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APPENDIX C 1-1

CLINICAL OBSERVATION (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:MALE



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0057

STUDY NO.
ANINAL

* RAT F344

13

Al

REPORT TYPE

1

PAGE :

+ MALE

SEX

Administration Week-day

0-0

Group Name

Clinical sion

9-7 10-7 11-7 12-7 13-7

8-7

2-7 3-7 4-7

1-7

Cantral

LOCOMOTOR MOVEMENT DECR

<

24.7 ppm

74.1 ppm

222
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2000

pem
M
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<

Control

HUNCHBACK POSITION

>

24.7 ppm

<

74.1 ppm

(= o)

ppm
ppm
ppm

222
867
2000

Control

WASTING

24.7 ppm

74,1 ppm
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667
2000

pem

Control

COLORED

24.7 ppm

74.1 ppm

222
667
2000

pRm
pem
ppm

Control

PILOERECTION

24.7 ppm

74.1 ppm

222
667
2000

ppm

pPm
ppm

BAIS2

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0057

STUDY NO.
ANIMAL

© RAT F344

13

REPORT TYPE : Al

2

PAGE :

T MALE

SEX

Administration Week-day

Group Name

Clinical sign

8-7 10-7 11-7 12-7 13-7

8-7

-7 2-7 3-7 4-7

0-0

Control

TRAUNA

24.7 ppm

74.1 ppm
222

667
2000

opm
ppPm
pPPm

Control

SOILED PERI GENITALIA

24.7 ppm

O oo

OO DO

74.1 ppm
jeiei]
ppm-
PPm

222
667
2000

Control

GUY

24.7 ppm

74.1 ppm

222
667
2000

opm
ppm
ppm

Control

EYE HEMORRHAGIC DISCHA

24.7 ppm

74.1 ppm

222

ppm

<

Ppm
Bpm

667
2000

Control

SORE OF SOLE

24.7 pem

74.1 ppm

(o]

ppm

667
2000

10

10

pEm

BAIS2

(HAN180)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

: 0057

STUDY NO.
ANTHAL

¢ RAT F344

REPORT TYPE : Al 13

3

PAGE

¢ MALE

SEX

Administration Week-day

0-0

Group Name

Clinical sign

10-7 11-7 12-7 13-7

-7

7-7

2-7 37

1-7

Control
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24.7 ppm
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DO oW

74.1 ppm
222 PPm
667 el

24.7 ppm
2000

Control

ANEMIA

10
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10 10 10 10 10 10 0 10 10 10 10
10 10 10 10 10 10 10 10 10 10
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10
10

ppm

Control

LOOSE STOOL

<

24.7 ppm

74.1 ppm
222

867
2000

pem
ppm

Ppm

(=]

Control

SALIVATION

<

24.7 ppm

DO

74.1 ppm
pPm

222

[ g o]

ppm
ppm

667
2000

BAIS2

(HAN180)



APPENDIX C 1—-2

CLINICAL OBSERVATION (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:FEMALE



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0057

STUDY NO.
ANTMAL

¢ RAT F344

13

REPORT TYPE : Al

4

PAGE :

: FEMALE

SEX

Administration Week-day

0-0

Group Name

Clinical sion

11-7 12-7 13-7

10-7

S-7

8-7

4-7

3-7

1-7

Control

COLORED

24.7 pom

74.1 pem
222

667
2000

jsie]
ppm
ppm

10

10

Control
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24.7 ppm

74.1 ppm
222

667
2000

ppm
ppm

pem

Control

LOSS OF HAIR

24.7 ppm

<

74.1 ppm

222
867
2000

jereit]
=2
Ppm

Control

SOILED PERI GENITALIA

24.7 ppm

74.1 ppm

SIS

PPm
ppm
PP

222
667
2000

Control

LACRYMATION

24.7 ppm

=

74.1 ppm
222

667
2000

(=

ppm

pPPm

PP

BAIS2

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

¢ 0057

STUDY NO.
ANTHAL

: RAT F344

Al 13

REPORT TYPE

5

PAGE

¢ FEMALE

SEX

Administration Week-day

0-0

Group Name

Clinical sign

9-7 10-7 11-7 12-7 13-7

8-7

2-7

-7

Control

GUM

24.7 ppem

74.1 pem

222
667
2000

pem
ppm
ppm

<

Control

EYE HEMORRHAGIC DISCHA

-

24.7 ppm
74.1
222

<

ppRm
ppm

<

[ =]

ppm
o]

