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RAT : MALE
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RAT : FEMALE

APPENDIX A 1-3 CLINICAL OBSERVATION (TWO-WEEK STUDY : SUMMARY)
MOUSE : MALE
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MOUSE : FEMALE
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MOUSE : FEMALE
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RAT : MALE
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RAT : FEMALE

APPENDIX A 3-3 WATER CONSUMPTION CHANGES (TWO-WEEK STUDY : SUMMARY)
MOUSE : MALE

APPENDIX A 3~4 WATER CONSUMPTION CHANGES (TWO-WEEK STUDY : SUMMARY)
MOUSE : FEMALE
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RAT : MALE
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RAT : FEMALE

APPENDIX A 4-3 FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY : SUMMARY)
MOUSE : MALE
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MOUSE : FEMALE
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6-4
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7-4
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APPENDIXES (CONTINUED)

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY :

RAT : MALE

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY :

RAT : FEMALE

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY :

MOUSE : MALE

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY :

MOUSE : FEMALE

GROSS FINDINGS (TWO-WEEK STUDY :

RAT : MALE : DEAD AND MORIBUND ANIMALS

GROSS FINDINGS (TWO-WEEK STUDY :
RAT : FEMALE :

GROSS FINDINGS (TWO-WEEK STUDY :
RAT : FEMALE : SACRIFICED ANIMALS

GROSS FINDINGS (TWO-WEEK STUDY :
MOUSE : FEMALE :

GROSS FINDINGS (TWO-WEEK STUDY :
MOUSE : MALE : SACRIFICED ANIMALS

GROSS FINDINGS (TWO-WEEK STUDY :
MOUSE : FEMALE : SACRIFICED ANIMALS
HISTOLOGICAL FINDINGS :

RAT : MALE : DEAD AND MORIBUND ANIMALS

HISTOLOGICAL FINDINGS :
RAT : FEMALE :

HISTOLOGICAL FINDINGS
RAT : MALE : SACRIFICED ANIMALS

HISTOLOGICAL FINDINGS
RAT : FEMALE : SACRIFICED ANIMALS

HISTOLOGICAL FINDINGS
MOUSE : FEMALE :

HISTOLOGICAL FINDINGS
MOUSE : MALE : SACRIFICED ANIMALS

HISTOLOGICAL FINDINGS :
MOUSE : FEMALE : SACRIFICED ANIMALS

SUMMARY)
SUMMARY)
DEAD AND MORIBUND ANIMALS
SUMMARY)
SUMMARY)
DEAD AND MORIBUND ANIMALS

SUMMARY)

SUMMARY)

NON-NEOPLASTIC LESIONS

NON-NEOPLASTIC LESIONS

DEAD AND MORIBUND ANIMALS

: NON-NEOPLASTIC LESIONS

: NON-NEOPLASTIC LESIONS

: NON-NEOPLASTIC LESIONS

DEAD AND MORIBUND ANIMALS

: NON-NEOPLASTIC LESIONS

NON-NEOPLASTIC LESIONS
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SUMMARY)

SUMMARY)

SUMMARY)

SUMMARY)

(TWO-WEEK STUDY : SUMMARY)
(TWO-WEEK STUDY : SUMMARY)
(TWO-WEEK STUDY : SUMMARY)
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STUDY NO. : 0187
ANINAL ¢ RAT F344
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sigon

Group Name

1-1

1

1-2

1

Administration Week-day
1-3

1

1-4

DEATH

LOCOMOTOR MOVEMENT DECR

HUNCHBACK POSITION

WASTING

SOILED

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 pom

Controt

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 pom
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm
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6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm
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STUDY NO. : 0187
ANIHAL * RAT F344
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

Clinical sign

Group Name

1-1

1

1-2
L,

Administration Week-day
1-3

1

1-4

PILOERECTION

EXOPHTHALMOS

EYE OPACITY

ANTERIOS CHAMBER OPACITY

NOSE HEMORRHAGIC DISCHA

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 pom
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Contral

6250 ppm
12500 ppm
25000 ppm
50000 ppm
160000 pom
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6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm
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STUDY NO. : 0187
ANIHAL * RAT Fa44
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

1-1

1

1-2

1

Administration Week-day
1-3

1

1-4

IRREGULAR BREATHING

ABNORMAL RESPIRATION

BRADYPNEA

SHMALL STOOL

OLIGO-STOOL

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppn
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Contrrol

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control
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25000 ppm
50000 ppm
100000 ppm
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STUDY NO. : 0187
ANIMAL * RAT F344
REPORT TYPE : Al 2

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE = 4
Clinical sign Group Name Administration Week-day
1-1 1-2 1-3 1-4 1-5 1-6 1~7 2-1 2-2 2-3 2-4 2-5 2-6 2-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 [4} 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 4} 0 0 0 0 0 0 0
25000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
100000 ppm 0 0 0 0 0 1 0 0 0 - - - - -
(HAN180) BAIS2



APPENDIX A 1-2

CLINICAL OBSERVATION (TWO-WEEK STUDY: SUMMARY)

RAT @ FEMALE



STUDY NO. : 0187
ANINMAL ¢ RAT F344
REPORT TYPE : Al 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

1-1

1

1-2

1

Administration Week-day
1-3

1

1-4

DEATH

LOCOMOTOR MOVEMENT DECR

HUNCHBACK POSITION

WASTING

SOILED

Controt

6250 ppm
12500 ppm
25000 pem
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm
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STUDY NO. : 0187 CLINICAL OBSERVATION (SUMMARY)
ANIMAL * RAT F344 ALL ANIMALS

REPORT TYPE : A1 2

SEX : FEMALE PAGE ¢ 6
Clinical sion Group Name Administration Week-day
1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3 2-4 2-5 2-6 2-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6250 ppm 1 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100000 ppm 0 0 0 4 5 4 8 6 5 1 1 0 - -
SOILED PERI GENITALIA Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100000 ppm 0 0 0 1 2 2 2 1 1 0 0 0 - -
NOSE HEMORRHAGIC DISCHA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 0 0 ¢ 0 0 ¢ 0 0
25000 ppm 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100000 ppm 0 0 0 0 0 0 7 4 5 1 1 0 - -
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
25000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100000 ppm 0 0 0 0 0 0 0 2 2 0 0 0 - -
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100000 ppm 0 0 0 0 0 0 0 2 2 0 0 0 - -
(HAN1S0)

