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6.11 EREHOERL
B (-80°C, FFAGHH : —60°C LAT) R LZRIERSRE (LIT) 1, RO o
AELE LT, 201543 A 12 BICEET 2 EEERR RBRES  B150130, HA&HL S
I AT 42 BEWERR BE LE.

Mk : BIEFES (6.9.1178), F2mL (6.9.4 18)

MmAE, MEk, MEOMER : ROLE

5% 168 BFEIE COR ) 15mL

514 168 B[ F TOERBIK : #9 30 mL
ZOMOBERSRBEROELKE T RO X, B (-20°C, FFAHHE : —40~-15°C) {#
FL, BT ECITBEELE.

612 AVE1— R ATLOER
Mk, fo4E, R OMEMIRPBRERE, R, EROMESH ARSI N — Tk
HRE OB ERPESE RN, EEiERBRTE v A7 5 ADMESUPPORT Ver. 2.1 (& 1:3@)
EHOTEHLE. _
YV AT AORBIERICIE, BB 21E®, ZEICET 5%, BB AICET 5 1EH®,
BEICHET5FHR, BREBICHETAEREORETEICET HIERELBE&E L.
Mg, M, Bk O RaIR PO REIR S P092 7 ) —(RIBERE L LCEH L. R,
R OMER P B RE R SR QN & — PIRIE IR R OB R ST RE &L, RGBT 5
BHoE (Yofdose) & LTHEHHLE.
(1) T—F2DFr T4 &
HE (g « B5RHEE, REFEER, MIREKE, R, X WTRHEER 7—IHESBER,

B, B, etk
RETRERIEME (dpm) @ JR, 3, FERIER, o —UkiiK, B ik, miE X,

R REIR

Q) FT—EDOFT T4 NE
BENIEER : 5K (6537, g), Mg (mL), MHE (mL)
FEEHREREME (dpm) : &5 (6.5.3 TH)
P TNFX LV E AP RERILE (%)

6.13 EYEERAERT

6.9.1 IE D ML i H F 5T BEIR EEHERS & SR BIBEARAT > 77 b ¥ = 7 Phoenix WinNonlin 6.3 (Pharsight
Corporation as part of Certara) > Non-compartmental analysis {Z & ¥ fil##7 L, REOZHEMHEHFE/ S

FA-ZEFEHLL.
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[EpEE T A —& ROE k]

RYERENT A —

WL E TORE WinNonlin TDRE
Co ] 0 VA L 7o R0 iR o i RE R T Co
ti2 TH IR HL Lambda z
AUCy, | Mg H IR — FFE AR T i AUClast
AUCqiy | MK HURREIRE — eI dh R T A AUCINF _obs
CLioal EHIIVT IR Cl_obs
Vd, FEHIRIB DT AR Vss_obs
MRTo.ine | I BE BE R MRTINF_obs

typ OFHEICHER Lok, MRS seiR EHER O/ R 2 BRICRE L.
BRI, WinNonlin THEIRRES W KB Z L O E EHMA LI,

6.14 HABEROEHRURR
6.9.1,6.9.2 R} 6.9.4 THOM{AEBIMEIL Appendix \RR U7z, ERME K CUEHE(RZE (Mean + SD)

W, EYERERBRTE L AT A XX Microsoft Excel 2010 (Microsoft) 12 & Y B H L, Appendix
[ZRR LT,
1B {RBIME 3 55 2 ) LA _E A3 IR RUESR T O D B-A1F, SE¥E & B H 3, ND (Not detected)
LT LTz

6.93HDHK T VAN /T MBI D MIRKE OIS S REIR A 1T Appendix [ZRR L7z,
EH T VAN T T AROEIR OBEIZENEN Figure X1 Appendix IR R L7z, 7
AN 7T 2, BERTTHEEEQ MR SRR C & 5 AR QMRS E rTRE ARk o
W, YT OB ERR L.