867
2000

Control

SORE OF SOLE

24.7 ppm

74.1 ppm

222
667
2000

ppm
ppm

pEm

Control

NOSE HEMORRHAGIC DISCHA

24.7 ppm

74.1 ppm

222

pPm
ppm
ppm

667
2000

Controt

ANEMIA

24.7 pem

74.1 ppm

222
667
2000

10
10
10

10
10
10

10
10
10

10
10
10

10
10
10

Ppm

10
10

10 10 10 10 10 10 10
10 10 10 10 10 10

10

pEm
ppm

BAIS2

(HAN180)



STUDY NO. : 0057
ANTHAL : RAT F344
REPORT TYPE : Al 13

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE :

8
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1
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1
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Control
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APPENDIX C 1-3

CLINICAL OBSERVATION (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:MALE



PAGE : 1
9-7 10-7 11-7 12-7 13-7

8-7

-1

3-7

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

2-7

Administration Week-day
1-7

0-0

ppm
pem
pRm
ppn

74.1 ppm
222
667

Control
2000

Group Name
6000

© 0058
+ MOUSE BDF1

STUDY NO.

ANIMAL

REPORT TYPE : Al 18
SEX ¢ MALE

Clinical sion
HUNCHBACK POSITION

OO DO

[~ N -1

[o- gl o N o 3 =]

(== Ne Ne

74.1 ppm
PRm
ppm
ppm

Control
222
667

2000

TREMOR

<

pPm

6000

OO O D

Ppm
ppm

Control
74.1 ppm
222

667

2000

WASTING

BAIS2

pem
et
ppm
pRm
ppi
pPm
pRm
pPm
pom
pRm

74.1 ppm

74.1 ppm
222

667
2000

222

6000
Control

6000
Control
667
2000
6000

LOSS OF HAIR
(HAN180)

COLORED



STUDY NO. : 0058 CLINICAL OBSERVATION (SUMMARY)
ANTMAL ¢ NOUSE BDF1 ALL ANIKALS
REPORT TYPE : Al 13

SEX : MALE PAGE : 2
Clinical sign Group Name Administration Week—day
0-0 1-7 2-7 3-7 4-7 5-7 6-7 7-7 8-7 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1. 1 1 1 1 1 1 1 1
SOILED PERI GENITALIA Cantrol 0 0 0 0 0 0 0 1 1 1 0 0 0 0
74.1 ppm 0 0 0 0 1 0 1 0 1 0 2 1 2 1
222 epm 0 0 0 1 4 3 2 1 2 3 6 3 3 2
667 ppm 0 0 0 0 1 0 0 1 2 0 0 1 1 0
2000 jeiel] 0 0 0 2 2 2 3 1 2 3 3 3 4 0
6000 ppPm 0 0 1 0 1 0 0 1 1 2 2 2 3 1
ANENIA Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
74.1 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
222 - pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
667 ppM 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 3 3 7 9 9 10 10 10 10 10 10
8000 jsiei)] 0 10 10 10 10 10 10 10 10 10 10 10 10 10

(HAN180) _ BAIS2



APPENDIX C 1-4

CLINICAL OBSERVATION (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE: FEMALE



CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

¢ 0058

STUDY NO.
ANTHAL

: MOUSE BDF1

Al 138

REPORT TYPE

3

PAGE :

: FEMALE

SEX

Administration Week-day

Group Name

Clinical sign

9-7 10-7 117 12-7 18-7

8-7

1-7 2-7 3-7 4-7

0-0

Contrat

DEATH

<

fed

74.1 ppem

222
667
2000
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ppm
PPm
opm
PpPm

Control

LOCONOTOR MOVEMENT DECR

74.1 ppm
222

867
2000

ppm
ppm
ppm
oPm

5000

Control

LATERAL

74.1 ppm

pem
ppPm
ppm

667
2000
6000

(== o o]

E5§
aaaoQ

~

O —
.

tY¥NEG
(=} [T

[

=

(=]

g

[

=

[ %]

(o)

[~%)

=3

&)

g

2

2

[ &)

