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XPERl HBMEICERTIEEDNOE L

Fate Scheduled sacrifice
Organs Sex Male Female
Findings Dose (mg/kg/day) 0 5 20 80 0 5 20 80
Number of animals 0 10 10 10 0 10 10 10
examined
Duodenum
Distention 0 0 0 4 0 0 0 2
Jejunum
Distention 0 0 0 6 0 0 0 9
Tleum
Distention 0 0 0 8 0 0 0 9
Liver
Whitish patch, right lateral lobe 0 0 0 0 0 0 0 2
Enlargement, right lateral lobe 0 0 0
Mesenteric lymph node
Enlargement 0 0 0 0 0 0 0 2

NG (3B~ DOIEFED 80 mg/kg/day BEDMEEDIZIELHITRO LN, Ei, B
I Y o _E DB EIREOME 2 il (#50407, #50410) T, FFIEAMAIAZED [ ABEDSHE 2 45
(#50404, #50400) TH O, Z D5 B 1 F (#50404) TIIAMAEZEDERBRD L iz,

Z i, FEEFRUNEE EEOEMED/NLIS 80 me/ke/day BEDOHE 1 ] (#10410), F Pk
B HADORE 2 5 mgkg/day BEOHE 1 6] (#10209) TR® bh, KREMAKENICIZIZEL TN
FEEOVEBERMEERT B RMEOBT R, PEEORR FEEENE OB
B, KB EROBMABTREE Choz. ThbOBIIVTRY 1 HIOBRORET, H
REAMRICLRDOONDENTHAZ ENOHBRWE LIZBELZ2Wb D LT LT,

711 REBHEENERE
#E %% Table 11 & 0% Appendix 10 IZ5R 7.

HHRWEICER T2 & Bbon 2B enstrEo+ "1, =5, BiE, 8B &5 BB, i
g, B, A, PREE, RBRARY oNE, TERY N, KIBEEH, WEEH, MR EO
WCHEDBIZEED b,

(B E RS 2 2= hak]

WERMECER T 5 EhicBEET 52 s, MO+ "5, =B, BB, BB &5,
ERG, Frhe, B, M, R, BREY o8, TERY N, KEBEEM, MEERICER
oz, ZORFRAE PR 2~5 7T
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X2 ZERa{bicBEE 325k (E{LER)

Fate Scheduled sacrifice
Organs Sex Male ) Female
Findings Dose (mg/kg/day) 0 5 20 80 0 5 20 80
Grade
Duodenum <10> <10> <10> <10> <10> <10> <10> <i0>
Vacuolation, mucosal epithelium 1 0 0 3 9 0 0 0 9
Accumulation, foam cell, lamina propria 1 0 0 1 0 0 0 1 1
2 0 0 0 10 0 0 0 9
Cell infiltration, neutrophil, lamina propria 1 0 0 0 4 0 0 0 6
2 0 0 0 2 0 ¢ 0 0
Jejunum <10>  <10> <10> <10> <10>  <10>  <10> <10>
Vacuolation, mucosal epithelium 1 0 2 5 10 0 0 3 9
Accumulation, foam cell, lamina propria 1 0 1 1 0 0 0 3 0
2 0 (] 9 7 0 0 7 6
3 0 0 0 3 0 0 0 4
Cell infiltration, neutrophil, lamina propria 1 0 0 0 3 0 0 0 1
2 0 0 0 1 0 0 0 3
Regeneration, mucosal epitheium 2 0 0 0 1 0 0 0 3
Tleum <10> <10> <10> <10> <10>  <10>  <10> <10>
Vacuolation, mucosal epithelium 1 0 10 10 7 0 10 10 10
Accumulation, foam cell, lamina propria 1 8 4] 0 0 8 3 0
e 2 0 1 10 10 0 0 7 10
Cell infiltration, neutrophil, lamina propria 1 0 0 2 4 0 0 0 7
: 2 0 0 0 1 0 0 0 2
Regeneration, mucosal epithelium 1 0 0 0 0 0 0 0 2
Hyperplasia, mucosal epithelium 1 0 0 0 1 0 0 0 0
Cecum <10> <10> <10> <10> <10> <10> <10> <10>
Vacuolation, mucosal epithelium 1 0 0 7 10 0 0 3 10
Colon <10>  <10> <10> <10> <10> <10> <10> <10>
Vacuolation, mucosal epithelium 1 0 0 0 2 0 0 0 2
Rectum <> <10>  <10>  <10> <i0> <10> <10> <10>
Vacuolation, mucosal epithelium 1 0 0 1 10 0 0 1 10
Liver <10>  <10> <10> <]0> <10>  <10>  <10> <}0>
Vacuolation, hepatocyte, diffuse 1 0 0 0 3 0 0 0 3
2 0 0 0 7 0 0 0 7
" Vacuolation, bile ductal epithelium 1 0 0 10 10 0 0 10 10
Vacuolation, Kupffer cell 1 0 0 1 10 0 0 6 10
Necrosis, hepatocyte, focal 2 0 0 0 0 0 0 2