ZAARR P A REIREOBIICER L, PSL EAREREERELBIHEL, EE2LRUE
& L, AUQ (Above the Upper limit of Quantification) & &7~ L7z. PSL {H2E & T BRKM D%
A 1ZiX BLQ (Below the Lower limit of Quantification) &#/R L7z, B CHFARUHETE R
VVERRRIE NA (Not applicable) L RR L7, &£7 VAN 755 BT 4890R) KBTS
MR K OB S REIRE OEHME (NAIXEHT) % Microsoft Excel 2010 {Z K & L
Appendix IZRR L7z, 72721, NA RUNAUQ Xik BLQ A DHMEIZ >V TCid, FHHEITE
HHE$, AUQ XIE BLQ L ER L.

1R A REIR B 150 5 B AR R U REIR E DL (Kp fE) % Microsoft Excel 2010 {2 X
DEHL, Table (R L7z, MBHHERERED AUQ Xk BLQ OBEIZIL, KpfEXHEH
9, NC (Notcalculated) &ZFRL 7.

Table 1213 Appendix [Z7F L7z Mean =SD (6.9.3 TEIZ DWW CIEERIE) % FA L, Figure (I
e T BETR BE) 13 Table (25R L 72 BT ££-9v T Microsoft Excel 2010 42 & 0 {ER%L L 7=,

R ERORTREA, BRHEIIREORDEY & L. BBERIIRFHTED 11T Tl
BEALTERLE., EERETEYEL R CHE TERRLE.
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AR R FARHAL KM
HERYE R O 5 IR O b RO HiEE s _
HPLC S % INBURLLT 147
B 5RO B REIR EE MBg/mL AR RLUT 3 #7
B SRR EREOX R EREL % NS SLT 1A
CV, RE
iR & ONAE P RS RE IR L ng eq./mL R 1 #HT
TR EBR IR B OFERE T i AR ng eq./g AEURLUE 1 #7
r (6.9.3.5 1) - AR 5 47
Kp fl - R 2 47
- 7o of dose PRI 1
Co ng eq./mL NEGRLUT 1 #H7
tiz, MRTo.ing h NECRLLT 1 #7
AUCq;, AUCqin ng eq.-h/mL B
CLiotal mL/h/kg Sy
Vi mL/kg K
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7. BRRUBER

71 BEREOBSFEEERUH—%

BEYE (BEEARAE) ORERIEOCERERTRICEIT 2R 5RO B RERE L Y —#
DRENEFRE R % Appendix 1 1277

HRERE IR ERE D 90.0~110.0%DFHANTH Y, REBY ICREENT-Z L BIHER
Niz. F7z, HERBERNEROEHRE (CV) 1T 5.0%UATHY, H—CThHdZ L1k
mIhi.

7.2 HB5HEH[MCIP092 - ¥ L A VEED ML F B E

BEYP (REEHNA) OREMEUEBERTHRICBIT 2BE5HP[MCIP092 « < LA i
W OWHSHEZRORE ORI R % Appendix 2 1777,

B ERIR OISR THZOWTIUICBW TH EGHEFRME L 95.0%LL ETH Y, 5D HPLC
~DEABHBEIZFEESICER SR 2 b b, BERDPMCIP092 - = L1 VRIS
BT ECHIHMEFRNICRZEE Cho e 2 E R SN,

7.3 MEPBGTEEEE

[MCIP092 « = LA I Z NS © M2 1 mgkg (7 U —&#E) OF & CHERIRNRS
U7z & & DR AU EIRE % Table 1| X O Figure 1 [Z/R L, FIDEHRE/XT A — & % Table 1
WRY. E, ThbOEFEREE Appendix 3 (2R

MRS REIRE IR 5% 5 12 2983 ng eq/mL #/RLI=Dh, HE1% 24 B CIX
37.4 ngeq/mL, & HIZIE# 336 FF Tl 3.8ngeq/mL E IR T L2, B 0 IZAME L7210
i 35 P ASOR REIRBE (Co), THESMEIHA () B QMR P O AR BE — HERE AR THEFR (AUC.,
KOV AUCo) 13ZHFh 3663 ngeq/mL, 91.9h, 5697 (N 6212ngeq.-lvmL THY, £&
I V75 A (Cligw), EFREOHHFE (Vi) ROEEEEREHR (MRTom) 1ETHE
1 169 mL/h/kg, 20922 mL/kg 2 U 126.1 h Th o7z,

