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7. BRRUEBRER

71 BEEROBSERRERUE—H

KEYE (BE5EAKAE) OREAMECESERTRICBT 25 KO BHERER OB —
DB ER F % Appendix 1 IZ/RT

B REIRE IR ERE D 90.0~110.0%DFHNTH ¥, REF ICHB I & 2R
iz, ¥, BHRRENEROEBRE (CV) 1T SO%LNTHY, B—ThdZ LI
mahi.

7.2 #B5ED[CIP092 - 7 LA L EED S L2 b
BEYUR (BHEERARA) OREFIRORERTRICEIT 5 REHEFT[CIP092 « < L1 VB
OB EFROBE ORIERR % Appendix 2 12777

BEFIR OB ER T HZONTHIZIBO T b B L FEIMEIE 95.0%LL L TH Y, 5D HPLC
~OEABSEITFERSICER S 2 &b, BEEPMCIP092 - = LA VEREII RS
BT ECTHIMEFERICRETH o722 L PR S,

7.3 MiERSTEERE

[MCIP092 + = L A VISR ZHEMES » M 1 mghkg (7Y —E) o B CHEIRIRNIE S
L7z & & OMiEHR i EIRE % Table 1 B O* Figure 1 1278 L, SEMEHRE T A — & % Table 1
WRT. El, Zh b OEERIEE Appendix 3 12T

MR PR RETR BT R 5% 5 431 2983 ng eq/mL ZRLTDL, REH 24 BT
374 ngeq/mL, X 512354 336 BFRTIE 3.8 ngeq/mL ECIET L7z, BRI 0 ([CoMEL 7240
B iR P REIREE (Co), WHIRMH (1) B QNI B AR iR B — R Bl AR T R (AUC,q
O AUCg) 1EZFNEH 366.3 ngeq./mL, 91.9h, 5697 RN 6212ngeq.-/mL TH Y, £&
797 T2 A (CLw), EFKEBODHER (Vi) ROFHMHERMN (MRTow) 1XFN0E
AU 169 mL/h/kg, 20922 mL/kg 2TV 126.1 h Th o7z,

7.4 R, ERUFESRGTREHEM#

[MCIP092 « = LA VU EEEEIEMET » NIZ 1 mgke (7 UV —{F#E) o A& CHERIRNES
L7 EORURREDIR, R OMERFRBEIERL QN — PR R OB R P gt eE%
Table 2 1Z/R L, Ziv b OEGKBIEZ Appendix 4 {Z7R T

B 5% 24 R E CTORROEPICIENENIEEHARED 2.5% kT 11.5%055 86t <41, #&
5.1% 336 I & TOR KB OEFITITENZNEBREGHFAED 12.3%K T 85.2% B HEt X /-,

B 5% 336 BERTE T 7 — VPRSE % & D - SRR OBHEIERIT 99.6%TH Y, BT iE
Befr (R5HUETRED 15.6%) H M2 - BURBEDREINERIT 1152% Th o7 (8.1 HBM). 72
B, BARROMRFHEIIEED b o,

RN S S S BED KRS IXERICHRE S, T v MoRiT B[MCIP092 + = LA VR
WOTPRIRRITEPHRETH D Z LAVRENEZ. F7, BE5% 336 BRICBW T HEAI
B ERSTEED 15.6%3 7 L TR Y, [MCIP092 ROV ITZ OREMWICITHEBERERENH Y,
A ~DPRTRER TH D LB BT
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7.5 EENRBI—-F53D0F5571— (QWBA)

751 RER

RESROHBEHREL () % Appendix 5 1278 L, ERMIKFFIOX G 21T % PSLs 5> b back
caleulate L TR D 7= REMRFMIKAE O & S RERE O£ 1P OEHREOMTEE RE) KO
£ 1P MOEBREL (CV ) % Appendix 6 IZ7R7.

ETOREBROFEEZRE () B09LUETHEI & 2R LE.

