B120716

8. EE
P092 %7 v b (Crl: CD (SD), MEEESR 5 PT/A) (2, 0, 50, 150 & UF 500 mg/kg/day DFHET,
HEROREL, BRI L2EBHEEEHEE L.

—RREBZUC BT, 50 mg/kg/day LA EOFEOMERE T TRIA, HE5HK 2 B~ 3 BIZ
—iEMER V> UiflkfE L CTRE® iz,

150 mg/kg/day #£ DHERK U500 mg/kg/day F¥ O MEHE TAE OIEMIMKI 25588 b i, 500 mg/kg/day
BEOMERE CITBEE OB NS b,

IREMAFTRE T, BYERECERT S LB 2R ok ol.

T aFRT 47 RBFEIZBVT, P92 @D Cpax BTN AUCoom 13X, RGBT E
MUT. £77, Chax BN AUCq 4 1288 & 2372 HEZEIZFTRD bz o 7.

UEDFERNDG, AEBREHET TO P92 DE/NBIERIL, ML b 500 mg/kg/day LA ETH
2:EBZOLND.
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B120716

9. YiEH

91 FPRIBJBILENTELUI-LEBROEERICEEZRIITRIOHIZRE

B 5L EEMETAIC BT, 0.05 mg/mL #EBRWE 5K OFRBER BT 2R E TS
oAz, BRRIZARBEDRY LEXbhi. Z07), 0.05 mgmL $BRMER SR H
FRIL -, BESTORKE, FEGHELEL L, BEMMESRATRICZR I ENS, HBR
OEEEICRIETREET DO L HET L.

9.2 HREFTEEICHbOAN-ECE
EBRRTROERME L, 2 THBRELEICORATL Z LIZRoTWieh, tEBRIZERT

LR H DT LD, ETHRBREROERDEFEELZIIBE L. LirL, ERIX
KTLTRY, ABROMGEEICZETRVHO LI L.
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B120716

Annex 1 : HITEERAE (D ITSEFANES : P120567-COA2)

P120567-COA2
SYTRERE
SHEREES : P120567-COA2
HREREE : ESIREE A RKE
HBRES : P120567
xE : P092 DIHERB R RELEERR
RERMET D EEFEATF 4 UREREH AT .
#H GLP : BAESE 2 B TEESOTSEICET 2 ERFAROEROER
BT E4S)
(EROEIA6E, —HKE BEEFHERHE 1145, TR20E6
AR .
HEMH : P092
vy hES : E5Z6K
RESRYE D B (1-10°C), X, BE, ERHA
BB . WBRWTIREE 1009 NOEAATEE
AZER :20125F 1A 02RA
Pagiin:] : 20124211 A 06 B (BBEOFERR)
REER :
RBEE YRR "R HIE
R (B, BR) | 2L (BERERERETS) | BROBXE -
BREER (R) 2L WERKEZHETS) | REEHEEEZHIICRLE —
g 95.0%LL E (HPLC Eifi%) 992% &
<l=> ‘ '
*1 BYEL 3 EREOESEERRECERLE.

wemwieE: 2o0(2% /(#1368 Hhik (5 # @

ZEEAT 4 = ABRKSH
AIEXBEERE RBEELF—
REWARE 24 TN—7 ;

1/2
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Annex 1 :

B120716

SHMTIEEAE (S ITEEBIEFES | P120567-COA2)

P120567-COA2

P120567_ ESZ6K_1E H Tue Nov 08 11:47:25 2012 (GMT#09:00)
90 /d
801 - N i
> \ M
o . ( /J\ /\f/ \ j Mf\ ’\
| A

60 \

[
o Ly
1

20 )
] 1
10] y

%Transmittance

- -0
4000 3000 2000 1000
Wavenumbers (cm~1)

1 RARZ b(ny bES : ESZ6K) '

22

35

-497 -



B120716

Annex 2 : HTEEEAE (STELEAEES : P120567-COAB)

