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Table 1  Radiochemical purity of [*C]P092 maleate
Date of ' Retention time Radloch.enncal Recovery
measurement Sample Detection (min) purity from HPLC
(%) system (%)
) - —
June 2, 2014 P092 maleate uvt 14.8
(Before use) 14 b
[ CIP092 maleate RI 15.0 95.6 101.3

a) Absorbance (UV 254 nm)

b) Radioactivity
--: Not applicable
Table2  Radioactivity concentrations of [*C]P092 maleate in dosing formulations
Radioactivity concentration
0,
Dosing formulation Date of Date of Individual Mean noﬁ?nfa!
(Nominal concentration®*)  preparation measurement value * CV. e
SD. (%) concentration
MBg/mlL,
MBafmL) o (Bg/nt)
June 3, 2014 0.837 0.853
(On the day of 0.860 + 1.6 974
Intravenous (bolus) and preparation) 0.861 0.014
oral dosing formulation June 3, 2014
(0.2 mg/0.876 MBq/mL) June 3, 2014 0.828 0.825
(After 0.826 + 0.4 94.2
administration) 0.822 0.003
0.350
June 3, 2014 0344
(On the day of 0.340 + 1.7 98.3
Ifltran—:nous (2‘3 h preparation) 0341 0,006
infusion) df)smg June 3, 2014 -
formulation 0.343 0339
(0.08 mg/0.350 MBq/mL) June 4,2014 :
(After 0.338 + 12 96.9
administration) 0.335 0.004
*: As free form
28
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Table3  Radiochemical purity of [**C]P092 maleate in dosing formulations

Dosing formulation Date of Date of . Rett?ntion Radiochemical - Recovery
{Nominal concentration*) preparation measurement Sample Detection tm?e purity from HPLC
(min) (%) system (%)
Intravenous (bolus) and June 3,2014 P092 maleate uv? 14.8 - -
oral dosing formulation June 3,2014 (After
(0.2 mg/0.876 MBq/mL) administration) [“C}P092 maleate r” 15.0 957 102.0
I?N:V.elwl:js (,'?.3 h June 4, 2014 P092 maleate U 14.8 - -
infusion)dosing 50014 (After
formulation dmini . 14 b
(0.08 mg/0.350 MBq/mL) administration) 4 C1p092 maleate RI 151 97.1 96.9
*: As [ree form
a) Absorbance (UV 254 nm)
b) Radioactivity
--; Not applicable
29
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Table4  Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single administration of [*C]P092 maleate to male rats

Radioactivity concentration (ng eq./mL)

Blood Plasma
Time/Parameter v v PO v v
(Bolus) (Infusion) (Bolus) (Infusion)
1 mg/kg 1}%:2%{? 1 mg/kg 1 mg/kg 112) ;112%/ l;g 1 mg/kg
5 min 312.7 897.8 1.8 52.1 56.2 ND
2h 79.2 554.0 20.4 8.2 44.6 19.0
4h 57.6 477.4 39.5 7.6 374 33.8
8h 453 445.7 26.0 ' 6.0 37.0 20.5
24 h 45.6 376.6 11.1 4.2 30.6 6.2
48 h 38.5 348.2 7.1 3.7 22.8 3.0
Crax (ng eq./mL) - - 39.5 - 33.8
tmax (1) - - 4.0 - - 4.0
Co (ng eq./mL) 331.1 - - -- 56.3 -- --
tir2 ()" 988 993 18.7 46.1 62.2 12.9
AUCoq (ngeq.-lvmL) 2424 19527 706 268 1500 472
AUCq.ine (ng €q.-h/mL) 7956 69626 896 514 3562 527
CLitotat (mL/b/kg) 128 145 - 1947 2845 -
CLtow/F (mL/b/kg) -- - 1120 - - 1969
Vdss (mL/kg) 17445 19037 - 125155 214311 --
Vd/F (mL/kg) - -- 30263 -- - 36594
MR To.inf () 138.4 132.1 30.3 64.4 77.6 20.6
Fa (%) - - 11.3 - - 102.5

Data are expressed as the mean of two animals.
a) The ti2 was calculated using the concentrations from 4 h to 48 h.

ND: Not detected
--: Not applicable

Fa = (AUCq.ing p.0./dose) / (AUCp.ing 1.V., Bolus/dose) x 100
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Table 5  Tissue concentrations of radioactivity at 48 h after single administration of
['*C]P092 maleate to male rats

Radioactivity concentration, ng eq./mLor g
(Tissue/plasma ratio)

Tissue IV (Bolus) IV (Infusion) PO
1 mg/kg 10 mg/kg for 23 h 1 mg/kg
Animal No. Animal No. Animal No.
01101 02211 03321

