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Table 4  Distribution of radioactivity to blood cells and the ratio of the concentrations
of radioactivity in blood to that in plasma 1, 4, and 24 h after single
intravenous bolus administration of ['“C]P092 maleate to male monkeys at

1 mg/kg
Radioactivity concentration
Hematocrit (ng eq./mL) Distribution of
Time value radioactivity Rg”
(H, %) (T, %)
Blood (Cy)  Plasma(C,)
1h 44,0 170.9 101.5 66.7 1.68
4h 40.0 126.0 63.4 69.8 1.99
24 h 36.0 62.9 46.6 52.6 1.35

a) T (%) = (1- C,/C, x [100-H] / 100) x 100
b) Rg = G/C,
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Table 5 Radioactivity concentrations in tissues 1, 24, and 168 h after single
intravenous bolus administration of [14C]P092 maleate to male monkeys at

1 mg/kg
Radioactivity concentration, ngeq./mL or g
Tissue (Tissue/plasma ratio)
th 24h 168 h

Blood 1683 ( 1.87 ) 629 ( 135 ) 369 ( 106 )
Plasma 902 ( 100 ) 46.6 ( 1.00 ) 349 ( 1.00 )
Cerebral cortex 76.0 { 084 ) 752 ( 161 ) 166.0 ( 476 )
Striatum 502 ( 056 ) 73.0 (157 ) 1162 ( 333 )
Hippocampus 72.1 ( 0.80 ) 684 ( 147 ) 193.1 ( 553 )
Hy pothalanus 303.6 ( 337 ) 1199 ( 257 ) 2468 ( 7.07 )
Cerebellum 87.1 ( 097 ) 73.8 ( 158 ) 1872 ( 536 )
Medulla oblongata 563 ( 062 ) 647 ( 139 ) 1543 ( 442 )
Spinal cord 251 ( 028 ) 347 ( 074 ) 87.1 ( 250 )
Pituitary 29245 ( 3242 ) 4161.5 ( 89.30 ) 57859 ( 165.79 )
Eyeball 80.6 ( 089 ) 283.8 ( 609 ) 3700 ( 10.60 )
Submaxillary gland 20962 ( 2324 ) 2360.5 ( 50.65 ) 38329 ( 109.83 )
Mesenteric lymph nodes 15265 ( 1692 ) 22700 ( 4871 ) 45013 ( 12898 )
Thyroid 4815.7 ( 53.39 ) 2417.3 ( 51.87 ) 8514 ( 2440 )
Thymus © 9917 (1099 ) 7492.9 ( 160.79 ) 2584.5 ( 7405 )
Heart 7868.9 ( 8724 ) 4835.8 ( 103.77 ) 17355 ( 49.73 )
Lung 16588.7 ( 183.91 ) 12499.3 ( 268.23 ) 12687.8 ( 363.55 )
Liver 7905.0 ( 87.64 ) 54102 ( 116.10 ) 3961.6 ( 113.51 )
Adrenal 73812 ( 81.83 ) 105304 ( 22597 ) 14988.5 ( 42947 )
Kidney 102772 ( 113.94 ) 5524.9 ( 118.56 ) 3965.6 ( 113.63 )
Spleen 7165.9 ( 7944 ) 10878.9 ( 233.45 ) 14009.9 ( 401.43 )
Pancreas 4581.9 ( 50.80 ) 4677.2 ( 10037 ) 7198.1 ( 20625 )
Testis 331.0 (367 ) 2442 (1 524 ) 7759 ( 2223 )
Artery 3458 ( 383 ) 2328 ( 500 ) 3335 ( 9.56 )
Skin 2394 ( 265 ) 218.6 (469 ) 327.6 (939 )
Skeletal muscle 1517.4 ( 16.82 ) 1483.2 ( 31.83 ) 5218 ( 1495 )
Bone marrow 223.8 ( 248 ) 771.8 ( 1656 ) 863.1 { 2473 )
White adipose tissue . 8045 ( 892 ) 2204 ( 473 ) 3876 ( 1111 )
Brown adipose tissue 7547.1 ( 83.67 ) 96522 ( 207.13 ) 9032.1 ( 258.80 )
Galibladder 12716 ( 1410 ) 1795.1 ( 3852 ) 11126 ( 3188 )
Bile 3488.0 ( 38.67 ) 14772.6 ( 317.01 ) 6306.0 ( 180.6%9 )
Cerebrospinal fluid 22 ( 002 ) ND ( NC ) ND ( NC )
Stomach - - ) - -- ) 1190.1 ( 34.10 )
Small intestine -~ ( .- ) - - ) 27402 ( 7852 )
Large intestine - ( -- ) - ( -- ) 1167.0 ( 33.44 )

ND: Not detected
NC: Not calculated
--: Not determined

31

- 1273 -



Table 6
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Radioactivity distribution in tissues 1, 24, and 168 h after single intravenous
bolus administration of [*C]P092 maleate to male monkeys at 1 mg/kg