P120567-COA8

SyTRERE
STERERS : P120567-COA8
HRZEE : EMREEBEAERKE
RRES : P120567
=8 : P92 DFMERBRUREFTELERR
RERMER D SBEEATF 4 U ABRSH  RRATRET
8 GLP 1 BAESE 2 B EELORAMITIET HIMERRBROERORE
BT 544
CERL94E3 A 26 R, —HUE EEFHEREIMS, FR204F6
B13R)
HBME : P092
oy MBS : ESZ6K
RERN : BB (1-10°0), 3, EH, EFRHA
BB : BRMBEIREE 1009 MO FRTIE
AFER D012 11 A02A
3% R 120134202 A 21 B (EBRMEOERRD)
RIS : ,
RERAE HE R ER HIE
HR (& BR Rl (BBERYRETD) | REOBE =
BERFER (R 2L (AeHERe28473) | RAEERERIICRLE —
s 95.0%L4 L (HPLC EH%) 99 1% B
<{fiE>
*1 BVIEL 3 EREDTHELERICER L.

smEes: 20/3 & 2 A2]A % % (4% @
ZBRIEAT 4 =R ERSH
AEXBTIAN RETIRL 5 —
HLMRIRE B4 SN—T
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Annex 2 :

B120716

SATEIRREE (D ITEEBAEES : P120567-COAS8)

P120567-COA8
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™ Mo
1y Lf

401

-
e

%Transmittance

|

20 v
107 J
0] _ » ,
4000 3000 2000 . 1000
. : Wavenumbers (cm-1) -

B1 RAZ M(ay MES : ESZ6K)

22

- 37

- 499 -



B120716

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

Study No.:

Test Substance:
Lot No.:

GLP:

Description of Analysis:

Analysis:
Storage Conditions:

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
B120716
P092
E5Z6K
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 stability and homogeneity of P092 in dosing formulations
[Vehicle: 0.5w/v% methylcellulose solution]

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

HPLC

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.

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 3.8
Ratio to initial concentration (%) - 95.2 98.8
Measured Top 101 Top 101 Top 103
Concentration | Middle 101 Middle 100 Middle 105
(mg/mL) Bottom 102 Bottom 101 Bottom 105
100 mg/mL
Mean(mg/mL) 101 101 104
C.V. (%) 0.6 0.6 1.2
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.: B120716-002)

Certification No. B120716-002

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

B120716

Chief Analyst:
Kunihiro Konno
Analyst: Kenichi Minato
Study No.: B120716
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% methylcellulose solution]
(Nominal concentration: 5 mg/mL, 15 mg/mL, and 50 mg/mL)
Analysis: HPLC
Date of Analysis: November 20, 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.™
~ Norninal Measured Mean CV. Ratio to nominal
concentration concentration +S.D. (,,/) concentration
(mg/mL) (mg/mL) (mg/mL) ’ (%)
ToP 5.16 517
5 Middle 5.12 £0.061 12 1034
Bottom  5.24 :
Top 15.5 15.4
15 Middle 152 ! . 1.0 102.7-
+0.15
Bottom 154
Tc{p 52.6 524
50 Middle 52.0 £032 0.6 104.8
Bottom 52.5 ’

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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Figure 1

Study No. B120716

Male

—0— 50 mg/kg
—&— 150 mg/kg
—8— 500 mg/kg
Mean+SD
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Time (h)
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—8— 50 mg/kg
—&— 150 mg/kg
—— 500 mg/kg
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1 i e S ®
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Mean Plasma Concentration Time Profiles of P092
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Study No. B120716
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Figure 2 Relationship between the dose and C,,, or AUC_54;, of P092
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Table 1 Clinical Sign - Summary B120716

pay numbers relative to Start Date

1 1 1 1 1 1 2 3 4 5 6 7
Before Time 10 Time 20 Time 30 Time 40 Time 50 a.m. a.Mm. a.m. a.m. a.m. a.m.
Group Sex Clinical Sign dosing
1 m ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 5 5 5 5 5 5 5 5 5
2 m ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 5 5 3 5 5 5 5 5 5
Diarrhea . . . . . 2 . . B . .
3 m ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 5 3 2 4 5 5 5 5 5
Diarrhea . . . . 2 3 1 R
4 m ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 4 4 0 4 4 5 5 5 5
Diarrhea . . . 1 1 5 1 1 .
Group 1 - 0 mg/kg Group 2 - 50 ma/kg Group 3 - 150 ma/kg Group 4 - 500 mg/kg

Time 10 : About 0.5 hours after dosing; Time 20 : About 1 hours after dosing; Time 30 : 2 hours after dosing; Time 40 : About 4 hours after dosing; Time 50 : About 8 hours after dosing;
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Group 1 - 0 mg/kg Group 2 - 50 mg/kg

