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6.8 HEREBRRUHEMER
ABRE B R OB E TRISTT.

m% A =)
R R B ov—tevo, memx or AR gwms
BEEE
i B O in g
6.8.1 mﬁﬁﬁﬁj v | mg/0.5 mL/kg/E] 4 [A] - 1 01101
4 [ 168h I 01101
6.8.2 R ICSTERIREE v 1 mg/0.5 mL/kg/[E
28 days
1 [&] (672 by | 02102
— REFAVICEBI R TR L.

*1: 6.8 1 IR 2 REEFELAOTEMRT %, 682 HITH L

6.8.1 MAERUVMEDKETEERE
BeE1%, TR OFER S ERETIZRBW T, B BRI R IRERIRA 55 0.5 mL XiT
F10mL QG EHRES 1 RO24 B ONT 4 [EI&E1% 1, 24 RO 168 BFfE]) Z#tf L7z,

€23:r TN
ZEIEES 54, 154, 1, 4, 8, 24, 96, 168 FFf (WK[EIFREAD

migkk, BmE (X V=7 bIEEFELE, ~) 2T MY U LREER, TE) ITH
e, IBA L. MEREREMRRE L UCHiE 100 uL (n=1) 234 7IUZ4HE L < 6.10 HIZ
BWUHEREZHIE L, MiEFAFRERE 2RI,

10 mL $£ i U 72 fdRIC DWW, 93 mL &2/l (—80°C, FFA®IM : —60°C LATF) fRF L.
7% O fIKIEEOSBE (4°C, 3,000 rpm X 10min, CF7D2, B THE) LU, Mgz, m
BE100 pL (n=1) % /34 TAAZHERL T 610 EIZRB W CTREREZRIE L, Ml i geiRE
Rz, BIERSOMITME (-80°C, R : ~60°C LAT) REFLZ.

MR R OMSEI R AR 2R Y R T CTEY o 7o

4B o M ERITERRE L 72,

6.8.2 HHBHRATEREE

BES 01101 I2OWVTIE, 6.8.1 HITKI AFTEORMAE T, AEICHL, RE51% 168 i
D MR B OV AE R B e B DRIERE R & 4 L7z,

BHNEE 02102 12BN THE, FTE DR RICEMET T, KEBEERIRD 549 10 mL 28211 L
7o MR, BEME (X V=g FTEZEREOE, ~SU T ) v AEER) ISR,
A L. FRERlE AREE LT 100 pL (n=1) 234 7UZ/HE L T 6,10 FHIZR W
CHSREZRIE L, MiEh S aEIRE 2RO 7=, 3 mL OMiEE M (-80°C, FFA#H
—60°C LATF) BRAF LT

Y o MmigIEGHEE (4°C, 3,000 rpm X 10 min, CF7D2) L, MmiEZEE7. M4 100 uL
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(n=1) /A TAZHELL T 6.10 TIZIRW CHESREA BIE L, MAETRURRERE Z KD,
HER S OMIFIXAE (-80°C, FFASEH @ —60°C LLF) RIFL7.
MR OMIEIT ATREZ2 PRV (RID T TR - 7.
S BER O MERIIFEE L.
BMAET %, B3y b e & —bF b UL (VL _UF)V) % 20~30 mgkg D
ECHIRNIZE L, 25RET, SEBIRE 0 full L, REFSG7=0b Trafe i L.

[ BGEH
- ik A JrF Il
— i3 A B
A KK A Bl
A /N A JELR
A FERE A TR
C Hb A FEE
— A iR C a1
B EEL C B (CRIRAR)
A IR ER C B
A 78 TR C BalRls (FRED)
C JERIIE Y 2% C BENEs (EE)
A N — JRH- (IREEP)
A Jifi

R A SO SBERIL, TOo—EH% A RRRIE It U7 MRk
FEAE B MR OSEZEIRL, TORER B EREICHE L
HARE C kO —E A BRI L, £ O—E % B RERIE it L7k

MERRII~A P27 22— (1GX1/2°, 1 mL, T/E) ZHWTERL, 610 HIZBWT
FEETRE A I U C R BEIR P U REIR E & sk D 7z

REIHIZABZED SRS S 21GX1 127, TE) 2EELLZESE SmL, 7AE) 2HNT
BELL, 6.10 HIZBWTHEEEZ JIE U CHEH AR REIRE 23R 7o

ARG IS A AR CHE L, JEEAIC L0 RS E R .

