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Appendix 3

B120713

Certificate of Analysis (Certification No.: B120714-001)
Certification No. B120714.001
Certificate of Analysis
February 8, 2013
Kashima Laboratory
Mitsubishi Chemical Medience Corporation
Chief Analyst: p
Kunihiro Konno
Analyst: Junko Ohnuki
Study No.: B120714
Test Substance: P052
Lot No.: 7J7XB
GLP: MHW, Ordinance No. 21, “Standards for Conduct of Nonclinical Studies on
the Safety of Drugs”
(Dated March 26, 1997; partial revision: Ordinance No. 114, MHLW, dated
June 13, 2008)

Description of Analysis:  Confirmation of stability of P092 in preparations
[Vehicle: Dimethyl sulfoxide]
(Nominal concentration: 0.005 mg/mL and 50 mg/mL)

Analysis: HPLC
Storage Conditions: The preparations were stored at room temperature (18.7°C to 20.1°C) and
shielded from light in tight container for 24 hours,
Date of Preparation: November 20, 2012
Date of Analysis: November 20 and 21, 2012
Results: The concentrations of P092 in the preparations are shown in the table below.
Results indicated that the preparations were stable under the storage
conditions.
Date November 20, 2012 November 21, 2012
Concentration Initial After 24 hours
Measured 0.00532 0.00538
0.005 mg/mL concentration 0.00522 0.00539
Mean 0.00527 0.00539
Ratio to initial concentration (%) - 102.3
Measured 47.4 50.5
50 mg/mL concentration 48.2 49.9
Mean 478 50.2
Ratio to initial concentration (%) - 105.0

Ratio to initial concentration, acceptable range: 90% to 110%
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Appendix 4

Study No.:

Test Substance:
Lot No.:

GLP:

Description of Analysis:

Analysis:
Date of Analysis:
Results:

B120713

(iertiﬁcate of Analysis (Certification No.: B120713-001)

Certificatiop No. B120713-001

Certificate of Analysis
February 13, 2013
Kashima Laboratory
Mitsubishi Chemical Medience Corporation

Chief Analyst: %A&m/-

Kunihiro Konno

Analyst: Kenichi Minato
B120713
P092
ESZ6K
MHW, Ordinance No. 21, “Standards for Conduct of Nonclinical Studies on
the Safety of Drugs”

(Dated March 26, 1997; partial revision: Ordinance No. 114, MHLW, dated
June 13, 2008)

Confirmation of concentration of P092 in preparations
[Vehicle: Dimethyl sulfoxide]
(Nominal concentration: 0.0156 mg/mL and 2 mg/mL)

HPLC
February 12,2013

The concentrations of P092 in the preparations are shown in the table below.
We confirmed that the obtained data were within the acceptable range.*

Nominal Measured Mean Ratio to nominal
concentration concentration (mg/mL) concentration
(mg/mL) (mg/mL) (%)
0.0152
0.0156 0.0153 0.0153 98.1
1.96
2 2.04 2.00 100.0

a: Ratio to nominal concentration, acceptable range: 90% to 110%
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5. B
MEF v A =— XN A A X —FE RO CHL/IU % Vv, P092 D in vitro \ZB1T YA

BERBREER L7z

FEREFEINAI BRI, AERERATRIE S9 mix FEHEFET (AT, -S9mix LHET) , S9 mix 77
T (BLF, +S9mix EBET) 8 XL ONERAERE: 24 BFfALEE (DLF, 24 BFIQEE LBK9) T
1.95, 3.91, 7.81, 15.6, 31.3, 62.5, 125, 250 BX U500 pg/mL ZFRE L 7.

T DFER, S0%MIEEMEAHE (ICs) 1E-S9 mix T 2.5 ug/mL, +S9 mix T 7.5 ug/mL, 24
B ALEE C 0.7 ug/mL ThH o7z,

HORRLETEINHIFRER DOFFRICE-SV T, -S89 mix TiE 0.25, 0.5, 1, 2, 4 B L U8 pg/mL, +S9 mix
TIX 05, 1, 2, 4, 8 BXL V16 pg/mL, 24 FFHEALERTIX 0.0625, 0.125, 0.25, 0.5, 1 BXLW
2ng/mL ZERE L CREERERREZERE L.