BAIS2



STUDY NO. : 0187
ANIMAL ¢ RAT F344
REPORT TYPE : A1l 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

1-1

1

1

Administration Week-day

1-2 1-3

1

1-4

BRADYPNEA

SHALL STOOL

OLIGO-STOOL

SUBNORMAL TEMP

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm

Control

6250 ppm
12500 ppm
25000 ppm
50000 ppm
100000 ppm
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APPENDIX A 1-3

CLINICAL OBSERVATION (TWO-WEEK STUDY: SUMMARY)

MOSUE : MALE



STUDY NO. : 0188 CLINICAL OBSERVATION (SUMMARY)
ANINAL + HOUSE BDF1 ALL ANIXALS

REPORT TYPE : A1 2

SEX : MALE

PAGE : 1
Clinical sion Group Name Administration Week-day
1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3 2-4 2-5 2-6 2-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 Q
12500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25000 ppm 0 0 0 0 0 0 [\ 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
100000 ppm 0 0 0 0 0 0 0 0 0 2 2 3 3 3
OLIGO-STOOL Cantrol 0 0 4} 0 0 0 0 7 0 0 0 0 0 0 0
6250 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12500 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
100000 ppm 0 0 0 0 0 0 0 8 8 8 7 7 7 7
(HAN190)

BAIS 2



APPENDIX A 1-4

CLINICAL OBSERVATION (TWO-WEEK STUDY: SUMMARY)

MOSUE: FEMALE



STUDY NO. : 0188
ANIMAL < HOUSE BDF1
REPORT TYPE : A1 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sion

Group Name

1-1

1

1

Administration Week-day

1-2 1-3

1

1-4

DEATH

LATERAL

HUNCHBACK POSITION

WASTING

PILOERECTION

Control

6250
12500
25000
50000

160000

pem
ppm
pRm
ppm
ppPm

Control

6250
12500
25000
50000

100000

ppRm
BRm
ppm
opm
ppm

Control

6250
12500
25000
50000

100000

ppm
ppm
ppm
ppm
ppm

Control

6250
12500
25000
50000

100000

Ppm
pom
ppm
ppm
ppm

Control

6250
12500
25000
50000

100000

pom
ppm
pRm
ppm
ppm
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STUDY NO. : 0188
ANIMAL : MOUSE BDF1
REPORT TYPE : A1 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

1-1

1

1

Administration Week-day

1-2 1-3

1

1-4

SHALL STOOL

OLIGO-STOOL

Control

6250
12500
25000
50000

100000

Ppm
pom
ppm
ppm
ppm

Control

6250
12500
25000
50000

100000

ppm
ppm
ppm
ppm
pom
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APPENDIX A 2-1

BODY WEIGHT CHANGES (TWO-WEEK STUDY:SUMMARY)

RAT : MALE



STUDY NO. : 0187 BODY WEIGHT CHANGES (SUMMARY)
ANTHAL : RAT F344 ALL ANIMALS
UNIT g
REPORT TYPE : A1 2
SEX : MALE PAGE : 1
Group Name Administration week-day.
0-0 1-1 -2 1-4 1-7 2-3 2-7
Control 123+ 4 126 % 4 128+ 5 136+ 5 147+ 7 159% 8 1764+ 10
6250 ppm 123+ 4 127% 4 1284 5 134+ 8 144+ 12 158+ 8 176+ 9
12500 ppm 123+ 4 126+ 4 128+ 4 136+ 4 147+% 5 158% 6 174+ 8
25000 ppm 123+ 4 125k 5 127+ 5 134+ 6 144+ 8 156+ 7 1704 7
50000 ppm 123+ 4 121+ 4x 122+ 4xx 128+ 4x 139+ 4 148+ B 1554 14%x
100000 ppm 123+ 4 114+ 3xx 1054 4xx 95+ Bxx 774 4xx - -
Significant difference *: P = 0.05 %% : P £ 0.01 Test of Dunnett

(HAN260)

BAIS2



APPENDIX A 2-2

BODY WEIGHT CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT @ FEMALE



STUDY NO. : 0187 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL * RAT F344 ALL ANIMALS
UNIT T g
REPORT TYPE : Al 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day
0-0 1-1 1-2 1-4 -7 2-3 2-7
Control 101+ 3 103% 4 103% 3 108+ 3 115% 3 121+ 4 130+ 5
6250 ppm 101+ 3 102+ 5 102 3 106+ 4 114+ 3 . 120% 4 131+ 5
12500 ppm 101+ 3 102+ 3 102+ 3 1054 5 113+ 4 119+ 4 128+ 4
25000 ppm 101+ 3 100+ 4 102+ 3 106+ 2 113£ 2 118+ 2 128% 2
50000 ppm 101+ 3 8+ 3x 99+ 3xx 101+ 3xx 109£ 2xx% 115+ 2wk 122+ Dk
100000 ppm 101+ 3 91+ 2%% 85k 3k 78k 4xx 68+ S5xx 63+ 0 -
Significant difference ; ¥ 1 P = 0.05 *x : P £ 0.01 Test of Dunnmett

? ¢ Significant test is not applied,because No. of data in this group is less than 3.