Table 1 Clinical Sign - Summary

Group 3 - 150 mg/kg

m ANIMALS ALIVE
ANIMALS NORMAL

m ANIMALS ALIVE
ANIMALS NORMAL

Diarrhea

m ANIMALS ALIVE
ANIMALS NORMAL

Diarrhea

m ANIMALS ALIVE
ANIMALS NORMAL

Diarrhea

Group & - 500 mg/kg

B120716

Time 10 : About 0.5 hours after dosing; Time 20 : About 1 hours after dosing; Time 30 : 2 hours after dosing; Time 40 : About 4 hours after dosing; Time 50 : About 8 hours after dosing;
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Table 1 Clinical Sign - Summary B120716

Day numbers relative to Start Date

1 1 1 1 1 1 2 3 [ 5 6 7
Before Time 10 Time 20 Time 30 Time 40 Time 50 a.m. a.m. a.m. a.m. a.m. a.m.
Group Sex Clinical Sign dosing
1 i ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 5 5 5 5 5 5 5 5 5
2 f ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 5 5 4 5 5 5 5 5 5
Diarrhea R . . . . 1 . . .
3 f ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 5 3 3 5 5 5 5 5 5
Diarrhea . N N B 2 2 N . N N . .
4 f ANIMALS ALIVE 5 5 5 5 5 5 5 5 5 5 5 5
ANIMALS NORMAL 5 5 5 3 1 1 3 5 5 5 5 5
Diarrhea ' o N N 2 4 4 2 N M . o R
Group 1 - 0 mg/kg Group 2 - 50 mg/kg Group 3 - 150 mg/kg Group 4 - 500 mg/kg

Time 10 : About 0.5 hours after dosing; Time 20 : About 1 hours after dosing; Time 30 : 2 hours after dosing; Time 40 : About 4 hours after dosing; Time 50 : About 8 hours after dosing;
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Table 1 Clinical Sign - Summary B120716

Day numbers relative to Start Date

8
a.m.

Group Sex Clinical Sign
1 f ANIMALS ALIVE 5
ANIMALS NORMAL 5
2 f ANIMALS ALIVE 5
ANIMALS NORMAL 5
Diarrhea N
3 f ANIMALS ALIVE 5
ANIMALS NORMAL 5
Diarrhea .
4 f ANIMALS ALIVE 5
ANIMALS NORMAL 5
Diarrhea .

Group 1 - O mag/kg Group 2 - 50 mag/kg Group 3 - 150 mag/kg Group 4 - 500 mg/kg

Time 10 : About 0.5 hours after dosing; Time 20 : About 1 hours after dosing; Time 30 : 2 hours after dosing; Time 40 : About 4 hours after dosing; Time 50 : About 8 hours after dosing;
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Table 2

Body Weight - Summary

B120716

Bodyweight (g)
Sex: Male Day(s) Relative
to Start Date
1 2 4 8 1" 15
0 mglkg Mean | 166.98 I' | 19638 I' | 21634 ' | 25394 ' | 28214 I' | 31688 I'
SD| 59% 6.58 6.39 6.84 7.62 7.09
N 5 5 5 5 5 5
50 mgkg Mean | 167.12 19104 213,52 25392 28162 314.86
SD| 439 6.56 7.50 12.09 16.30 20.37
N 5 5 5 5 5 5
150 mg/kg Mean | 166.46 184.86 210.26 25174 28298 320.62
SD| 5.38 6.35 10.14 12.30 16.20 19.58
N 5 5 5 5 5 5
500 mg/kg Mean | 168.10 173.90dd? | 177.02dd* | 228.70dd? | 26162 302.08
SD| 5.00 16.35 9.57 10.04 12.21 15.59
N 5 5 5 5 5 5

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: Identity]

2 [dd - Test: Dunnett 2 Sided p < 0.01]



- 60S -

Ly

Table 2 Body Weight - Summary
Bodyweight (g)
Sex: Female Day(s) Relative
fo Start Date
1 2 4 8 " 15
0 mgkg Mean | 137.96 I' | 16268 I' | 17060 I' | 18896 I' | 20328 ' | 21936 I’
SD 545 7.68 8.51 13.59 1341 16.00
N 5 5 5 5 5 5
50 mg/kg Mean | 137.54 15546 168.98 188.24 198.78 215.18
sD 5.50 8.39 8.80 9.45 7.67 1133
N 5 5 5 5 5 5
150 mgkg Mean | 137.72 155.24 170.90 195.32 21044 217.08
SD 6.26 4.69 8.81 16.00 2647 25.85
N 5 5 5 - 5 5 5
500 mg/kg Mean | 139.82 142.70dd? | 149.72dd* | 18542 202.38 217.74
SD| 634 6.84 7.69 951 1372 17.83
N 5 5 5 5 5 5