R HE T R T RACE SV T-S9 mix TiZ 0.5, 1 BX V2 pg/mL, +S9mix TIX2, 4 BX
8 ug/mL, 24 BFEIALEETIX 0.125, 025 BL1N0.5 ug/mL 28R L TEABEEEE L 7=.
ERBEOKR, WTHhOLBEZEOWNTHOABIZBWTY, EBEREMIERS I UHHE
HEAaO HBREE X 5%ER Th o7k,

PE- T, P092 1Y, UK TIZRWWT CHLIU M+ A RB R ESEREZH S 20N
c‘: ;'\u %”‘nﬁ Lff_
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6. MHEHBKLUAEE
6.1 #HEYME

6.1.1 &% (B&TF)
P092

6.1.2 Av +ES
7J7XB

6.1.3 HiE
97.4%

6.1.4 ERITHITHHERK
ST WEEDRRERR

6.1.5 REEHE
i (GERME : 3.8~6.3°C, A& : 1~10°C) , &Y, HBH, EFHA

6.1.6 REIGFH
HERMEREEFT (55) BXO (42)

6.1.7 iRitE
3=y =

6.1.8 HkEDIE
REE (ZLFE, RERBIO~RY) #FRHLRE.

6.1.9 FHERYEOREHRER

[P092 DEHERERE L ORELZEMRR FBRES : P120567, Z#LFEAT 1 = Ak
NEHRRAZEF) CTEHELEZR—2y FOSHREZAFL, RBREMHT TRZETHAZ
LEMRE L. £ORR, RBYRPEETH o7 (Appendix 1,2) .

6.1.10 BRHRYEDONE
ARBRCHA L-HBRYEOERL, ERKRTE, R EETEELE~BE L.

6.2 *XEYHE

6.21 EHEYE

6.2.1.1 &
DCAFNRLERFY R (BT, DMSO & B4

6.2.1.2 #iExT
MIE(LFEHRA 2

6.21.3 Oy +EE
915040

6.2.1.4 HB
BRI o~ A
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6.2.1.5 #ips
100.0%

6.2.1.6 EEMEXEMEDRRER

REBRMGERR THEM L2 oiEAN ) 7— 3 VREBR (BUBRES : B120710) I2BW\T, AERY
E D DMSO ZiEE L L THWESIERESI ST, ZhbORERND, REBRWE D
i (e R E) 11k DMSO %R L7z

6.2.2 BEHEXNEYME

6.2.21 &¥

~A h=A ¥ C (MMC &B5F) [S9 mix 3EEFFT]
AVl V> (BP EBET) [S9 mix FHIFT]

6.2.2.2 Higt, fit
&FF | my NEE | EiE ERHARR BUYE ST RIELM
MMC 558AAA | 101% 201541 A WX Y VR At | =l T
BP 090M1400V | 96% |[20144£9 A 21 H|  Sigma-Aldrich Corp. =E P

T1: ZEHNE : 18.7°C to 23.2°C
T2 EHME : 15.8°C to 25.4°C

6.2.2.3 BHEXERMEORIRER
IR ERRE AV 2 REREERBRICBWTELERA SN TN 3.

6.3 #aRa
6.3.1 #ARa
CHL/IU (MEF % A =— A AR X —HEE)

6.3.2 EAIT
DS 77— F AT 4 I NVEEREH

6.3.3 BWAB
20104211 A 30 B

6.3.4 &%

A& 10 vv%DEIE T DMSO ZEiN L 7- Uz ifa 2 i S48, $ 1 mL /M50 LT, 2010
F12 87 BIZERE L RICBREERREERIIB L TREFLE.

RBRIIBWTIE, ZhZ2RBREIMATRE L ORI PIofE, BEL T, iR L@ETHE
FL7.

6.3.5 HHERE

6.3.4 HOBEEMIIZOWT, LITORME%E 201246 A 7 BE TITHER L.
ek E—FK (2n) :25

fEINBERT © 15.4 B

~ A aFT X< etk
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6.3.6 #HAH

BEARE 14

BESEE « 17

AR : 20~24 (R 7~20 H)

6.3.7 EESZH

B 77 AF v 7 — bk (ER 6cm B LT 10 cm ; Becton Dickinson and Company)
IBEE : 37°C

COIREE : 5%

BE : INBERET

KA . IRV A Ml &% E  (Thermo Fisher Scientific Inc., 370 %)

6.3.8 #HAANBIREH

Qe fb DT — K325 R & D72, R E DB BIIR & W OIEABRNES Th 5 E0OF|
RB®Y, BEMREEZAVCIREERRERBRCEALERINTWS. £, EBRATA NI A
SNTRWTHREIN TN A.