(HAN260)

BAIS2



APPENDIX A 2-3

BODY WEIGHT CHANGES (TWO-WEEK STUDY:SUMMARY)

MOSUE : MALE



STUDY NO. : 0188 BODY WEIGHT CHANGES (SUMNARY)
ANIMAL  : MOUSE BDF1 ALL ANIMALS
UNIT T g
REPORT TYPE : A1 2
SEX : MALE PAGE : 1
Group Name Administration week-day.
0-0 1-1 1-2 1-4 1-7 2-3 2-7
Control 24.2+ 0.8 23.8+ 0.8 24.0+ 0.7 24.5% 0.7 25.0£ 0.8 25.6% 0.8 26.2+ 0.5
6250 ppm 24.2+ 0.8 23.7+ 1.0 24.2+ 0.8 24.8% 1.0 25.2%+ 0.8 25,7 1.0 26.6+ 1.1
12500 ppm 24,2+ 0.7 23.6+ 0.7 24,0+ 0.5 24.2+ 0.7 24.7t 0.6 25.5& 0.7 26.2% 0.8
25000 ppm 24.2+ 0.8 23.6% 0.8 23.9+ 0.9 24.4+ 0.9 24.8% 0.8 25.4% 1.0 26.3+ 1.1
50000 ppm 24.2+ 0.7 22,9+ 0.9 22.14  1.3%x 24,24+ 0.8 24,6+ 0.7 25.3+ 0.8 26.24 0.7
100000 ppm 24,2+ 0.7 2144 0.7xx 20.6k  0.6%x 20.0E 0.8xx 19.5+  1.3%x 19.94&  2.5%x 18,81+ 2.8%x
Significant difference ; *: P = 0.05 xx 1 P £ 0.01 Test of Dumnett
(HAN260) BAIS 2



APPENDIX A 2-4

BODY WEIGHT CHANGES (TWO-WEEK STUDY: SUMMARY)

MOSUE: FEMALE



STUDY NO. : 0188 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : A1 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day,
0-0 1-1 1-2 1-4 1-7 2-3 2-7
Control 18.3% 0.6 . 18.84 0.6 19.1% 0.7 19.3+ 0.8 18.6% 0.7 20.2& 0.7 20,7 0.6
6250 ppm 19.3% 0.7 17.9% 1.2 1.0+ 0.6 18.7+ 0.9 19.6%+ 0.8 20.4+ 0.7 21.0+ 0.6
12500 ppm 18.3+ 0.6 17.2%  0.7*x 18,74+ 1.1 1.2+ 0.8 19.5% 1.0 20.0£ 0.8 20,7 1.0
25000 ppm 19.3% 0.7 17.2+  0.9%x 18.1+ 1.3 19.1£+ 0.8 19.1% 0.5 18.9+ 1.1 20,7 0.9
50000 ppm 19.3+ 0.8 17.6  0.9%x 8.6 0.5 18.1+ 0.7 19.4%+ 0.7 20.2+ 0.7 20.6% 1.0
100000 ppm 19.3+ 0.7 16.81% 0.7%x 16.0+  0.6%x 15.8% 0.8%x 15.61 1.8%x 16,6 2.0%x 14,89+ 2.3xx
Significant difference ; *: P = 0.00 xk 1 P = 0.01 Test of Dunnett
(HAN260) BAIS2



APPENDIX A 3-1

WATER CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT: MALE



STUDY NO. : 0187 WATER CONSUMPTION CHANGES (SUMMARY)

ANINAL ¢ RAT F344 ALL ANIMALS
UNIT i g
REPORT TYPE : A1 2
SEX : MALE PAGE © 1
Group Name Administration week-day(effective)
1-3(3) 1-7(4) 2-3(3) 2-7(4)
Control 18.4% 1.2 18,7 1.3 19.2% 2.2 19.6£ 2.5
6250 ppm 18,1+ 1.1 17.8%+ 5.6 20.3+ 3.1 20.3+ 1.4
12500 pPm 20.5% 0.9 21.0+ 2.3 20.5% 1.4 20.5+% 1.4
25000 ppm 21.6% 2.1%x 21.4+ 2.6 21.2+ 1.8 21.04k 1.9
50000 ppm 20.5+ 2.8 20.6+& 1.5 22.6%+ 4.9 24,14+ 5.9
100000 ppm 14.2% 2.4 8.0% 4.6 - -
Significant difference ; * : P = 0.05 ** 1 P = 0.01 Test of Dunnett

(HAN260) BAIS 2



APPENDIX A 3-2

WATER CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT: FEMALE



STUDY NO. : 0187
ANINAL * RAT F344

WATER CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT T g
REPORT TYPE : A1 2
SEX ¢ FEMALE PAGE @ 2
Groun Name Administration week-day(effective)
1-3(3) 1-7(4) 2-3(8) 2-7(4)
Control 15.6+ 1.0 6.3+ 0.7 6.3+ 1.3 16.4% 2.2
6250 ppm 6.6+ 1.8 7.7 2.3 18,14k 2.2 18.3% 2.8
12500 ppm 18.0+ 1.5 17.2+ 2.9 18.2+ 1.8 18.4% 1.4%
25000 ppm 17.9£ 2.1 18.8%t 1.6% 17.7+ 1.6 18.0%£ 1.7
50000 ppm 17.9+ 7.1 18.9% 8.0 18.54 3.3 18.7+ 4.3%
100000 ppm 8.6 2.0% 10.5% 2.8 13.5% 3.1 11.3+ 0.0
Significant difference : * 1 P = 0.05 * 1 P £ 0,01 Test of Dunnett

? ¢ Significant test is not applied,because No. of data in this group is less than 3.