7.4 R, ERUMES DS EEHEH

[MCIP092 « ~ LA VEMEZHEMET » M | mgkg (7 U —{KHE) o & CHEERIRNEZ 5
L7z & & OBEREOR, #EROMKHRBIHESEE N — VBRIFR R OB P ikt e a %
Table 2 {Z/R L, ZH b OEERHES Appendix 4 12777

¥ 5% 24 BB E CORROEFIZITENENEZEBARD 2.5% %O 11.5%03 P S h, &
5.1% 336 Wl & CORK OEFITITE N ENE SHEHRED 12.3% K& T 85.2% A Rk = hviz.
5% 336 Bl £ O/ — VRS B & DT EERE O REEEERIT 99.6% TH Y, BTG
BER (B5IIHEED 15.6%) M A HEEEOREINEIT 1152% Th o7 (8.1 BHERB). 7=
B, HHROPKPHRHIRD bhihol.

FHIRNIE S SN BED REBS I EFICHR S h, T v MBI A[CIP092 « = LA L
HoOTHERBRIZE PR CH D Z LR ENT. T, &5 336 BFEICB W THENIZ
BB HUTEED 15.6% N EF L TEY, [MCIP092 ROV ZF OREMICITABEEERH Y,
{EIA~DOHEHHIBER TH B L EZ DR,
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7.5 TEEMRBEI—F530F4557414— (QWBA)

7.51 RER

MREROMBERE t) % Appendix 5 1R L, RERMEABOK U231 % PSLg 2> b back

caleulate L TR 7 REMRIMIEAE O E M HEIRE D4 1P OFHREOHMNRE RE) KO

£ 1P MOZEBRE (CV i) % Appendix 6 (2R

ETOREROMHENRE () 09U LETHEI 2R LE.

PSLg %> back calculate L C3R ¥ 72 R BARIMIERAEI O K HBETEREICIBWT, £ 1P O]
EDRE RO IP D CV ERWVTN HE20%LAHN (HREREIKEE TI3£30%LN) Th oD

ZERHERR L.

