#7716 P092 < LA VRS DYLEREEABROE R GEFALIELE)

£ 4 REEAFRBROMER (ERLER)

WIRWE DL P092 « v LA VI

-ell-

LB (e 4 T 0 S T G (A X 3R A 3 (Y BLMTIE %) Xy o I A A S o (A BN S AN H S LB %)
IR () (ug/mL) g s | e o oy (R B | e €6 5y ORI Ad 4| e G ORI OTIT | b 6 pR S8 i 4 HIE IR | oms] (%) Bk [ERLS Bvtem | R g (%)
FabERHE 100 1 0 0 0 0 ] 0 101.2 100 0 0 0
24 -0 (K 100 0 0 0 0 0 0 0 98.8 100 1 ) 1
200 1( 05) 0( 00) 0( 00) 0( 00) 0( 0.0) 1 ( 0.5) 0 100.0 200 1( 05) 0( 00) 1( 0.5)
103.5
24 — 0 0.0156 B 082 |BEER S
100.9
102.1
100.8
88.6
24— 0 0.0625 Bas gt $2.0 |TRZERG4H
853
100 1 0 1 0 0 2 1] 75.9 100 0 0 0
24—0 0.125 100 2 0 0 0 0 0 67.6 100 0 0 0
200 3 ( 1.5) 0( 0.0) 1( 05) 0( 0.0) 0( 00) 4 ( 2.0) 0 71.8 200 0( 00) 0( 00) 0 ( 0.0 )
100 3 0 0 0 0 3 1 68.6 100 0 0 0
24— 0 0.25 100 1 0 0 0 0 1 0 64.4 100 0 0 0
200 4( 2.0) 0( 0.0) 0( 00) 0( 0.0) 0( 00) 4 ( 2.0) 1 66.5 200 0( 0.0) 0( 0.0) 0 ( 0.0 )
100 4 0 0 0 0 4 0 38.4 100 0 0 0
24—0 0.5 100 5 0 0 0 0 5 0 39.6 100 0 0 0
200 9( 45) 0( 0.0) 0( 00) 0( 0.0) 0( 00) 9 ( 4.5) 0 39.0 200 0( 00) 0( 00) 0 ( 0.0 )
30.9
2% — 9 1 fikasse Py 3.6 |BERRHAL
273
3.2
24 — 0 2 et 3.7 fukayos i 24N
3.5
b 100 46 29 1 0 0 56 0 100 0 0 0
-0 | amco.05) 100] 43 31 2 0 0 61 0 ) 0 0
200 89 ( 44.5) 60 ( 30.0) 3 ( 1.5) 0 0.0) 0( 00) 117 ( 58.5 ) 0 200 0( 0.0) 0( _00) 0 ( 0.0)
A fe A FR AT MMC : =4 b= 2C

tr 7U— k&L T
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533 7 v b EHWD/MERER
(GLP:#ZE 5 B130236)

[EBRFER LUORE]

P092 ~ L1 BRI # T > b (Crl: CD (SD), #5157 #iH, 5 U8, &) 12,
0. 5. 10 X120 mg/kg (P092 7 U —{k & LT) OH&ET, 1 EFEIRANKEE L,
K MshaE7RiE (IMEs) (2B 2/ MEFREZEIEL LT, AFNICBIT 5%
BRREFBIEHOREZFTMLL, REIWERTCEREFR "B ELE 1
mI/kg/min OFE T 20 mL/kg O GIREZ G L7z (1ILHZ Y 20 5REE),
F 72 BPExBREEIZ 1T CP(cyclophosphamide monohydrate) % 20 mg/kg @ &
T1ERAOEG L, WTINORELEEE 48 ROV 72 RICHE FEk) b
iU, R/ MR OEARZER L CEETEME T T/ M2 F T2 IMEs

(MNIMEs) OHBBEEZ KD,
EREEICONT, LTOEBVEREER L Uk 5,6,7),
T v FOSE TEIRE D MEEZF 0.1 mL EER L, $£03mL ® 10 vv% ) iRz
ERL~ Y o EBRIUCmiE A, IR EEE LW E 2EE: - IBRE L TEIRIC
17 LTc, A~V CVEEMLREGBEERNCT 7 )Py « Lo VAR

(500pg/mL) & 1:1 TIRALTRABL, AT RZ7TRIMBELZ, 2ATA4F
EAREBREOENEMEL AT T 74 v NIRICEVBER L, BT
BRI 2RIMEK [(SEEIRIMER (IMEs) M OSRERILER (MEs) ] 1000 {E &7 Y
® IMEs D¥ &% 2 % & & 52, IMEs 2000 {85 0/ Z % &SIl (MNIMEs)
D E¥Z T, FMROFEPIE Hayashi & O FEEICHEV, FRIMEROMFE )
REEHEDSL D% IMEs, B2 Lanbda MEs & LTRBI L, $£7-,
IRILER OAIRLE U AR B DB A D/ IMEZ /ME L Uiz, MEEARVERRFE 1
BHEZ QRO T2IFHEE L, BREUTIORL,

We51% 1 B £ TOMIC 20 mg/kg BED 2 Bl TRERPBE SN, BEEA )
LEIEK T ECRBED 2 FlLIZREOKREARFED b7(GFE 1T, FOMOH)
VTIIRFITRO N hodz, Elo, FEHBEZER - 181K LT, BHEEEK
KAEBET, WTFHLORERICBOTHEMEREE L i LT, EBEREIC
BERETZEDO ORI > T, /IMERBRORERIL, 24 Fr# R =-19 KO 72 I
M FE=-20 I2F N ZF R Lz, IMEs 10000 {8 (2000 {8 X5 L) & 7= 0 O#5R
YE RGBT 5 MNIMEs HEEUL, 851 48 BrfEEM O 5, 10 KT* 20
mg/kg HTENZE1 10 @, 13 ELEO 9 E (HEFIFZZNEN 0.10 £0.06%,