B L 72 BHZ DT 6,10 TSI W T RE 2 HIE L, MR RRIRE 2R D7,

S EENNEFRRZER (B A, B ROMEH) loonTid, E LcEeEEICE O
B iEARE @& S 01101 Io DWW Cid 4 BEHR G L= G RHIETRER) Ioxtd DM (iR#k
hiETEES ) AREH L. ik, BEG, REROCREEEIC VWL, EkeEEE
FNEIRED 6.0%[1], 41.4%[1], 9.4%[115 T 7.8%[11¢ L TG SRESELZEH L
7-.

KN, /NS, BB RETR, FFIER O ORETR 5 1 3m R (-80°C,
L7z,

B L 7o R BICEREEZAE L, MERERE ERR L
AELRR T HH 1% O BRI I OV Sy Bl 0 L BRITREZE L 7=,

FUSHEE - —60°C L) (A7

=it
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6.9 B
6.9.1 TEIZRTHOHRBHI DWW T, REMWERE 7 V4 HPLC I X W FERR L7z,

6.9.1 HTERH

ek BEIEE | fEE
ik 6811 |4#F QRO 4EHEEGE 1 KO 24 KR
K 6.82TH |2k (HEREH 28 AKX 4 [R5 168 KF[HE)

6.9.2 HILEERUDHEYE

SHFRBI ORI FE, T U4 HPLC 40, [EIEREREL OREORTRE, REWITIC
BT 52 TOEEICOWTH, [[MCIP092 - « LA VESH O REHIIER AW TSt (A5
%5 B140810, MRXEHL S I AT 4= A) ] L.

6.10 fR&tREDHIE
tSIE (transformed Spectral Index of External standard) V&2 X W 7 = F 2 FHIEEIT D IRIE

YFL—a v F— (Tii-Carb 2300TR, PerkinElmer) % AV, FHEERMIE L7, H
EIIEASATAEED 550, 1EEL, Ny 77 I0r MEXRERE EF—DvrF UL
—a A TADEE S S, TEHEAELEONEdmEE L, 0oy 750
FEZZLBIWTRy bOA Y MEE LTz, 7eB, BEREOMHRBRRIE Ny 7 759 K
Eo2f&L L.

UTcERBTREEL R

6.10.1 5%

—¥ (50 uL, n=3) N, MEL, A%/ —ATHIRLTC, S0mLIZERFLE., #RE 1 mL
BRAL TSI (Fn=1) L, YvFlL—3H 25N (ClearSoll, THFAF A7)
ZSmLMZTRE LK.

6.10.2 TGk 2R B I % PR
—H# (SuL, n=1) &34 7AAZHE L, Flo-Scint1l % 5mL iz TIEA L7,

6.10.3 HPLC A&

(1) TEEHMEFEAIME ORER (6.4.4 TH)

SEEBZAFEL, 10mL (n=1) 2234 T/VIZHE, FEL, Flo-Scintll % 5mL Mz CRA
L7,

(2) REHF (6.9 18)

SEEZPEL, 10~15mL (n=1) 24 TVIZHE, FEL, Ultima-FloM % SmL il %
TRE LT,
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6.10.4 &

HRRRIAMRA] (N4 A2 Y v FEREBERIE, THI5A4F22) & 1 mL M, AR
B (SAFRAY v b, BAAT 2 HV) TRIOHBLBLEDL, Y oFb—arh i
v (Hionic-Fluor, PerkinElmer) % 15SmL Mz TRA L.

6.10.5 Mm#E
1 mL OREEUKEMZ THFR LZDD, Clear-soll 2 10 mL M1z TEE LT-.

6.10.6 MMNEBEE
—¥ (n=1) &1 TIVZ4HE, FEE LT, Clear-sol1 Z 10 mL M X CTEA L.

6.10.7 BBt
EEEPHELEZOL, — (=1) 24 TVIHSE, &L T, Clearsol [ Z 10 mL Al

ZCIRE L.

