7 | LTL Pharma

*20244F10 HeET (585 2 Ji)
20224 7 HegaT (58 1 00

B & SRS, 10CLUT CRAE

A - 34

ZRMRIFRIR IR EE TOEE A EE
<X HILY b—IVEH
BIEE, MhEEESY

ZFY0O—)Viz2.5ug
7.I'-'-F'U'I:I—ll{@515ug
ZFY90O—-)b:z10ug

OXAROLE for Injection

) ER-EMEONTEICIVMEATLI L

3. fERK - K
3.1 #5

8.2 KA DIxLH-HEIC
7 AR OERR ) AEICIER LRSS

W% | AFYu—iE25ug

FFHFa—MESug | AFHu—IE10ug

H AKE AR i 9 3
873112

H25ug 5 ug
KBS | 21200AMZ00458 | 21200AMZ00459
Wi 5e B ad 200049 H 200049 H

H10ug
KBS | 21200AMZ00460
Woehian 20004 9 H

M

ova JI—7

DOWTIE, MEPTHL NV, MiEHD V¥

v -

Wz ZET

52k, [7.2, 83-8.5, 9.1.1, 10.2, 11.1.1 HH]

17> 7)(1mL)H
> | FFAIVY =V
25ug

177V (1mL)H
<FYHIT =L
Sug

17> 7V(1mL)H
<FHHLY =L
10ug

AR VIR — 120

177V (1mL)

0.1mg

fitkts ) —) 2ul

R N
Y Y ERKFE T N ZOKFI)
Y VEETIOKFET MU A KEIY
WAL v A
3.2 WEIDMER

Wisess | A¥a—Vii2bug | AFFa—ViE5ug | AFFu—itl0ug
A | TEEH (@EEWT 7 )
PEIR | QBT oW
pH 7.80~8.20
BB | R 1 CERERBICH T 2 )

4. RIEER IR
HERERT O ZRI4E| RIRERREETTEE

6. REARUVRAE
MW A, BT TS R ALY bl LT,
1125~ 10ug% 3 3 [, FHTWEEIRICIEA () 5.
B, MIEEFAREASOVE Y (PTH) OBEERA S %
WA BANV YT AMEOEBFITER L 205, 10
20ug% LBICHEICHIE T 5.

7. BERUHAEBICEEY 23R

7.1 PN ILE A~ 4 7 bEIFIRIR S VE ~ (intact-PTH)
A3500pg/mLA [ B W IF ML {ik w5 18 BE Rl IR R v & >~
(HS-PTH) 7%40,000pg/mLAfi] Tlidk. AHI% 11015 ug. il
THintact-PTH7500pg/mLEL b (& % W IFHS-PTHA40,000pg/
mLELE) Tix. 1 E10ugh SBIET %,

7.2 Il i%intact-PTHAY150pg/mLEL F I F L 723 & 13 A
O¥eh k35, [8.2, 8.5 ]

8. ERLEFHER
8.1 AANIFERDOFEIIFIR E 4 3 ¥ DANC & ) B RAH4
SRS A IEBI AT L TRIIEIERE & 3 2 DAl 5 )
DA THETH I Lo T AANCE DSk, MRS R
P A, IR E 5 3 YDAINOY DR L EE
T,