6.4 IEih
MEM ¥ X O MEM $5#hiT, Fa1H 2 VIFRBREBABRICIEA, AR L 0%, R s L&

CEEA L.

6.4.1 MEM
Minimum Essential Medium (MEM) (1x), liquid (Life Technologies Corp., &= > &5 : 1139891)

FlWEA =V MEM £ T = 24 | © (B ABEKRRSHE, vy hES 681206, 681208)

A—ZNVMEMEH =y 24 ] QFAWVWIEAITITENLHIZ MEM ZRE L 7=,

1) A—Z7/VMEMEH =y 24| O 83 g ZERUK 880 mL IZHAE L 7=,

(2 A—hr27L—78E (121°C, 20 5fH) L7z '

B) TOBWIRZ, BNCHENE L 2.92wWwh% L-Z V2 I KB 8.8 mL &, 10 wv%iRES
KFET MY U LKBEK11.2mL 2EMLUTE.

6.4.2 MEM ¥zih
MEM (2, 3E@{k (56°C, 30 HREIMBVLE) L7=4Mmiy%E (Life Technologies Corp., = v h&
B 1140959) % 10 viv%eDEIS CEHM L7=.

6.5 S9 mix
6561 WER
%y a—v kAt

6.5.2 Oy &S
CAM-655

6.5.3 ZLER
201249 A 14 H

6.5.4 AFH
20124 10 A 12 H
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6.5.5 SODHEEAE

Tx /R EF—L (1 BHE30mgkeg % 1 EEENES, 2 BB 60 mgkeg 21 H 1[E 3
HRBEENRE) L 5,60V 75Ky (Z=/ 02— %53 HBEIC80mgkg & 1 [
PERENE ) CTEERFE L7 7HE SD RET v b ((FE : 212~248¢) OfffliRL VA I
7z,

6.5.6 SODEHEE
23.85 mg/mL (HIABLERORKEBEE : 1.19 mg/mL)

6.5.7 S9 mix D#ERK

a7y F—Iv 7 A245ml &, S9 1.05mL MEA Sz, B SO mix 2 L7-. S9 mix
ImL DT 77 Z—F3ITOEY TH5. A BICHBERKEGKD CREE, FHRF
FTKPCHRFLE.

MgCl, 5 pmol

KCl 33 pmol

G-6-P 5 pmol

NADP 4 pmol

HEPES #%&#& (pH 7.2) 4 pmol
6.5.8 REEH
-80°C LAT (A : —80~-74.2°C, FFZ&GHH : —60°C LAT)
6.5.9 fEAHR

201343 A 138 (®WEE»L 6 » AR

6.6 WRYEBRELLIUBHNEBEYESRAOFH

6.6.1 HWERPEBEROFH

(1) WBEHERROZEMHER (6.7H) TiX, 500 mg DHEBRME 2 E L TEED DMSO
Mz, REEBBIOEFTELBICLVEMIEZ%IC10 mL & L, 50 mg/mL &K
ETB. ZOBEEO—E%E DMSO TEMEAR LT, 5, 0.5, 0.05 B XL T00.005mg/mL &
BEFRE L. 5, 0.5 B XL 000.05 mg/mL WIRITHEEBRYE AR DR EMERERICIT AV 22>
o7z,

(2) HBRRETEIHIRER (6.10 1H) TI, 250 mg DY E #FE L THEED DMSO M x,
REHBRBIUOEBERABIZL VBB SEZBIZ5mL & L, 50 mg/mL BK (K& OE
FAED 100 FRE) & L. ZOEKRO—E% DMSO TEMEAIR LT, 25, 12.5, 6.25,
3.13, 1.56, 0.781, 0.391 B X T}0.195 mg/mL IFK (HKELEBHAED 100 FRE) »HRH
L.

3) LAERFERR (6111 T, 32mg 0WBRYWELEEL TEED DMSO 2z, &
BEEBIUOBETHELBICL VEMET-EIC20mL & L, 1.6 mg/mL @R (Bl
HED 100 fFRE) & L. ZOEBRO—E% DMSO TEMEAIR LT, 0.8, 04, 0.2,
0.1, 0.05, 0.025, 0.0125 35 X1} 0.00625 mg/mL IR (BRKNEAED 100 (ZRE) &5
w7 4

(4) HHROEOFE, BROFRBIUODEZELETOBRERER, BEAOT (FXE
SEE T v b LTmEmIELT) TITo 7.

(5) HHRYERRIIREE, MREENHRR CIESHIER L. RefEERHETIX
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