- Radioactivity distribution

Tissue (% of dose)
1h 24h 168 h
Blood” 0.98 0.38 0.23
Cerebral cortex 0.11 0.09 0.21
Striatum 0.00 0.01 0.01
Hippocampus 0.00 0.00 0.00
Hypothalamus 0.02 0.01 0.02
Cerebellum 0.01 0.01 0.03
Medulla oblongata 0.00 0.01 0.01
Pituitary 0.01 0,01 0.01
Eyeball 0.01 0.06 0.05
Submaxillary gland 0.15 0.17 0.21
Thyroid 0.03 0.03 0.01
Thymus 0.03 0.12 0.11
Heart 2.32 1.45 0.60
Lung 8.08 535 4.43
Liver 13.35 9.93 5.48
Adrenal 0.11 0.20 - 0.20
~ Kidney 3.59 2.29 1.11
Spleen 0.80 0.79 0.98
Pancreas 0.69 0.92 1.06
Testis 0.09 0.14 0.21
Skin® 2.18 2.07 3.15
Skeletal muscle” 60.89 61.98 22.10
White adip ose tissue® 6.08 1.74 3.09
Gallbladder 0.01 0.01 0.01
Bile 0.27 0.68 0.28
Stomach -- - 0.65
Small intestine -~ - 3.31
Large intestine - - 1.25
Contents of stomach - - 0.03
Contents of small intestine - - 0.37
Contents of large intestine - - 2.01
Total 99.81 88.45 51.22

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.

--: Not determined
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Table 7  Cumulative radioactivity excretions in urine and feces after single intravenous
bolus administration of [**C]P092 maleate to a male monkey at 1 mg/kg

Cumulative radioactivity excretion (% of dose)

T e e Smevie Camwaing g
0-8 0.6 - 0.4 - 1.0
-24 1.5 3.2 0.6 - 5.3
-48 3.1 9.4 0.8 - 13.3
-72 4.5 15.4 0.9 - 20.8
-96 5.7 19.2 1.1 - 26.0
- 120 6.8 23.2 1.1 - 31.1
- 144 7.7 26.8 1.2 - 35.7
- 168 8.6 30.8 1.4 0.1 40.9

--: Not determined
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Figure 1  Radioactivity concentrations in blood and plasma after single intravenous
bolus administration of ['*C]P092 maleate to a male monkey at 1 mg/kg
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5. B

S v b, FAURNE ROFFIZ vy — AR 5[CIP092 maleate DA Z FIEHNTHET L
7. ["CJP092 maleate (5 pmolL) %#F w b, YNV ROE MFI 2 vy —2A L NADPH 7ZEF
T0,30 ROV60 A ¥ aX—a Lk,
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6. HH

6.1 WERME

6.1.1 £AFF ,
[*CIP092 maleate ([CJP092 + = LA L ERHH)

6.1.2 BEIXRVERME

l 0
o] * o} O OH
C'\“\)LN O NN " 2 L_on
H | H I
* ;MO ISR E

6.1.3 HFE
736.70 (at this specific activity)

6.1.4 OvrES
K0348-02

6.1.5 1biPfliE
99.5% (UV-HPLC)

6.1.6 [hikstae
58.4 mCi/mmol (2.933 MBg/mg)

6.1.7 AT LEERIBIEE
98.9%

6.1.8 Ttk
TH ) — VIR

6.1.9 MATEEIRE
5 MBg/mL (#¢BRWEIRE : 1.705 mg/mL)

6.1.10 &Ri%k
Curachem
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6.1.11 AFE
450 MBq

6.1.12 REEH .
YR (—80°C, FFAHEEH : —60°C L) , X, SHAR

6.1.13 RESZ
BRI B RGBT (74)

6.1.14 Bk EDFEE
RAEAT R, vA7, TLFREN

6.1.15 RRPERMEOLE
TR DY E I BLE T 5 EWBIRERABR CHA T 5 I OISR TRET 5.

6.2 E#EMY
6.21 &F
P092 - = LA VR

6.22 Owvw &S
CMTPG-RQ

6.2.3 iR
BEO¥HER

6.2.4 I1RitH
ESLRFEAGR KR

6.2.5 BREEH
Wi GFFRH © 1~10°C) |, Y, HBH (ZBFHAN)

6.2.6 HEEBFT
wﬁ%gﬁﬁ%ﬁ(w)

627 BRLOEE
REBA X, vA7, TAFLER

6.2.8 BERREEMEONE
PR OEYEY E IR 5 BB CHER T 5 - OICREBRIER CRET 5.
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6.3 Hz/Ov—A

Bl XENOTECH

AT OIREE RIAT A AFETIC L DR

RAFSEE R (-80°C, FFAFEH : —60°C LLT)

BARE . 20 mg protein/mL (FlikH A3 RMAET 5 Ehl o FREE)
WG « RARDIEE HERLRD S D% AW,

