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5. EH

[“CIP092 maleate ZHEMED =7 4 F AT 1 mg/kg D& CTHEEBRGBRNE S L & & Dk
Seeo iRk M FREH#E, REOEPYRISEI O BRBITIEIC OV THRRIC RS
L.

FE51% 168 Rl & CORKOEF~DRBEHMRIZZNEN 8.6% K 308%TH D, FILi
BT B[MCIP092 maleate D EHEMARBRIZE DI TH B Z LT ENE. F, BEHE 168
B E COMSREDEINERIT, BIEER (40.9%) & ERNEERETE (51.22%) 28bH T,
92.1% L HH &,

MRS REIR EEIIR 5% 5 31T 6322 ngeq./mL 2R L, HE% 24 BEEICIL 61.4 ng eq./mL
FTETF L. #&5% 24 BERICAEIL 199.6 h OEEEEH (1) THRHICET L, s
Jibc Bt BT FE V378 A RE R BE & BRI U TR SRV ME THERS L, [''CIP092 maleate 13
MERFEASICEAT LBV 2 L MR Sz, — 7, U BEE RUAEIREE 1T 545 1 BRRIIC
22 ngeq/g BR LIEDG, BEH% 24 BB UEIIMRHIBRERRN L 2o 2 L0 D, BEREOR
TiEbThTtholk.

FELRR P A RER BE VX RE oy OB IC BV CiE L Y B @<, R, Ff (16588.7 ng eq/g, &
5% 1 WR), BB (14988.5 ngeq/g, 51 168 BFE) R ONE (14009.9 ngeq/g, &E5#
168 BEE) CTIIEEZS I BV RS DI EEN TR D b, [CIP092 maleate DIFESITIHED B
EWREEI N E, B, MK R WM TEESEZ < OERICBWTRE% 168 K
WEREIREZR L, RANETEE HEPRAESHEOEF) RS BHED 51.22%TH -
=& hh, [MCIP092 maleate IZABMRIEREMENE <, KA~DOHEHIFERICBGRTHD L E
Z B, RBZB TR TE CHBRmE AR 641, [MCIP092 maleate O i
PR IT B B0 3 5 = L R S h iz,
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6. MERUAE

6.1 WERME

6.1.1 ERIEEY

6.1.1.1 A%

["C]P092 maleate ([“C]P092 « = L1 »E&HE)

6.1.1.2 WEXRPEHELLE

o}
0 * 0] OH
QR T ID -=S
H H 5
LNt 7ivaiLy

6.1.1.3 2FE
736.70 (at this specific activity)

6414 0OvrES
K0262-16

6.1.1.5 HiE (8=)
98.2%

6.1.1.6 ILHATHE
58.4 mCi/mmol (2.933 MBq/mg)

6.1.1.7 HREHEZERIRE
98.5%

6.1.1.8 TR
White Solid

6.1.1.9 BERHK (7Y —K)
1493 (HFEH ZV—K: =LA VBB =1:1493)

6.1.1.10 iEitH
[ ST R A B

10
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6.1.1.11 AFE
1850 MBq

6.1.1.12 BHEEH
G (—80°C, AP : —60°C LLT), Y, KBRS

6.1.1.13 BFLEDEE
REA T F, ~A7, TLFREN

6.1.1.14 BERYUEBRMEDINE

R OWSRE IIBE T 2 B RERE RBREE  B140810, &L S I AT 4=V
A BRI BETS.

6.1.2 JEEZEHILEY
6.1.21 &M
P092 « = LA LiEiE

6.1.22 Qv IEE
CMTPG-RQ

6.1.2.3 BEHH (TU—K)
1.493

6.1.24 Ik
HEDHE

6.1.25 i2{tH
ETREZE NI R RS

6.1.26 AF=E
#520g

6.1.2.7 BHEEH
e A . 1~10°0), #¢, BHE (ZFHA)

6.1.2.8 MHkLDIEE
REAT xR, w27, TLFRER

11
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6.1.2.9 RERHBYEOLE
PR OWERWE IBE T A RIpENERER GRERES . B140810, XS L ST AT 4=
A BEEWFERET) KBETS.