6.10.8 #H#E A

R eEELIE L. MRASINCE VBB LEZOL, $01gh=1) 254 TS E,
FE& U7 MEREAIZ 1 mL A, MEEERERE TR 30 H9MQE L7200, Hionic-Fluor
Z 15mL Mz TRE L.

6.10.9 #&E B
NA TSR, FEE L7z, BRAMESIA 1 mL A, FEEAIRIERE TR 30 SR L-0
%, Hionic-Fluor % 15 mL Iz TIRE LT,

6.10.10 #A#&: C '

MR O—E AR U, SIS INC L R LZ0b, 801gh=1) 234 7SS E,
FE L. SR % 1 mL A, MEEREAELERE K 30 HHRIE L =05, Hionic-Fluor
Z15mL M TRE LT,

6.10.11 HHEER U HPLC & (6.918)
2BEELFRELZOL, —8 (h=1) 24 7HMICHE, FEE L, Ultima-FloM % 5~10 mL

MRS LT,

6.11 ZFREPOEEL
BIEFES OLLT ORBHIHE (-80°C, FFAESEH : —60°C LLF) R1FEL, Mgk KT 6.9
BORBDHIICH LT, TS DB HOWTIE, BB T CIoREMRRERE E LT
2015 43 A 18 BICBE3 2 IWEEiR RERE S  B150151, RSt LS [ AT 4 =
2 BEWEE ICBE L.

miE (10 mL £ U 72 : £9 3 mL
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mif . BoeE

KB, /M, BHERERR, RN OB Boces
T OMOME (-20°C, FFEEPH | —40~-15°C) RTELEEMTOWVWTH 20154 3 A 18 H
WCERpENRERER (RBRES  B150151) WKBE L.

6.12 AVEa2—2 Y RTLDOER

ik, AR OEER PR RE IR B e QNIRRT U RE 0 A R, BRMERERBRZE v X 7 A
ADMESUPPORT Ver. 2.1 (E+i#) Z#HAWTHEB L. ‘ .
WYV AT LORBFRICIE, BICET2FR, ZRICET51EHR BYBAICET LFR,
BEIZETHER, BRERERICET 2 FREOETECET O FRERZ L.

M, AR OAERR HREIRETS P092 7 U —(RIAEIRE X UCEH L, Mk iaes
RIS IARBICRTT 2 E SR (% ofdose) & LTHMH L.

(1) F—2DF I IE

HE (p)  #EEEFEE, BHR

FREERENE (dpm) : IR, A, R

(2) T—HDFT T VIE

REIEER &5 (6437, g), M (mL), @4 (mL), K= (g

FOETRERIEME (dpm) : B5% (6.4.3 1H)

6.13 ZEYIEE R ARAT

EE S 01101 (ST 2B EHR-51% 168 Wi £ C o M il K O P o RE R FEHERS & SR E)
HEMFEYT 7 7 =7 Phoenix WinNonlin 6.3 (Pharsight Corporation as part of Certara) @
Non-compartmental analysis (& & ¥ fif#F U, LAFOIMGEIRE T A — X BEH L.

(BB T A — & ROB HHE]

KB RERT A —
EEBEECORRE WinNonlin COEFE

Co ER O W AME L= 40 ik, i P e iR Co

tip THE HL Lambda z
AUCy, MR, SR A AR IR B — B Bl AR T AR AUClast
AUCoiy | iR, MSEP A EIRE — RERI B BR T iR AUCINF obs
CLiotal EHIIVT IR Cl obs

Vdgs ERREBOS B Vss_obs
MRToar | FHHE R MRTINF obs

tin DFIEICHERA LR RIE, iRk iR Ao e E B O R 2 &ICRE LI,
BARE9IZ1E, WinNonlin THEIRE S WKz £ O £HA L.