(HAN260)

BAIS2



APPENDIX A 3-3

WATER CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

MOUSE: MALE



STUDY NO. : 0188

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT HI"4
REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Group Name Administration week-day{effective)
1-3(3) 1-7(4) 2-3(3) 2-7(4)
Control 4.5+ 0.3 4.6+ 0.4 4,7+ 0.4 4,2+ 0,5
6250 ppm 4.9+ 1.0 4,8+ 1.0 4.8+ 0.9 4.5+ 1.1
12500  ppm 5.1 0.7 5.1 0.8 5.2 0.7 4.7+ 0.8
25000 ppm 5.8 1.5% 5.7 1.1 5.4 1.0 4.8+ 0.9
50000 ppm 5.0+ 0.7 5.6 0.6 5.2 0.3 4.8 0.5
100000 ppm 4,0 1.3 7.94 1.8%x 8.6k 2.8%x 8.3t 2.5
Significant difference ; ¥ 1P =0.05 ** 1 P = 0.01 Test of Dunnett

(HAN260)

BAIS2



APPENDIX 3-4

WATER CONSUMPTION CHANGES(TWO-WEEK STUDY: SUMMARY)

MOUSE: FEMALE



STUDY NO. : 0188
ANIHAL : MOUSE BDF1

WATER CONSUNPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT H"3
REPORT TYPE : Al 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day(effectiue)
1-3(3) 1-7(4) 2-3(3) 2-7(4)
Control 4.2+ 0.4 4.8+ 0.7 4.9+ 0.7 5.1& 1.1
6250 ppm 4,5+ 0.6 5.0 0.4 5.0 0.9 4.7+ 0.4
12500 ppm 4.4+ 0.4 4.9% 0.5 5.2 0.7 4.9+ 0.4
25000 ppm 4.6 0.7 5.5 0.7 5.6 0.4 5.1 0.9
50000 ppm 5.8% 0.6%x 6.0 0.7*x 6.2 0.6%x 5.8 0.8
100000 ppm 4.5+ 0.9 7.9 1.1xx 9.9+ 2.8%x 5.2 3.2
Significant difference ¥ P =0.05 *x 1 P = 0,01 Test of Dunnett

(HAN260)

BAIS2



APPENDIX A 4-1

FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT : MALE



STUDY NO. : 0187 ) FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL s RAT F344 ALL ANIMALS
UNIT g
REPORT TYPE : A1 2
SEX : MALE PAGE © 1
Group Name Adninistration week-day(effective)
1-7(7) 2-7(7)
Control 14.3% 0.5 14.94& 1.1
6250 ppm 13.8+ 1.4 15,3+ 0.9
12500 ppm 14.3%+ 0.5 15,0 0.7
25000 ppm 18.7+ 1.2 14.5% 0.9
50000 ppm 12,12 0.5x%x 12.4% 1.bxx
100000 ppm 3.8& 0.7%x -
Significant difference ¥x 1 P = 0.05 %% : P £ 0.01 Test of Dunnett
(HAN260)

BAIS2



APPENDIX A 4-2

FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT @ FEMALE



STUDY NO. : 0187
ANTHAL : RAT F344

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT t g
REPORT TYPE : Al 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day(effective)
1-7(7) 2-7(7)
Control 1.6+ 0.4 12.0% 0.6
6250 ppm 11.4%+ 0.7 11.8+ 0.8
12500 ppm 11.1+ 1.1 11.9% 0.4
25000 ppm 1.2+ 0.4 11.6x 0.6
50000 ppm 10,2+ 0.4%x 10,7+ 0.3%x
100000 ppm 3.8 0.4xx 3.0+ 0.0 ?
Significant difference 1P =0.05 *x 1 P = 0.01 Test of Dumnett

? ¢ Sionificant test is not applied,because No. of data in this group is less than 3.

(HAN260)

BAIS2



APPENDIX A 4-3

FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

MOSUE : MALE



STUDY NO. : 0188

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al
SEX : MALE PAGE 1
Grous Name Administration week-day(effective)
1-7(7) 2-7(7)
Control 4,1+ 0.3 4,1+ 0.1
6250 ppm 4.1+ 0.3 4.0+ 0.3
12500 ppm 3.9+ 0.2 4,1+ 0.2
25000 ppm 3.9+ 0.2 4,14+ 0.3
50000 ppm 3.8% 0.2%x 4.1+ 0.3
100000 ppm 2.4 0.2xx 3.2t 0.7x
Significant difference ¥ ! P =0.05 *x 1 P = 0.01 Test of Dunnett

(HAN260)

BAIS2



APPENDIX A 4-4

FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

MOSUE : FEMALE



STUDY NO. : 0188

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL s MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 2
Group Name Administration week-day(effective)
1-7(7) 2-7(7)
Control 3.3+ 0.3 3.6 0.2
6250 ppm 3.3+ 0.2 3.6 0.2
12500 ppm 3.3+t 0.2 3.7 0.2
25000 ppm 3.1+ 0.2 3.6 0.2
50000 ppm 3.2+ 0.2 3.6 0.3
160000 ppm 2.2+ 0.3xx 2.7+ 0.6%x
Significant difference 3 *: P = 0.0 *x 1 P = 0,01 Test of Dumnett

(HAN260)

BAIS2






STUDY NO. : 0187

ANIMAL ¢ RAT F344

UNIT t g/ke/day
REPORT TYPE : A1 2

CHEMICAL INTAKE CHENGES

SEX : MALE PAGE : 1
Group Name Administration (weeks)
1 2
Control 0.000% 0,000 0,000 0.000
6250 ppm 0.758+ 0.221 0.718% 0.046
12500 ppm 1.785+ 0.170 1.476%+ 0.059
25000 ppm 3.702%t 0.289 3.089+ 0.206
50000 ppm 7.398%t 0.395 7.935% 2.777
100000 ppm 13.488% 7.411 -
(HAN300) BAIS2



APPENDIX A 5-2

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT : FEMALE



STUDY NO. : 0187 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANINAL © RAT F344 ALL ANTMALS

UNIT P g/ke/day

REPORT TYPE : A1 2

SEX : FEMALE PAGE : 2
Group Name Administration (weeks)
1 2
Control 0.000% 0.000 0.0004 0.000
6250 ppm 0.972+ 0.118 0.878x 0.129
12500 ppm 1.800% 0.278 1.798+ 0.145
25000 ppm 4,180+ 0.407 3.506+ 0.360
50000 ppm 9.092+ 2.615 8.126%k 1.720
100000 ppm 15.524+ 3.987 -

(HAN300) BAIS2



APPENDIX A 5-3

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY: SUMMARY)