6.2 K
BFEBEER XS KFERIETES)

6.3 ®ER

6.3.1 FAEAERUVEE

BERE, UTOFETEEYBIC 1 EFRE L. REITEMNRE D » b LIZ8RT T TfF

27z,

(1) (MCIP092 + = LA VBRI P092 - = LA VR A 7 U — (KU (1493 25 U) L
7%, EMEICHELE (WIhd 224mg, 7V —FE& LT 15.0mg).

(2) BEZ 1SmL Nz, AZ—F—TEELOOBPME ST (7 Y — R EIRE 2.0 mg/mL) .

(3) 022 um D7 4 NV F—THid, HE L.

@) BERO—E&E/SE L, pH ZHE Lz (FEHRHE : pH 3.969).

(5) HABOBEIRIIGE GFEGHE : 1~10°C) &MU T CHRE L, RBRKTRE CIBEEL
7-.

1]

6.3.2 HATEEREDAIRE
BEMEOESERTHRICHEDOERER (h=3) 208, FEL, 6.8HITBWWTHIERE
ZRIE LTz, BUHBEIRE O FHEMNERERE D 90.0~110.0%DFHEAN TH 5 Z & ORI E
BEOLEEMRIL (CV%) 2 5.0%LARTH D Z & 2HER LTz,

6.3.3  BEMLEMIEORER

B ERET BIZBUH L FEOMIE 2 L.

BEEO—ER (50 uL) % 570 uL O 7€ b= hr U K (i1, vv) THERLEZDSL, Tieo
HPLC W&z L AELE h=1). 2OV TFADTVFrsu~v b 08 P092 =
LA ERSEIEMERRIE (0.1 mg/mL) ZFESMO HPLC TRIELE &0 UV Iu~ b /T 0%
HE LT, [MCIP092 » = Lo VISR DIREFER (Rt) A3 P092 - < LA VA OD Rt 2H8Y 3
DT ERMR L. P092 - v LA IBIEIRERRII N (FFPASIP : 1~10°C) §&4FT CfHF
B LT, HPLC IECHBLNET VA7 uw 7T MIBWTHH S h S e— 27 0
FUT 33 B[MCIP092 + = LA VEAEVA SRS OHEHRE Y — 2 OBIE % b2 iEE & LT
KD,

HPLC BFEIZRBNWT, Y Fl—a b7 TAeEbRRERERIRL, FO—EIZ20
TORHICBWTHAEEZAIE L. ZORMIRPORSREL, A LIEREBIP OBt (6.8
HIZBWTRIE) OfEZ2HAWT, %EIZX Y HPLC 5 A5 DS EDEINER (4 T Al
INZE) ZRD7-.

12
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X100

S U HPLC & 25 A L-2000 > U —X (HIMNAT 7 /) B P—2X)
Radiomatic 625TR (PerkinElmer)
ISHEH S A Inert‘sil ODS-2, 5 um, 4.6mm 1.D. X250 mm
(P—z YA T R)
BT NRE 40°C
BN A=0.2% TFA Water
B =Acetonitrile
55Tk Time 0 20 50 50.1 60
%B 20 60 60 20 20
Injection volum 10 pL
ARt 60 53
Pk 1.0 mL/min
UV 254 nm
e (Riky v FL—ya v AT N)
o EAEE 05mL
VFL—g h 7T v Flo-Scint 11 (PerkinElmer)
SV UF L—ZPEH 3.0 mL/min
FESEHFR - 6 7
6.4 HEREMW
6.4.1 EBiiE

K =7 4 Vv (Macaca fascicularis)

6.4.2 ERROER
FALAMOER L NZ2MRBIC b ER SN TEY,
.

6.43 A%
BART ¥ —/LA Y=

6.44 XHE
i A RALFNE
6.4.5 FHEIMH
JHE 3 JC

13
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6.46 &E - Bl
6.4.6.1 ATiH
20134E8 H 6 H

6.4.6.2 HARE - Bl
FREEY (V) OMREEFHEENR Th 5 YRBRER T, 30 B oM AREHM L &
HTHIE - Bl{b% 6 @B LTV, EERERENEG CHD I L 2R L8 & ARk~

wLT.

