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Attachment 1-1 Study No. 402024

Analysis of bumetrizole (Study No. 402024P)

Test articles: bumetrizole (Lot No. 01721IW4)
Methed: HPLC
Date of analysis: February 16, 2005
Study period Initial
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Analytical items Results
Content 99.5%

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations

from the protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies
on Chemicals (OECD GLP Standards) and the Law Conceming the Examination and
Reguiation of Manufacture etc. of Chemical Substances.
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Attachment ]-2 Study No. 402024

Analysis of bumetrizole (Study No. 100624)

Test articles: bumetrizole (Lot No. 017211W4)
Method: HPLC
Date of analysis: July 28, 2005
Study period Final
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Analytical items Results
Content 100.6%

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations from the

protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies on

Chemicals (OECD GLP Standards) and the Law Concerning the Examination and Regulation of
Manufacture etc. of Chemical Substances.
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Attachment 2 Study No. 402024
Stability and homogeneity of bumetrizole in test preparations (Study No. 402024P) -
Test article: bumetrizole (Lot No. 01721Tw4)
Vehicle: 0.5% Methylcellulose solution
Date of preparation: February 21, 2005
Method: HPL.C
Date of analysis: February 21, 2005, February 22, 2005, February 28, 2005
Storage condition: 1)Stored at refrigeration (set at 4°C) and light-shielded conditions for 1 day
2)Stored at room temperature (set at 23°C) and light-shielded conditions for 6 hours after being stored under refrigeration (set at 4°C)
and light-shiclded conditions for 7 days
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results
. . Residual rate to the
Concentra}tlon of ' Measured concentration (mg/mL) Recovery value immediately cv
bumetrizole Storage period rate after preparation (%)
(mg/mL) 1st nd 3rd Mean (%) P ((yf‘) ! °
é-\- Immediately after preparation 1.974 2.000 1.981 1.985 99.3 - 0.7
' 2 At 1 day after preparation” 2.057 2.046 2.063 2.055 102.8 103.5 0.4
At 7 days after preparation” 2.021 2.011 2.026 2.019 101.0 101.7 0.4
Immediately after preparation 19.98 20.22 20.10 20.10 100.5 - 0.6
20 At 1 day after preparation” 20.65 20.50 20.88 20.68 103.4 102.9 0.9
At 7 days after preparation” 20.74 20.67 20.68 20.70 103.5 103.0 0.2
Immediately after preparation 1971 1983 198.3 197.9 99.0 - 03
200 At 1 day after preparation” 200.4 207.8 197.0 201.7 100.9 101.9 2.7
At 7 days after preparation” 192.6 195.6 196.5 194.9 07.5 08.5 1.0

The concentration of each preparation was within the acceptable range (100£10%).

The stability of each preparation was in conformity with the regulation [Residual rate (%) to the value immediately after preparation was 90% or higher].
The homogeneity of each preparation was within the acceptable range (CV<5%).

Deviation from the protocol:

This analysis was conducted according to the protocol and there were no deviations from the protocol during the analysis.
GLP:

This study was conducted in compliance with the OECD Guidelines for Safety Studies on Chemicals (OECD GLP Standards) and the Law Concerning
the Examination and Regulation of Manufacture etc. of Chemical Substances.



Attachment 3-1 Study No. 402024

Concentrations of bumetrizole in dosing preparations

Test article: bumetrizole (Lot No. 017211W4)
Vehicle: 0.5 w/v% Methylcellulose solution
Date of preparation: March 9, 2005
Method: HPLC
Date of analysis: March 9, 2005
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results (Test group 1: bumetrizole group at 2000 mg/ke) (
Concentration of Measured concentrations (w/v%) Recovery cv
bumetrizole rate %)
(WivYs) Ist 2nd 3rd Mean (%) e
20 20.27 20.33 20.26 20.29 101.5 0.2

The concentration of the preparation was within the acceptable range (100+10%).
The homogeneity of the preparation was within the acceptable range (CV<5%).

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations from the

protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies on

Chemicals (OECD GLP Standards) and the Law Concerning the Examination and Regulation of
Manufacture etc. of Chemical Substances. C
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Attachment 3-2 Study No. 402024

Concentrations of bumetrizole in dosing preparations

Test article: bumetrizole (Lot No. 017211W4)
Vehicle: 0.5 w/v% Methylcellulose solution
Date of preparation: March 23, 2005
Method: HPLC
Date of analysis: March 23, 2005
Testing facility: Hashima Laboratory, Nihon Bioresearch Inc.
Results (Test group 2: bumetrizole group at 2000 mg/kg)
Concentration of Measured concentrations (w/v%) Recovery CV
bumetrizole rate %)
(Wiv%) Ist 2nd 3rd Mean (%) (%
20 20.10 20.97 20.10 20.39 102.0 2.5

The concentration of the preparation was within the acceptable range (100+10%).
The homogeneity of the preparation was within the acceptable range (CV<5%).