<>, Number of animals examined
1, Minimal; 2, Mild; 3, Moderate

WLE -+, i, |, B, &, ERoRELRoZREARD LN, R
{bvx, HEOZERE, MEREORBIRE TIX 5 mgke/day UL EOT, MO+, MO, Mk
B8, BT 20 mgkg/day B EORET, MO+ IR, HEMEORERS T3 80 me/ke/day B
R LN, £, +2EE, 255, EBOMEEARICIRRMEOEENED b
RELITREDZENS, MHEOERTIX 5 mgkyday S EOBET, MED+TIEE, MOZRT
I% 20 mg/kg/day LA EDOBETRD b, Zh b OB LITAEOHMI - TREBEER R
BEASHERR L, /BT, HREEABOFPHRE, MR OEA SRR E o M
JAEE L ZDEER2 TR TIELE Mo T,
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FEligk - FFimba, REE bRz, 7 o —flaoZEbB3RBo bk, REiE, BELE, 7o
23— HBRR CIE 20 mg/kg/day LA EDREET, KRR T 80 mg/kg/day B TR b, FAEOEEM
e B RO THRAREEELIIBRENMEBR L. 205 b, RIRAIZE(LD A & 117~ 80 mg/kg/day
FEOME 2 B CIXAMUAEDOFHROZILORENKLS, BEEERIC— L TREORE
MO FFHIREESE 3D BT,

XHE3 ZRICEE TR BRER)

Fate Scheduled sacrifice
Organs Sex Male Female
Findings Dose (mg/kg/day) 0 5 20 80 0 5 20 80
Grade
Kidney <10> <10> <10> <10 <1p> <10> <I0>  <10>
Vacuolation, proximal tubular epithelium 1 0 0 0 7 0 0 0
Vacuolation, distal tubular epithelium 1 0 0 0 4 0
Vacuolation, epithelial cell, glomerulus 1 0 0 0 3 0 0 0
<>, Number of animals examined
1, Minimal

Bl EALRRME B, BEALRME B, SRERE LM OZERL A 80 mg/kg/day B TR
bz,

XHER4 ERUicBE T IR L (FERER)

Fate Scheduled sacrifice
Organs Sex Male Female
Findings Dose (mg/kg/day) 0 5 20 80 0 5 20 80
Grade
Lungs (and bronchus) <10>  <10>  <10>  <10> <10> <10> <I0> <10>
Accumulation, foam cell, alveolus 1 1 0 1 3 0 0 0 0
2 0 0 0 7 0 0 0 10

<>, Number of animals examined
1, Minimal; 2, Mild

Bt - BB O YRR 4 A 283 FEBE 2 2 20 meyke/day BLE DREICTED BT, AL
Sy CIRERAREMICL L NBELTHE D L b, BEDRV (FL—F 2) 0Xhb
A7z 80 mg/kg/day BED HARERME DEE L T LTz,
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XhFs ERMBICBIE T SR (U SR, EmER)