6.47 EYBREH
201447 H4H

6.4.8 IRIFEIME
BB ER, —RRERCEMES 6 FMBR L TEFERENEF THAZ EZHRA LD
b, HEBORWIBEICEMERS 25 L, R L~

6.49 BREWREH
4 i

6.410 HREREKE
3.60~4.34 kg

6.4.11 BB KERI ,
BRI L 5 ANBE ST LY EEHRI 21T o7, £, ARBICHV 2EES L
ORIEREIEH L, FHLE, BEROBEHM PO —Jicx, RRES, BEH, BE
REENS, ANBEE, @HES, r—UBS, B, 1R, S8oEE BitEmech
AERERLIET N ERHT LT,

BB 5ROy — Ui, RRES, KRWES, RROEE R5EE, HE A
i, ANWBEE, BME, KR, BB EEEH UL T VBB Lk,

6.4.12 HEBYONE
BEFLENY B D VTR B E DS R TC A M &l L =8 e o e,

6.5 EMfAE

651 fIAEE
5133 &

14
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6.5.2 fAHEEE
6.5.21 BE
A © 23.0~29.0C

6.5.2.2 HHRIZE
SFREH ; 35.0%~75.0%

6.5.2.3 MK
10~30 Bl /BRI, A—NT7 L v a7 — it

6.5.2.4 FREARER
12 BRRE B (7:00~19:00) ST
72720, ¥E#% 10 BRI O M OBIZ AT L.

6.5.2.5 INAEM#K
1L/ r—

6.5.3 EEE L)
6.5.31 4H—Y
AT v U ABRE A —0 (600W X 600D X 620H mm, k3 U R 5)

6.5.3.2 #AfHZE

ATV ARGESE (PR URSERH) 2ERAL, SRR L.

6.5.3.3 #A/KIE

A Y H—Rx— MUKEAE (500mL, FXURFER) AHERL, BHEELE.
6.5.4 fAH

6.5.41 &4

YV RAERER, CMK-2 (HAZ L7)

6.5.4.2 #AEE%
BRAETRI, 1EN7208 100 g ORI 2L, BRICEREEZEIN, BEELE. BERIX
BERICHRELE.

6.5.4.3 EMBEDRED
R OB TN O OWREREAEL, HHLEn Y FOBEEEEDBEREILEN,
JiER DIEEREFIEEZEDEEIHE L TWAZ L B FER L.

Tul
Pué
%

15
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6.5.5 SRAK
6.5.5.1 fE%E
Sum 7 4 VF —RiEE, SRIMRIRE L7 AKGEK

6.5.5.2 #Ki&
HHER. FREREARICER R LT,

6.5.5.3 &
KEWHRELE 2 B E) WCEHL, FOOWEPHBRMR OEERIEFIEED LI
HAELTWAZ &R LIz, :

6.6 &5

6.6.1 RERK - Fik

BEtd—F =7 — (CL4535, BAZ V7F) IWREL, BMEHE 056X3/47, =7
2) ROF 4 AR—YT )Y Q5mL, TAE) ZHVT, 2mL/min OREHEE TR
RIS LTz,

B, BMER 01101 1%, BEH 30 5ORMKTECELV X —F =7 —IHREL, DEEAR
M —icRE L.

6.6.2 HREREROEIREH
T ERG R SARRE T 5.

6.6.3 ®EHEOEIREH
H= T APV ST 2 5EE LTI HWLNTE Y, WRE % EMiciks

TED.

6.6.4 BE R
Hi[E|

6.65 BEAERVZTOREERH

1 mg/2.19 MBg/0.5 mL/kg (P092 7 U —{K#LE F &)

[MCIP092- = LA VD T v M HIT B MR 514 OB EET- (PR (FABE 2 B140398,
BASHL S I AT 4 = 2) BT 28IkAES (Bolus) OHETH S 1 mghkg 23%E L
7.

6.6.6 RE5RE

BES BICHIE Lo RBEICESWTEI L

BEREEDR LI ESEMOERBZRE L, RELICOOGREEMERZNEL T, KA/
BOEBENOREFEERELZFEH L.