6.14 HREENDEHRUET
B R OFREA, RTHEIILUTO®EY L L, BREO LT FTHEBIALTERL
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7o, 6.82 HITBWT, MIEPEERE T AEMBIEHFEREDOLE (K B) %
Microsoft Excel 2010 (Microsoft) 1= & 0 B H U 7-. &k REEE AN B AVE R (ND,
Not detected) DHEAITIE, KpfEIZEHE T, NC (Notcalculated) &FR L7,

6.9 F TR AHEE L — 7 DERME R (% Peaks) 13, TVA47 0~ b5 METY 7
¥ =7 FLO-ONE [Z X D B U7z, EOMOEOREHIZIL, Microsoft Excel 2010 & AV e,
FZREH RO EEEIZ TR (@~ E> TEH L.
(a) fAR%LE (% in analysis sample)
=ERHESZE (% Peaks) X HPLC BRE~DEILHRX 1/100
(b) RE(ERONHEMOMIRFIRE (P092 7V —{&KIAHEIRE, ngeq/mL)
= MR SRR X #RLL X 1/100
(©) REERORHBORMPIRE (P092 7V —(RIEIRE, ngeq/g)
=R R REIRBE X MR X 1/100

R EE (M-No.) 25 Wit e — 7 O EE@EIZE & BT lOthers) & L THER
L7z, Others OEFEE D RIL, M-No.MTE5 I EE—2 (P092 2&Te) OEEMEE
100%53 B2 LI THE M U7z, Others DFARLL, ik & ORI EE I _ LR a)~ (e > T
BHLU~.

Gl EES FRENL FHTEL
B E R OB LRI . e s -
() SR 1

HPLC 5 % NEREUT 1A
B 5RO U RRIREE ‘ MBg/mL ANEURLLT 3 4T
ik T HENR BE D St R B e FEE N _
#ﬁff{w@ﬁk&j‘ﬁb{ic RBERESL " LT 1K
LR R OV E HR RSO e B ng eq./mL INERLUT 147
AR AU RE R ng eq./g NEURELTE AT
Kp - INBUELLTE 2 4T
ARk P B RES A % of dose INBURLLTE 247
Co © ngeq./mL INEGRELT 1A
tim, MRTong h /J\?ﬁ(ﬁ'—iﬂ? 1 *ﬁ'

AUCy;, AUCqr ng eq.-h/mL LiLT 2y

CL ot mL/h/kg LS

Vdg mL/kg LSy
ATALER A =8 % INSURLUT AT
REaEEE (k) % in analysis sample  /MSURELT 147
2T TE Bl »
it e i ng eq./mL or g INEURLLTF 1A

CRZAGE U 0 R U KR IR )
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7. WHRRUER

71 BEBROBSHEERERUVY—4

BB OFSTREIRE R O — M ORIERE R % Appendix 1 12787,

4 EIFRE L R EROBSEREIIVTN ORERED 90.0~110.0%0FHENTH Y, RE
YIRS N ENHERB SNV, Ee, BOREIRERIER OEBRE (CV) 1 5.0%LL
TTHY, WIFhOERERLE—THDZ LBER SN,

7.2 BEEP[CIP092 - ¥ L4 VEIE DS L R

4 ERFME v b ORSHTHRICKT BESHPUCIP092 + = LA VBE DU LA
DB EREFR % Appendix 2 12T

FEEH LRI 1 95.0% LA ETH Y, 73D HPLC ~DEAMSGEITIFIZ A EN Sz o
Eb, BERPO[MCIP092 < LA VBRI AT E CHEHLRIICRE Th ol n &
WFERENT. LEN-T, BLGTHRELE 1~3 MBEr vy ho®RERP[MCpos2 - = L
A VIR ORGSR T £ TOREMELREMR - 72 &I L.

7.3 KR UMERRETaERE
[MCIP092 « = LA U ERIE 2 HEME Y UT 1 mg/kg (7 ) —{HE) oRE% 1 B/ BREOEE

T 4 FFRIRANR S Uz & & ofE], 2, 3 KON 4 E%E1% 0 ik & M5 i S Re i B % VR
WIEIRE N T A — & % Table 1 12779, F£7z, PIEIRO 4 [EIR 5% O M RE Ol RS ieiR E
HeXE % Figure 1 1R L, #0E], 2, 3 R OV4 EI%E.% O Mg P aelREHES % Figure 2 1277
N
WIEE 5% O MRP S RIRE Y, ®E5% 5 2125581 ngeq/mL ZR L7=Db, 5% 168
BFH Tl 42.5 ngeq/mL £ TR T L7z, RERGICE Y MR HESEREIZ L L, 4BEE
51 5 EKR O 168 BFRIEIX, MEEREROZNEN LI R 23 FE o0,

o P A BRI & M P A REIREE C P R Sl LW LR L, 4 EB#ES% 5 HE
RN 168 BFfEIL, WIEHRSHOZFZNEN 1S5 RO21{EEhoT.