Fate Scheduled sacrifice
Organs Sex Male Female
Findings Dose (mg/kg/day) 0 5 20 30 0 5 20 80
Grade
Spleen <10> <10> <10> <10> <10> <10> <10>  <10>
Accumulation, foamy macrophage 1 0 0 10 0 0 0 10 0
2 0 0 0 7 0 0 0 7
3 0 0 0 3 0 0 0 3
‘Vacuolation, macrophage, marginal zone 1 0 0 10 10 0 0 10 10
Cell infiltration, neutrophil 10 0 0 9 ‘0 0 0 7
Necrosis, macrophage 1 0 0 0 0 0 0 0 1
Mesenteric lymph node <10> <10> <10> <10> <10> <10> <10> <10>
Accurnulation, foamy macrophage, sinus 1 0 6 6 1 0 2 9 1
: 2 0 0 4 9 0 0 i 9
Cell infiltration, neutrophil, sinus . 1 0 0 0 0 0 0 0 4
Necrosis, macrophage, sinus 1 0 1 1 7 0 0 1 4
2 0 0 1 1 0 0 0 2
Mandibular lymph node <10>  <10>  <10> <10>  <10> <I0> <I0> <10>
Accumulation, foamy macrophage, sinus 1 0 0 0 5 0 0 0 7
Bone marrow (femur) <10>  <10>  <10> <10> <10>  <10> <10>  <10>
Increase, hematopoietic cell, granulocytic 1 0 0 0 2 0 0 0 4
Bone marrow (stermum) <10> <10> <10> <10> <10> <10> <10>  <10>
Increase, hematopoietic cell, granulocytic 1 0 0 0 2 0 0 0 6

<, Number of animals examined

1, Minimal; 2, Mild; 3, Moderate

g R D s v Ty — POERER VKT 7 1 T 7 — POEER 20 mg/kg/day
U EDHTRD b, AEOEIMIH > TRASEIIEENERL, 80 mgkg/day H T
FPERZEIRO bz, 7z, 80 mgkg/day BEOME 1| HITIXERLILIAK~I/n T 7 —3
DEFIZEHBRRBO b,

ALY 8 ANOIaR~ 7 0 7 7 — U DEEN 5 mgkg/day H#UETHRD O, HE
DML bleo TRABEELRZOCICEBEMEM LKL, £k, A~/ u7 7y —T 08BN
5 mg/kg/day LL_EDEEDHE, 20 mg/kg/day LA_EDOBEDME T, IAN~DEFHEEEA 80 mg/kg/day
HOMTRD .

TERY i AN OIRIRHIR DEEFED 80 mg/ke/day BE TR D biLic.
KRB ERHEOWEER . BRERROEMILED 80 mg/kg/day B TRHD b/,

2B, FTANVEFYRETIE, 80 mgkg/day FEOME 2 fl & HIZEBHIE LR OEREVCERRE O
VFRAIRRIC — B U TR R~F%E) BPRD LN, [BEOMBRENEENEDI N,

FFE-CB IR TSR LN TR L, EEPR—HEOERICL D bONTHET T 2
o, Fle, VY= Ty AL s TA—RETE, WTHLOARKICBWTHZERREUYE
R —B L CTHBERE (BFa~FERA) IRDohihoT.
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[R P RICEET S & Bbho%1k]

FIRR DERR IR Y L BRI AR EER O REINDS 80 mg/kg/day BEDRE 3 5], M2 Gl TH B, BHEAR
Jit B R R oD BEHMBAEEFE S 80 mg/kg/day BEDME 1 B TEED vz,

T DENEAX ORBELARBELZSORETRERDLLONE. LhL, ZbiiT v FTIXH
REAEMICRBATIENTHY, TORBRNICHALSH2HEERALNRWI b,
BRI L X BEE D AW L LRI L7z,

712 FXTaFRTo4 VR (TK) RE
#EF % Figure 1, 2, Table 12 & TN Appendix 11 [Z7”7.

P092 % 5, 20, & T* 80 mg/kg/day DA E THIEIR LG D Cpax KT Tonax 13, BEIZIBWTENE
A BLQ, 7.78 ng/mL &} 1.0h, 28.8 ng/mL X 1.0 h, MEIZBWTZENZ1 BLQ, 9.39 ng/mL
EUN1.0h, 18.8ng/mL B U2.0h TH o7z, AUCe o IZHEZBWTZERFN 0, 28.1, KTt 244
ngh/mL, HEIZBWTENENO0, 42.8, BN 128 ngh/mL ThH -7z,