16
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6.7 FEH
AERIE B R OB TRIORT.
e
Bh LEY E
PRERTE H wm (7 U — kg | i P— %{d; BhinE 5
Bk o
6.7.1  HIER OV A AETE E D RIE “
) ) ‘ v [ mg/0.5 mL/kg - i 01101
6.72 REUEFHRHEFEROME
I hr I 02102
6.73 MEPHARIREDRE v 1 mg/0.5 mL/kg 24 hr 1 03103
168 hr 1 01101"

— RREERYICRBH R B L .

#1671 EIZBIT BRABEOREAZHER LB, 6.7.3 BIZBWO TR AURRERE 2 8E L.
*2 0 BES 02102 IZOWTHE, 671 IZRBW TR SR | BRI M2 ERm L7z,

*3 1 BER 03103 125V THE, 671 TEICBWTIREE 1, 4 RO 24 BRic g2 Hm L7,

6.7.1 IMMERUIFERHRTEEIREEDRE
&R 01101 IRV T, #5%, TROBEDEESEICIEMEL T THEAIEEIRD 2 R
FEFEARA 0 0.5mL (5% 120 Bl $£T) XTI SmL (5% 168 ) ZHLMm L 7=
[HEE ]
WERTH S, 1543, 304, 1, 2, 4, 8, 10, 24, 48, 72, 120, 168 BFfH]

BWES 02102 128\ T, BB 1 BRI IRAREE T CHRIERIRD 549 5 mL Z8kiM L 7.

MIRITRLE (N V=7 FIEERLE, ~Y ) )y LAREESL, SmL, 7/VE)
WERE, BA L. BOERRRERRE L LK 00mL (n=1) &2 8& hoSy R
(PerkinElmer) 124YB LT 6.8 EIZH WV CHIEEZMIE L, MIRFHSTRERE 235k 7. %
0 O MiEiEOBE (4°C, 3,000 rpm X 10 min, CF7D2, B TH) L, miFELEB~. FEE
DMHE 0.1mL (n=1) &= /3A b3y FIZHRLT 6.8 HIZRW THEREZMIE L, MmiE
RS REIREE 2R D T

&R 03103 IRBWTIE, 5% 1, 4 RO 24 BEERNCIERER T CRIBERR S 3 mL 24
U7, Mg (N Y=7 FIEZERLE, ~S) 5 M)y LA#EES, S5ml)
WCERE, BA L. BEEEERIERREE LT 0.1 mL (h=1) 222232 b3ty RIZ4EL
LT 68 EICRBWCHEAREZAIEL, MmiRPASERIREZ RO,

MBI O—EE~~ F7 Uy FEMHE (BEHMHEF) CER =1 L, B0 (8
B, 12,000rpm X 5min, MC-150, hI—$T) LT~~~ 7V v MEZRIELT.

7% 0 oI 05 BE (4°C, 3,000 rpm X 10 min, CF7D2) L, M#E% & 7=, 4 0.1mL (n=1)
A NR Ry NIZHE L T68TEIZRBWTHURAE 2 IE L, mAEh i REIRE 2k /-,

17
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Iﬁl{&q:‘ﬁf(%‘fﬁm{%f— (Cy), MEEPHLHBERE (C) RO~ b2 U ME (H) ORIER R

B, RRUICT K BEHEEOMERBITER (T) ROUMSE PR REIRE IO 2 iR U REiR &
D RefE) ZE M L7z, Z2d8, T/P e, T RO Re O HE HITIE Microsoft Excel 2010 (Microsoft
Corporation) % V> 7z,

T(%) = (1 - Cp/ Cy x[100-H,] / 100) % 100
Rp=Cy/C,

MAEL B O MmERITFERE L.

6.7.2 REUVEPHRITEEHEDRIE

BES 01101 [ZB WL, BUFIC R THER XS - 8RRt R R O E 2 SRR L. R
OERREEIEC, 7 —YNEZEEK (8 500mL) CHEdE Lo —IlEiE GBRk) & LT
BIR U7z, BiEUBIERRE (RE5% 168 Befl]) I\ T — VR FRUK) ZEIN L
TeDh, LI S500mL DAY ) — VT —VREEEL, 77— VR (A4 —1)
ELTEHRLE., RUKER, EROT —VHEEERE 6.8 HIZBWTHNREBEZHEL, &
SRR R A R 7.