Deviation from the protocol:
This analysis was conducted according to the protocol and there were no deviations from the

protocol during the analysis.

GLP:
This study was conducted in compliance with the OECD Guidelines for Safety Studies on

Chemicals (OECD GLP Standards) and the Law Concerning the Examination and Regulation of
Manufacture etc. of Chemical Substances.
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Table 1 Mortality and LDy, value of femnale rats in single dose oral toxicity test of bumetrizole

Study No. 402024

Group mg/kg | Number Number of deaths Total LDy
of Hours after administration Days after administration number of | (mg/kg)
females | 0~05 2 4 [ 3 4 5 6 7 8 9 10 11 12 13 14| deaths
Test group |
bumetrizole 2000 3 0 0 0 0 o 0 0 0 0 O O 0 O ¢ 0 O 0 2000
Test group 2
bumetrizole 2000 3 0 0 0 0 6 0 ¢ 0 0 0 0 0 0 0 0 0 0
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Study No. 402024

Table 2  General signs of female rats in single dose oral toxicity test of bumetrizole
Group mg/kg | Number of females Hours after administration Days after administration

and general signs 0~0.5 2 4 6 1 2 3 4 5 6 7 3 9% 10 11 12 13 14
Test group 1 2000 Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
bumetrizole Normal 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Test group 2 2000 Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
bumetrizole Normal 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
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Study No. 402024

Table 3 Body weights of female rats in single dose oral toxicity test of bumetrizole

Group Test group 1 Test group 2
bumetrizole bumetrizole
mg/ke 2000 2000
Number of females 3 3
Days after administration
0 185 = 0 199+ 2
| 203 £ 6 222 = 2
3 209+ 5§ 230+ 2
7 220 = 11 242 £ 5§
10 232+ 6 255+ 7
14 239 £ 11 262 = 10
Each value shows mean {g) + 5.D.
(M )
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Table 4 Necropsy findings of female rats in single dose oral toxicity test of bumetrizole

Study No. 402024

Group Test group 1 Test group 2
bumetrizole bumetrizole
mg/kg 2000 2000
Number of females 3 3
Findings
Normal 3 3
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Fig. 1
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Chemical structure of bumetrizole
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Study No. 402024

Appendix 1-1 Individual general signs of female rats

(Test group 1: bumetrizole group at 2000 mg/kg )

Female No. Hours after administration . Days after administration

0~0.5 2 4 6 1 2 3 4 5 6 7 8 9 10 11 12 13 14
FO1151 N N N N N N N NDNDNDNDNNWDNDNNNN
F01152 N N N N N NN NWNNNDNWDNWNWNNW®N N
FO1153 N N N N N N N N N N N N N NN N N N

Number of females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
N 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
N: Normal.
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Study No. 402024

Appendix 1-2 Individual general signs of female rais

(Test group 2. bumetrizole group at 2000 mg/kg )

Female No. Hours after administration Days after administration

0~05 2 4 6 1 2 3 4 5 6 7 8 9 10 11 12 13 14
F01251 N N N N N N N N NNDNWDNWNWDNWNWNNN
F01252 N N N N N NN NNNDNWNWNMNNN N N
F01253 N N N N N NN NNNWNWNNNDNNN N
Number of’ females 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
N 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3

N: Normal.
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Study No. 402024

Appendix 2-1 Individual body weights (g) of female rats
(Test group 1: bumetrizole group at 2000 mg/kg )
Female No. Days after administration
0 1 3 7 10 14
FOI151 185 198 203 208 225 227
FO1152 185 209 212 225 237 248
FO1153 185 202 212 228 235 241
Number of females 3 3 3 3 3 3
Mean 185 203 209 220 232 239
8.D. 0 6 S 11 6 11
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Study No. 402024

Appendix 2-2 Individual body weights (g) of female rats
(Test group 2: bumetrizole group at 2000 mg/kg )
Female No. Days after administration
0 1 3 7 10 14
F01231 197 224 232 237 248 253
F01252 200 220 228 247 261 272
F01253 201 223 231 243 255 261
Number of females 3 3 3 3 3 3
Mean 199 222 230 242 255 262
S.D, 2 2 2 5 7 10
M &
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Appendix 3-1  Individual necropsy findings of female rats

Study No. 402024

(Test group 1: bumetrizole group at 2000 mg/kg )

Female No. Findings
F01151 Whole organs and tissues ~ Normal
F01152 Whole organs and tissues ~ Normal
FO1153 Whole organs and tissues ~ Normal
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Appendix 3-2  Individual necropsy findings of female rats

(Test group 2: bumetrizole group at 2000 mg/kg )

Study No. 402024

Female No. Findings
F01251 Whole organs and tissues  Normal
F01252 Whole organs and tissues  Normal
F01253 Whole organs and tissues  Normal
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