MOUSE: MALE



STUDY NO. : 0188

CHEMICAL INTAKE CHENGES

ANINAL : MOUSE BDF1
UNIT tg/%e/day
REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Group Name Administration (weeks)
1 2
Control 0.000& 0.000 0.000% 0,000
6250 ppm 1,188+ 0.234 1.065% 0.245
12500 pom 2.565% 0.421 2.214% 0.388
25000 ppm 5.784£f 1.023 4,548+ 0.785
50000 pom 11.337+ 1.173 9.063+ 0.856
100000 ppm 40,802+ 10.672 34,8134+ 16.210
(HAN300) BAIS2



APPENDIX A 5-4

CHEMICAL INTAKE CHANGES (TWO-WEEK STUDY: SUMMARY)

MOUSE: FEMALE



STUDY NO. : 0188 CHEMICAL INTAKE CHENGES  (SUMMARY)

ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT P g/kg/day
REPORT TYPE : A1 2
SEX : FEMALE PAGE : 2
Group Name Administration (weeks)
1 2
Control 0.000£ 0.000 0.000%  0.000
6250 ppm 1.582+ 0.111 1.399+ 0.112
12500 ppm 3.133%+ 0.293 2.961% 0.267
25000 ppm 7.240% 0.970 6.187% 1.210
50000 ppm 15,543+ 1.581 14,128+ 1.718
100000 ppm 52.131% 11.500 35.806% 23.680

(HAN300) BAIS2



APPENDIX A 6-1

GROSS FINDINGS (TWO-WEEK STUDY : SUMMARY)

RAT : MALE: DEAD AND MORIBUND ANIMALS



STUDY NO.
ANINAL
REPORT TYPE :

+ 0187
¢ RAT F344

Al

GROSS FINDINGS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0- 20)

SEX ¢ MALE PAGE : 1
Group Name Control 6250 ppm 12500 ppm 25000 ppm
Organ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 0 (%)
subcutis dry - (9 - (= - (- - (9
thymus atrochic - (9 - (=) - (=) - ()
red - (9 - (9 - (= - (")
red zone - (9 - (9 - {9 - (-
(HIPT080) BAIS 2



STUDY NO. : 0187 GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name 50000 ppm 100000 ppm
Organ Firdings NO. of Animals 0 (%) 10 (%)
subcutis dry - (=) 10 (100)
thymus atrophic - (9 10 (100)
red - (=) 4 ( 40)
red zone - (= 4 (40)

(HPT080) BAIS2



APPENDIX A 6-2

GROSS FINDINGS (TWO-WEEK STUDY : SUMMARY)

RAT : FEMALE: DEAD AND MORIBUND ANIMALS



STUDY NO. & 0187 GROSS FINDINGS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 6250 ppm 12500 ppm 25000 ppm
Organ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 0 (%)
subcutis dry - (=) - (9 - (= - ()
thymus atrophic - (9 - (=) - () - ()
red - (9 ) - (9 - ()
gl stomach ulcer - () - (9 - (9 - (9
adrenal red - (=) - (=) - (=) - (=)
(HIPT080) BAIS2



STUDY NO. : 01

87

GROSS FINDINGS (SUMMARY)

ANIMAL + RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Group Name 50000 ppem 100000 ppm
Organ Findings NO. of Animals 0 (%) 10 (%)
subcutis dry - { =) 10 {100)
thymus atrophic - (= 9 (90
red - () 4 { 40)
gl stomach ulcer - (9 1 (10)
adrenal red - (9 1 (10
(HPT080) BAIS2



APPENDIX A 6-3

GROSS FINDINGS (TWO-WEEK STUDY : SUMMARY)

RAT : FEMALE: SACRIFICED ANIMALS



STUDY NO.  : 0187

GROSS FINDINGS (SUMMARY)

ANIHAL : RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 1
Group Name Control 6250 pem 12500 ppm 25000 ppm

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)

Liver herniation 1 (10) 0 ( 0 0 (0 0 (0

(HPTO080)

BAIS2



STUDY NO. ¢ 0187 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE 2
Group Name 50000 ppm 100000 ppm

Organ Findings NO. of Animals 10 (%) 0 (%)

Liver herniation 0 (0 - (-

(HPT080)

BAIS2



APPENDIX A 6-4

GROSS FINDINGS (TWO-WEEK STUDY : SUMMARY)

MOUSE: FEMALE: DEAD AND MORIBUND ANIMALS



STUDY NO. : 0188

GROSS FINDINGS (SUMMARY)

ANTHAL ¢ NOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 1
Group Name Control 6250 ppm 12500  ppm 25000 ppm

Organ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 0 (%)

subcutis dry - (9 - {9 - (=) - (=

(HPT080) BAIS2



STUDY NO. : 0188 GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX . FEMALE PAGE : 2
Group Name 50000 ppm 100000 ppm

Organ Findings NO. of Animals 0 (%) 1 (%)

subcutis dry - (= 1 (100)

(HPT080) BAIS2



APPENDIX A 6-5

GROSS FINDINGS (TWO-WEEK STUDY : SUMMARY)

MOUSE: MALE: SACRIFCED ANIMALS



STUDY NO. & 0188

GROSS FINDINGS (SUMMARY)

ANIMAL : NOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : MALE PAGE : 1
Group Name Control 6250 ppm 12500 ppm 25000 ppm

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)

spleen black zone 1 (10 3 (30) 1 (10 1 (10

kidney hvdronephrosis 0 ( 0) 0 (0 0 (0 1 (10

(HPT080) BAIS2



STUDY NO.  : 0188

GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX s MALE PAGE : 2
Group Name 50000 ppm 100000 ppm

Organ Findings, NO. of Animals 10 (%) 10 (%)

spleen black zone 2 (20) 0 (0

kidney hydronephrosis 0 (0 1 (10)

(HPT080) BAIS2



APPENDIX A 6-6

GROSS FINDINGS (TWO-WEEK STUDY : SUMMARY)

MOUSE: FEMALE: SACRIFCED ANIMALS



STUDY NO. : 0188 GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 3
Group Name Control 6250 ppm 12500 ppm 25000 ppm