2, 3 kU4 EHR 1% ORGRERE — e B TERR (AUCy,) 1, MR DWW T gER G
N2 1.7, 1.8 ROV 23 FcmL, gz >0 TRyEREKFOZEN 1.6, 2.0
RO M Uiz, — 5, WRER (p) 138 EEEROEMC M) REREETRL,
B [BH% 516 0 M7 B OSALAE SR A RETR FE Dt 13X F IE I 145.7~191.4 1 261.8~580.2h ©
Hoi-.

7.4 HEBRETEEEE
[MCIP092 « = LA VEEE A HEMEY AT | mgkg (7 ) — %) ofE% 1 B/ BROEE

T4 [EFIRAIES L & 20 4 BB 51% 168 BRI 81T A ML b hk i pe i Be 1% OVEER - ikt
BELHE (4 ERE LIZAFHHERICT T 559 E) 2 ZnF Table 2 2O Table 3 [Z7R
.
F7, [MCIP092 « = Lot VBB A IEMEY T | mgkg (7 U —{KIBE) ORE THERRR
B 5.1% 28 B (672 BE) (2B 1) D HAR AP AT SRR B R OSRASR P s 6e 0 R & €4 Table 4
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KO Table 5 W27k L7,
- 4 EIERER 168 RIS W T, MBI R b B VW ST REIRE (57370.8 ng eq./g) 3788 B,
Kp fEIX 731.77 THot. WNT, BRFEY > 7% (34848.9 ng eq/g, Kp fH 444.50), &IE
(25016.2 ng eq./g, Kpfl 319.08) KU (24565.6 ngeq/g, Kpfl 313.34) TE\ VRS REIRE
MERD BV, R GEIRE L 463.4 ngeq/g (KpfE 5.91) Thoto. /MM, EBERUHE
BEICRI1T D KpfllE 3.52~5.31 TH Y, fUHBER T ORI HRA R (ND) Th o7z,
BbRWERBSMEL R LRI ERE (8.04%) THY, KT, IFlE (5.09%), K
J& (3.75%) RO (2.14%) Thor.
HER 5% 28 B (672 Kefi) IoB\W T, IBRIEY RI0& b @V EURBEIREE (6078.2 ng eq./g)
MO B, KpfEIX392.14 ThHom RWT, BB (3784.6 ng eq/g, KplH 244.17), MIE
(3030.6 ng eq./g, Kp{# 195.52), Hii (2585.8 ngeq./g, Kp{H 166.83) I Ol (2446.3 ng eq./g,
Kp fE 157.83) CREVATREIREE TR v, KA RERE I 115.9 ng eq./g (Kp fH 7. 48)
Thol. /I, EHEOEFRECBT S K 1T 3.16~6.14 TH Y, MFHFHEIR S OB 6E
ND CTh o7z, BbEWEEAESH LA LI-ARITERG 331%) THY, KR\, Bﬂ»‘%
(1.97%) ROEE (1.80%) Ch-oT-.

RERGr ORI BT, R E Tt L » &<, R, Mg, BRIEY ), BIBR
OV CIEBEE I BV R EE DR RE TR B, [MCIP092 R UYL ZF DR IR T
MEWZ ERRR I N, Fie, HEHRS% 28 BITBWTH, INENERE R< £ ToMikHh
HOHRER R &, [MCIP092 B UYL ZE ORI DM b DWW EIIBIRTHHLEZD
nr.

7.5 REMoH
7.5.1 BIREEULER VS U7 HPLC B COEIRE

B O BTALERENL R 2 Table 6 [ 2R T

iR 3 RO 4 B 5% 1 KO 24 BER) 28T L7 & &, IS~ 21T 90.1~100.1%,
HPLC B ~D[ENYZRIE 89.8~93.7%, T VA4 HPLC CHITE L7z & & DEIY T 98.5~107.3%
Thoi-.