PSLp 5 back calculate L TR BRI O LSRR E LBV T, £ 1P OFER
EDRE ROEIP D CV ERWTIHE20%LN (B EREIKEE Ti3+30%LIA) ThHd
T ERER LT

7.5.2 HAEHMSTEERE (QWBA)
[MCIP092 » = LA VEBEAIEMES » T 1 mgkg (7 —{kHE) 0FECHERRRNEZS
L7z & & QMRS RERE % Table 3128 L, T VANV ) 7T AIBIT 5 ik & O
FIRS BEIRE % Appendix 7~Appendix 10 IZ/RT. £, FUANI /T ARUYF OBE{R
% £ X E I Figure 2~Figure 5 & OY Appendix 11~Appendix 14 (27”7,
BE% 1 REICIRWTIE, BRIR, O, R ORI CHURREIRE I ER ERELE (AUQ,
>3928.2 ngeq./g) THo72. IWWYTEIF (3599.1 ngeq./g, KpfH 17.93), Bl (3206.0 ngeq./g,
KgfE 15.97), MBMIEY > %8 (3133.3 ng eq/g, Kpfl 15.61), FHiE (2260.6 ng eq./g, Kgfl
11.26) BROFE(K (2050.7 ngeq./g, Kpfl 10.22) THEWEHEERENSRD LN, ZOMO
AR DT K EDS 10 K CTH Y, KNP BEHREIREEIL 17.0 ngeq/g (KpiH 0.08) Th
oy
B 5% 24 B BWTEY, MR, BB R OBIR TR RBIREIX AUQ Th o7z, RV NTHEMH
TEY /3% (33025 ng eq/g, Kp fi 56.74), FUIRMR (32364 ng eq/g, Kp fl 55.61), ffi
(2955.2 ng eq./g, Kp & 50.78), FH(4 (2675.5 ng eq./g, Kp & 45.97) B OB F 5 (2541.2 ng eq./g,
Kp 1l 43.66) TEVWESTERENED bz, OO T K fEDS 40 R CTH
D, KPS EEIRE L 134 ngeq./g (KpfH 0.23) Thol-.
5-1% 168 BERIC I THX, MR TS REIR S 1L AUQ Tdh o 72, IRV T F HA(E (3405.2 ng eq./g,
KpfH 228.54), B (3352.6 ng eq/g, Kpfl 225.01), WEMIIEY /381 (2342.1 ngeq/g, Ks
B 157.19) ROWaR (1541.2 ng eq/g, KpfH 103.44) TEWEHERENRD N £O
il DA BN TIE Kp B 100 R TH Y, KIHHEHEIREIY 18.3 ngeq/g (KpfH 1.23)
ThoT.
#e 514 336 RV T, MIRTHR OB WVSTHEIRE (3122.5 ng eq/g) BREDHN, Kp
i 312.25 ThHo7o. ROTRIE (2257.4ngeq/g, Kpfl 225.74), TEIE (1646.0 ngeq./g,
KpfH 164.60), MR (1631.5ngeq/g, KpiH 163.15), BH#E (1387.8 ngeq/g, Kpfd 138.78),
N—F— KR (1375.9 ng eq./g, Kp B 137.59) R OGEIE U > 3#i (1132.5 ng eq./g, Kp & 113.25)
TEVWAHBRENRD b, ZOMOMERICIVTIX K B2 100 KEFTH Y, K
FEEREIREEIY 21.0 ngeq/g (Kpfl 2.10) Thotr. Fiz, /INMTHETEEIRE L ER T R
(BLQ) Thoi=.
WTNORFRIZIWT S, K OB B RES R S hy, FRCHIRAR, D&, 5, BhE
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BBER OB TIIEZ LRI E (AUQ) OBURERENGED bz, %< DMz TR
FHEERE IR E% | XX 24 R CREMEZ R L2, TEETIIREE 168 BFR, KK,
— X — KRR OWIR CIR 5% 336 I CREMEE R Lz, M EOREENS, [MCIP092 KT
IX V3% DREORBRBITH TR V2 LR I .