=

=

=

<

ppm
pPm

2000

6000

Control

WASTING

74.1 ppm

222
667
2000
6000

pEm
pom

ppm
ppm

BAIS2

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

+ 0058

STUDY NO.
ANINAL

+ HOUSE BDF1

13

t AL

REPORT TYPE

4

PAGE :

: FEMALE

SEX

Administration Week-day

Group Name

Clinical sion

8-7 10-7 11-7 12-7 13-7

8-7

1-7 2-7 3-7 4-7 5-7

0-0

Control

SOILED

74.1 ppm

222
867
2000
6000

ppm
ppem
Ppm

prm

Control

PILOERECTION

(=4

74.1 ppm

222

<

ppm

(== )

pem
ppM
PR

667
2000
6000

Control

LOSS OF HAMR

74.1 ppm

ppm

867
2000
6000

=]
Ppm

Control

TRAUNA

74.1 ppm
222

667
2000

ppm

pom
ppm
ppm

6000

Controt

ANEMIA

74.1 ppm

222
667
2000
6000

ppm
peEm
ppm
ppm

10

10

10

10

10

10

10

10

10

10

10

10
10

10
10

10

10

10

BAIS2

(HAN18O)



STUDY NO. : 0058 CLINICAL OBSERVATION (SUMMARY)
ANTHAL ¢ MOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 13

SEX : FEMALE PAGE : 5
Clinical sign Group Name Administration Week-day
0-0 1-7 2~7 3~7 4-7 5-7 6-7 77 8-7 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
SALIVATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
74.1 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
222, pPm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
667 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 pPm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6000 jiei] 0 0 0 0 0 0 0 1 0 0 0 0 0 0

(HAN190) BAIS2



APPENDIX C 2-1

BODY WEIGHT CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT :MALE



STUDY NO. : 0057 BODY WEIGHT CHANGES (SUMMARY)
ANTHMAL ¢ RAT F344 ALL ANIMALS
UNIT T g
REPORT TYPE : Al 13
SEX : MALE PAGE ¢+ 1
Group Name Administration week-day,
0-0 1~7 2-7 3-7 4-7 57 6-7

Control 128% 4 163+ 8 1964+ 10 224+ 8 244+ 10 2624+ 10 272+ 11

24.7 ppm 129+ 4 164+ 6 198+ 8 226+ 7 246+ 6 266% [ 280+ 7

74.1 ppm 129+ 4 1661 6 202% 7 228% 9 248+ 6 266+ 6 278+ 5}

222 opm 129+ 4 164+ 8 199+ 7 227+ 5 248+ 5 268+ 5 283+ 6

667 ppm 128+ 4 159+ 6 194+ 7 221 % 7 242+ 8 262+ 11 277+ 11
2000 ppMm 129+ 4 132 19%x 161 22%x 187+ 22%x 211 20%x 226+  40% 242+ 30

Sienificant difference ¥ P < (.05 * 1 P £ 0.01 Test of Dunnett

(HAN260) BAIS2



STUDY NO. : 0057 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANIMALS
UNIT t g
REPORT TYPE : A1 13
SEX : MALE PAGE : 2
Graup Name Administration week—day.
77 8-7 9-7 10-7 11-7 12-7 13-7

Control 285+t 11 283+ 12 303 13 308+ 15 3154+ 15 321+ 15 326+ 16

24.7 ppm 203t 10 304 1 34t 12 324+ 13 334+ 18% 3414 14xx 347+ 13#x

74.1 ppm 293+ 7 301+E 7 310E 7 318+ 7 3264 6 332L 7 339+% 6

222 ppm 289+ 25 305+ 9 316+ ] 326+ 1lx 334 12% 341+t 12%x 349+ 12xx

667 pPm 280+ 12 303+ 13 313% 13 323+ 13 330+ 15 338+  16% 3444 16%
2000 ppm 259+ 22 273 20 286L 17« 297+ 16 306+ 15 314+ 16 3174 15

Significant difference ; * 1 P = 0.0 % P < 0.01 Test of Dunnett

(HAN2860) BAIS2



APPENDIX C 2-2

BODY WEIGHT CHANGES

(THIRTEEN—-WEEK STUDIES:SUMMARY)

