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Figure 2 Radioactivity concentrations in blood after 1st, 2nd, 3rd, and 4th
intravenous administration of [”C]P092 maleate to a male monkey at
1 mg/kg/week as free base
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Figuyre 3 UV chromatogram of P092 maleate standard substance and
radiochromatograms of blood after 3rd, and 4th intravenous
administration of [14C]P092 maleate to a male monkey at
1 mg/kg/week as free base

40

- 1490 -



B141136

Standard substance

" 27927

P092
£ 20787
2
Q
§ 128484
£
g
2 Gsoe
sal—r : - i P
[+ s 10 15 20 2s 30 35 40 45 SO s5 80 &5 70
Time (min)
Cerebrum at 672 h postdose (Single administration)
7127
— mCM-2
g
& 524
2z
‘g 3564
ki mCM-1
E 1784 t
odami, A 2 A, 3 Sk . At A PRy 3 -luA\J It soih. on
Qo 5 10 15 20 25 30 35 40 45 50 s co 65 70
Time (min)
Cerebrum at 168 h postdose (4th administration)
2928
—_ mCM-2
g‘ 219384
5 1464
§ mCM-1
Z: 7324 ’
nO S 10 15 . 20 28 30 35 50 45 50 : ;5 GO 65 70
Time (min)
Figure 4 UV chromatogram of P092 maleate standard substance and

radiochromatograms of cerebrum after single and 4th intravenous
administration of ['*C]P092 maleate to male monkeys at 1 mg/kg/week
as free base
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Appendix 1 Radioactivity concentrations of [”C]P092 maleate in dosing

formulations
Radioactivity concentration
Nominal Date of measurement Individual ' % of nominal
concentration (A fter administration) value Mean = SD €V concentration
Bg/mL %
(MBq/mL) (MBg/ml) (%)
4.354
7 23, 201
January 23, 2013 4395 4366 £ 0026 06 101.8
(1st lot)
4.348
4.207
January 30, 2015
. . = 0. X .
(2nd lot) 4.396 4.388 = 0.177 4.0 1023
4,560
2 mg/4.288 MBg/mL
4.123
February 6, 2015
. . + 0. . .
(31d lot) 4,176 4.178 + 0.056 1.3 97.4
4.235
4.178
February 13,2015
, : 285 + 0. . .
(dth lot) 4.250 4,285 + 0,129 3.0 99.9
4.428

Appendix 2 Radiochemical purity of [14C]P092 maleate in dosing formulation

. Retention Radiochemical b)
Date of analysis Sample Detection” time purity Recovery
{Day of preparation) etection (min) (%) (%)
Non-labeled uv 146 _ B
February 13,2015 standard solution '
(4th lot)
Dosing formulation RI 14.8 99.0 101.9
a) UV: Absorbance (254 nm), RI: Radioactivity
b) Radioactivity recovery from HPLC system
--: Not applicable
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[(BE£T—41'CIP092 -TL A B 1mg/ke iv HILFBR R IS BE B (2

HERDIERDELD)

METRERE (ng eq./mL or g)

PKINSA—BR (BET—A4)

Tissue N N T/P

24n™ | 168h™ | 336h" | 672h™ | to () | AUGo— | AUCeur | (ayc

Blood 73.9 35.6 229 15.2 427 20,586 29,959 1.1

Plasma 448 38.4 21.2 155 403 18,048 27,055 1.0

Cerebrum 101.2 147.6 148.8 115.9 1,340 89,480 313,473 11.6

Cerebellum 98.1 108.9 80.8 490 441 54,439 85,633 32

Medulla oblongata 66.2 106.8 163.6 120.1

Spinal cord 32.2 73.1 70.8 95.1

Pituitary 41954 41575 3261.7 1628.6

Eyeball 256.5 308.2 792.4 250.6

Submaxillary gland 22251 3960.7 3967.2 12744

Mesenteric lymph nodes 2703.7 6308.9 7248.4 6078.2

Heart 5284.5 2499.7 1692.1 843.4

Lung 15664.4 104194 4958.7 2585.8 249| 4,701,483| 5,618,651 207.7

Liver 8098.3 3910.6 2661.2 14841 366| 2,257,606( 3,040,341 1124

Adrenal 10985.2 7429.8 8575.9 3784.6 457| 4,891,869| 7,387,963 2731

Kidney 8359.0 3962.3 2617.8 1122.2 277| 2,257,606| 2,647,829 97.9

Spleen 13960.8( 11204.3 7560.8 3030.6 265| 5,367,126| 6,527,208 2413

Pancreas 5288.7 4480.1 3018.2 2446.3

Testis 356.5 497.2 741.7 921.0

Skin 264.9 359.5 311.9 192.1

Skeletal muscle 1220.9 472.2 219.6 80.3

Bone 62.9 239 18.7 154

White adipose tissue 569.0 465.3 317.8 136.2

Brown adipose tissue 4737.8 2595.0 1586.1 1314.3

Bile 10938.4 6720.8 3165.8 1552.6

*1(24, 168, 336 h): SRERZESB130899M 55 (n=3DFEH{E)
*2(672 h): FHERFZEBB141136M 55| AH (n=1)