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)

subcutis dry 0 (0 o0 (0 0 (0 0 (0

thymus atrophic 0 (0 0 ( 0) 0 (0 0 (0

spleen black zone 1 (10) 0 ()] 0 (0 0 (0

(HPT080) ' BAIS2



STUDY NO. : 0188 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANINMALS ( 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE = 4
Group Name 50000 ppm 100000 ppm

Organ Findings NO. of Animals 10 (%) 9 (%)

subcutis dry 0 (0 1 (11

‘thymus atrophic 0 (0 1 {1

spleen black zone 2 (20) 1 (1D

(HPT080)

BAIS2



APPENDIX A 7-1
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

RAT : MALE : DEAD AND MORIBUND ANIMALS



STODY NO.  : 0187

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL 1 RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 6250 ppm 12500 ppm 25000 ppn
No. of Animals 0 0 0 0
A> 2> <3 <& > <G> & b <I> 2> <3 Wb KI> 2> <& b
Organ____ Findings @ & & O ® & ® o @ ® o’ o @ o o
[Hematopoietic system]
bone marrow congestion - - - - ~ - - - - - - - - ~ - -
(220209 (220209 I G I G B G S0
thymus atrophy - - - - - - - - - - - - - - - -
(202009 (202029 SO0 09 O G B G
hemarrhage - - - - - - - - - - - - - - - -
(20 (2020209 -) -) -) -) -) S 0=
spleen atrophy - - - - - - - - - - - - - - - -
(202009 (D (20209 -) - - -) ) = =09
[Digestive system]
‘tongue inflammation - - - - - - - - - - - ~ - - - -
(2202200 (22020209 I I G B S =09
stomach vacuolic change:parietal csll - - - - - - - - - - - - - - - -
(=2 02020 (20209 -) -) -) -) =) {09
[Urinary system]
Kidney mineralization:cortico-medul lary junction - - ~ - - -~ - - - - - - - - - -
(220209 (2020 =09 S0 009
{Endocrine system)] -
adrenal hemorrhage - - - - - - - - - - - - - - - -
(=20 (290" -) - =) -) ) =) (=)
<{1>:Slight <2>:Moderate <3>:Marked <4>:Severs
(HPT150)

BAIS2



STUDY NO.  : 0187 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : MALE ’ PAGE : 2
Group Name 50000 ppm 100000 ppm
No. of Animals 0 3
I> 2> <3 b 1> 2> <& <&
Organ Findings @ ® o o ® % ® »

[Hematopoietic system]

bone marrow congestion - - - - 0 3 0 0
(2020209 0 (00
thymus atrophy - - - - 1 2 0 0

(20220209 (83 (60 ( ) ( O

hemorrhage - - - - 0 0 3 0
(2200 0 C o o (0

spleen atrophy - - - - 2 0 0 0

[Digestive system]

tongue inflammation - - - - 1 0 0 0
(=000 (8) ( 0 C 00
stomach vacuolic change:parietal csll - - - - 2 0 0 0

(20209 (0 C 0 (00

[Urinary system]

kidney mineralization:cortico-medullary junction - - - - 1
(200209 (3000

{Endocrine system]

adrenal hemorrhage - - - - 0 2 1 0

(202009 (0 (67 (33 (0

<1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150) BAIS2



APPENDIX A 7-2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

RAT : FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO. : 0187-

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 6250 ppm 12500 ppm 25000 pem
No. of Animals 0 0 0 0
> 2> B> & 1> 2> <3 <& 1> <@ 3 D > 2> & Wb
Organ_____ Findings ® o & o ® ® ® W ® W % W ® & o W
[Hematopoietic system]
bone marTow congestion - - - - - - - - - - - - - - - ~
(230009 (202009 (22020209 D09
thymus atrophy - - - - - - - - - - - - - - - -
(=000 (20020 (2000 D009
hemorrhage - - - - - - - - - - - - - - - -
(=020 (20009 (2300209 D=0 09
spleen atrophy - - - - ~ - - - - - - - - - - -
(=000 (2220209 (0309 S =009
[Digestive system]
stomach vacuolic change:parietal cell - - - - - - - - - - - - - - - -
(20009 (202009 (=200 S0 009
[Urinary system]
kidney mineralization:cortico-medullary junction - - - - - - - - - - - - - - - -
(2020 (22020209 (=200 I G I G B G
{Endocrine system]
adrenal hemorrhage - - - - - - - - - - - - - - - -
(=009 (=000 (009 =09
<1>:Slisht <2>:Moderate <3>:Marked <4>:Ssuere
(HPT150) BAIS2



STUDY NO. : 0187

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 4
Group Name 50000 ppm 100000 ppm
No. of Animals 0 4
1> K2 <3 <& > <2 & L
Organ Findings @ ® % W @ O W W
[Hematopoietic system]
bone marrow congestion - - - - 0 4 0 0
(=020 (0 0o
thymus atrophy - - - - 0 4 0 0
(=200 ¢ 0o ¢ 0 (0
hemorrhage - - - - 0 0 2 0
(2200 00 (s (0
spleen atrophy - - - - 4 0 0 0
(D009 100y ( 0 C 0 C 0
[Digestive system]
stomach vacuglic change:parietal cell - - - - 0 1 0 0
(2020202 (o(2) (00
[Urinary system]
kidney mineralization:cortico-medutlary junction - - - - 4 0 0 0
(=020 (100 ( O 0 (0
[Endocrine system]
adrenal hemorrhage - - - - 1 2 1 0
(202009 (28) (50) (25) ( 0)
{1>:Slight <4>:Severe

(HPT150)

BAIS2
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STUDY NO.  : 0187 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Control 6250 ppm 12500 ppm 25000 pom
No. of Animals 2 2 2 2
1> <2 B3> < KI> <2> <3 <K& 4> &> <3 <L 1> 2> <3 <&
Organ____ Findings @ & W o ® W & O ® | ® M @ o &
[Hematopoietic system]
thymus hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(80) C 0) C 0 ( 0 (o000 0 Co 0 OO0
[Digestive system]
stomach vacuslic change:parietal cetl 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO QRO RGO B Q)] (000 0000 0Co oo
<1>:Slight <2>:Noderate <(3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO. @ 0187