0.13 £0.08% &% 1) 0.09 £0.02%) . % 5-% 72 BFEEEMAE CRSIC 9 {8, 14 E & W
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12 il (HERILZ 24 0.09 £0.07%, 0.14 £0.07% K% 1 0.12 +£0.06%) TH Y |
Bt EAED 11 EE O 10 (HBLEE @ 0.11 £0.04% % 10 0.10 £0.06%) &tk
LT, W OBIZ B HEFEIICHE B MNIMEs OBEMITFES bivzioi,
/-, FRIMLER 1000 EY 7= 0 © IMEs OE &1L, 5% 48 B m o 5. 10 &
20 mg/kg BECENZEI 6.9 £0.8%, 8.4 £1.0% K TN 7.1 £0.8%, %54 72 FF
R 5,10 & O 20 mglkg B TF A2 40 7.0 £0.6%, 8.2 £1.6% % () 6.9 £0.4%
ThHY, FEMEEEED 8.3 £1.3% KN 7.8 £1.2% & E LT, WIh biits

WCHEBEREZTRBD N T,
BEXTBRE 0 CP . 5-1% 48 K N T2 BRI ER MAEIZ 381 5 MNIMEs O H AL X
IMEs 10000 fl & 7= ZiLE41 182 {H K& O 44 & (B3R :1.82 £0.62% K () 0.44
+£0.27%), IMEs OE|&1T 4.5 £0.6% %1 3.9 £1.1%TH V| [P IREE L g
L TMNIMEs iZ\WFh b B EREMEL  IMEs OE& TV b AEREEL.
ETNEINR LT,
P092 ~ L A VA HEZ ~ ~ (Crl: CD (SD), 5 U5 #f) (2. 0. 5, 10 X
20 mg/kg DFAE T, BL% 1 mL/kg/min OEE T 20 mL/kg DR 5K ES 1[5
FEIRNEE - L. BRI/ MERERE e LTz, BB BREEICIE CP % 20 mg/kg O
AETIEREARS Lz, WTIhoEibxE% 48 KO8 72 KFEICERIM L THE
N (=D
WERE @ 20 mglkg 5% 0~1 Fefillc, 2B CARBRIEE N, 53 A
POBIEKET ETRBED 2 FIZBORREIANRHLNTZN, WTNORETHE

HITITAEEREITIA N R 5T,
R M/ MERBR OSSR, SBRME OV T O E, WTIOEEARERIEFTH |
Rei et FREE & Heil U CHE 7 MNIMEs OBINEIRD biviehoTz, — 77, Bk
KTHREE T3 48 N T2 IR LAE & 6 12 B 72 MNIMEs OB NAE8 D b v,
Pt B EE DO B EEIZ BT 5 MNIMEs HERMEE K O IMEs OE &%, 2 h
0.05~0.20% &% 1} 6.0~10.3% T D . Wi b kB D75 &1 (Mean *=3SD,
MNIMEs : 0.07 £0.18%, IMEs: 9.5 £11.7%) O#FNOEE = LT, &k
K OGEX BREEICIS 1T 5 Z b OFERIT, ARBONRIEELH 2T HOTH
. KRABROZEEEZ T DO ThH o7,

- T, PO92 ¥ LA VBBEIIARFEBRSEHT CTT v FRM M/ MEERRZME &

HE LTz,
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#£7-17  P092 < LA UERE/INERBRIZBIT DS T v h—iRIREE

Dose level Day 1 Day 2 Day 3 Day 4
Treatment {mgkg) Animal
eroup Route number Before 0-1 hafter
Frequency dosing dosing

Negative 0 16101 - - - - -
control iv 10102 ; N ) B )
{Physiological Once 10103 - - - - -
saline) 10104 i} ~ _ R }
10105 - - - - -
Test substance 5 10201 - - - - -
(P092'maleate) iv 10202 R B R _ }
Once 10203 - - - - -
10204 - - - - -
10205 - - - - -
¥ 10301 - - . . _
LY. 10302 - - - - -
Once 10303 - - - - -
10304 - - - - -
10305 - - - - -
207 10401 . - ; . ;

1v. 10402 - - DRT DRT DRT
Once 10403 - RU - - -
10404 - - - - -

10405 - RU DRT DRT DRT
Positive 20 10501 - - - - -
control po. 10502 _ ) R R )
(CP) Onge 10503 - ; ; . ]
10504 - - - - -
10505 - - - - -

CP: Cyclophosphamide monohydrate

-: No abnormalities. RU: Reddish vrine. DRT: Dark reddish in fail

P A5 P0O2 free form
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F-18 P092 < LA VEAE/IERBRIZEBIT A T v MAEHERE

Dose level Body weight (g)

Treatment (mg/kg) Animal

group Route number
Frequency Day 1 Day 3 Day 4
Negative 0 10101 267.0 276.9 2875
control iv. 10102 253.6 266.2 273.8
(Physiological Once 10103 252.0 264.2 270.6
saline) 10104 276.1 2915 298.7
10105 258.8 273.0 281.7