8.3 ARANXIMFE A V¥ A ERAEH BT 5O T, KAIKS

Lo diEA VY AMEE NN (Db 21 )
ICHlE Ly &S v v A lEiH11.5mg/dL (5.75mEq/L)
%Lx WX G REZRML, B EAICEHRS E
1k (k) §52 &,
F72. H%& & LT A v 24l4311.0mg/dL% B 2 72
EERIIE, S IclEEEEE L G T mPLER),
HHNEHIET L, HEOFBICOWTIE, HLiE A v
¥ 2 liA11.0mg/dL (55mEq/L) RiiZmBE L 722 & %
MR LRI G RE2 WM TIT) S E L,
BT N7 I VIE (IE7 V7 3 v mh40g/dLA ) DYy
HIEHMEEZ RIS 2 e E Ly, [8.2, 9.1. 1,
10.2, 11.1.1 K]
WHIEA IV 3w AEE )7
HWiEH V¥ 26 (mg/dL)
=IfilEH N7 24 (mg/dL) — i 7 IV 7 I Al (g/dL)+4.0
8.4 BUEBAEITB B kMR IR AR U IS B W T
. LIFLIEEEoRY) YIEX 2 L. STIUAHEERT O
OLobBbZ e DOT, EMMICmEER) iz
WEL, 203y ba—Lai7d) 2 &, [8.2 B
8.5 AH O RWFG1Z X Y IiiE A v ¥ 2MED EABEDL
Kb ENRDLNTVD, TNE. BHAORFEIZED
MIEPTHOM T - THRBAEEL LR T 2B I L
XBEEZOND, [7.2.8.2,9.1.1,10.2,11. 1.1 BR]

LFENERERIHBEICHTIERE

9.1 AHHE - BMEEEDSH 58E
9.1.1 &HILI ) LIMEDBE
AR DOFGIZE ) SHIMFF AN T L2 ERASEDLE
ENdH b, [8.2, 8.3, 8.5, 10.2, 11.1.1 BH]

9.2 BEERERE
9.2.1 ENEE
AH OBGAHE L TR L ERRASF OB 2 1512479
z ko DRBOGHBHASND Z LWL, Tz, &
WASRIMIEER M OB 7% 12 & 2 DHRREN D52 BT R

%b\\_k 2 EH D, LEREEEZEI LR TV, [15.1
Z ]
9.5 1%

IR LR IR LT B ] ietE 0 & 2 IS, W Eof
A EE 2 LM s S h a5t osHE 352
&o [16.3.2 ]



9.6 ®ilw
BHE O R O HILREOH R Z Z R L, IO
FEdH L 2 BB C Lo JHBEM R O AL O FFIR %
G (79 M) T Llug/kg/ B#c5-CTHAERIARTER N
MFAA NIz T2 BT O T v MCEIRNT
H Lz &, JLHT 0BT 2R/ 2 HEAH 5. [16.5.2
ZH]

9.7 hRE
ANREFER G E L BRBIEER L Tz,

9.8 mknE
9.8.1 HRITEE T 5 2 Lo —RITAEMBEREIMET L T2,
9.8.2 AHZ65 L LommHA IR G Lz &, RITENZE
BUZ X 23 5-mkid, 96611261 (125%) TH . 64i%
LT DA 0413881611836 (94%) Th o726

10. HHE1ERA
10.2 BEAEE BERICEBTBC28)

eSS

7S N W RES

B - fabr

TIWVT 7 ANy K=
ANY bYA=
[8.2,.8.3.8.5.9.1. 1.

AV YT A LE D
bobhbBLIN
Hbo

[TE IR IR 2
T AR ER SR
LD D % o

11.1.1 2]

PTH#H)
FYSTF R

8.2, 8.3, 8.5, 9. 1.1,
1111 B8]

AIPERC & %o

PERANS 3 PNERD D 5bND | AAN LY EA VY

PR BENDDH B, 7 L UE AYFEAE L 72
[8.2,8.3.8.5.9.1. 1, it ¥y ) AR
11.1.1 ] A OVE M AR %

ZENEZOLND,

1. BEHA
ROFMWEH DS 5 b b EHHHDT, BEE H5IITV.
SRR D SN HE IS 2L T 2 74 Sl e LiE %
192 &
1.1 EXAEIER
.11 HAID 7 LIE (22.2%)
ARENZMIE A V27 5 LAEHPRD LN DT, &
HN T AGEC X B 2 EHEZ LN DEERER (F9
K WHWHIEARY) OMBUSERET AL, [8.2, 8.3,
8.5, 9.1.1, 10.2 =]

1.2 ZDfeDEMER

0.1%24 | 0.19%A
B | %9, 595 JBi e
FHARIRESR | WOV BIE, RHRE, B0 | AR, B, fREUR
Mok R W - AU, SRR R
JiF Ji§ | AST L 5- ALT L5
R | CKES, iy w8, | &AW, bR EEE .
¥ I 4+ 7vr sy by, [fh7VvI=7 A5
LDH L&, AP L&
[ 8 X A T
L - MR | FIILE
i | FIER I () 2 o8Bk, | FiERE A
Z o Al | UBEATE, B
1) BB A S