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL t RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name 50000 pom 100000 ppm
No. of Animals 2 0
K> 2> < > 2> <& W
Organ, Findings @ @& o o ® o o
[Hematopoietic system]
thymus hemorrhage 0 0 0 0 - - - -
(oo (=209
[Digestive system)
stomach vacuolic change:parietal cell 1 0 0 0 - - - ~
(80) ( 0) C 0 ( 0 (23¢9
<1>:Slisht <2>:Moderate <3>:Marked <4>:Severe
(HPT150) BAIS2
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RAT : FEMALE : SACRIFICED ANIMALS



STUDY NO.  : 0187

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 3
Group Name Contrat 6250 ppm 12500 ppm 25000 pom
No. of Animals 2 2 2 2
1> 2> < W D K> B> W D> @ D W KD K> B WD
Organ_____ Findings ® & W O M & W W & & & ® @ o ® W
[Hematopoietic systen]
thymus congestion 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OB Q) B ) I Q)] (80) ¢ (0O o0 (O RGO B Q) B QIR )]
[Digestive system)
stomach vacuolic changs:parietal cell 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (00O ln (0o o0 (000
Liver herniation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(s (OO0 (o0 (oo (o0 (ool
{Urinary system]
kidney mineralization:cortico-medullary junction 2 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
1000 C 0 C 0O ( O (100) C O C 0O (0 (100)y ¢ 0 C 0 C 0) (oo ( 0y C 0 C 0)
<1>:Slight <{2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0187

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name 50000 ppm 100000 ppm
No. of Animals 2 0
1> 2> <3 b 1> (2> B3> <&

Organ___ Findings @ & & W ® & ® o
[Hematopoietic system]
thymus congestion 0 0 0 0 - - - -

(oo oo S0 =09
[Digestive system]
stomach vacuolic change:parietal cell 1 0 0 0 - - - -

(80) C 0O) (0 ( 0 IO I G I G
Liver herniation 0 0 0 0 - - - -

(000 S 0009
[Urirary system}
kidney mineralization:cortico-medullary junction 2 0 0 0 - - - -

(100 ( 0 C O ( O S0 009

<1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150) BAIS2
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STUDY NO. : 0188 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 1
Graup Name Control 6250 ppm 12500 ppm 25000 ppm
No. of Animals 0 0 0 0
1> 2> 3> Wb 1> K2> K3 <& 1> 2> K& b > &> B> WL
Organ Findings ® & o o @ oM % o @ ® o @& ® & o
[Hematopoietic system]
thymus atrophy - - - - - - - - - - - - - - - -
(=020 (2020209 (20209 SO
spleen atrophy - - - - - - - - - - - - - - - -
(300209 (=200~ (=000 S B G B G
[Digestive system)
stomach vacuolic change:parietal cell - - - - - - - - - - - - - - - -
(20009 (209 (009 S0 09
<1>:Slisht <3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO. : 0188

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 2
Group Name 50000 ppm 100000 ppm
No. of Animals 0 1
KI> <2 <& b 1> @ <3 b
Organ____ Findings, ® ® & O @ & o W
[Hematopoietic system]
thymus atrophy - - - - 0 0 1 0
(220009 (000 (o0
spleen atrophy - - - - 1 0 0 0
(22000 ooy ¢ (0 (0
[Digestive system]
stomach vacuolic change:parietal cell - - - - 0 1 0 0
(202009 (0o (o0
<1>:Slight <2>:Moderate <{3>:Marked <{4>:Severe
(HPT150)

BAISZ
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(TWO-WEEK STUDY: SUMMARY)

MOUSE: MALE : SACRIFICED ANIMALS



STUDY NO. s 0188 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 6250 ppm 12500 ppm 25000 ppm
No. of Animals 2 2 2 2
1> 2> B D > D < L A> <2 B <D D D> < W
Organ___ Findings @ @& & o @ ® o ® @ w W W @ @& & ®
[Hematopoistic system]
spleen deposit of melanin 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(00 (80 ( 0 (. 0) ( Q) (80 ( 0 L 03 (O (oo
[Digestive system]
stomach vacuolic change:parietal cell 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 0 (OO0 (RO GO QRO RG] (OCo 00
Liver granutation 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(s) C ) C 0 (0 (500 C O C 0O (0 (s ( OO C 0O CO (a0 ( 00 C O C O
<1>:Slight <2>:Moderate <3>:Marked <4>:Severe
(HPT150) BAIS2



STUDY NO. ¢ 0188 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Group Name 50000 ppm 100000 ppm
No. of Animals 2 2
1> <2> <& <& 1> 2> <3 b
Organ Findings, ® w W W ® & & W

[Hematopoietic system]

spleen deposit of melanin 0 0 0 0 0 0 0 0
(GO RGO B ) BE QI (OO0 e

Dl
Nl

[Digestive system]

stomach vacuolic changeiparietal cell 0 0 0 0 1 0 0 0
(00 Co (50) ( O C (O

Liver granulation 1 0 0 0 0 0 0 0
(50 (0 C0(0 (GO NG B G ) B G

N
oo

ey

<1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150) BAIS2
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HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

MOUSE: FEMALE : SACRIFICED ANIMALS



STUDY NO. : 0188

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ HOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE :
Group Name Control 6250 ppm 25000 ppm
No. of Animals 2 2 2
I> 2> <3 < A> 2> <& b 1> 42> <8 <
Organ Findings @ & ®» o ® | ® O @ & W o
[Digestive system]
stomach ulcer:forestomach 1 0 0 0 0 0 0 0 0 0 0 0
(s0) C0) (0 (0 (OO0 Co oo oo (o0
Liver granulation 1 0 0 0 2 0 0 0 1 0 0 0
(50 ( ) C O ( O (100 C OO C 0 (0 (100) ¢ 0) C 0 ( (50) { 0 C O (0
<1>:Slight <3>:Marked <{4>:Severs