Mean=SD 261.50 =10.04 27436 =10.86 28246 =11.24

Test substance 59 10201 2473 264.0 269.2
(P09Zmaleate) iv. 10202 2514 266.4 273.6
Onece 10203 2759 2829 290.4
10204 2589 2727 2823
10205 2614 276.4 284.5

Mean=SD 25898 =11.02 27248 =7.63 280.00 =8.53
109 10301 2634 278.2 220.9
iv. 10302 2516 266.3 275.1
Once 10303 2533 266.3 2734
10304 260.0 2758 283.5
10305 270.6 282.9 2922

Mean=SD 25982 =7.69 273.94 =734 281.02 =7.49
209 10401 2725 2834 290.5
iv. 10402 2482 2483 2555
Once 10403 259.2 269.9 276.8
10404 261.4 273.0 279.6
10405 270.9 273.0 280.4

Mean=SD 26244 =984 269.52 =12.92 276.56 =12.86

Positive 20 10501 255.8 264.5 268.6
control p.o. 10502 269.1 281.2 286.1
(CP) Once 10503 263.4 2728 2822
10504 249.0 267.0 274.0
10505 2722 281.0 2878

Mean=SD 261.90 =954 27330 =773 279.74 =819

CP: Cyclophesphamide monohydrate
¥ AsP092 free form
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£7-19  P092 < LA vEH/NERER(48 FEE)
Dose level MNIMES IMEs ratio ﬂmgng total
Treatment (mg/kg) Animal - - eryr}n‘oc}ftes -
eroup Route qumber Number ) Incidence Number of IMEs/ |
Frequency of IMEs Number (%) erythrocytes El‘fl’l}[’/OC}’Tes
scored scored (%)
Negative 0 10101 2000 3 0.15 1000 7.0
control Lv. 10102 2000 I 0.05 1000 8.2
(Physiological ~ Once 10103 2000 2 0.10 1000 7.5
saline) 10104 2000 2 0.10 1000 103
10105 2000 3 0.15 1000 8.7
Total / Mean=SD 10000 11 0.11 £0.04 8.3+1.3
Test substance 59 10201 2000 4 0.20 1000 5.6
(PO92maleate) . 10202 2000 1 0.05 1000 6.8
Once 10203 2000 1 0.03 1000 7.3
10204 2000 2 0.10 1000 7.7
10205 2000 2 0.10 1000 6.9
Total / Mean=SD 10000 10 0.10 £ 0.06 6.9 =08
10" 10301 2000 1 0.05 1000 7.2
v, 10302 2000 1 0.05 1000 9.9
Once 10303 2000 3 0.15 1000 8.2
10304 2000 5 0.25 1000 8.7
10305 2000 3 0.15 1000 8.0
Total / Mean=SD 10000 13 0.13 £ 0.08 84 £1.0
20™ 10401 2000 2 0.10 1000 7.4
iv. 10402 2000 2 0.10 1000 6.5
Once 10403 2000 2 0.10 1000 8.3
10404 2000 1 0.05 1000 6.4
10403 2000 2 0.10 1000 7.0
Total / Mean=SD 10000 9 0.09 =0.02 7.1 =08
Positive 20 10501 2000 47 2.35 1000 4.1
control p.o. 10502 2000 17 0.85 1000 42
(CP) Once 10503 2000 47 2.35 1000 5.2
10504 2000 38 1.90 1000 5.1
10505 2000 33 1.65 1000 3.9
Total/ Mean=SD 10000 1827 182 +0.62 45£06

IMEs: Inunature erythrocytes, MNIMEs: Micronucleated IMEs. CP: Cyclophosphamide monohydrate
¥ As P092 free form
= P < 0.01 (Kastenbaun: and Bowman's method)
- p < 0.01 {Student's 7 -fest)
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£7-20 P092 ~ L1 LEsH/INEZIAER(T2 HEFE)

IME:s ratio among total

Treatment Dg;;li:;)el Animal B erythrocytes
group Route aumber Number Incidence Number of IMEs/
Frequency of IMEs Number %) erythrocytes Erythrocytes
scored scored (%)
Negative 0 10101 2000 2 0.10 1000 6.0
control iv. 10102 2000 4 0.20 1000 9.1
(Physiological ~ Once 10103 2000 1 0.05 1000 7.7
saline) 10104 2000 1 0.05 1000 7.9
10105 2000 2 0.10 1000 8.5
Total / MeantSD 10000 10 0.10 = 0.06 7812
Test substance 59 10201 2000 2 0.10 1000 7.1
(P092'maleate) iy, 10202 2000 4 0.20 1000 7.1
Once 10203 2000 0 0.00 1000 6.2
10204 2000 1 0.05 1000 6.8
10205 2000 2 0.10 1000 7.9
Total / MeantSD 10000 9  0.09 =0.07 7.0 £0.6
10% 10301 2000 1 0.05 1000 7.1
Lv. 10302 2000 3 0.15 1000 6.9
Once 10303 2000 2 0.10 1000 7.8
10304 2000 4 0.20 1000 8.4
10305 2000 4 0.20 1000 10.9
Total / MeanSD 10000 14 0.14 £ 0.07 82+16
207 10401 2000 3 0.15 1000 7.3
Lv. 10402 2000 1 0.05 1000 6.3
Once 10403 2000 2 0.10 1000 72
10404 2000 2 0.10 1000 6.7
10405 2000 4 0.20 1000 6.6
Total /Mean+SD 10000 12 0.12 £ 0.06 6.9 +04
Positive 20 10501 2000 1 0.05 1000 5.7
control p.o. 10502 2000 8 0.40 1000 2.9
(CP) Once 10503 2000 11 0.55 1000 43
10504 2000 16 0.80 1000 3.4
10505 2000 8 0.40 1000 3.4
Total / MeantSD 10000 447 044 =0.27 3911