RAT: FEMALE



STUDY NO. @ 0057 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANIMALS
UNIT g
REPORT TYPE : A1 13
SEX : FEMALE PAGE : 3
Group Name Administration week—day.
0-0 1-7 2= 3-7 4-7 5-7 6-7

Controt 100+ 4 117+ 5 131+ 6 142k 8 149+ 8 158+ 10 1644+ 12

24.7 ppm 100+ 5 118% 5 132% 6 144+ B 152+ 6 162+ 7 168+ 7

74.1 ppm 100+ 5 1174 5 131+ 5 142+ 6 1504 5 161L 7 168+ 7

222 ppm 100£ 4 115+ 4 128+ 4 140+ 5 147+ 7 158+ 6 165+ 8

667 ppm 100+ 5 118+ 4 126+% 3 139+ 5 148 % 5 156 % 7 165+ 7
2000 jeei] 100t 5 100+ Sxx 114+ Txx 126 10%x 136% 8xx 145+ Txx 151% TH%

Sionificant difference x 1 P = 0.05 * 1 P = 0,01 Test of Dunnett

(HAN260) BAIS 2



STUDY NO. : 0057 BODY WEIGHT CHANGES (SUNMARY)

ANIHAL : RAT F344 ALL ANINALS

UNIT i g

REPORT TYPE : Al 13

SEX : FEMALE PAGE : 4

Group Name Adninistration week-day.

77 8-7 g-7 10-7 11-7 12-7 13-7

Control 169+ 14 173+ 15 173+ 15 178+ 16 181+ 17 185+ 17 187+ 17
24.7 ppm 174+ 8 178+ g 183+ 10 187+ 9 190+ 10 183+ 10 192+ 11
74.1 ppm 173k 8 179+ 8 183k 7 186+ 8 189+ 8 1924 8 ' 193+ 8
222 pem 170+ 11 177+ 12 179+ 13 184+ 12 187+ 12 190+ 11 192+ 12
667 jeieii] 1694 g 176% 8 180+ 10 184+ 9 186 % 7 1904+ 9 181+ 7

2000 pPm 157+ 6 183% 7 1654 7 171+ 7 173+ 7 176 8 178+ 9

Significant difference ; ¥ 1 P = 0.05 ¥ ¢ P = 0,01 Test of Dunnett

(HAN260) BAIS2



APPENDIX C 2-3

BODY WEIGHT CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:MALE



STUDY NO. : 0058 BODY WEIGHT CHANGES (SUMKARY)
ANTHAL + MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al 13
SEX : MALE PAGE ¢ 1
Group Name Administration week-day.
0-0 1-7 2-7 37 4-7 5-7 6-7

Control 22.7% 0.8 22.8t 1.7 25.5+ 1.2 26.1% 1.3 27.1+ 1.6 27.9% 1.4 28,4+ 1.5

74.1 ppm 22.6+ 0.9 23.3% 1.4 25.8 1.0 26.6%+ 0.8 27.3t 1.0 27.7% 1.0 28.5% 1.3

222 pem 22.7t 0.8 23.4+ 1.8 25.2% 1.0 25,9+ 1.0 26.9+ 1.4 277+ 1.4 28.9+ 1.6

667 ppm 22.7+ 0.8 22.7+ 1.2 25.2+ 1.2 25.6+ 1.8 27.3 1.8 27.4% 1.6 28.2%+ 1.5
2000 ppm 22.7 0.8 23.2+ 0.8 24,4+ 0.7 25,1+ 1.1 26.4%+ 1.1 26.3% 1.0 27.54+ 1.1
6000 pem 22.7+ 0.9 20,2+ 1.1wx 20,4+ 1.2%x 21.0F 1.5%x 22,641 1.8xx 22.9% 2.3%x 24.2+ 2.1%x

Sienificant difference ;5 % : P = 0.05 ** 1 P = 0.01 Test of Dumnett

(HAN260) BAIS2



STUDY NO. : 0058 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL + MOUSE BDF1 ALL ANINALS
UNIT :
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Administration week-day
77 8-7 97 10-7 117 12-7 13-7