P092 % 5, 20, &1\ 80 mg/kg/day DB TREREE D Chax B Trax 13, BEIZBWTENTE
FUBLQ, 17.5ng/mL ETr0.8h, 23.9 ng/mL KT 1.3 h, BEZB W TENELBLQ, 29.3 ng/mL
BETr0.8h, 393 ngmL BRU3.7h THo7r. AUCem lTHEICBVTENEN9.13, 169, B
349 ngh/mL, EIZIVTENEN 297, 252, KR}477 ngh/mL Th o7z,

S MAE P IREE, Crax, K UYAUC o X E DA AV EM U 7. KE B 513 80 mg/kg/day
BEOBED Cpy 2B E, WTFNRLEMTA2ERARR LN, £, ALIREEIZR LN,

7.
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8. =EE
P092 %% v b (Crl: CD (SD), MM 10 T 78$) 1T, 0, 5, 20 KT\ 80 mg/kg/day DFHET,
4 BRRERNES L, BETLIEEE(EZFME L.

—RIREEEZRIT BN T, 80 mg/kg/day BEDHE 2 B K OME 4 ] IR 5 # DO FLHED B 5 B8 4
HITEDH .

5 mg/kg/day LI EDBEDOHE, 20 mg/kg/day L DOBEDMERE TRE OB & BB ORI
BN, REBREIZBWT, 80 mgke/day BEOMH CREDHEMER, RILE, REM
E@%F&Uﬁﬁrﬁtg@i&&xﬁﬁwﬁmm 2D BTz,

MEFHIREIZISVT, 20 mgkg/day LA b DR O MERE Tl /MREOEMBRD bl
20 mg/kg/day BEDHE, 80 mgkg/day HDMMET~E B CVRE, ~< 27 U v MEDED
23 F B, 80 mg/kg/day B DM T MCV & O MCH DR 33 D b, & 51T 80 mg/kg/day
BEOMERE T B MBI OB L S i PERER, PRI, U U SEREROBEEREOEM, I
N HFBEER LR R VY VS EREE O I HAER AR bz, FHRERE OB
20 mg/kg/day BEOHETHFED BivTe. FHEEIRIER UG EERE DM 80 mg/ke/day &
DOMETRD b, Zh b DE(kiT 80 mg/kg/day BEDMERE DRI FIIMRE TR b
KB EHEOWE BEROERERROEMTIE L BEOHIZE(LEZ 2 bNT.

AL REREIC BV T, 20 mgkg/day UL EDBEDOMEME TRER, AG t, TAT7 Ik
RBROTNTIVEBEORY, 0707 ) VHER Ray-7 07 U VEE, B-7/a7 Y Ui
BOB-Z a7 L REOEMSIIHEMER), 20 mg/kg/day L EOBEOHET I NV a2 — 2 DB,
20 mg/kg/day B DHERK T 80 mg/kg/day REDMERE TR T L AT u— VR NY U IRE OFD TR
b o, TNHOELE, BEEEORHA LEEDCH I B L HEI . Tz, 80 mg/kg/day
HOMECTRIRZROEMNBBD bIVE. REEROEML, 7 V7 F=rOBMRH LI
T, BRRICHEEEOMRBELR RN ED, EHEENEREREVWESZ L.
80 mg/kg/day BHOMET MY 7V T4 FOEMBRD bz, MY 7 V54 FOBEMIIK
AR AIRE TR b BRSO L BED H AL EX b,

BEEBATEIZBWT, 80 mgkeg/day B0 CHIiBOEEE R U EEOHEMIIEM
ERAFED bz, FFEEOHEMY, REMEENRE TR bhFiRo =L & BEED
HHEEEZEZ LT,

REAERCFERORE T3, MERECIHILE, TR, R, R, BRI, RBRIARY Lo5E, FERU V-
NE, KEREERE, WEBEHOZERAIZRGICEET 2EEARO LT, hbn%E
RaAbiZ Y VEREIE L HE Sz, £, BIROBERZR Y o BREZA SR DN 80 mg/kg/day
FEOMEETH b, BHUVLRE IR LR OBEMAEIES 80 mgke/day FHOMETRD b,
80 mg/kg/day B TIIMERE & b ICHEBEEMOMAMEM BT D DN TNDH T ENnb, THbidA
FLRICERT B EEZ DT,

PRV IFRT 47 RPYTITBWVT, P92 D Chro LY AUCq4 1%, TGS EDOHEIMICHEHE
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MU7z. E£72, Couax K AUCoom (2B D 2372MEEITFRD bIvia o7, FERS & HRLT

BAREIRE- D Cpax LT AUCq04n 7% 80 mg/kg/day BEDHED Cppy ZFRE, WTN LM BE
mBAR L.