KB (BLEE 5% 28 H RO 4 [mH% 5% 168 B%fﬁa'i) ZRTER Lo & X, B~ oMb RITEN
ZH 76.1%K% O 84.4%, HPLC sUEF~DEIXREITFIEN 61.2% KL T 66.0%, BEIUEIZENE
A1 100.0%K% Tf 98.9% Tdh o 7.

7.5.2 {CEIMRE AL
MR R O KB 331 B R O FE BFER % Z 1 E 4 Table 7 KON Table 8 12" T, F =A%}
BT VA7 a~ N7 T LEFNFN Figure 3 LU Figure 4 IZ7R T

7.5.21 MK
3RV 4ERER 1 RO 24 o miEASIPICBN T, Wihvd 3@ (mBM-1~mBM-3)
DIEEE— 7 BB ENE, 2hbor—270 55, mBM-3 (P092) HNEbRE<, £EH
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BB 1 BRI DL (% in analysis sample) (X ZLEH 80.2% KL N 77.4% (¥ NEh
1963 101913 ng eq/mL) Th Y, KEHFREH 24 BEEICBIT 2T ENLEN 58.5% K
W61.1% (ZiEih 81.8 K1V 101.6 ngeq./mL) TH-o7z

7.5.2.2 KK

HER 5% 28 B RO 4 EERE5% 168 FFE O RXEEFIZBWT, Wiy 2 (mCM-1 &
O mCM-=2) DFHEY—7 BB &N, 2hbDoe—27m 95, mCM-2 (P092) 23%& D
K&, HEHRE% 28 BIZRBIT BT 53.9% (62.5ngeq/g) TH Y, 4 BEE% 168 I
IR DHRREEIY 59.7% (276.6 ngeq/g) THo7e.

7235, P092 JRFE % mol BNLIZIAE (7 ) — KT8 :502.70) +5&, HERSH% 28 AR
O 4 [\ 51 168 BRI O KA P92 REEIXZ N2 0.124 J2 T 0.550 nmol/g & 72 5.

MIER ORI A SR U7 i fe % HPLC I T LR, 794 7 a= 75 Ak, P092

MEEFHE—-Y—7 L LTSN, ER KM ORAROEERS L P092 RE(LET
HDHT LTSI
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8. EEM
[11 R.J Lutz, et. al., Drug Metab. Disp., 12, 529 (1984)
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9. WHEHR )
91 FRIDENTELEN>DLHROEERICEEERIZIRVOHIERE
L.
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Table 1 Radioactivity concentrations and pharmacokinetic parameters in blood and plasma after 1st, 2nd, 3rd, and 4th
intravenous administration of ["*C]P092 maleate to a male monkey at 1 mg/kg/week as free base
Radioactivity concentration (ng eq./mL)

Time/Parameter 1st administration 2nd administration 3rd administration 4th administration
Blood Plasma Blood Plasma Blood Plasma Blood Plasma
5 min 558.1 119.8 579.8 153.1 7383 214.3 632.7 182.1
15 min 228.5 64.6 307.6 99.6 372.0 132.0 407.9 135.2
1h 1335 394 193.6 75.5 244.8 107.1 2472 113.7
4h 91.7 38.7 152.9 78.7 182.7 106.3 1993 109.6
8h 75.2 375 157.2 803 171.5 105.2 193.7 1103
24h 714 479 100.1 73.6 139.8 107.9 166.3 120.7
9% h 534 489 107.5 78.4 80.6 812 127.6 87.3
168 h 425 36.6 70.3 623 88.6 70.6 98.7 78.4
Co (ng eq./mL) 869.9 162.8 794.5 189.6 1038.0 2727 787.0 211.1
ti2 (h)a) 1914 371.0 145.7 580.2 147.1 261.8 1913 2925
AUCo+ (ng eq.-h/mL) 9991 7555 17251 12393 18043 14804 23334 16140
AUCo-inf (ng eq.-h/mL) 21726 27143 32030 64538 36845 41469 50576 49221
CLtotal (mL/h/kg) 46 37 31 15 27 24 20 20
Vdss (ml/kg) 12590 19537 6720 12825 6217 9125 5403 8570
MRTo-inf (h) 273.5 530.3 2152 827.7 229.1 378.4 273.2 421.8