Control 28.24+ 1.3 30.0+ 2.0 30.3f 2.2 31.1% 2.2 30.74& 2.0 32.2+ 2.4 33.1 2.2

74.1 ppm 28.8% 1.3 30.6+ 1.3 30.7% 1.4 32.4% 1.3 32.2+ 2.5 33.7£ 1.9 33.8+ 1.8

222 pem 29.6% 1.9 30.7+ 2.0 31.0x 1.8 32.5+ 2.2 32.0+ 2.1 33.7 2.2 34.9+ 2.4

667 pPm 28.54+ 2.1 30.5% 2.1 30.9% 2.3 32.2+ 2.6 31.9% 2.8 33.6& 2.8 3b.4E 2.9
2000 ppm 28.0% 1.2 28.8t 1.4 29.04+ 1.5 30.2+& 1.4 28.6% 1.9 31.4% 1.6 32.5% 2.0
6000  ppm 25.1% 1.7%x 26.4%  2.0%x 28.7L  2.4%x 27,1+ 2.1%x 27.6+ 1.8 27. 7+ 1.8%x 28.2+ 1.9%x

Significant difference * 1 P = 0.05 ** 1 P = 0,01 Test of Dunnett

(HAN260) BAIS2



APPENDIX C 2-—-4

BODY WEIGHT CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:FEMALE



STUDY NO. : 0058 BODY WEIGHT CHANGES (SUMMARY)
ANIHAL : MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Administration week—day.
0-0 1-7 2-7 37 4-7 5-7 6-7
Control 18.1+ 0.6 19.2+ 0.6 19.8+& 0.4 20,1+ 0.8 20,1+ 1.5 20.8+ 0.6 22.0+& 1.0
74.1 ppm 18.1%+ 0.6 19.4+ 0.8 20.1%& 0.7 20.24+ 0.8 20,2+ 1.0 21.3% 1.1 22.1+ 1.0
222 Ppm 19,1+ 0.8 19.8% 0.7 20.2+ 0.9 20.7+ 1.2 20,24 1.2 21.4E1 0.7 22.9% 1.2
667 e 19.1+ 0.6 1.7+ 0.5 20.2+% 0.4 20.1% 0.7 21,1+ 1.3 21.6+& 1.0 22.6+ 0.7
2000 ppm 19.1+ 0.8 183.64 0.5 20.3+% 0.8 20.6% 0.6 20,9+ 1.1 22.5Ef 0.6xx 22.84% 0.9
6000 BRm 18.1+ 0.6 15.84% 0.7xx 17.0£  0.8xx 17.94  0.9xx 1.1+ 1.1 18.61& 1.1x 20.3% 1.2%%
Significant difference ; x 1 P = 0.05 * ! P S 0.01 Test of Dunnett

(HAN260)

BAIS2



STUDY NO. : 0058 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Administration week-day,
7-7 8-7 9-7 10-7 11-7 12-7 13-7

Control 21.9+& 1.0 22,4+ 1.0 22.8% 1.0 23.7+ 1.2 22,0 1.1 24,24+ 1.0 24.3% 1.6

74.1 ppm 22.5% 1.0 23.3+ 1.2 23,7+ 1.0 24.4% 1.5 23.4% 0.8 25.6x 0.9 25.7+ 1.5

222 pem 23.0f 1.6 23.61+ 1.4x 23.0+& 3.8 25.2+ 1.8 24,6 2.0%x 26.0%+ 1.7 26.4% 2.6

667 ppm 23.1 1.0 23.4%+ 0.8 23.8% 1.0 24,7+ 1.2 24,04 1.5%x 25.9+ 1.7 26.0+ 1.7
2000 Pem 23.3% 1.2% 23.6% 0.9 24.2% 1.2 25.2+ 1.0 24.41% 1.3%x 25.5% 0.9 25,7 1.3
6000  ppm 20.7+ 0.9 21.0& 1.0% 21.5+ 1.0 21.9%+ 1.0x 22.6+ 0.9 22.8+ 0.7 23.0+ 0.8

Significant difference * 1 P = 0,05 ** : P = 0.01 Test of Dunnett

(HAN260) BAIS2



APPENDIX C 3-1

FOOD CONSUMPTION CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:MALE



STUDY NO. : 0057
ANTHMAL ¢ RAT F344

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT T g
REPORT TYPE ¢ Al 13
SEX : MALE PAGE ¢ 1
Group Name Administration week-day (effective)
1-7(7) 2-7(T) 3-7(7) 4-7(7) 5~7(7) 6~7(7) 7-1(T)