7.6 Mk, M, HERURKEEEEDRSIEERE

[MCIP092 » = LA VERIEZRIEME T v M 1 mgkg (7 U —FE) o A& CHEFIRNES
Lzl &ofE% 1, 24 ROV 168 BRI A Mg, Mg, Bk OMERK O ERE %
Table 4 IZ/RL, Zh b OMEERMES Appendix 15~Appendix 17 12777,

MR B OV SRR IR B 13 4R 5- 1% 1 eIl (2 € 742 KTV 7.1 ngeq/mL) %7R
L, ZO%REFICED LT, MAEPHIRRIREITRG% 168 R CHREBAMEARRE (ND)
Elpodz. MPBRRBREIIREGE | FrEUER 2 ML T 5% 168 RFEICRRE
(372 ngeq/g) EARLE. MEMERTHEHEREL, WTNLORERRICBWNTSH ND ThHh
277,

B51% 1 RO 24 BRI o i i P o e B 2l 4 T O REIR EE DRI 10 DT H 1, [HCIP092
B OVSITE ORI O IR ~OBOBITHES R S h e, $70, MPRHREREIRE
% 168 I CREEME% T L1z 2 & M5 [MCIP092 B UV IE% O REM O Rk~ DT
BHREIR CTh D Z ERHERIN T, '
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8. W=

84 FRIZIENATELUILHBROEERICHELZRETRVOHIERE

R, FEROPES RS R BT, BRI SRR E% M X 7o B Be OFBEIULED 115.2%
LT, BURBEDOREIRN 100% % B2 =72, WEHROKKSTERRE, #58, Kb
W&, BEYEEL AT ATOMHEEZZRELREY, WINbBER o=, WEY > FL—
arAav A —ICBITHREREL R EBIONIBREITHATHS.

FEEFRE DIBEILE K 15% ERLFER Clad 208, THEMRRES, PEIEE R OMANEE RS
DFMHITERETH YD, FKETEBROBEEICKEREELE 2 HlT L.

8.2 HEREZEIC#bLLUL &
L.
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Table 1 Radioactivity concentrations and pharmacokinetic parameters in
blood after single intravenous administration of [14C]P092 maleate to
male rats at 1 mg/kg as free base

Radioactivity concentration

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

5 min 298.3 + 263

30 min ' 108.0 + 17.2

1h 825 £ 146

2h 663 + 132

4h ‘ 2.1 + 65

8h 456 + 5.1

24h 374 £ 65

48 h 341 = 94

9% h 213 *+ 6.8

168 h 123 £ 5.2

240 h 6.7 * 26

336h 38 = 20

Co (ng eq./mL) 3663 + 412
ti2 (h)” 91.9 + 9.1
AUCo-t (ng eq.-h/mL) 5697 + 1513
AUCo-inf (ng eq.-h/mL) 6212 + 1794
CLiotal (mL/h/kg) 169 + 42
Vdss (ml/kg) 20922 + 4642
MRTo-inf (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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Table 2 Cumulative radioactivity excretions in urine, feces, and expired air
after single intravenous administration of [14C]P092 maleate to male
rats at 1 mg/kg as free base

Cumulative radioactivity excretion (% of dose)

Time
(h) Urine Feces Expired air ~ Cage washing Total
0-24 25+09 115+ 4.1 - 0.2 +0.] 143 +£49
48 4714 29850 - 06£00 35164
=72 65+19 432 £ 6.6 - 0.8 £0.1 504 + 8.5
-96 79+£22 52.8 + 6.8 ND 0.9 +£0.1 61.6 £9.0
-120 89+ 24 595 £ 64 - 1.0 £ 0.1 694 + 8.8
-144 9.8 +27 65.0 £5.8 -- 1.1 +£0.2 76.0 +£ 84
-168 105+ 2.8 693 + 5.5 ND 1.2 £0.2 81.0 £ 82
-240 11.7 £ 3.1 784 £34 -~ 14 +£0.3 91.6 £ 62
-336 123 £33 852 + 1.6 -- 20 +£0.7 99.6 & 4.2
Residues in carcass at 336 h 156 £ 43
Total recovery 1152+ 03