U EDRERN S, BEEEORD 24 5 FEEMIG R OWELE DOZ2iE{E2s 5 mg/kg/day BT

BOBNII LD, AEREMET TO P92 DEZMEEIT, ML b 5 mgke/day K TH
hiEZLND.
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9. RiLFEE
91 FRIDENTELILEBROEERICRELZRIZITRVVOHLBE
L

9.2 HBHEEHbLM oL

() ABRFHEE CIIERDERSROMMEEZ REMC 1B LRHBL T, KR
Zid, 4 AR~7 A OBE TR L. L L, BALRBRERTH Y, REERUVY
— AR LRI TR L, REZERL TVWDZ 0, RBROGHEIECEX ¥
BIIR2VHDO L HWT LT,

Q) REREEZECHREREOATICONT, HE LIS 5 = Litho TR, EiE
WCIRER Lo, L, ALMRREEHRTHY, BHRICEFXAONZP-TT
Lonh, REROEHEMEICS 2 AREITR NG O L HIE L.

Q) RERAEFDEZRVWEERKTHROEBYEIL, £ TRREEEICGERNTAIZ LIZR
STWER, MBRRICERTATRERHZ Z 210, 2TRBEROERMETHEE

FEEICBE L., LaL, ERIIKRTLTRY, RBROEEMICEZ AEEIIRZVED
LHIET LT,
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Annex 1 : SAEEEAR (S ITEIEAES | P120567-COA2)

P120567-COA2

SHTRERAE
RYEAEES : P120567-COA2
Regics : ESLAFEAERKE
HREE : P120567
=B : P092 DIFHERB R MRFEREERR
HERMR T EEEAT 4 AR BEABIERT :
A GLP : EAESE 2 B (ERXAKORSMCIET 5 ERKRROEMOLNE
‘ BT BE4A
(ERO9%E3 F 268, —HWE BEEFEHENE 145, TRAES
A13E)
HRWH : P092
vy MEF : ESZ6K
RERM : B (1-10°C), X, mEH, ZESEHA
REBE : BBRWEIREE 1009 DRI
AER T20124E11 A 02 B
%8 2012411 B 06 B (HBRWROFERR)
HEEE :
REEH Y =R HiE
R (B, TR 1Rl (BEEREREETS) | BROBRK -
HRER (R) 2L UERLREZEETS) | REEFRREZEICRELE | —
#igg” 95.0%LL.E (HPLC EiHi%) 99.2% B
(> _ '
1 #@YIEL 3 EREOTEEERCERLY.

sewEs: Zoll& [(A138 ik (4 % @

ZEHLEAT 4 REERAH
AIFERRAA ABRPEEL -
REMHRE T4 /1—7

1/2
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Annex 1

B120720

| SITELEAE (M4TEIEAEES : P120567-COA2)

P120567-COA2

P120567 E5Z6K_1EH Tue Nov 08 11:47:25 2012 (GMT+08:00)

:2 / h il ﬁm\rﬁm/ ﬁfﬂ

- 1
50: \ l
l!

%Transmittance
8

4000 3000 2000 1000
Wavenumbers (cm-1)

1 RAAY b2y MES : BSZ6K)

2/2
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Annex 2 : S TEEEAE (2 4TEEEANES : P120567-COAS)

P120567-COA8

GrHTRERAE
ATEREES : P120567-COA8
RBREHE : ENREER AR RS
RBRES : P120567
RE : P092 DR MRBR MR EREERR
FRBRERR D EBEERAT 4 TURBASH BRI
% GLP 1 BARAE 2 & (EELORSHIHET 5 EBFRROE RO
: BT 584
CERL94E3 A 26 B, —HRE BEFEERIE 145, FHR20F6
BE1BR)
HRYE : P092
oy NS : ESZ6K
REERY D BB (1-10°0), EX, B, ERHA
REBH T WRMEIRE Z 1009 NOER R
AFH T20RENB0E
AR 12013402 B 21 B (BERHROERAR)
REBHER : ‘
RREHE IR "R HiE
HR (&, R 2L BEERERET?) | AROBX -
BEERR (R 2L (MESRE2EE15) |RAEERERIRLE | -
o 95.0%LL.E (HPLC ERE%) 99.1% &
(>
*1 #BVIEL 3 EREOEHELERICERLE.