Blood 397 (1018 ) 4079 ( 1952 ) 100 ( 455 )
Plasma 39 ( 100 ) 209 (100 ) 22 ( 100 )
Cerebrum 723 ( 1854 ) 292.1 ( 1398 ) 171 ( 777 )
Cerebellum 193 ( 495 ) 2957 (1415 ) 101 ( 459 )
Pituitary 4317.8 ( 1107.13 ) 521969 ( 249746 ) 3854 ( 17518 )
Submaxillary gland 2855.0 ( 73205 ) 273255 ( 130744 ) 9462 ( 430.09 )
Mesenteric lymph nodes 5855.8 ( 1501.49 ) 69303.2 ( 3315.94 ) 21527 ( 978.50 )
Thyroid 2951.7 ( 756.85 ) 32876.4 ( 1573.03 ) 7383 ( 33559 )
Thymus 1826.8 ( 46841 ) 14576.6 ( 69744 ) 2782 ( 12645 )
Heart 1102.7 ( 282.74 ) 137469 ( 65775 ) 2138 (9718 )
Lung 8426.7 ( 2160.69 ) 1614364 ( 772423 ) 1539.5 ( 699.77 )
Liver 30942 ( 79338 ) 37954.5 ( 1816.00 ) 13122 ( 59645 )
Adrenal 13870.9 ( 3556.64 ) 95579.5 ( 4573.18 ) 23663 ( 1075.59 )
Kidney 5296.4 ( 1358.05 ) 62073.2 ( 2970.01 ) 4950 ( 22500 )
Spleen 13562.1 ( 347746 )  201967.0 ( 966349 ) 12307 ( 55941 )
Pancreas 2137.0 ( 54795 ) 175922 ( 841.73 ) 3259 ( 148.14 )
Testis 621 ( 1592 ) 4724 (2260 ) 162 ( 736 )
Skeletal muscle 518.6 ( 13297 ) 4084.8 ( 19544 ) 1392 ( 6327 )
Bone 712.9 ( 182.79 ) 15025 ( 7189 ) 869 ( 3950 )
White adipose tissue 179.7 (4608 ) 2390.7 ( 11439 ) 140.7 (6395 )
Cerebrospinal fluid ND( NC ) 1.6 ( 008 ) ND ( NC )

ND: Not detected (<0.7 ng eq./g)
NC: Not calculated
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Table 6  The percentage distribution of radioactivity to blood cells and the ratio of the
concentrations of radioactivity in blood to that in plasma at 48 h after single
administration of ['*C]P092 maleate to male rats

Radioactivity o
Hematocrit concentration Dlstnbfutlon
L Animal ne eq/ml 0 b)
Dosing route No. value (ng eq/ml) radioactivity Re
(I_lh %) a)
Blood (Gv) Plasma (Gp) (T, %)
IV (Bol
(Bolus) 01101 36.0 39.7 39 93.7 1018
1 mg/kg ‘ .
IV (Infusion)
10 me/ke for23 h 02211 32.0 407.9 20.9 96.5 19.52
PO
03321 36.5 100 22 86.0 4,55
I mg/kg

a) T (%) = (1- Go/Co x (100-Hy) / 100) x 100
b) Re = Cv/Cp
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10000 —g—IV (Bolus)_1 mg/kg_Blood

-~0=-1V (Bolus) 1 mg/kg Plasma

—&— [V (Infusion) 10 mg/kg for 23 h_Blood
~-A=-1V (Infusion) 10 mg/ke for 23 h_Plasma
—&—PO_1 mg/kg Blood

--0--PO_1 mg/kg_Plasma

1000

100

Radioactivity concentration (ng eq./mL)

Time after administration (h)

Figure 1  Radioactivity concentrations in blood and plasma after single administration
of [1 4C]P092 maleate to male rats

Each point represents the mean of two animals.
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Appendix 1  Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single intravenous bolus administration of ['*CJP092 maleate
to male rats at 1 mg/kg

Radioactivity concentration (ng eq./mL)

Blood Plasma
Time/Parameter Animal  Animal Animal  Animal
No. No. Mean No. No. Mean
01101 01102 01101 01102
5 min 325.7  299.6 3127 58.9 45.2 52.1
2h 89.9 68.4 79.2 8.4 7.9 8.2
4h 61.0 54.2 57.6 7.8 73 - 76
8h 45.5 45.0 45.3 5.6 6.4 6.0
24 h 449 46.2 45.6 3.8 4.6 4.2
48 h 41.4 35.6 38.5 3.8 3.6 3.7
Co (ng eq./mL) 343.6 3186 331.1 63.9 48.6 56.3
tz (h)” 109.5 881  98.8 480 442 461
AUCo (ng eq.-h/mL) 2497 2351 2424 263 272 268
AUCqinf (ng eq.-h/mL) 9035 6876 7956 526 502 514
CLiotat (mL/h/kg) 111 145 128 1901 1992 1947
Vdss (mL/kg) 171127 17778 17445 128398 121911 125155
MR To.inf (h) 154.6 1222 138.4 67.6 61.2 64.4

a) The ti» was calculated using the concentrations from 4 h to 48 h.