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

--: Not determined .
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Table 3 Radioactivity concentrations in tissues after single intravenous
administration of [“C]P092 maleate to male rats at 1 mg/kg as free
base

. Radioactivity concentration (ngeq./g)
Tissue

lh 24 h 168 h 336 h

Blood 200.7 (1.00) 58.2 (1.00) 14.9 (1.00) 10.0  (1.00)
Cerebrum 17.0 (0.08) 13.4 (0.23) 18.3 (1.23) 21.0 (2.10)
Cerebellum 15.2 (0.08) 12.7 (0.22) 10.0 (0.67) BLQ (NC)
Pituitary 2050.7 (10.22) 2675.5 (45.97) 3405.2 (228.54) 1646.0 (164.60)
Spinal cord 20.6 (0.10) 17.5 (0.30) 15.0 (1.01) 17.3  (1.73)
Ey eball 81.3 (0.41) 115.6 (1.99) 38.5 (2.58) 263 (2.63)
Harderian gland 486.6 (2.42) 632.0 (10.86)  1026.5 (68.89)  1375.9 (137.59)
Submaxillary gland 1374.1 (6.85) 25412 (43.66)  1060.4 (71.17)  791.6 (79.16)
Thyroid AUQ (NO) 3236.4 (55.61) 875.6 (58.77) 6469 (64.69)
Thy mus 668.2 (3.33) 1149.8 (19.76) = 1541.2 (103.44) 1631.5 (163.15)
Heart AUQ (NC) 968.0 (16.63) 140.5 (9.43) 824 (8.24)
Lung AUQ (NC) 2955.2 (50.78) 716.9 (48.11) 426.0 (42.60)
Liver 2260.6 (11.26) 1980.6 (34.03) 387.1 (25.98) 250.5 (25.05)
Kidney 3206.0 (15.97) AUQ (NC) 724.8 (48.64) 4358 (43.58)
Adrenal 3599.1 (17.93) AUQ (NC) 3352.6 (225.01) ~ 2257.4 (225.74)
Spleen AUQ (NC) AUQ (NC) AUQ (NC) 31225 (312.25)
Pancreas 1781.7 (8.88) 2022.7 (34.75) 2783 (18.68) 1513 (15.13)
Prostate 517.7 (2.58) 882,7 (15.17) 462.1 (31.01) 391.8 (39.18)
Testis 20.2 (0.10) 314 (0.54) 30.2 (2.03) 30.8 (3.08)
Epididymis 115.9 (0.58) 125.0 (2.15) 65.5 (4.40) 66.9 (6.69)
Seminal vesicle 10.4 (0.05) 28.7 (0.49) 25.7 (1.72) 123 (1.23)
Skin 179.2 (0.89) 262.0 (4.50) 217.2 (14.58) 161.7 (16.17)
Skeletal muscle 1993.4 (9.93) 554.4 (9.53) 67.5 (4.53) 41.8 (4.18)
Bone (femur) 150.8 (0.75) 112.1 (1.93) 17.8 (1.19) 322 (3.22)
Bone marrow (femur) 1454.3 (7.25) 2268.9 (38.98) 1377.5 (92.45) 1387.8 (138.78)
White adip ose tissue 86.5 (0.43) 90.5 (1.55) 20.1 (1.35) 104 (1.04)
Brown adipose tissue 288.7 (1.44) 1257.4 (21.60) 243.9 (16.37) 80.1 (8.01)
Bladder 207.0 (1.03) 424.5 (7.29) 138.0 (9.26) 503 (5.03)
Mesenteric lymphnode 31333 (15.61)  3302.5 (56.74)  2342.1 (157.19) 11325 (113.25)
Stomach 1158.8 (5.77) 1022.9 (17.58) 183.5 (12.32) 1172 (11.72)
Small intestine 713.6 (3.56) 1588.2 (27.29) 309.8 (20.79) 1712 (17.12)
Large intestine 578.3 (2.88) 996.0 (17.11) 223.2 (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 ngeq./g)