REeEEE: 203 & 2 A2)R i @
SEEAT 4 T ABRSH
BEXEFRAR REHRE 5
HEMBIRE T4 SA—T

1/2
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Annex 2 :

B120720

SITFEFAE (S ITEIEAIEES | P120567-COAS)

P120567-COAS

P120567 E5Z6K 2Bl B R BB Thu Feb 21 13:15:51 2013 (GMT+08:00)

3
—E—
——

%Transmittance

4000 3000 2000 , 1000
. : Wavenumbers (em=1) -

B1 RAXZhmy &S : ESZ6K)

22
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Annex 3 : Certificate of Analysis (Certification No.: B120716-001)

Certification No. B120716-001

Certificate of Analysis
November 29, 2012
Kashima Laboratory
Mitsubishi Chemical Medience Corporation

Chief Analyst:
Kunihiro Konno
Analyst: Junko Ohnuki
Kenichi Minato
Naomi Ogishima

Study No.: B120716

Test Substance: P092

Lot No.: ESZ6K

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 and homogeneity of P092 in dosing formulations
[Vehicle: 0.5w/v% methylcellulose solution]

(Nominal concentration: 0.05 mg/mL and 100 mg/mL)

Analysis: HPLC )

Storage Conditions: The dosing formulations were stored in a refrigerator (4.2°C to 6.2°C) for 3
days and 9 days under light-resistant condition in hermetic container and then
stored at room temperature (17.5°C to 21.1°C) for 24 hours under
light-resistant condition in hermetic container. :

R Date of Preparation: November 16, 2012

Date of Analysis: November 16, 20, and 26, 2012

Results: The concentrations of P092 in the dosing formulations are shown in the table
below. Results indicated that the dosing formulations were stable under the
storage conditions.® We confirmed that the homogeneity was within the
acceptable range.

Date | November 16,2012 November 20, 2012 November 26, 2012
Concentration Initial After 3 days+24 hours | After 9 days+24 hours
Measured Top 0.0511 Top 0.0497 Top 0.0531
Concentration | Middle 0.0518 Middle 0.0494 Middle 0.0521
(mg/mL) Bottom 0.0533 Bottom 0.0498 Bottom 0.0493
0.05 mg/mL :
Mean(mg/mL) 0.0521 0.0496 0.0515
C.V. (%) 2.1 0.4 38
Ratio to initial concentration (%) - 95.2 98.8
Measured Top 101 Top 101 Top 103
Concentration | Middle 101 Middle 100 Middie 105
(mg/mL) Bottom 102 Bottom 101 Bottom 105
100 mg/mL :
Mean(mg/mL) 101 101 104
C.V. (%) 0.6 0.6 12
Ratio to initial concentration (%) - 100.0 103.0

a: Ratio to initial concentration, acceptable range: 90% to 110%
b: Coefficient of variation (C.V.), acceptable range: equal to or less than 10%
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Annex 4 : Certificate of Analysis (Certification No.: B120720-001)

Certification No. B120720-001

Certificate of Analysis

November 29, 2012
Kashima Laboratory

Mitsubishi Chemical Medience Corporation

cmefAnalyst:%dﬁé%m/

B120720

Kunihiro Konno
Analyst: Naomi Ogishima

Study No.: B120720

Test Substance: P092

Lot No.: E5Z6K

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 concentration and homogeneity of P092 in dosing
formulations
[Vehicle: 0.5 w/v% MC]

(Nominal concentration: 0.5 mg/mL, 2 mg/mL, and 8 mg/mL)

Analysis: HPLC

Date of Analysis: November 27, 2012 :

Results: The concentrations of P092 in the dosing formulations are shown in the table
be]ow.a' . We confirmed that the obtained data were within the permissible
range.