14 BREDER
14.1 BRABRBOETE
] & DREEATD LV Z &

15. ZOOER
15.1 ERBRAEA (25 < 1548
AN DKL £ TORRRERI BV THY S NIRRT
BHEITTHI, 3481 (35%) . 8P LIS TR b7z
ZOEL S ORLEELKRIS 1AV Block, THHEHW O

6 1F DEMEHSME, LEMBIO% 31 Th o7z, [9.2.1
2]

15.2 FEERPREABRICE D  1BH
BABPEIZOWT, T v b (F344/DuCrj) (238 1 M244 H
BIEFIRNE S L7228 B IS B W CF3447 v M IShFSES
5 Bk o# G0 B L 72 7 v T
WAV MED LSS TRAEPHNT 2 EE2 LN
TWbe 7 A TIEME 1 [MI8A H x5 THPAMIZHD
LMol

16. EYENE
16. 1 Mg
16.1.1 BEERS
TEFR AT 1% 6 B2 31T 2 Hi[alEIR N 1% 5 0 3L B
HEST A — ¥ ZRTY,

INTGRA—%F 3.3ug 6.6ug
AUC,,(pg-h/mL) 354+135 795192
t1,(min) 108.1+45.9 138.7+39.9
CL(mL/h/kg) 237+70 174+50
Vi (mL/kg) 259+48 362+32
TR
IR G- o ML T~ 4 4V ¥ b — VIO (EHERA)
(pg/mL)
1000
3.3ug/body
ul
i
H1 100 P
i3 F
i3
10 : : : g
0 1 2(h)
G- OWEH

(pg/mL)

1000

6.6ug/body

HRET TS

]0 L 1 1
0 1 2 3
PG ORI

4(h)

16.1.2 R1EHES
(BERERA)
BERATR T 5B F ALY b=k LT33ugk 1
H1, FH 4 ESRNES L 2 A, wie
4[] B 5% 5 L v iR 1 R R AR L 7Y
W) ARFEME, E 3L EEEEIRMICEA ()
Thbo



(ZRMBIPRIG B TTEESRE)

HEFRENT T 0 kR RIS B TTHEAE 2 £ 5 1451
120 2638720 BHF 12 1 M 5-R10~175ug®D
FPHCIRER G Lz b 2 A, AN AR RE G5 T
AUCOAX FHEI., t,, MM EIA A SN Tze T, M
AN AP BTRIE L 7 205 727

16.3 9%

16.3.1 ERFEE=E
b hEEEEANOR A
16.3.2 FRIRFSITIE
RS v b~ PH] FH ALY b= G5 LL &

O N VAT O TR GBI 1 (X BE B o 4T PR L TR

LR, B EAHLER D © D S BB &4k & AR IS
FR P ThH o7z, [9.5 B

16.5 HEittt
16.5.1 FRepHE M
TEEE R 51~ 6 BIIZ6.6ug % WM EHIRNE: G- L 721, JRA
WP I E R ARG TH - 72"
16.5.2 FLit#siTid
Szt o7y b PH] =3 H A0 b= &k
HLzze &, U iciu @B ShzYs [9.6 ZH]

16.7 EHEEEH

BB AR IfIL P i 2 C O B F AR S A EAE 3R (in vitro) (2B,
R b/ DI B R - ROk 4= N R e (VANE e o 3
WeoMT it MRS ERIEEY S A o
7Y,

v MFIZ 0y — A F R R HERS (in vitro)
ZBWT, FH ALY b—Vid 1 umol/LIZEBWTHP450
(CYP1A2, 2A6, 2C9, 2C19, 2D6, 2E1, 3A4) 12 X % {CH
BUS 2R L CREMEN 2R E 2 d o 727,