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

NC: Not calculated
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Table 4 Radioactivity concentrations in blood, plasma, brain, and
cerebrospinal fluid after single intravenous administration of
[C]P092 maleate to male rats at 1 mg/kg as free base

Radicactivity concentration (ng eq./mL or g)

Tissue

1h 24h 168 h
Blood 742 £ 14.7 30.7+£55 11.0£ 2.1
Plasma 71 +04 3.6 +£0.8 ND
Brain 239 £24 331+ 15 372+22
Cerebrospinal fluid ND ND ND

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

ND: Not detected
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Time after administration (h)

Radioactivity concentrations in blood after single intravenous
administration of [14C]P092 maleate to male rats at 1 mg/kg as free
base

Data are expressed as the mean + SD of three animals.
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Left axis aspect-1 25 23 261416

Left axis aspect-2 15 12

30 1 2

1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)

2 Cerebrum 10 Thymus 18 Prostate 26 White adipose tissue

3 Cerebellum 11 Heart 19 Testis 27 Brown adipose tissue

4 Pituitary 12 Lung 20 Epididymis 28 Bladder

5 Spinal cord 13 Liver 21 Seminal vesicle 29 Mesenteric lymph node

6 Eyeball 14 Kidney 22 Skin 30 Stomach

7 Harderian gland 15 Adrenal 23 Skeletal muscle 31 Small intestine

8 Submaxillary gland 16 Spleen 24 Bone(femur) 32 Large intestine

Figure 2 Radioluminograms showing radioactivity distribution 1 h after single
. P . 14
intravenous administration of [ "C]P092 maleate to a male rat at
1 mg/kg as free base
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Left axis aspect-3
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1 Blood 9 Thyroid

2 Cerebrum 10 Thymus

3 Cerebellum 11 Heart

4 Pituitary 12 Lung

5 Spinal cord 13 Liver

6 Eyeball 14 Kidney

7 Harderan gland 15 Adrenal

8 Submaxillary gland 16 Spleen
Figure 2 Continued
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Left axis aspect-1 25 23 26 1416

24 17 30

Left axis aspect-2 21 15 12 s

18 29 31 11 2 7
Central axis aspect 27 s 34 2

20 19 32 28 13 110 9 8

1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)
2 Cerebrum 10 Thymus 18 Prostate 26 White adipose tissue
3 Cerebellum 11 Heart 19 Testis 27 Brown adipose tissue
4 Pitvitary 12 Lung 20 Epididymis 28 Bladder
5 Spinal cord 13 Liver 21 Seminal vesicle 29 Mesenteric lymph node
6 Eyeball 14 Kidney 22 Skin 30 Stomach
7 Harderian gland 15 Adrenal 23 Skeletal muscle 31 Small intestine
8 Submaxillary gland 16 Spleen 24 Bone(femur) 32 Large intestine
Figure 3 Radioluminograms showing radioactivity distribution 24 h after single

intravenous administration of ['*C]P092 maleate to a male rat at
1 mg/kg as free base
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Left axis aspect-1 25 23 26 16

Left axis aspect-2 14 6

1
19 17 1 2 7
1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)
2 Cerebrum 10 Thymus 18 Prostate 26 White adipose tissue
3 Cerebellum 11 Heart 19 Testis 27 Brown adipose tissue
4 Pituitary 12 Lung 20 Epididymis 28 Bladder
5 Spinal cord 13 Liver 21 Seminal vesicle 29 Mesenteric lymph node
6 Eyeball 14 Kidney 22 Skin 30 Stomach
7 Harderian gland 15 Adrenal 23 Skeletal muscle 31 Small intestine
8 Submaxillary gland 16 Spleen 24 Boue(femur) 32 Large intestine
Figure 4 Radioluminograms showing radioactivity distribution 168 h after

single intravenous administration of {14C]P092 maleate to a male rat at
1 mg/kg as free base
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1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)