7.5.2 H@PBSTEEREE (QWBA)
[CIP092 » = LA VESIEZHEMES » MIZ 1 mgkg (7 Y —K#E) o B THERIRNEZS
L7z & & OB IS EERE % Table 3IT/R L, T VAN ) 7T MIBT 5 MR K UL
LG EEIR E % Appendix 7~Appendix 10 127”3 T. Fi, FUANI ) T ARTCEI R OE{E
# % Figure 2~Figure 5 & O Appendix 11~Appendix 14 [Z7R7F".
BeE5#% 1 BRI T, FIRIR, OIR, R OMIE CHEARRIREIIER EIRELE (AUQ,
>3928.2 ngeq./g) TH o7z, W TEIB (3599.1 ngeq./g, Kpfl 17.93), &lE (3206.0 ng eq./g,
K fE 15.97), IBRIEY > /<8 (3133.3 ng eq/g, Kpfl 15.61), HFlE (2260.6 ng eq/g, Kpfl
11.26) BROVFE(R (2050.7 ngeq/g, Kpfl 10.22) TEWVIRFHERENRD bk, TOMo
BRI W TIT Kp B 10 K TH Y, KEMFHBEHEEIREIL 17.0 ngeq./g (KpfE 0.08) TH
oY
B 5% 24 BRI BV T, M, BB R OVBIR CHUNREIREIX AUQ Th o7z, RV THEH
MEY o o%H (33025 ng eq/g, Kp B 56.74), FIRMR (32364 ng eq/g, Kp fH 55.61), fi
(2955.2 ng eq./g, Ky 1 50.78) , FHA (2675.5 ng eq./g, KpfE 45.97) F OSH T I5 (2541.2 ng eq./g,
KpH 43.66) TEVVEIHAEIRENTRD Sz, T OMOMERIZITIE Kp A3 40 K Cd
D, KEPEEEIREILX 134 ngeq./g (KgfH 0.23) ThHol-.
e 5.1 168 BERIC IRV T, IR CHURBEIREEIX AUQ Tdh o 72, IRV T F EE (£ (3405.2 ng eq /g,
Kp & 228.54), EIR (3352.6 ng eq/g, KpfH 225.01), MBMEINEY >/ 8 (2342.1 ngeq/g, Ks
B 157.19) ROWaMR (15412 ng eq/g, KpfH 103.44) TEVEHEERENRD N, Z0
DA IBNTIE Ke [EA 100 K TH Y, RIMPHUIRREREIX 18.3 ngeq/g (KpfE 1.23)
Thotz.
e 5.9% 336 R BV TIE, IR TR b EVWVEEHEIRE (3122.5 ng eq/g) MRRD LN, Kp
fiEld 31225 TH o=, WANTEIB (22574 ngeq/g, KpfE 225.74), TEM (1646.0 ngeq./g,
KpfE 164.60), FafR (1631.5 ngeq/g, Kpil 163.15), EHE (1387.8 ngeq./g, KpfH 138.78),
N—F— KR (1375.9 ng eq./g, Kp fE 137.59) R OBBRIME U -3 (1132.5 ng eq./g, Kp fE 113.25)
TEWHHERRESRD b, EOMOMRIZI VN TIE K (A 100 KFETH Y, KIH
FETREIR FE 1Y 21.0 ngeq/g (Kpfl 2.10) Thote. Fiz, /MG REREIXEE T RER
(BLQ) Th-ot=.
WTNORERICRBW TS, KIS OMBICHERRER B v, FRCHWRR, OIE M, BIE
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BB RO CIIEE LR E (AUQ) DOHHBBIRENRBD ONE. £ < OMBIZIB W THK
FREREIIRER | T 24 B CREEZ R LI, TEERTIIREE 168 BERE, KB,
— & — KR Ol Tk 5% 336 R CREEZ T L. B EDFEENS, [MCIP092 KT
I3 F ORFHOBFBITHETE N2 ERB S,

7.6 Mk, M REUKESERRSTEERE

[CIP092 » = LA VBB ZHEM T v MC 1 mgkg (7 U —{KIE) AR CHERIRNES
Lzl ZDRE#% 1, 24 ROV168 FFENC BT Ak, miE, MR OMERIEPHHERE 2
Table 4 {27 L, Zh b OfEEBIES Appendix 15~Appendix 17 12777

M & OV LEE R REIRE 1 TR 5-1% | SRR E (B Eh 74.2 KO0 7.1 ngeq/mL) % 7R
L, ZO®%RBEEEIZED LT, MEPBEREREIIREG% 168 BFE THRHBIAERM (ND)
Llpole, MPHREEREIIRG% 1 BRLEGRA ML 5% 168 RNEICRERE
(37.2ngeq/g) ZRLUE. MEMHRTEFEREL WTNORERRIZBWTHND Th
27,

515 1 J U8 24 R 0D LI FP S BRI BE 1 L P R BRIV EE DAY 105 DIETH 0, [MCIP092
K OY3E ORHM D MERE 57~ DR OBATHEN R I, £72, MPSHERE I R E
% 168 BRI CREME AR Lz 2 & 26 [MCIP092 J UV XIE# O 31 DRk~ 0BT I L
IAERCH D 2 ENHER IR, '
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8. W/EEH

84 FRIBZIENTEUN>LHROEBEMICHEBZRIEFTRVOHSEHE

JR, EROMSFBSREEECIBWT, BERTHSRREZ X B OBENED 115.2%
WL 72, BEREOREINERL 100% 2B 2720, REROKFEREE, ®5E, HeHx
BE, EWERES AT LATOHESZRELLD, WFhbRER o, Y FL—
Ay —IBITAEREL R EBXONIBRRIIRATHS.