17. BRER R IE

171 FHHERVOREMICEET 555
17.1.1 ERNE I EEER
UM IR AR B U AE & A O BB A MR R
#2036 (75 K206, <FHAH N F—)5ug/M58
B, 10ug/M58H1, 15ug/T™ 58%51) kg e L72B M1
Mo EEHRLEERE (792K, <FFHINVY =15,
10 O'15ug/ 0l % 38 3 LZAT I HIRM & 0 % 5:) 128
WC, intact-PTHOAK F K O'PTHE 3 5 % ol & 3 5 Jif
IRENR. FHECTHE R HEMBEEIRD b iz, F72,
10ug/ M @intact-PTHHIHI R R 5 ug/M X Y HEN15ug/
& {5 T > 725 Z DI H v > A LA 5ug/
&Y /ANEL 5 ug/lEFB LT,
E) AHowRES#FIZ <FF Iy b= E LT,

1M 5H50ix10ugTH 5%,

5 ug/ M O A VEFHAlF R ES57HI 145 (24.6%) 2 REIE
HADRD b7z FllEHE. &A V2T AE 8
(14.0%)+ &9 ) EABI (7.0%) 5 TdhH-720
10ug/ 1l @ 2 2V FFAllxt R 515561 Hh3261 (58.2%) 12 mIfE
HADRD b7z FlEHE. & AV 2T AliE306)
(545%)\ €9 LX) K4Bl (73%) S TH-72

17.1.2 ENE IHEHER
BB EHEREN BE3B (77 2R 126), %47
VY b= 5 ug/W 5 B, 10ug/WI17H1) ZxfgRE L7241
Mo-EERILKRE (779K, <FH IV =15
KO 10ug/ Ml % 38 3 WEAT IR X 0 $%5-) 128w
T PTHHFE., &g, AMETYEFF ALy b —
NVERGHIE T T RS LARICEN WS 2R
ZRVERIH IR BB R Egﬁ&im%#fbehf
5 ug/ Wl O %A FFAl 0 460 5 B CLERIERNIE RO H
Lrolz,
10ug/ 1l @ 22 2 VEFFAlxF L1760 H 8 B (47.1%) 2 REIfE

F(13988%LL - TH - 72% (in vitro) o

_3_

Mo SNz ELEWERIE. SA VT T AE 7 61
(31.8%) FTHh o7z
17.1. 3 ER—RZERAREER

TR IR IR RE U AE 2 1 O 12 PR MRS T
H161H 2% x4 & L 7= AFH126:8 B % 5- 0 B $5 5-300 1 B
WTC, MEI NI A EFICEELEELF TV

b=V &% PH3 % 2 & T, PTHHNH O R B AT 5
LT EhRENEY,

SR EEA X R BI1605) rh 87 (54.4%) \ZEIVEH 25329
SNze EEVEHIE. @AV Yy AMETTH (481%).
CPK EFH1361 (81%). 9 L9 & 9Bl (56%) 5THo
72

17.3 ZOft
17.3.1 BRBNOZE
Fife PR 3 B EABR C 05 AR IR BRI Y 12k
wf\%ﬂw&%w%(ﬂ &ﬁ%ﬁﬁ@ﬁéﬁomﬁ
IR O, EIE) 2R ENT, o FH AN
DRI Z 523 N S BN = o v 1 ) el o AR R AW
—DYEHRD 5N,
17. 3.2 M&Fdintact-PTH &HS-PTHO4ERES
M3 Fhintact-PTH & ML PHS-PTH B WHE 2 /R § 2
ERHEESNTBEY?, F720 KK OBRRBERD S
b NS OIEDFEATRN T & AR S
HS-PTH(pg/mL)
300,000

r=0.822

1°=0.675
200,000
100,000

0 i T T T T 1
0 1000 2000 3000 4000 5000 6000
intact-PTH(pg/mL)
intact-PTH & HS-PTH® B

18. FExhEIE
18.1 fEA®AF
E#HTy MY ROBAET v MY I2BwT, FF ALY
b — )V IEEI IR Bt pre-proPTH mRNA® FE 3 % #] L 72,
T2 FF AT b= VB FEMER A L TF
AFF AN Y VBIET- OB 2 GE L 72" (invitro)