MEs: Inmature erythrocytes, MNIMEs: Micronucleated IMEs, CP: Cyclophosphamide monohydrate
% As P092 free form

= p < 0.01 {(Kastenbaum and Bowman's method)

- p < 0.01 (Student's £ -test)
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6. (&) KEERICETEH

6.1 R IEIRIAIC L D6 AR

[EB ik L URR]

BN Z~L L7z arery h~7 & PrP (121-231) (mPRP (121-231)), &
Dz & P092 & DIERATRIZRT L, NMR BIEZIT\V, (b%F 7 hOEL &8
L7z, 1.2 mg/mL @ BN TH—IZF~LL7=Y =25 b mPrP (121-231)
% 30 mM ds-acetate f&&E % (pH 4.5 T, 1 mM NaNs, 4.5 uMAEBSF, 20
uM EDTA, 0.4 uM bestatin, 0.06 uM pepstatin A, 0.06 uM E-64, X T 1
nM DSS % 90% H:0/10% D20 #&1r) (ZIEfE LT, P092 ZiRA LT HED
BEBEEIXZ 05 mM THo 7=, NMR A7 hviE 25.0 °C. Bruker
Avance600 ZHWTHIE L7Z, mPrP OfkZE> 7 MiE, P092 #RE LT-HE
X, IBEL2WVWEBAICH, EREES 155, 186-189, 192, KN 194-196 O
tFy 7 FOEBA LN (BA-1), ZOREPL, ZhbDEEDIRFIC
P092 BFEA LTV HHD LHEFE S, =3 AF—FH/IMEEIE LV P092 (F)
iF, RIA-20X51c7 VA VERBEICREELTWD Z Lo,

KA1 NMRIZE 2 P092 & 7Y 4 & R0 B OREEIRNT

(1) NMR 27 hv (F  {LEW Q) 7V A DOIEESE E~Dfk
2L, KR ALEHBHY) FUT NP EALTEERED
S A4
PP e
o] T D
e s )
108 o2 > ) S —
110 .° ) Qaf P e . .
112 _‘;e i % //‘\‘2’
114 o € &, ’ 196
= o 195
e e TG L - M7 186
s ® & o® o
118 " & 3: :.;”A:r’:o" z 192 180 188
120 o “5g,g
[ ] © g
122! . e
124 s
9.0 8.5 8.0 7.5 7.0
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6.2 KHE T T AT ILBSIEIZ L A AR
[EB R L O R]

Biacore T200% AV, mPrP(121-231) £ P092 & OfEEZBIE L=, PrPiE, 7
ATV TERG, R —Fy TIIEE LT, TNy Ty —
& LTiE, 0.01 M HEPES, pH 7.4, containing 0.15 M NaCl and 0.1%
surfactant P20&fEH L7-, £DO/FER, #EEEE Kp) %, F3.0uMTHS Z
ENRGoT,

6.3 GT+FK M5 % FHv =38

[EBRFER L UHER]

GT + FK #HfaRIE 37 C. 5% _B{LERE T, X~y akEHilz 10%455 17
m#&E. 50 U/mL OX=+Y > G, 50 mg/mL OFiEA N7 h<A v &N
ZTERBIKCERE L., o7y ko= lak, —ABEIZ, 0.25% k
U7 1mMEDTAZ AWT, R L7, HEFRORE L, 0.5 X 105 cells/mL
IZFREE LT, {EE®IE. 10 mMOEE T, DMSOIZEfE L=, BX % 3% 105 @
MR Z ., 68 L — ML, 156 FFMRZIC, BRERE(LEME SRR T
B L7z, WTRRICAE S ML, E LWEBEODMSO% & ivkiEik s vz, 1k
EMEMZTHH3RHE., MEZ150 uLo U > —DOCIAER TR LT,

11,200g Ci.L L7z, EEAFOBEAERELRLERTAE L, WHERKTI
mg/mLIZFHEE L7,

FEHT, 20 pg/mLOBREDO T 1T A F—FKT, 37 CT3045/H., MAKSMEL,
FISIE3mMORER| (X777 a vy 7)) TEESE, @i, 21,952 ¢gT45
. 4°CTEL L, MBS REHEEIRICEN L, BRI EZ0L, 15% K
V727 UNT I RTCERKE Lz, 0%, VAL 7oy K&{TH, &R
E%#PVDF JEIZERE L7z, PrPSftto =0 —kbifk s LTk, M-20 Hifkz
fER L7z, 7 F/VvidSuperSignalik TrI{A{L L. LAS-1000 UV f#EHTIEE CTX
Xy Lz, £PrPSc N2 ROBELZBEIFE L, Multi Gauge (V7 MV =T %)
ZRWTHE Lz, PrPSens0% I 2§ 2 A OFNRE (ICs) %, FEH D
WINEELZE2DHZ LICX VR,

GT+FK#f % % v =382 Tk, PO92DICs0i%, 0.46+£0.20 uM & Z L E TD
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GN8ERZADH TH R BIEVEL R Lz, GNSEHHZAIT Z i E TR2007EE %
AMAR LR, BT LT TRAS00RE DS T T, PO920H T Y
FTUVARPEARTH D, £, BRICERINTWAMOTT ) A 1bEW &t
WLTH, OIERBKEV, £/, 10 MTOMBEBEEIIRD bR o7,