" a) The t,;, was automatically calculated by WinNonlin.
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Table 2

Radioactivity concentration

Tissue (ng eq./mL or g)

Blood 98.7 ( 126 )
Plasma 78.4 ( 100 )
Cerebrum 463.4 ( 591 )
Cerebellum 275.6 ( 352 )
Medulla oblongata 416.6 ( 531 )
Cerebrospinal fluid ND ( NC )
Spinal cord 290 ( 378 )
Pituitary 13146.0 ( 16768 )
Eyeball 4532 (578 )
Submaxillary gland 13010.0 ( 16594 )
Mesenteric lymph nodes 34848.9 (44450 )
Heart 4671.6 ( 5959 )
Lung 24565.6 ( 31334 )
Liver 14109.5 ( 17997 )
Adrenal 25016.2 ( 319.08 )
Kidney 11566.4 ( 14753 )
Spleen 57370.8 ( 73177 )
Pancreas 13986.2 ( 17840 )
Testis 28794 (3673 )
Skin 1644.8 ( 2098 )
Skeletal muscle 801.0 ( 1022 )
Bone 50.2 ( 064 )
W hite adipose tissue 1113.9 ( 1421 )
Brown adipose tissue 14916.2 ( 19026 )
Bile 12191.1 ( 15550 )

Values in parentheses are expressed as the ratio of tissue concentration

to plasma concentration (Kp).

ND: Not detected
NC: Not calculated
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Radioactivity concentrations in tissues 168 h after 4th intravenous
administration of [14C]PO92 maleate to a male monkey at
1 mg/kg/week as free base



Table 3

Radioactivity distribution

Tissue (% of dose)
Blood” 0.14
Cerebrum 0.13
Cerebellum 0.01
Medulila oblongata 0.00
Pituitary 0.01
Eyebal} 0.01
Submaxillary gland 0.22
Heart 0.34
Lung 2.14
Liver 5.09
Adrenal 0.07
Kidney 1.05
Spleen 0.94
Pancreas 0.54
Testis 0.20
Skin® 3.75
Skeletal muscle” 8.04
White adipose tiss ue” 211
Bile 0.11
Total 24.90

a) The whole weights of the blood, skin, skeletal muscle, and

white adipose tissue were assumed as 6.0%, 9.4%, 41.4%,

and 7.8% of body weight, respectively.
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Radioactivity distribution in tissues 168 h after 4th intravenous
administration of [”C]P092 maleate to a male monkey at
1 mg/kg/week as free base



Table 4

free base
Tissue Radioactivity concentration
(ng eq/mL or g)

Blood 152 ( 098 )
Plasma 15.5 ( 100 )
Cerebrum 1159 ( 748 )
Cerebellum 49.0 ( 316 )
Medulla oblongata 120.1 ( 775 ).
Cerebrospinal fluid ND ( NC )
Spinal cord 95.1 ( 614 )
Pituitary 1628.6 ( 10507 )
Eyeball 2506 (1617 )
Submaxillary gland 1274.4 ( 8222 )
Mesenteric lymph nodes 6078.2 ( 392.14 )
Heart 8434  ( 5441 )
Lung 25858  ( 166.83 )
Liver 1484.1 ( 9575 )
Adrenal 3784.6 (24417 )
Kidney 11222 ( 7240 )
Spleen 30306  ( 19552 )
Pancreas 2446.3 ( 157.83 )
Testis 9210  ( 5942 )
Skin 192.1 ( 1239 )
Skeletal muscle 80.3 ( 518 )
Bone 15.4 ( 099 )
White adipose tissue 136.2 ( 879 )
Brown adipose tissue 1314.3 ( 879 )
Bile 15526 ( 10017 )

Values in parentheses are expressed as the ratio of tissue concentration

to plasma concentration (Kp).