ACERBHRINGE (R51% 168 15D OB 6.7.3 THICHE LTz,

(BRI R (BB ) )

BR B 5% 0~8, 8~24, 24~48, 48~72, 72~96, 96~120, 120~144, 144~168 IFH]
R E51% 0~24, 24~48, 48~72, 72~96, 96~120, 120~144, 144~168 FFfH]

r— VPR REERIK) - BB 8, 24, 48, 72, 96, 120, 144, 168 FFRE

= UREIR (AR ) —N) %5 168 BRI

6.7.3 RS EERE DRIE
6.7.1 BT BFTE DRI T, B2y bV EZ L (VA )~ T, Hear i)

#4904 mL/kg DHETHARNEES L, £2FHBRT, HERL VUL L, ZEESEL0H
TRoAERRZ R L7

E23irEw)
— | ik A | RER A | B
— | M A | ETHR A | R

Jidh D &AL C | FBRIEY >3 C | Bk (R RBIAR)
Al KE A | FRIR C | Bfg (THEH,

ExXoT)
A BEE A | Bapg C | BHAh (KR
Al BB A | DI C | BfE (REEE)
18

- 1270 -



B130897

AL RIKTHER A | B C | HEJEl CREEER)

Al B A | T C | 1BeiEl (REEH™

A | JERE A BB A | fRZE

C|&5h A | Eg A | JEH (BBER)

— | AR A | BDE B | Tl

AlgY A | /BT AL REBT (BBrat)

A BREY! A INBREY A | KIBREW" (BBAN
B EED)

A BEOSERERL, TO—E S ReRE I U

BB HRoOSEEAERL, TOSELMFREREIZEE L - EE

FHEEC MR DO—EREER L, ZO—ER % B aeRE 4t U= Rk

] LB R OVEEERNERIC OV TIE, B5% 168 B (BEE 01101) DHIER

22 WBRHEE CHESNOERTAZEE2RELER, BEHICEBEESFZBO LN
Telo, WEHOBEAE Z R L

MR Fe OV B 0D S b BT E B OGS 6.7.1 I TITV, T—F Z2HF L.
WMEMRITZ~A Y= Z— (27GX1/2”, 1mL, T/NE) ZRAWTERL, 6.8 EIZBWTK
WA HEL, MEMERPEAERELRD

AR AR EEE TR L, BRI L ERS EROE

HEITTIB L, £940 mL OEBEBEKR CHEMZTEWHTREZ 2E/RVR L0, I8
AL D MBS ERE, NEWETEOE LZEBREIRIT 2 B2 A b,
FEVHIZEE D b RS (T AE) 285 LiERE (FE) 2 AW TR L.

FE L 72 3BHZ oW T 6.8 THICRW TSR R HIE L, MRk (RZEPEHY R OVHEILENED
WER L) I oW TR IR E 2R D 72, F 7, MRS REIR BE L2 %4 2 Sk
TREFTRESREE D ELE (T/P L) 12 oW Th B L. 7243, T/P OB HIZIE Microsoft Excel 2010
i LAY

SEENAERTRE /MM GHEE A, B) oW, WELEEBSEEICE S BEHKS
REICXIT 201 (EBRFAREs R 2#HME L. KR, B, RERUCBEGIEEIC
DN, HREBEELZ TN TNEED 6.0%[1], 41.4%[1], 9.4%[1]1& N 7.8%[1]& L THELAE
PR ER AR L.

BB L 7= BT B ISR E B 2 U, ARk % ORI R O 55 5 BlEfE o M BRI EE
LT,

6.8 RATRED HIE

tSIE (transformed Spectral Index of External standard) $RIZ LY 7 =0 FHIER T O ik
YFl—va v Z— (Tri-Carb 2300TR, PerkinElmer) %AV, M2 lE L. A
EVIENA TSI 5450, 1EEL, Ny 7770y METEERE E Rl—DvrF L
=2 aVvHITNADR, XTI NRA MRy FERELCRE LAY 7 70 FLT
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