6.4 < U ARGET VA AW
[EBHTHES L O E]

BRRIZEGE Le~ U7 A DA E 1 %IlZ/AmIR L. £ D 20 L & 4 B O/

DDY v~ U ZADFMEEEICEA LT, BEATHIZ, (bEWE 5% 73— RITE
R LT, (LB EVEmM LI ERiE, pH 2%, 1.9~2.4 (€ /=8, 0.1 N NaOH
T, pH5 ICHE L, (LAWOREEIT 100 mM & L7z, BRREY~ v 2 OfK
ABEEAL TS 4%, 2 DORBER A IULEY, 7212 5% J=
— A& L, SUADEERNIEA L, ZOXOICLT, vURIZIE, K
HIRFEAE . 17.9 pmol/kg/day D A& THFLIRIEAT 28-56 H OfHIZ P092 %
BT bEMERE L-, £TOYYRICELT, B HEZIELS ., FOmmRER
REEL, EEBERACAEHELE =4 — LT, BE5%, ThPhoR 7
BT DEROEZEZRIE L., RO¥S L EDEFE L TWIEEIT. T
RSN LTz, EFHRIE, 17T - AP —iEI2 XV, SigmaStat Z FAV\T
fiEMT L7z,

TN A b EWERRICR S LG E I, baWIE 1% D@MRICER LT~
T A DRMFLIRIZ 20 mM DOEE CIRA LTz, L&MW E & T MR N ILIRI,
[FRRICRFZER T2 ANT U RIZEA L, T OO P092 OHEIT 25

pmol’kg Th-o7-, EHHDEBRICBNTH, 7V A URICEELZ2WERET
FEE LTz — AL, BITICE O Rrolz, EREWOEY NI OWTIE, &)
Y DT & B/ NRICE D 272 DI, IR KPS T 2B EBRIEIZHEV, I
BRZHMEBRZESOAR L/ ETEML,
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-2 v 7 RBRET T 5 P92 MIENEEOME (LR

X Y ABEIZBWT, P02 &5 LR (F) . BRELARWVWE (B) |
{bEMAZRE LR OR) ( (LEWB2&RE LR (%)

AR R LRI PO92 2425 L2 () . REL2VWE (B) [ (ke A
EERELIZEE OF) | (LeawB 2RELIZE (&)

100 5 100

— 80+ . 80
g g

= 50 - = 60 -
2 2

z 404 = 40—
= =

@ 204 @ 20+

0 T I T i 1 0 T T Ll T
100 120 140 160 180 100 120 140 160 180 200
Survival time (days) Survival time (days)

FROEBRERIZNL, V7T - vA Y —EZ@EHATDHE, BF-10ERE
25D,

KA1 v~ U RAELEET VBT S P092 ERERNKREORR (EEEFRR)

Treatment n Dose Duration | Survival time (d.p.i.,

(d.p.i) | mean = SD)

5% glucose 7 29-57 136.3+4.5

Compound A | 10 | 17.9 pmol/kg/day 27-55 140.3 £ 8.3 N.S.
Compound B 8 17.9 pmol/kg/day 28-56 1395+ 7.1 N.S.
P092 8 17.9 pmol/kg/day 27-5b 148.1+6.6 o

ZOFERND, P092 DFREIZL Y | BEKREEY U RAOFEGMPERICERT D
e hrots, £70, TOHEOFNRER G EIL, 9.0 mg/kg/day TH D Z
LR ND,

d.p.i.; days post-inoculation, N.S.; not significant, **; P <0.001.
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6.5 AT

P092 1%, VAV Z LRI E (PrPC) OF vy ARy MIFFRIZHES L.
PrPsc L DHAMERZEEL, MEBEEEZRELTEHIEEZONE, ZO L%
EREZETA20F LT, AT ANy Xa L EREATWDS, T7bb,
POO2 1ZAT 4 AN ¥R b LTRWVEREZEDL, VA2 XTI BEDE

EHEE~OLBR AT 5, P092 ZEENRET 5 Z LI2X 0 lMPIZREITL,
7V A IR OEITHIE S D,

KA-3 P92 (AT 4 hnvyXur) OERAEF  (c: P092,PrPC: EX
TV Ay, PrPse: BE T U AL PPt EHERTY A V)

._f“..i

MR - Rk 27 FEEE T E
Z O OEFRRER : BSE Bl =7 A VLI T D RIERTR G R ORIERIZR G DB
RSTATEOE N B BT TRk 27 SR £ )
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7. (~) BRI - 5376 - ARG - SR B S5k
7.1 E 3 L ONEIE &AL

[14C]P092 maleate ([14C]P092 <~ L A »fitta : Lot.K0348-02)

* 1 14C RRRALIE

7.2 U BRI BE 45 L OV b A EE
5 MBq/mL (#BR¥EIEE : 1.705 mg/mL, 7V —{&L LT 1.166
mg/mL : Curachem #1) TH Y | HHLFHIME X 98.9%(HPLC #5) Th o 72,

7.8.7 v MZBITA[14CIP092 ~ L A L HEERYE O B EFRN R 5% o M+
gha, HE L OV
(non-GLP# 5% 5 B130898)