Controt 13.6% 0.9 14.4% 0.9 15.4x 0.9 15.0£ 0.8 15.1+ 0.8 14,8 0.8 14,5+ 0.8

24.7 ppm 14.04+ 0.8 15,01+ 0.8 15.8% 0.5 5.7 0.7 15,8 0.4 15.8+ 0.6 15.3% 1.0

74.1 ppm 14.44 0.8 15.84 0.9%x 5.8 0.7 6.1 0.5*x 5.8 0.7 15,7 0.8 15.54+ 0.7

222 ppm 13.9+ 0.6 15.0%+ 0.6 16.2x 0.5 16.2& 0.6 16,5k 0.5%x 16,7 0.7xx 15,3+ 3.9%x

667 ppm 12.7+ 0.4 14.7% 0.5 5.7 0.7 16,0 0.8% 6.2 1.3 16,54 1.0%x 16.31+  0.9%x
2000 Ppm 8.6k 1.9%x 12.3%  1.2x%x 13.2  0.7xx 14,14 1.0% 14,1 2.4 14.3% 1.6 14.9% 0.9

Significant difference ; *3:P = 0.05 *x ¢ P £ 0.01 Test of Dunnett

(HAN260) BAIS2



STUDY NO. : 0057
ANIMAL ¢ RAT F344
UNIT g
REPORT TYPE : Al 13

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE ¢ 2
Group Name Administration week-day(effective)
8-7(7) 9-7(7) 10-7(T) 11-7(7) 12-7(7) 13-7(7)

Control 14.1+% 1.0 14.0k 1.0 13.8 0.9 13.8+ 1.0 13.7 0.8 13.24+ 1.1

24.7 ppm 15.4%+ 1.2 15.1+ 1.1 15.56% 1.2%x 15.4% 0.8%x 15.34  0.6%x 14.64  0.6%x

74.1 ppm 15,64 1.1ix 14.7+ 0.8 14.8% 0.7 14,9+ 0.7x 15.0& 0.7% 14,5+ 0.6%

222 Prm 16.64 1.5%x 16,11  1.4%x 15.74  0.8%x 15,7+ 1.0%x 16.2+ 1.2%x 15.54 1.0%x

667 ppR 16.4%  1.0%x 15.8+ 0.8%x 16.3%  1.1x 16,14 1.1%x 16,24+ 1.1xx 15,41+  1.0%x
2000 ppm 15.5+ 1.2% 15.64+ 1.5% 15,8 1.1%x 15,84+ 1.2 16.1E£ 1.3« 15.4L 1.4%x

Significant difference : * ¢ P < 0.0 % : P S 0,01 Test of Dunnett

(HAN260) BAIS2



APPENDIX C 3-2

FOOD CONSUMPTION CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:FEMALE



STUDY NO. : 0057
ANTHAL * RAT F344

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT T g
REPORT TYPE : Al 13
SEX : FEMALE PAGE : 3
Group Name Administration wesk-day (effective)
1-7(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Control 10.7£ 0.7 10.5+ 0.8 10.8+ 1.4 10.3+ 0.9 10.3% 0.9 10.4+ 1.3 10.1+ 1.2
24.7 ppm 1.1+ 0.7 10.7£ 0.6 10.9+ 0.6 10.6+ 0.7 11.0£ 1.0 10.94+ 0.7 11.4+ 1.4
74.1 ppm 1.1+ 0.8 10.8+ 0.5 11.5% 1.3 10.9+ 0.5 11.4+ 0.5% 12.3+ 2.6% 1.2+ 0.8
222 je o] 10.6+ 0.6 10.5+ 0.8 1.0k 0.7 10.6+ 0.9 11.6+ 1.2% 11.04 0.8 11.34 1.1
667 PRm 9.5+ 0.5%x 10.5= 0.6 10,7 0.8 10.8+ 0.6 10.8t 1.0 11,34+ 0.9 1.0+ 1.0
2000 pRm 6.4 0.4%x 9.4%  0.7%x 9.7+ 1.5 10.8+ 2.5 10.8+ 1.8 10.6 1.5 11.1£ 2.0
Sionificant difference ; ¢ P = 0,05 ** : P = 0,01 Test of Dunnett