(HPT150)

BAIS2



STUDY NO.  : 0188

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Group Name 50000 ppm 100000  ppm
No. of Animals 2 2
I> <2> <3 <D <I> 2> <3 <&
Organ_____ Findings @ W W W @ & W o
[Digestive system]
stomach ulcer:forestomach 0 0 0 0 0 0 0 0
(0o CoCo (OO0
Liver granulation 2 0 0 0 0 0 0 0
o ¢ 000 (OCOCo (0
<1>:Slight <3>:Marked <4>:Severe

(HPT150)

BAIS2






IDENTITY OF 1,3,5,7-TETRAAZATRICYCLO[3.3.1.1% "]JDECANE PERFORMED AT THE JAPAN
BIGASSAY LABORATORY (TWO-WEEK STUDIES)

Lot no. DSJ7468
1. Spectral data

Mass Spectrometry

Instrument : Hitachi M-80B
Ionization : EI(Electron lonization)

Ionization Voltage : 70eV

TATCD(0SJ7468)
SAMPLE NG. @ 2004 SCAN NO. ! 13-1 TIMES(MIND: (.0

=]
o
-

100

70.9
84

o
0
- r .10
Jo o
4 * S
. <
- o -
e 1 [
I3 L T T T

4] Ty
s} 100 200

o 27.8

Mass Spectrum of 1,3,5,7-Tetraazatricyclo[3.3.1.1% 7Jdecane

Result:

Molecular Weight

Theoretical Value 140.1(Calculated)

Determined 140.0



Infrared Spectrunm

Instrument Hitachi 270-30
Cell : KBr

Stit : Medium

RSN N
i i
e

4000 3509 3900
WAVEMUMBER CM -1

Infrared Spectrum of 1,3,5,7-Tetraazatricyclo[3.3.1.1% "Jdecane

Results:
Wave Number (CM™')

Determined Literature Value

480~ 530 480~ 530
640~ 700 640~ 700
780~ 830 780~ 830
910~1100 910~ 1100
1200~1270 1200~1270
1350~ 1420 1350~ 1420
1420~1490 1420~ 1490
2800~ 3000 2800~ 3000

(Performed by the WAKO
PURE CHEMICAL INDUSTRIES,
LTD.)

2. Conclusions: The result of the mass spectrum agreed with the theoretical
value and the infrared spectrum agreed with the literature value.
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STABILITY OF 1,3,5,7-TETRAAZATRICYCLO[3.3.1.1% "]JDECANE AT THE JAPAN BIOASSAY
LABORATORY (TWO-WEEK STUDIES)

Lot no. DSJ7468

1.Sample storage: 1,3,5,7-Tetraazatricyclo[3.3.1.1% "Jdecane was stored for about
8 weeks at 5°C,

2. Infrared Spectrum

Instrument : Hitachi 270-30
Cell : KBr

Slit : Medium
Results:

Wave Number (CM™1)

11/08/91 12/17/91
480~ 530 480~ 530
640~ 700 640~ 700
780~ 830 780~ 830
g10~1100 g10~1100

1200~1270 1200~1270
1350~ 1420 1350~ 1420
1420~ 14990 1420~ 1490
2800~3000 2800~3000

3. Conclusions: No notable differrence was observed between infrared spectrums
of pre- and post-examination of the study.
Consequently, 1,3,5,7-tetraazatricyclo[3.3.1.1% “Jdecane was stable as the
chemical when stored for about 6 weeks at 5°C.






ANALYSIS OF 1,3,5,7-TETRAAZATRICYCLO[3.3.1.1 7]JDECANE CONCENTRATION IN DRINKING WATER OF THE TWO-WEEK STUDIES

(Rat)
Concentration of 1,3,5,7-Tetraazatricyclo[3.3.1.1% "Jdecane in Drinking Water
for Target Concentration(ppm)
6250 ( a ) 12500 ( a ) 25000 ( a ) 50000 ( a ) 100000 ( a )
6403.6(102.5) 12880.1(103.0) 25561.8(102.,2) 51397.3(102.8) 107539.8(107.5)
{(Mouse)

Concentration of 1,3,5,7-Tetraazatricyclo[3,3.1.1% "]decane in Drinking Water
for Target Concentration(ppm)

6250 ( a ) 12500 ( a ) 25000 ( a ) 50000 ( a ) 100000 ( a )

6131.4( 88.1) 12499.2(100.0) 25693.3(102.8) 51292.0(102.86) 88991.2( 98.0)

(a) Percent of target concentration

Analytical method: The sample were analyzed by the Ultra Violet Spectrophotometry,

Instrument : SHIMADZU UV-240 ‘ Slit 2 nm
Cell : 10 mm Cell Range 0 - 2
Solvent : Distilled Water Wave Length : 200 nm
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STABILITY OF 1,3,5,7-TETRAAZATRICYCLO[3.3.1.,13 "]DECANE IN DRINKING WATER OF THE TWO-WEEK STUDIES

(Rat)
Concentration of 1,3,5,7-Tetraazatricyclo[3.3.1.1% “Jdecane in Drinking Water
for Target Concentration(ppm)
Date 6250 ( b ) 100000 ( b )
11/08/91 (a) 6022.7(100) 102759.8(100)
11/12/91 _ 6112.9(101.5) 97507.7( 94.9)
(Mouse)
Concentration of 1,3,5,7~Tepraazatricyclo[3.3.1.13‘7]decane in Drinking Water
for Target Concentration(ppm)
Date 6250 ( b ) 100000 ( b )
11/08/91(a) 6022.7(100) 102759.8(100)
11/12/91 5983.5( 99.3) 96453.2( 93.9)

(a) Date of preparation
(b) Percent of concentration on preparation day

Analytical method: The sample were analyzed by the Ultra Violet Spectrophotometry.
Instrument : SHIMADZU UV-240 Slit 2 nn

Cell : 10 mm Cell Range : 0 -2
Solvent : Distilled Water Wave Length : 200 nm