[EB®F R L URR]
1. ik - i, AL O - R - R ORI R

M » b (Crl:CD (SD)) 1Z[14CIP092 < L o »EetE % 1mg/Sml/kg % Hila]
FIRNE G Lz & & oMK - i, MERELOIMT 2, S IR - RO
KGR E 2 R ICHIE L ZNE R~ 1~RA~2 RO~ 1ITR LT,
17 PRI B 13 5% 5 4912 298.3 ngeq./mL AR L7c Db Be B4 24 BE
M1 CiL 837.4 ng eq./mL., & 5|2 5% 336 FFff] Ci% 3.8 ng eq/mL £ CTIET L
7o ERf O 1ZAME LMk P AT EEIREE (Co), YHRERHE (tve) R UMM
TR PO AR IR R — R TR (AUCo+ &1 AUChine) 1EENEH 366.3 ng
eq./mL, 91.9h, 5697 X1} 6212 ngeq.-h/mL TH Y . 2H 27 U T 7 > A (CLtotal)
EFERBOSHERE (Vdss) ROFHHERFHF (MRToms) 1TZFNEIL 169
mL/h/kg. 20922 mL/kg KX 126.1 h TH-o7= (FF~1, K~1),
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Fo, BE#% 24 M E CORROERITIZENENREBRED 2.5% K )
11.5% 25k S, P 54% 336 BRfl £ TOR K OE R I IZFh FN& 5 St aED
12.3% K T8 85.2% 5 HEHE S 7=,

F5-1% 336 FFfHl & T o — DK 2 & O I ST R DR HEIE 12 99.6% TH U |
BT e R (BEHERED 15.6%) Z M4 7= G TRe DB ERIT 115.2% T
bole, B, BABEOMKHFHRIIR® bl oT,

FIRN 5 SN ST RE O RE 3R ICHRt S v, T v M2k T 5 [14CIP092
< UA UEBE O ZYER R IIE PR CH D Z LR E N T, FT0, &5 336
BERIC BV T BRI B HUERE D 15.6%725F L TR Y . [14CIP092 KTV X
L DRHWIIEBERBER H VD . (B ~DERIIE R TH DL EE X L

(F~-2),
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F~1 [14CIP092 < LA VEEIE T v b EEIEARPN R 5-FE D M S i R
LT a®RT T A

Radioactivity concentration

Time/Parameter (ng eq./mL)
Mean = SD

5 min 2983 + 26.3

30 min 108.0 = 17.2

lh 825 + 146

2h 66.3 £ 132

1h 521 £ 6.5

8h 456 = 5.1

24h 374 £ 6.5

48h 34.1 £ 94

9 h 213 + 68

168 h 123 = 52

240 h 6.7 £ 26

336h 3.8 £ 20

Cp (ng eq./mL) 3663 £ 41.2

tra (b)Y 919 + 9.1
AUCh (ng eq.-h/mL) 5697 + 1513
AUCquinr (ng eq.-h/mL) 5212 = 1794
CLita (mL/hikg) 169 + 42
Vdss (mL/kg) 20922 + 4642
MRTpinf (h) 126.1 £ 224

Data are expressed as the mean + SD of three animals.

a) The t, , was automatically calculated by WinNonlin,
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1000

100

10

Radioactivity concentration (ng eq./mL)

1 T T T T T T T T T T T T T T
6 48 96 144 192 240 288 336

Time after administration (h)

~-1 [14CIP092 ~ LA VBRYE T » b HIEIERIRPY 45505 0D I o s i 2

F~-2 [1UCIP092 =~ L A VBRI T v D HEEEFIRNEGEREOR S, #EH K
ONESR T D et REHEHIE

Cumulative radioactivity excretion (%6 of dose)

Time

() Urine Feces Expired ar  Cage washing Total
24 25209 115 = 4.1 -- 02=01 143 =49
-48 47 =14 298 £35.0 - 0.6 =00 351 =64
-72 65=19% 43.2 £ 66 - 0.8 =01 304 =383
-96 79=22 528 68 ND 09 =01 616 =90
=120 8.9 =24 385 =64 - 1.0=x01 694 = 8.8
-144 9.8 =27 650 =58 - 1.1=02 76.0 = 84
-168 105 =28 693 = 5.5 ND 1202 810 =82
=240 117 =31 784 = 34 -- 14 £03 916 =62
=336 123 £ 3.3 85.2 = 16 - 2007 996 =42
Residues in carcass at 336 h 156 =43
Totalrecovery 1152203

Data are expressed as the mean = S.D. of three animals.
ND: Not detected

--: Not determined
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2. EEWNEGA—NTUFTTT 4 —
(Quant1tat1veWhole-bodyAutoradlographyIQWBA)
[14CIP092 = L »Eiti % 1mglkg HEIFARME 5%, R U B —Rx—h

y— VIR arEE, Ty NEEREICIE LK,
B DRI, T NEREA AR L ) BRI S ¢, BEY B>
HETEFEHELLOL, K 4% (wh) AVRFLAFLELE—=2F R D
L (CMC-Na) KEREZEHITBH L, RIATAR/ T hmH CHfS
i, WREEBEERN 4% (wiv) CMC-Na KIFRHFICEE L7 v v 7 21F
fMLCTuET 5,
KAEEEREFE I 7 2 b—2A (CM3600, Leica Microsystems) & fHW\W T, £
st (BES  BREME 30 um) ZWET—7 (tesad129, 7H 7 —7) Lk
WZEREL L7z,
BE L= E RS A B R L RE 2 XA T RANVE (BEE 4 pm, =Z8E)
TESTZDL, A A=V 77— (IP, BAS-MS2040, 20X40 cm, &L
TANK) ICEBESETCERSE, IP LoEBBEE 7 VAT « £ A—TT
< 4 % — (Typhoon FLA 7000, GE Healthcare) (Z X ¥ FtAH Y (laser: 650
nm, filter: [IP], PMT: 900, pixel size : 25 X% 50 um, latitude: 4), fE{KY
=0 3URUEDT VAN ) 7T AEERME, RPN EBREOR N
(KSOP/SYS/4015, 4020) 1¥7 VAN /7T L& QWBA E&MENT Y 7 b
(SeeScan Ver. 2.1.2.19, LabLogic Systems) (2 X W T L., F—WH LDy
77Ty N (BER IR e OB R L2 WiERT) @ PSL (Photo
Stimulated Luminescence) fE CHiIE L 7= S fn ik & O O B mFE 24 7-
D DR EEIRE (PSLe &Y PSLy, (PSL-BG)/mm?2) %Kiz, F7-. PSLs
Z R BRI EE P ST REIR E (ng eq/g) (2% L C—kENR (EALT : 17Y)
L. 4REOKRER RRZEDRV) kL,