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: Identity]

B120716

2 [dd - Test: Dunnett 2 Sided p < 0.01]



Table 3 Body Weight Gain - Summary B120716
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Absolute Weight Gain (g)
Sex: Male Day(s) Relative
to Start Date
2 4 8 1 15
0 mgkg Mean | 2940 R'| 1996 R'| 3760 12 | 2820 I> | 3474 I?
SD| 345 1.38 1.63 210 513
N 5 5 5 5 5
50 mg/kg Mean | 2392 d* | 2248 4040 27.70 3324
Sb| 391 267 5.34 481 451
N 5 5 5 5 5
150 mg/kg Mean | 18.40dd* | 2540 d® | 4148 3124 3764
SD| 209 3N 269 436 4,86
N 5 5 5 5 5
500 mg'kg Mean | 5.80dd* | 3.2 5168dds | 3292 40.46
SD| 1249 1120 398 2.88 427
N 5 5 5 5 5

Statistical Test: Géneralised Anova/Ancova Test Transformation: Automatic

1 [R - Automatic Transformation: Rank] 2 [I - Automatic Transformation: identity]
3 [d - Test: Dunnett Non-Parametric 2 Sided p < 0.05} 4 [dd - Test: Dunnett Non-Parametric 2 Sided p < 0.01]
5 [dd - Test: Dunnett 2 Sided p < 0.01]
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Table 3 Body Weight Gain - Summary B120716
Absolute Weight Gain (9)
Sex: Female Day(s) Relative
fo Start Date
2 4 8 " 15
0 mg/kg Mean | 2472 P 792 1" | 1836 I' | 1432 1 16.08 I'
SD 2.98 274 5.28 401 521
N 5 5 5 5 5
50 mg/kg Mean | 17.92 1352 19.26 10.54 16.40
SD 347 2.04 3.53 537 450
N 5 5 5 5 5
150 mgkg Mean | 17.52 15.66 2442 15.12 6.64 d?
sD 3.53 6.59 7.55 10.69 3.80
N 5 5 5 5 5
500 mg/kg Mean 2.88dd3 7.02 3570dd®* | 16.96 15.36
sD 8.20 5.99 734 455 5.53
N 5 5 5 5 5

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1 [l - Automatic Transformation: identity]
3 [dd - Test: Dunnett 2 Sided p < 0.01]

2 [d - Test: Dunnett 2 Sided p < 0.05]
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Food Consumption - Summary B120716

Table 4
Food Mean Daily Consumption (g/day)
Sex: Male Day(s) Relative
fo Start Date
1—4 48 8—11 11— 15
0 mglkg Mean| 27.89 I' | 2996 I' | 2889 I' | 3082 I
SD| 093 046 1.03 1.20
N 5 5 5 5
50 mg/kg Mean | 27.36 Nz 30.90 3151
SD| 204 3.30 3.01 239
N 5 5 5 5
150 mg'kg Mean | 2519 3149 3224 3148
SD| 193 221 2.32 248
N 5 5 5 5
500 mg/kg Mean | 1163dd? | 29.04 3231 3215
Sb| 351 1.57 1.7 1.66
N 5 5 5 5

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: Identity]

2 [dd - Test: Dunnett 2 Sided p < 0.01]
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Food Consumption - Summary B120716

Table 4
Food Mean Daily Consumption (g/day)
Sex: Female Day(s) Relative
to Start Date
1-4 48 8—11 11-15
0 mglkg Mean| 2170 I' | 2223 I' | 2194 I' | 2260 I'
SD| 147 1.33 1.22 1.26
N 5 5 5 5
50 mg/kg Mean | 2059 2158 20.93 2244
SD| 163 1.12 147 2,08
N 5 5 5 5
150 mg/kg Mean | 19.65 2323 2287 2148
sD 1.30 2.71 4.46 222
N 5 5 5 5
500 mgkg Mean | 851dd? | 2535 24.95 2227
SD| 368 2.18 4.73 215
N 5 5 5 5

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: Identity]

2 [dd - Test: Dunnett 2 Sided p < 0.01]