AUC: ng eq-h/mL or g

T/P:AUC_; of tissue/AUC_;,¢ of plasma
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[(5ET—41"CIP092 - TL 1 ERIE 1mg/ke iv HLARE P GTEEIRE QRERDBERDELD)

Tissue METREIRE (ng eq./mL or g)
1 7 14 28
Blood 73.9 35.6 229 152
Plasma 44.8 38.4 21.2 155
Cerebrum 101.2 147.6 148.8 115.9
Cerebellum 98.1 108.9 80.8 49.0
Medulla oblongata 66.2 106.8 163.6 120.1
Spinal cord 322 73.1 70.8 95.1
Pituitary 4195.4 41575 3261.7 1628.6
Eyeball 256.5 308.2 792.4 250.6
Submaxillary gland 2225.1 3960.7 3967.2 1274.4
Mesenteric lymph nodes 2703.7 6308.9 7248.4 6078.2
Heart 5284.5 2499.7 1692.1 8434
Lung 15664.4| 10419.4 4958.7 2585.8
Liver 8098.3 3910.6 2661.2 14841
Adrenal 10985.2 7429.8 8575.9 3784.6
Kidney 8359.0 3962.3 2617.8 1122.2
Spleen 13960.8| 11204.3 7560.8 3030.6
Pancreas 5288.7 4480.1 3018.2 2446.3
Testis 356.5 497.2 741.7 921.0
Skin 264.9 359.5 311.9 192.1
Skeletal muscle 1220.9 472.2 219.6 80.3
Bone 62.9 239 18.7 15.4
White adipose tissue 569.0 465.3 317.8 136.2
Brown adipose tissue 4737.8 2595.0 1586.1 1314.3
Bile 10938.4 6720.8 3165.8 1552.6

*1(24, 168, 336 h): sRERZEB130899M 55| (n=3D FEY{E)
%2 (672 h): iXERFZESB141136M55| A (n=1)
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33 BB E B oottt s AR 6
B3 B T A R T A o e bbb 6
3.5 B GLP oottt e s 6
3.6 B R ZEEEA oo bbb 6
37 B B IR oot R bt 6
3.8 FRBHEER ..o 6
3.0 B R T oot bR bbb s 6
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6.5.7  BEAEIIE oot e 13
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6.58  FRIE BBt e 13
6.5.9  FEELIEIM oot et s 13
6.5.10 FRIEHE TIRIET oot s et 13
6511 BT T oottt b 13
6.5.12 BN OISR oottt ss e e ss e bt ss e bbb 14
6513  REEN R OVEFEEIMI DOFEE .....ooooeeee e 14
6.6 EMIEIE ... OSSOSO 14
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6.7.4  EEITIEDEIRIEF .coooooeeeees e e e 16
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T314-0255 PRURIBAPAETRD L 14 T 1
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() WHWE\CETEN
() EHEmICETSER
(4) RBIRECET 588
(5) RERFERICETER
(6) BEXEHFEFEORHELE
(7) FAREE

313 FDith

AHBOECES L, [BERICETT 51560 GBI v 2 —faéh ) oo, #p=E
FREBSBE R ORI v & —EOER (EREE : 2015-0058) %157,
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5. E#H
[MCIP092 « = Lo LV EBIE 2 HEME~ 7 217 10 mg/kg (7 V —(K#E) o A& CcHEIEENERS
L7z & & offfenfmir, MR OMPEEICSOWTFHIICHEE L.

i, MR O PR ST REIR B 133 5% 1 BRRIICREE R L, 0%, BREICHED L.
5% 1, 24, 168 KR UN336 BRI BWC, MAEFAEERE X Z 2 1558.0, 570.6, 56.3
KON 155 ngeq/mL TH Y, WP EEREREIXZNE1 2306, 181.2, 752 B 1'53.8 ng eq./g
Thole. P RREIIMFETHFAEREICHNTRRICHED L, 5% 1, 24, 168

RO 336 BERICIIT 5 Kp HIZEN 4 0.15, 032, 1.34 RUR347 Thotz, £, miET K
STRRIREE b M AE P RS REIR BRI L~ TRE IR I LTz,
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6. HMHERUAE

6.1 HWEMHE

6.1.1 ERILEY

6.1.11 &%

[*C]P092 maleate ([CJP092 - < L L [i4H)

6.1.1.2 #BEARUVEH#ME

0]
O * O OH
QRT3
H H S
+ 1 NG R B

6.1.1.3 HF=E
736.70 (at this specific activity)

6114 0Ov+&ES
K0348-02

6.1.1.5 {LEphiplEE
99.5% (HPLC {%, 2014 45 12 A 26 H#|IZE, Certificate of Analysis, Curachem)