2 Cerebrum 16 Thymus 18 Prostate 26 White adipose tissue

3 Cerebellum 11 Heart 19 Testis 27 Brown adipose tissue
4 Pituitary 12 Lung 20 Epididymis 28 Bladder

5 Spinal cord 13 Liver 21 Seminal vesicle 29 Mesenteric lymph node
6 Eyeball 14 Kidney 22 Skin 30 Stomach '

7 Harderian gland 15 Adrenal 23 Skeletal muscle 31 Small intestine

§ Submaxillary gland 16 Spleen 24 Bone(femur) 32 Large intestine

Figure 4 Continued
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Left axis aspect-1 25 23 26 14 16

24 30 17

Left axis aspect-2 21 15 12 . 6

32 15 28 13 110 9 8

1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)
2 Cerebrum 10 Thymus 18 Prostate 26 White adipose tissue
3 Cerebellum 11 Heart 19 Testis 27 Brown adipose tissue
4 Pituitary 12 Lung 20 Epididymis 28 Bladder
5 Spinal cord 13 Liver 21 Seminal vesicle 29 Mesenteric lymph node
6 Eyeball 14 Kidney 22 Skin 30 Stomach
7 Harderian gland 15 Adrenal 23 Skeletal muscle 31 Small intestine
8 Submaxillary gland 16 Spleen 24 Bong(femur) 32 Large intestine
Figure 5 Radioluminograms showing radioactivity distribution 336 h after

single intravenous administration of [MC]P092 maleate to a male rat at
1 mg/kg as free base
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Appendix 1 Radioactivity concentrations of [MCJP092 maleate in dosing

formulation
Radioactivity concentration
Nominal - % of nominal
‘ Individual
concentration Date of measurement value Mean + 8D CV  concentration
Bg/mL. %
(MBq/mL) (MBg/mL) (%)
0.864
Before administration
: X =+ 0. 2.0 9.7
(January 27, 2015) 0.836 0.855 + 0.017 9
' 0.866
0.2 mg/0.858 MBq/mL
0.831
After administration
. X + 0. . .0
(January 27, 2015) 0.851 0.841 + 0.010 1.2 98
0.841

Appendix 2 Radiochemical purity of [“C]P092 maleate in dosing formulation

Retention Radiochemical R b)
Date of analysis Sample Detection time purity ecoojely
(min) (%) C4)
Non-éabeled. uv 147 B B
Before administration standard solution
(January 27, 2015) ;
Dosing formulation RI 15.0 99.1 98.5
Non-labeled. UV 147 B B
A fter administration standard solution
(January 27, 2015)
Dosing formulation RI 14.9 99.2 1023

a) UV: Absorbance (254 nm), RI: Radioactivity
b) Radioactivity recovery from HPLC system

--: Not applicable
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Appendix 3 Radioactivity concentrations and pharmacokinetic parameters in
blood after single intravenous administration of [14C]P092 maleate to
male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL)

Time/Parameter AnimalNo. AnimalNo. AnimalNo. 0
01101 01102 01103 -
5 min 272.1 3246 298.2 2983 + 263
30 min 120.4 1153 88.4 108.0 + 17.2
1h 92.6 89.1 65.8 825 + 14.6
2h 75.7 719 512 663 + 13.2
4h 539 57.6 449 52.1 + 6.5
8h 44.2 51.3 413 456 + 5.1
24h 430 39.0 303 374 % 65
48h 439 33.3 252 34.1 + 94
9 h 29.1 185 16.4 213 + 6.8
168 h 182 8.7 9.9 12.3 + 52
240 h 9.7 49 5.6 6.7 £ 26
336h 6.0 2.1 32 3.8 + 20
Co (ng eq./mL) 320.0 398.9 379.9 366.3 + 41.2
ti2 (hy” 99.1 81.7 95.0 91.9 + 9.1
AUCo+ (ng eq-h/mL) 7415 5113 4563 5697 + 1513
AUCo-inf (ng eq-h/mL) 8273 5361 5001 6212 + 1794
CLtotat (mL/h/kg) 121 187 200 169 + 42
Vdss (mL/kg) 17589 18953 26224 20922 + 4642
MRTo-inf (h) 145.5 101.6 1312 126.1 + 22.4