FEERE DBEIESK) 15% BRI ER TIEH 50, THEERE, JEitEER MENEE TS
OFMEIEFRETH Y, REITHBOGIEMIC KX B 5 220 Ll L.

8.2 HERFEZEICEHLM-IL
mL.
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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

lh 825 £ 146

2h 663 + 132

4h | 52.1 + 6.5

8h 456 + 5.1

24h 374 + 65

48 h 341 + 94

9% h 213 = 6.8

168 h 123 £ 52

240h 6.7 £ 2.6

336h 38 £ 20

Co (ng eq./mL) 3663 + 412
ti2 (h)" 919 + 9.1
AUCo-t (ng eq.-h/mL) 5697 + 1513
AUCo-inf (ng eq.-h/mL) 6212 + 1794
CLtotal (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

Time Cumulative radioactivity excretion (% of dose)
(h) Urine Feces Expired air ~ Cage washing Total
0-24 25+09 11.5 % 4.1 -- 02 £0.1 143 +£49
-48 4.7 +14 29.8 £5.0 - 0.6 +£0.0 35.1 £ 64
~72 65+19 432 + 6.6 - 0.8 £0.1 504 + 8.5
-96 79+22 528 +6.8 ND 0.9 +0.1 61.6 9.0
-120 89+24 59.5 £ 6.4 - 1.0 £ 0.1 69.4 + 8.8
-144 98 £27 65.0 £5.8 -~ 1.1+£02 76.0 + 8.4
-168 105+ 2.8 693 £ 5.5 ND 1.2 +£0.2 81.0 + 8.2
-240 11.7 £ 3.1 784 + 34 -- 1.4 0.3 916 £ 62
-336 123 £33 852+ 1.6 -- 2.0+ 0.7 99.6 + 4.2
Residues in carcass at 336 h 15.6 £ 43
Total recovery 1152 +0.3

Data are expressed as the mean £ S.D. of three animals.
ND: Not detected A
--: Not determined
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Table 3 Radioactivity concentrations in tissues after single intravenous
administration of [14C]P092 maleate to male rats at 1 mg/kg as free
base

. Radioactivity concentration (ngeq./g)
Tissue

1h 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) 210 (2.10)
Cerebellum 15.2 (0.08) 12.7 (0.22) 10.0 (0.67) BLQ (NO)
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)
Eyeball 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) 2541.2 (43.66) 1060.4 (71.17) 791.6 (79.16)
Thy roid AUQ (NC) 3236.4 (55.61) 875.6 (S8.77) 6469 (64.69)
Thymus 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) 435.8 (43.58)
Adrenal 3599.1 (17.93) AUQ (NC) 3352.6 (225.01) = 2257.4 (225.74)
Spleen AUQ (NC) AUQ (NC) AUQ (NO) 31225 (312.25)
Pancreas 1781.7 (8.88) 2022.7 (34.75) 278.3 (18.68) 1513 (15.13)
Prostate 517.7 (2.58) 882,7 (15.17) 462.1 (31.01) 391.8 (39.18)
Testis 202 (0.10) 314 (0.54) 130.2 (2.03) 308 (3.08)
Epididymis 115.9 (0.58) 125.0 (2.15) 65.5 (4.40) 669 (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 adipose 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) 50.3 (5.03)
Mesenteric lymph node 3133.3 (15.61) 3302.5 (56.74) 2342.1 (157.19) 1132.5 (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) 84.7 (8.47)

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

[14C]P092 maleate to male rats at 1 mg/kg as free base

Radioactivity concentration (ng eq./mL or g)

Tissue

Th 24h 168 h
Blood 742 + 14.7 30.7 £5.5 11.0 £ 2.1
Plasma 71 +£04 3.6 +038 ND
Brain 239 +24 33115 372+22
Cerebrospinal fluid ND ND ND

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

ND: Not detected
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1000
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ot
(=3

Radioactivity concentration (ng eq./mL)

1 * T v T v T Al - 7 T ) v A v T
0 48 96 144 192 240 288 336

Time after administration (h)