Nominal Measured Mean cV. Ratio to nominal
concentration concentration +S.D. (‘y) concentration
(mg/mL) (mg/mL) (mg/mL) : %)
Top 0.521
0.5 Middle 0.532 + 3(5)35 5 1.8 104.4
Bottom  0.513 ’
To'p 2.06 2.05
2 Middle 2.05 £0.015 0.7 102.5
Bottom  2.03 )
T0.p 8.32 836
8 Middle 8.35 £0.040 0.5 104.5
Bottom  8.40 :

a:  Ratio to nominal concentration, permissible range: 90% to 110%
b:  Coefficient of variation (C.V.), permissible range: equal to or less than 10%
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Annex 5 : Certificate of Analysis (Certification No.: B120720-002)

Certification No. B120720-002

Certificate of Analysis
December 26, 2012
Kashima Laboratory
Mitsubishi Chemical Medience Corporation

-

Chief Analyst;,
Kunihiro Konno

‘Analyst: Naomi Ogishima

Study No.: B120720

Test Substance: P092

Lot No.: E5Z6K }

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 concentration and homogeneity of P092 in .dosing
formulations

[Vehicle: 0.5 w/v% MC]
(Nominal concentration: 0.5 mg/mL, 2 mg/mL, and 8 mg/mL)

Analysis: HPLC
Date of Analysis: December 21, 2012
Results: The concentrations of P092 in the dosing formulations are shown in the table
below. We confirmed that the obtained data were within the permissible
range.*
Nominal Measured Mean CV. Ratio to nominal
concentration concentration +S.D. (& ) concentration
(mg/mL) (mg/mL) (mg/mL) > (%)
Top 0.489
0.5 Middle 0473 4 ggz; s 1.8 96.6
| Bottom  0.486 ’
Top 2.01
2 Middle 1.96 . (2)22 0 20 100.0
Bottom  2.04 '
Top 821 8.23
8 Middle 8.20 £0.044 0.5 102.9
Bottom  8.28 .

a:  Ratio to nominal concentration, permissible range: 90% to 110%
b:  Coefficient of variation (C.V.), permissible range: equal to or less than 10%
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Plasma concentration (ng/mL})

Plasma concentration (ng/mL)
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Study No. B120720
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Mean Plasma Concentration Time Profiles of P092 (Day 1)
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Plasma concentration (ng/mL)

Plasma concentration (ng/mL)

Study No. B120720

Male

60 —— 5 mg/kg
—&— 20 mg/kg
—— 80 mg/kg

40 |

Time (h)

Female

—0— 5 mg/kg
—&— 20 mg/kg
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Figure 1 Mean Plasma Concentration Time Profiles of P092 (Day 28)
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Figure 2 Relationship between the dose and C,,, of P092
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Figure 2 Relationship between the dose and AUC 54, of P092
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Table 1 Clinical Sign - Summary B120720

..........................................................................................................................................................................

pay numbers relative to Start Date

1 1 2 2 3 3 4 4 .5 5 6 6
Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10
Group Sex Clinical sign dosing dosing dosing dosing dosing dosing
1 m ANIMALS ALIVE 10 10 10 10 10 10 10 10 10 10 10 10
ANIMALS NORMAL 10 10 10 10 10 10 10 10 10 10 10 10
2 m ANIMALS ALIVE 10 10 10 10 10 10 10 10 10 10 10 10
ANIMALS NORMAL 10 10 10 10 10 10 10 10 10 10 10 10
3 m ANIMALS ALIVE 10 10 10 10 10 10 10 10 10 10 10 10
ANIMALS NORMAL 10 10 10 10 10 10 10 10 10 10 10 10
4 m ANIMALS ALIVE 10 10 10 10 10 10 10 10 10 10 10 10
ANIMALS NORMAL 10 10 10 10 10 10 10 10 10 10 10 10
Salivation . . . . . . . . . . .

Group 1 - 0 mg/kg Group 2 - 5 ma/kg Group 3 - 20 mg/kg Group & - 80 mg/kg

Day 1 to 23: Time 10, About 2 hours after dosing
Day 24 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