a) The t,, was automatically calculated by WinNonlin.
Animal No. 01101: Half-life, from 48 h to 336 h
Animal No. 01102: Half-life, from 168 hto 336 h
Animal No. 01103: Half-life, from 24 hto 336 h
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Appendix 4 Cumulative radioactivity excretions in urine, feces, and expired air
after single intravenous administration of [“C]P092 maleate to male
rats at 1 mg/kg as free base

Measurement  Animal Cumulative radioactivity excretion (% ofdose)
-item No. .024h -48h -72h -96h -120h -144h -168h -240h -336h

02104 3.0 55 7.6 9.3 104 114 122 136 143
02105 3.1 55 7.5 9.0 102 113 121 134 142

Urine 02106 1.5 3.0 43 53 6.1 6.7 73 8.2 8.5
Mean 25 4.7 6.5 7.9 89 9.8 105 117 123

SD 0.9 14 1.9 22 24 2.7 2.8 31 33
02104 105 322 472 570 633 687 730 807 866
02105 161 332 468 564 631 681 719 801 856

Feces 02106 80 241 355 449 521 S83 629 745 835
Mean 115 298 432 528 595 650 693 784 852

SD 4.1 5.0 6.6 6.8 6.4 5.8 5.5 34 1.6

02104 - - - ND - - ND - -
02105 - - - ND - - ND - -
Expired air 02106 - - -~ ND - - ND - -
Mean
SD

02104 0.3 0.6 0.7 0.8 0.9 1.0 1.0 12 1.6

02105 0.2 0.6 0.8 1.0 1.1 L1 12 14 1.7

02106 0.2 0.6 0.8 1.0 1.1 1.3 14 1.7 2.8

Mean 0.2 0.6 0.8 0.9 1.0 1.1 1.2 1.4 20

SD 0.1 0.0 0.1 0.1 0.1 0.2 0.2 0.3 0.7
02104 138 383 555 671 746 811 862 955 1025
02105 194 393 551 664 744 805 852 949 1015
Total 02106 9.7 2717 406 512 593 663 71,6 844 9438
Mean 143 351 504 616 694 760 810 916 996

SD 4.9 6.4 85 9.0 3.8 8.4 82 6.2 4.2

Cage
washing

02104 -- - -- - -- - -- - 12.8
02105 -- -- - -- - - - -- 13.4
Carcass 02106 - - - - - - -- -- 20.6
Mean 15.6
SD - - B - N B B B 43

02104 13.8 383 55.5 67.1 74.6 81.1 862 955 1153
02105 194 393 55.1 66.4 744 80.5 852 949 1149
02106 9.7 277 406 512 593 66.3 71.6 844 1154
Mean 14.3 351 504 616 694 760 81.0 916 1152

SD 49 64 8.5 9.0 8.8 84 8.2 6.2 0.3
ND: Not detected

--: Not determined

Total
recovery
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Appendix 5 Correlation coefficient of calibration curve used for quantitative
whole-body autoradiography

Time Animal No. Section r
Left axis aspect-1 0.99951
Lh w3111 Left axfs aspect-2 0.99921
Left axis aspect-3 0.99944
Central axis aspect 0.99934
Left axis aspect-1 0.99889
24 h 04123 Left axis aspect-2 0.99925
Central axis aspect 0.99930
Left axis aspect-1 0.99923
Left axis aspect-2 0.99984

168 h 05125 .

Left axis aspect-3 0.99949
Central axis aspect 0.99925
Left axis aspect-1 0.99944
336h 06127 Left axis aspect-2 0.99932
Central axis aspect 0.99950

r: Correlation coefficient of calibration curve
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