34
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Appendix 2 Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single intravenous infusion of [**C]P092 maleate to male rats
at 10 mg/kg for 23 h

Radioactivity concentration (ng eq./mL)

Blood Plasma
Time/Parameter Animal  Animal Animal Animal
No. No. Mean No. No. Mean
02211 02212 02211 02212
5 min 853.6  942.0 897.8 55.7 56.6 56.2
2h 582.7 5252 554.0 48.6 40.6 44.6
4h 5043 4505 477.4 40.1 34.6 37.4
8h 464.1 4273 445.7 38.2 35.7 37.0
24 h 3715 3756  376.6 35.4 25.8 30.6
48 h 373.8 3225 348.2 21.5 24.0 22.8
tin ()" 1053 933 993 500 743 622
AUCo (ngeq.-hvmlL) 20142 18912 19527 1605 1395 1500
© AUCoinf (ngeq.-h/mL) 76919 62333 69626 3156 3967 3562
CLiotat (mL/h/kg) 130 160 145 3168 2521 2845
Vdss (mL/kg) 18441 19633 19037 184928 243694 214311
MR To-in () 141.8  122.4 132.1 58.4 96.7 77.6

a) The ti» was calculated using the concentrations from 4 h to 48 h.
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Appendix 3  Radioactivity concentrations and pharmacokinetic parameters in blood and
plasma after single oral administration of [*C]P092 maleate to male rats

at 1 mg/kg
Radioactivity concentration (ng eq./mL)
Blood Plasma
Time/Parameter "Animal  Animal Animal  Animal
No. No. Mean No. No. Mean
03321 03322 03321 03322
5 min ND 3.5 1.8 ND ND ND
2h 16.7 24.1 20.4 14.5 23.5 19.0
4h 34.9 441 39.5 26.6 41.0 33.8
8h 23.2 28.8 26.0 18.1 22.8 20.5
24 h 10.7 11.5 11.1 4.5 7.8 6.2
, 48 h 6.9 7.3 7.1 2.5 3.4 3.0
Chmax (ng eq./mL) 34.9 44.1 39.5 26.6 41.0 33.8
tonae (D) 4.0 4.0 4.0 4.0 4.0 4.0
iz (h)” 197 176 187 129 128 12.9
AUCq (ng eq.-b/mL) 649 762 706 381 562 472
AUCo.inf (ng eq.-/mL) 845 947 896 428 625 527
CLiota/F (mL/W/kg) 1183 1056 1120 2337 1600 1969
Vd,/F (ml/kg) 33696 26830 30263 43554 29633 36594
MR To.in (h) 32.0 28.5 30.3 20.7 20.5 20.6
Fa (%) 10.6 11.9 11.3 83.3 121.6 102.5

a) The t1» was calculated using the concentrations from 4 h to 48 h.

ND: Not detected

Fa = (AUCy.ing p.0./dose) / (AUCo.ing i.v., Bolus/dose) x 100
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5. E#

[CIP092 maleate ZHEMED =2 4 FIT 1 mg/kg O CHEIAEHIRNIZS L & X0l
e Mk MU PR EHER, REOERHEESEI VTR THEIC oW TR R
L.

5% 168 BfHl & TOR K OE R~ RFEHMFRITENEN 8.6% KX N30.8%TH Y, Yz
BT B[MCIP092 maleate D EHEMRIKIZESHM CTHD Z LRSI, £, BE5H% 168
PR & COEREOEILERE, BEEEER (40.9%) & ENEERHEE (51.22%) 24 b¥ T,
92.1% & HiH S i,

AR REIREE 1318 5-% 5 /91T 6322 ngeq/mL Z R L, 5% 24 FFRNZ 1T 61.4 ng eq./mL
FCET Uiz, #B55% 24 BFREILIAEIT 199.6 h OMEEERH (1,) TRRIET LA, mEdh
FRGH IR S V3 T P AT AR BE & PR L CRIRREE SRV MIETHERS L, [CIP092 maleate 13
MERFEANCBAT LBV L AR S e, —F, RERIR T eI B 13 1R 5% 1 BRI
2.2 ngeq/g R LD G, HE1% 24 WFELIBITMMHBIRER L R o722 b, HEEDH
TbTFMhTholz.

FERE P REIR B VIR sy MR IC B W TR L W b m <, FRlE, B (16588.7 ng eq./g, %
51% 1 W), A (149885 ngeq/g, 51 168 B§f)) KON (140099 ng eq./g, %514
168 BEfE]) TIIBEZ T EVIRE DR RENFRD i, [CIP092 maleate DFHMBITIEDE N T
EMFR ST, Eie, B, WIS, EER OMTEASS < OEBICB W TRS % 168 R
WERERELZRL, RNETFE (P EEEIHROAR IR EBEHEED 51.22% TH >
722 & he, [MCIP092 maleate IFARRRIERIENE <, RA~DOHRINIIIER BERTHD LB
Z B, RIS TIARE TR CHUEmIE AU 238D B, [“CIP092 maleate O ffH
PSRBT BRI D 3 5 = & SRR S -,
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