Figure 1 Radioactivity concentrations in blood after single intravenous
administration of ['*C]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 26 14 16

24 17

Left axis aspect-2 15 12

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
§ Submaxillary gland 16 Spleen 24 Bone(femur) 32 Large intestine
Figure 2 Radioluminograms showing radioactivity distribution 1 h after single

intravenous administration of [14C]P092 maleate to a male rat at
1 mg/kg as free base
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Left axis aspect-3

20 19 13 21
Central axis aspect 32

28

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 Harderian gland 15 Adrenal
§ Submaxillary gland 16 Spleen
Figure 2 Continued
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Left axis aspect-1 25 23 26 1416

Left axis aspect-2 21 1s 12 6

18 29 31 11 by) 7
Central axis aspect 5 34 2

20 19 32 28 13 1 10 9 8

1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)
2 Cerebrum 10 Thymus 18 Prostate 26 White adipose tissue
3 Cerebellum {1 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 Bon;:-(femm') 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

24 30

Left axis aspect-2 14 6

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 Bone(femur) 32 Large intestine
Figure 4 Radioluminograms showing radioactivity distribution 168 h after
. . - . 14
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-3 21 15 12

28 31 110

Central axis aspect 29 27 5 34 2

20 32 13 13 98

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 Submaxillay gland 16 Spleen 24 Bone(femur) 32 Large intestine

Figure 4 Continued
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Left axis aspect-1

Left axis aspect-2 21 15 12 . 6

L
A
19 20 31 11 2 7
Central axis aspect 29 34 2

32 18 28 13 110 98

1 Blood 9 Thyroid 17 Pancreas 25 Bone marrow(femur)
2 Cerebrum 10 Thymus 13 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 5 Radioluminograms showing radioactivity distribution 336 h after

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

formulation
Radioactivity concentration
Nominal . % of nominal
v Individual
concentration Date of measurement valie Mean + 8D CV  concentration
Bqg/mL %
By MBI )
0.864
Before administration
X R + 0. . .
(January 27, 2015) 0.836 0.855 + 0.017 2.0 99.7
' 0.866
0.2 mg/0.858 MBg/mL
0.831
After administration
R A + 0. . i
(January 27, 2015) 0.851 0.841 + 0.010 1.2 98.0
0.841

Appendix 2 Radiochemical purity of [MCJP092 maleate in dosing formulation

Retention Radiochemical R b)
Date of analysis Sample Detection ” time purity eco;ely
(min) (%) )
Non-(ijabelled. Uy 147 N B
Before administration standard solution
(January 27, 2015) ,
Dosing formulation RI 15.0 99.1 98.5
Non-labeled' UV 147 3 B
After 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

44

- 1388 -



B130898

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 Animal No. AnimalNo. AnimalNo. Mean 4 SD
01101 01102 01103 °
5 min 272.1 324.6 298.2 298.3 + 26.3
30 min 1204 1153 88.4 108.0 + 17.2
1h 926 89.1 65.8 82.5 £ 14.6
2h 75.7 71.9 512 66.3 + 13.2
4h 539 576 449 521 + 65
8h 442 513 413 456 + 5.1
24h 43.0 39.0 303 374 £ 65
48h 439 333 252 34.1 + 94
96h 29.1 18.5 16.4 21.3 + 6.8
168 h 182 8.7 9.9 123 £ 52
240 h 9.7 49 5.6 6.7 + 2.6
336 h 6.0 2.1 32 3.8 + 20
Co (ng eq./mL) 320.0 398.9 379.9 366.3  41.2
tiz (h)” 99.1 81.7 95.0 91.9 + 9.1
AUCo+ (ngeq.-h/ml) 7415 5113 4563 5697 + 1513
AUCoint (ng eq-h/ml) 8273 5361 5001 6212 + 1794
CLiotl (mL/h/kg) 121 187 200 169 + 42
Vdss (mL/kg) 17589 18953 26224 20922 + 4642
MRTo-inf (h) 145.5 1016 131.2 126.1 + 224

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

45

- 1389 -