ERMEOFFA R, HEERE ) 28099 UETHDHZ &, HIZ PSLe 25
back calculate L TR 7=ZCHMEE OB ERIMEE OB ERE (ng
eq./g) IZBWT, & IP O REOHERZE (RE) X UV2 IP MO ZEE % (CV
fB) ZHEHL., TNENHL20%UAN (RERRERE TiIE30%LUA) THD
T EEMER LI, B, r DHAERBEN L o TG A IR IP VI A OAR%E
REAL L, BIZ CVENHEGFN & 2o GEIE RE N RE22 IP XU A
@%ﬁ%rhﬂﬁ EL. BEREAITEZUF OBEIR ZHWTERZITI 2L &
L7z 72, BB LEEBIC - WTIE, BRI E2E X THEX L, Y
%ﬁ@%‘%ﬁﬁ*ﬁ L7,
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5 5172 PSLr i WL Bl —8 A _E O ERIT L 0P B EREE (Crqwsa),
ngeq./g) ZEHTDH, HRIX. K~2, 34,5 LOFE~3ITRLT,
WTNDOEED T AN ) 7T BB TS KES ORI H S BE A
., FRCIE CE WSRO bz, SO ERIREIL. £< OM
TR W TIE R E# 1 T 24 ISR EEL R L7eh, TEETIEIREE 168
B, KM, ~N—F—KREOWIR Ciii 5 1% 336 B ChRmfEz R~ LT,
F~-3 LV BE% 1 RERICIBW T, B, GO, i K OV C BOR RETR BRI
EE FIRLLE (Above the upper limit of quantification : AUQ, >3928.2ng
eq./g) ThoT-, WO TEIE (3599.1 ngeq./g, KpfE 17.93). &g (3206.0 ng
eq./g, Kpfl 15.97). IERIEY > % (3133.3ngeq./g, KpfH 15.61) KON FEMAK
(2050.7 ng eq./g, KpfE 10.22) TEEEREEENRFRD Hiviz, T OO
FlzBOWTIE KpfED 10 KwThH Y . KNP HEREREIL 17.0 ng eq./g (Ks
£ 0.08) TH-o7z, 4
B 5.1% 24 FERNZ IV TIEL IR, B X VB IR CRURRBIREE X AUQ Th o 7,
WWTIBRIEY > % (3302.5 ng eq./g, KefH 56.74). MR (3236.4 ng eq./g,
KgfE 55.61). fifi (2955.2 ng eq./g, Kefl 50.78). TR (2675.5 ng eq./g,
Kpf# 45.97) K OZE TR (2541.2 ng eq./g, KpfH 43.66) T& W\ EENR EE A3
R BTz, EOMOFMBIZIVTIE Ko DS 40 R TH Y . R HERER
F£1% 13.4 ng eq./g (KgfH 0.23) Th o7z,
5% 168 Kl Tid, MR CTHABEREIX AUQ THh o7, IRWTTE
& (3405.2 ng eq./g, KpfHl 228.54), EIE (3352.6 ngeq./g, KpfH 225.01),
I Y X (2342.1 ngeq./g, Kpfl 157.19) LUl (1541.2 ngeq./g, Ks
fE 103.44) TEVWEEBEREDTRD iz, £ OMOMEKIZISV T Kp fE23
100 R TH Y . KT HEITREIRE L 18.3 ng eq./g (Kpfi 1.23) Th -7z,
514 336 FFREIIC B W TR, BB TR bW ASHEERE (3122.5 ng eq./g) 23
RO 5N KpffElX 8312.25 THh o 7=, IR\ TRIE (2257.4 ng eq./g, Kp fE 225.74) |
THE{R (1646.0 ng eq./g, KpfH 164.60) . fafi# (1631.5 ng eq./g, KpfH 163.15) .
HH#E (1387.8 ngeq./g, KpfH 138.78), N—& —KfR (1357.9ngeq./g, KpfHE
137.59) K OMGHEY >3 (1132.5 ng eq./g, KpfH 113.25) T\ Vi aEiRE
DT H ATz, Z DM ORI IV T KA 100 K TH 0 . KM fE
EEIX 21.0 ngeq./g (KsfH 2.10) THh o7,
T REIR B LI oy O IC B W TR L 0 b <, FrICh. BIE KOl T
TERE C @AW IRE O RENFR D H v, [14CIP092 K VY3 € DA 1T/
BATHER B W ERRBR STz, Fo, &E#% 336 REFIZBWTHZ < O
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DHBSERIREN RO B, [MCIP092 KUY Xix# DR ORI B M 03w
sz,