6.1.1.6  tEHUETEE
58.4 mCi/mmol (2.933 MBg/mg, 7V —ff&& LT 4.288 MBq/mg)

6.1.1.7  TREHLPHIBIEE
98.9% (HPLC ik, 2014 4F 12 A 26 HIE, Certificate of Analysis, Curachem)

6.1.1.8 Mk
TR ) — VIR

6.1.1.9 METEERE
5MBq/mL (WEBREIRE : 1.705 mg/mL, 7Y —{&& LT 1.166 mg/mL)

6.1.1.10 2 —{KBRERHK
14618 (FEIEFRIRCONFEE 7V —K: <L A VB =1:1.4618)

10
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6.1.1.11 &%

Curachem

6.1.1.12 REEMH
MR (-80°C, FFAWHHH : —60°C AT, FHIE : -82.1~-748°C), W, RIEEHE

6.1.1.13 BEESFT
WM ERE BT (74)

6.1.1.14 HELEDEE
REATX, ~27, TLAFREFM UL

6.1.1.15 BREEBMEOLE

EROWEBWE L, BEET SRYEERR MAEHLS T AT 12X BEIER) T
LS R AV N DY

6.1.2 JEEZFILED
6.1.21 4%

P092 » = LA VlistE

6.1.22 AOv+ES
CMTPG-RQ

6.1.2.3 T —{FRERHK
1.4618

6.1.2.4 ik
=RV PN

6.1.2.5 i2{tH
BN IN AN

6.1.2.6 BESHE
B GrA®E - 1~10°C, FEBME : 2.0~6.5°C), My, HBE (ZBEEA)

6.1.2.7 BREE
WEREREIRRT (42), (59) RO (29)

11
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6128 ERLOEH
REAHF, vA7, TAFREEMLE.

6.1.29 R“REUERMWHADLE
BROWSRWE Y, BETEpEERR AESH LS I AT oA BEEWIER) T

FRTs L.

6.2 K

6.21 &%
ARER (AR, KFRIETH, Lot No. K4G99)

6.3 EHHEZE

Kk, BiikRLES 27 A (Elix-UV 10, Milli-Q Advantage, A/L7) TR L7Z 602 EH
A& LUTHWE., RENL, BRI CTHIRO—h, RERERUIR%L Eo b o %6 H
L7.

6.4 #H5®&
6.41 ERBLIRE
1 mg/0.8576 MBg/mL (7 Y —{k& L)

6.42 FRAXRRUVEE

B 5%, DTOFETHRE Y B L -

FENIERIMRE T v b L2800 T CITV, FTRERIR Y IRE & 5 IR IHEE A O % (1 H

L7z,

(1) [MCIP092 + = LA “EiE% 2.573 mL (7 U —fkE LT3.0mg) ML, ZRZMTF T
B X7,

(2) P092 » v LA VEBRE A ETEICFFE L (17.5mg, 7V —& & LT 12.0mg)

Q) BARE 1SmL Mz, AF—F7—CHE#HELOOBRSETE,

(4) 022 um 7 4 V& — (MILLEX®-GV, A7) TAHBLIE.

(5) BEHERO—E 2mL) Z4EL, pH ZHIEL Cig L (ERIME : pH 4.282).

(6) HERABORERILE GFERH : 1~10°C) £ETCREL, RBRK T CIZBEEL
1=,

6.4.3 MEHTHEIREDRIE »

BERIR ORGSR THIZ 6.9 TEICRBWTHHNRERE ZHIE L. BURREIRE OEHENEE

IREED 90.0~110.0%DFFN TH 5 Z L W NTRIEROL BRI (CV) 2 5.0%LLFTH 5D

LA LT

12

- 1506 -



B150047

6.5 HEREY

6.5.1 Ei'piE
7T A

6.5.2 FWMIERIROEH
P92+ ¥ LA VB ORBAEMIERERICEA SN TV 2EMETH S,

6.5.3 HH
Crl:CD1(ICR)

6.5.4 WEHMLANL
SPF

6.5.5 BEAL
ABARF v —IL A« JI3—

6.5.6 FEAREE
o ks

6.5.7 BADMHE
HE 30 T

6.5.8 1&JE - Bk

AR, BMREEEMAESL, SETOr—JCINE LT,
B EARE—RIRiES 6 BEERBAE L TEREERENRHTH DI Z L E2MR L.
BT B R OISR T BICHREREZ EH L <, WERTHOEESAWEL DML,
JEFRIC B L TCWAZ L 2R LT
BERTHLIZSEE (BSEAD £THA—RREZEEL, Bibaik

=i

L7,

6.5.9 RE5FRER
10 B

6.5.10 RER THAE
WERTROBM OEREREIITEEEE £20%UNTH- 1.

6.5.11 B 1T
FEBICHOT Lz, B, BHEHIR T o —ARIRIET TN AR R ORI TR O ERIE O

FEREYD, BELEBMERIRL.
B EEFIE EMARRICMAE LIEER) CEmESZME L.
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