ND: Not detected
NC: Not calculated
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Radioactivity concentrations in tissues 672 h after single intravenous
administration of [14C]P092 maleate to a male monkey at 1 mg/kg as



Table 5

Tissue Radioactivity distribution
(% of dose)

Blood"” 0.09
Cerebrum 0.12
Cerebellum 0.00
Medulla oblongata 0.00
Pituitary 0.00
Eyeball 0.03
Submaxillary gland 0.14
Heart 0.18
Lung 0.95
Liver 1.97
Adrenal 0.03
Kidney 0.33
Spleen 0.28
Pancreas 0.31
Testis 0.39
Skin® 1.80
Skeletal muscle” 3.31
White adipose tissue” 1.06
Bile 0.06
Total 11.05

a) The whole weights of the blood, skin, skéletal muscle, and

white adipose tissue were assumed as 6.0%, 9.4%, 41.4%,

and 7.8% of body weight, respectively.
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Table 6 Recovery of radioactivity in sample pretreatment and radio-HPLC
measurement
Analysis Number Time Recovery of radioactivity (%)
sample ofdose () Extract HPLC sample‘l2 HPLC column
1 96.3 93.7 97.8
3rd
24 90.1 89.8 107.3
Blood
1 96.1 90.5 99.1
4th
24 , 100.1 933 98.5
Single 672 76.1 612 100.0
Cerebrum
4th 168 84.4 66.0 98.9

*1: Recovery of radioactivity from analysis sample to extract

#2: Recovery of radioactivity from analysis samp le to HPLC sample

*3: Recovery of radioactivity from HPLC column
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Table 7 Composition ratios and concentrations of radioactivity, P092, and its metabolites in blood 1 and 24 h after 3rd
and 4th intravenous administration of ['*C]P092 maleate to a male monkey at 1 mg/kg/week as free base
% peaks
. . [% in analysis sample ]
A;;?:;;T: Metle\xjk;?hte Composition _ : (ng eq./mL) _ :
3rd administration 4th administration
1h 24h 1h 24h
0.9 49 14 ; 35
mBM-1 Unknown [ 08 ] [ 44 ] [ 13 ] [ 33 ]
( 20 ) ( 62 ) ( 32 ) ( 55 )
2.7 11.5 4.7 11.7
mBM-2 Unknown [ 25 ] [ 103 ] [ 43 ] [ 109 ]
( 61 ) ( 144 ) ( 106 ) ( 181 )
85.6 65.2 85.5 65.5
mBM-3 P092 [ 802 ] [ 585 ] [ 774 ] [ 611 ]
Blood ( 1963 ) ( 818 ) ( 1913 ) ( 1016 )
10.8 184 84 19.3
Others - [ 101 ] [ 165 ] [ 76 ] [ 180 ]
( 247 ) ( 231 ) ( 188 ) ( 299 )
Unextracted - [ 63 ] [ 102 ] [ 95 ] [ 67 ]
( 154 ) ( 143 ) ( 235 ) ( 111 )
Recovery (%) 93.7 89.8 90.5 93.3
Total radioactivity ( 2448 ) ( 1398 ) ( 2472 ) ( 1663 )




- L8V -

B141136

Table 8 Composition ratios and concentrations of radioactivity, P092, and its metabolites in cerebrum after single or 4th
intravenous administration of ['*C]P092 maleate to male monkeys at 1 mg/kg/week as free base
% peaks
) . [% in analysis sample ]
ir;i:};: Met;l:hte Composition : __ an eq./g) N
Single adminisiration 4th adminisiration

672h 168 h

4.4 3.5
mCM-1 Unknown [ 27 1 [ 23 1
( 31 ) ( 107 )

88.0 90.4
mCM-2 P092 [ 539 ] [ 597 ]
( 625 ) ( 2766 )

7.6 6.1

Corebrum ——  ers - [ 47 ] [ 40 ]
( 54 ) ( 185 )
Unextracted - [ 388 ] [ 340 ]
( 450 ) ( 1576 )

Recovery (%) 61.2 66.0
Total radioactivity ( 1159 ) ( 4634 )
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Figure 1 Radioactivity concentrations in blood and plasma after 1st and 4th
intravenous administration of [“C]P092 maleate to a male monkey at
1 mg/kg/week as free base
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