F~-3 [MCIP092 = LA VBRI T v b BE[EIERARP B 50 O HELA A i

Radioactivity concentration (ngeq./g)

Tissue

1h 24h 168h 3361h
Blood 200.7 {1.00) 38.2 (1.00) 14.9 (1.00) 100 (1.00)
Cerebrum 17.0 (0.08) 13.4 (0.23) 18.3 (1.23) 210 (2.10)
Cerebellum 152 (0.08) 12.7 (0.22) 10.0 {0.67) BLQ (NO)
Pituitary 2050.7 (10.22) 26753 (45.97) 34052 (22834) 1646.0 (164.60)
Spinal cord 206 (0.10) 17.5 (0.30) 15.0 (1.01) 173 (1.73)
Eyeball 81.3 (0.41) 1156 (1.99) 385 (2.58) 263 (2.63)
Harderian dland 486.6 (2.42) 632.0 (10.86)  1026.5 (68.89) 13759 (137.59)
Submaxillary gland 1374.1 (6.85) 2341.2 (43.66) 10604 (71.17) 7916 (79.16)
Thyroid AUQ (NO) 32364 (53.61) 875.6 (58.77) 646.9 (64.69)
Thymus 668.2 (3.33) 11498 (19.76) 15412 (103.44) 16315 (163.1%)
Heart AUQ (NC) 963.0 (16.63) 140.5 (9.43) 324 (8.24)
Lung AUQ (NC) 29552 (50.78) 716.9 (48.11) 426.0 (42.60)
Liver 22606 (1126) 19806 (3403) 387.1 (25.98)  250.5 (25.05)
Kidney 3206.0 (15.97) AUQ (NO) 72483 (48.64) 1338 (43.58)
Adrenal 3599.1 (17.93) AUQ (NO) 33526 (22301) 22574 (22574
Spleen AUQ (NO) AUQ (NO) AUQ (NC) 31225 (3122%)
Pancreas 1781.7 (8.88) 2022.7 (34.75) 278.3 (18.68) 1513 (15.13)
Prostate 317.7 (2.38) 882.7 (1517 462.1 (31.01) 391.8 (39.18)
Testis 202 (0.10) 314 (0.34) 302 (2.03) 308 (3.08)
Epididy mis 1159 (0.58) 125.0 (2.15) 65.5 (4.40) 669 (6.69)
Seminal vesicle 10.4 (0.05) 28.7 (0.49) 257 (1.72) 123 (1.23)
Skin 1792 (0.89) 262.0 (4.50) 2172 (14.58) 161.7 (16.17)
Skeletal muscle 1993.4 (9.93) 3544 (9.53) 67.5 (4.33) 418 (4.18)
Bone (femur) 1508 (0.7%) 112.1 (1.93) 17.8 (1.19) 322 (322
Bone marrow (fernur) 14543 (7.25) 2268.9 (38.98) 1377.5 (92.45) 1387.8 (138.78)
White adipose tissue 86.5 (0.43) 90.5 (1.35) 20.1 (1.35) 104 (1.04)
Brown adipose tissue 288.7 (144) 125374 (21.60) 2439 (16.37) 80.1 (8.01)
Bladder 207.0 (1.03) 424.5 (7.29) 138.0 (9.26) 503 (5.03)
Mesenteric lvimph node 31333 (1561 33025 (36.74) 23421 (15719) 11325 (11325)
Stomach 1138.8 (5.77) 1022.9 (17.38) 183.5 (12.32)  117.2 (11.72)
Small intestine 7136 (3.36) 1388.2 (27.29) 309.8 (20.79) 1712 (17.12)
Large infestine 5783 (2.88) 996.0 (17.11) 2232 (14.98) 847 (847

Values in parentheses are expressed as the ratio of tissue concentration to blood concentration (Kg).
AUQ: Above the upper limit of quantification (> 3928.2 ng eq./e)

BLQ: Below the lower limit of quantification (< 7.5 ngeq/g

NC: Not caleulated
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Left axis aspect-1 28 33 RTERY Left ais aspect-3

Left axis aspect-2 18 Central axis aspect 32 278 § 2

28 24

1 Bloed 9 Thyroxd 17 Puancreas 25 Bowe marview{ S § Blood & Thyroid 17 Pancreas 25 Bowne warrowifmu)
2 Cerchmm W Taymns 18 Prostabe el 2 Ceretunm 1y Thymus 18 Prostate 26 White adiposetissue

3 Cerebelom 11 Heart 19 Tastis 3 Cenbellum 1 Heart 1% Testis 37 Brown sdipose thsus
4 Pluitary 2 Lung 20 Ppidkiyids 28 Bladder 4 Pifuitary 13 Lune 26 Epididymis 28 Bladder

$ Spinal cord 13 Liver 21 Seminad vesicle 39 Mesenterie Tomph node 5 Spisal cond 13 Liver 31 Seminl vesicle 29 Mpeseteric lvmph node
& Eveball 14 Kidney 33 Bkin 34 Stomach 6 Eyeball 14 Kidney 22 Sk 30 Stomach

7 Hurdenan il 15 Adrensd 23 Skeletal moscle 31 Suudl mestine 7 Huwderian glnd 15 Adremal 23 Skelets muscle 31 Suall intestine

8 Submexifuy glaed 16 Spleen 24 Bonedfenud 32 Largs intesting 3 Submaxiliary gland 16 Spleen 24 Bowefermurn) 32 Lorge intestine

~-2 [UCIP092 = L EAHE T » b HA[EIFHARPI B S 1 ] 68 O MR i IR B 0 AR
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