BtE ik - 2R | o
7w b | Sprague Dawley (SD) | R1000 1310214 454
I=r 4PN |- T P2000 1210334 7
[N - BHIEA | H0620 | 1110473 50
6.4 FLEAHEE

AB ) =) . R (MIIE{LE)

Y A ualig (TFA) Rtk (FntpiZETze)

TPV Bk RO HPLC B (MIIE{LE)

Ethylenediaminetetraacetic acid disodium salt dihydrate (EDTA-2Na-2H,0) :
BRI A (RUL2ERFZERT)
B-Nicotinamide-adenine dinucleotide phosphate, oxidized form, monosodium salt (3-NADP":Na)
: TV—RRL (FY = 2 VERTEE)
Glucose 6-phosphate disodium salt (G-6-P2Na)
’ _ FL—RipL (Y =2 OVERTE)
b~ 7R b - 6 KFn# (MgCl)
Rk (Rt TmRadh)
Glucose 6-phosphate dehydrogenase (G-6-P DH; from yeast)
Tr— KL (Y =2 NVEERTE)

Sucrose : Fefk (FoyehlideT38)
REAKET E=T b —ifk (FnyeHizkT )

VUFV—g 7T (Clear-sol 1)
TV—RRL (FHFGATRY)
Y vFL—3a k25 (FLO-SCINT II, ULTIMA-FLO M, HIONIC-FLUOR)
7L — K72 L (PerkinElmer)
FERRIRRE] (N1 A A Y » b EREBIARR)
TV—RRL (FHFATAY)

mmﬁmmﬂ@vx%AGmmmmmMMQAmeﬁxnv)v%@tt%@%mmk.
Z DMORIEL, FEICE CTHRO—k&h, REHEUIRSEOb0ZHEM L.
12
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6.5 TIUHERAMESRE VATL, &M

pH A —4&—:
BT R .

DA —H—NAAL U F o=

S AF VTN
B BERS -

HPLC A5 A
VAT AR =T

HPLC AfksaERHigs (RID)
FERR AR

BRIk FL—avhors&—:

F-52 (YB35 E4AERT)

AT261, PM4800 (Mettler-Toledo)

YP—EIVH—EX FATv7)

WR—=IF 11 (BAT v 7)

CF15RXII (HIZT#¥)

L2000 >V —X - (AMNAT 7 ) nd—XxX)

EZ .chrom Elite (AsMNNAF 2 /Ju—X) , FLO-ONE
(PerkinElmer) ‘

Radiomatic 625TR (PerkinElmer.)

NAFAV b (FEKRAT 4 V)

Tri-Carb 2300TR  (PerkinElmer)
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7. Ak

7.1 %&ﬁ%ﬁfﬁ?&

711 HERUEE

[*CIP092 maleate & 648 uL 1Z2 Y &V, BHRKRM T CRBEEZEBE L. BEL 3mL DA X
=k (101, viv) IR LT 0.5 mmol/L DIRBRYERIK LT LTz,

PSRRI T, B (-80°C, FFA&HH : —60°C BLF) TR L.

71.2 RBREORHR

BB YSIR D[ MCIP092 maleate Y2 % FREL B I HIE L7z,

WRWEEEE 10 LB (n=1) L, MEHREERME Lz, [“CIP092 maleate O Hh ik HE % F
WCMCIP092 maleate JEE & B H L7 (Appendix 1) .

713 BAHEERBIEORSE

%&Eﬁ%igﬁ&@m%{b%mﬂ}# EIREAROERRTRICHE L, RBIMhoREREH
AL

?&%%Eﬁ&‘%u“ﬁ@ HPLC S#&FIC LV RIELE (=1) . ZOYrINDF V4 n

<= h S AL P092 - = LA VERHIE AR (7.2 TH) %R0 HPLC TRIE L & 2D UV

rua<w hTAREERLT, [MCIP092 (7 VU —F) OFEFEE R 23P092 (7 —14) @

REWCHIY S5 & & 2R L.

SVOF s v~ b T MRV THRIE Sh i E e e — 2 ORFICKT 5 [1CIP092 (7 ) —1k)

DEHE S O Y — 2 OEIG LA FAMME & UTHEE Lz (Appendix 2) .

YUF L= a v A7 TARGUEEHEEZERL, O oW TREHERERZRIE L.

I OWHETOBEEE, EA LB OBEREDEE VT, HPLC 25 OMETREDE]

INEAEH U (Appendix 2) .

[HPLC £&f4]

T A Inertsil ODS-2, 5 pm, 4.6 X 250 mm (P—=Z ¥ A T/ R)
H 5 MRE | 40°C ‘

BEE A: 0.2% TFA Water

B: Acetonitrile
VAN S Time (min) 0 20 50 50.1 60

%B 20 60 60 20 20
eI 1 mL/min
Py dau! UV 254 nm

BERE (R v FL—a VAT A)
EEE :0.5mL
Y FL—a vl Y7 FLO-SCINT II
VUFVv—a Ay FARE 3 mL/min
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