18.2 PTHMICXE§ 5 1EH

SEFHNY =V EE T R H R K OV
ARGV D R R DRI B e i AR p ke R DR I
B2k U CPTH G WO 278 L7228 (invitro). 7 OxIF:
EANY MY F— LV EFRBRETH -7,

BARLEF VI /65T v MY BBk 4 %)
ZBWT, FFHNY P = VIRIES VY Y Al L5
S e W R CPTHA WM %2 7R L7z

18.3 B9 21EH
SEHERT v MIBWTHER SN D MR IR RE T
HEIEZ L) BIREICH T A2RMBEEMET LIzL 2 A, v FH
Ay b=V EENAH T FET S, 2, 4%
BARAEETIVIZED LN FIREIIH LT L 724
PRI % B L 722



19. BRI CE Y 2 IE{EZMFNR 24. XEFFEKERVBEVOEDHEE

—MRERFR © ~FF ALY =)L (Maxacaleitol) (JAN) PAMRSERR S AT A AN VT A=V a Vi
1t % & : (H)-(56Z7E)-(153R20S)-20- (3-Hydroxy-3- T103-8324 H AR O X H ARG =M 2-1-1
methylbutyloxy)-9,10-secopregna-5,7,10(19) - G 0120-189706
triene-1,3-diol Fax :0120-189705
9 F X CyuHpO, https://www.chugai-pharm.co.jp/
4 F £ 41861
B R ARORREORETH L. *26. REWTREF
A5 =KD THEF T, 28 7 — )b (995) 26.1 BHEHRTET
SR T VIFNI S LSRRI LTL 7—< #%Xe4t
T KB EAEET B, RRHEHNEXAHECTHI10E 1S
E2EER 26.2 BR5E

P H )| RO B

CHs BEEERFRRX A AFE AT 2-1-1

ova -7

| ® Bk
CH2

A\

HO

20. BV EDEE
MR PG L TIRAES 2 2 &

22. A
(FFHYO—JLiE2.5ug)
1mLx107 > 7V
(AxHO—JViE5 ug)
1mLx107 > 7V
(FxHO—ILiEI0ug)
1mLx107 > 7V

23. EEX#E
D fRER, b BokENT. 1999;15(8):1193-217.
2) TR R IR B RE DT E R IS BT B 3 BN RS (20004F
7 H 3 HIKGE, HEEBERIEE ~3(1)3))
AR TR (v M ME&EAR G, inviro)
DINE RS (. MR T
5) N RS B RS (FLITRATIE)
6) HL N RS B RE TR (FCAEEERILE, in vitro)
) B T EE ML (20004E 7 H 3 HAKRE, WG
FORMEZE 4(3))
8) & MAH — HE H MLk (20004F 7 H 3 HIK#E. A& A
BEZE -~.4(4))
9) LI, b, BB & &EHT. 2000:48 (6):875-97.
10) Tsukamoto, Y, et al. Am. J Kidney Dis. 2000;35(3):458-64.
11) SIS, A, B & AT, 1999:47 (4):559-72.
12) fiee L2, b, AT 433, 199326 (10):1585-91.
13) i % Fintact-PTHE HS-PTHO A (20004 7 H 3 H &2,
AR +5(1)2))
14) Brown, A]J, et al. J Clin Invest. 1989:84(3):728-32.
15)Ichikawa, F, et al. Nephrology. 1998:4 (5-6):391-5.
16) SEBVEHI AR (B SFMIBE SR 3 2. in vitro) (20004F
7 H 3 HIRZ. WaEERE +.2-(7))
17) Sato, K, et al. Nephrology. 1998:4 (3):177-82.
18) e B (BT v MZBIT 2PTHIE F/EM) (2000
7 H 3 HIAKGE, MEEEEE &.1-(2)-1))
19) SEHE 3B (B A4 A 2B APTHIEC FEM) (2000
7 H 3 HAKGE, MEEEEE &.1-(2)-3)
20)Hirata, M, et al. Kidney Int. 1999;56 (6):2040-7.
21) Monier-Faugere, M-C, et al. Kidney Int. 1999;55(3):821-32.
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