(HAN260)

BAIS2



STUDY NO. : 0057
ANIMAL ¢ RAT F344

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT i g
REPORT TYPE : A1 13
SEX : FEMALE PAGE : 4
Group Name Administration week-day (effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)
Control 9.7+ 1.2 10.4% 3.1 0.2+ 2.8 10.2+ 2.3 10.3% 2.3 9.8+ 2.8
24.7 ppm 11.0% 1.2 1.3+ 1.3 1.1+ 0.6 11.7+ 2.5 11.4% 3.0 10.0% 0.9
74.1 ppm 11.4% 1.0%x 11.0% 0.7 1.7+ 2.8 1.2+ 1.4 10.7+ 0.9 10.7+ 1.2
222 ppm 12,14 2.3%x 11.83+ 2.2 1.2+ 1.4 10.8+ 0.7 1.2+ 1.2 10.6%+ 0.8
867  ppm 11.8% 1.3 1.2+ 1.1 1.6+ 1.3 11.5% 1.1 11.4% 1.1 1171 1.9%x
2000  ppm 10,4+ 0.7 1.4+ 3.9 1.8+ 3.8 12.5+ 3.8 10,7+ 1.1 11.5% 2.9

Significant difference

*: P < 0.05 ** 1 P < 0.01

Test of Dumnett

(114N260)

BAIS2



APPENDIX C 3-3

FOOD CONSUMPTION CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:MALE



STUDY NO. : 0058 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ NOUSE BDF1 ALL ANIMALS
WNIT H
REPORT TYPE : Al 13
SEX : MALE PAGE ¢ 1
Group Name Administration week-day (effective)
1-71(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-71(7)

Control 3.6 0.5 4.2+ 0.3 3.7t 0.3 3.5+ 0.3 3.6 0.3 3.5+ 0.3 3.8t 0.4

74.1 ppm 3.8% 0.5 4,2+ 0.5 3.9% 0.4 3.9% 0.5% 3.7 0.4 3.7t 0.4 3.7t 0.4

222 pem 4.0+ 0.4 4,24+ 0.2 3.9& 0.2 3.9+ 0.3% 3.7+ 0.2 4.0+ 0.2%x 3.9+ 0.3

667 Ppm 3.6 0.3 4.1+ 0.4 3.7t 0.2 3.9+ 0.2 3.4+ 0.3 3.7t 0.2 3.9+ 0.4
2000 pem 3.6 0.4 3.7 0.3 3.7 0.2 3.8+ 0.2 3.5 0.3 3.7 0.3 3.7 0.2
6000 ppm 2.3t 0.2%x 2.9+ 0.6xx 3.1+ 0.8 3.1+ 0.3%x 2.8 0.3xx 3.1+ 0.4x 3.4+ 0.5

Significant difference ; x ! P = 0.0b ¥ 1 P = 0,01 Test of Dupnett

(HAN260) BAIS2



STUDY NO. : 0058
ANINAL  : MOUSE BDF1
UNIT i g

REPORT TYPE : Al 13

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

SEX : MALE PAGE : 2
Group Name Adninistration week—day{effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 18-7(7)

Control 3.6% 0.4 3.6+ 0.3 3.6 0.4 3.3% 0.4 4.0+ 0.5 3.5+ 0.3

74.1 ppm 3.9+ 0.4 3.8+ 0.3 4.2% 0.5% 3.6 0.7 4,3+ 0.5 3.5+ 0.4

222 ppm 4,0+ 0.3% 3.8 0.2 4.1+ 0.4x 3.5+ 0.5 4.3+ 0.3 3.9+ 0.3

667  ppm 3.8+ 0.2 3.7+ 0.2 4.1 0.4 3.4+ 0.2 4.2+ 0.4 4,1+ 0.3
2000 ppm 3.8+ 0.3 3.8 0.1 4.0+ 0.4 3.5 0.5 4.2+ 0.3 4.0+ 0.4%
6000  ppm 3.3+ 0.4 3.3% 0.4x 3.2+ 0.4 3.3+ 0.3 3.4 0.4%x 3.4+ 0.8

Significant difference : * 1 P = 0.05 *% : P = 0,01 Test of Dunnett

(HAN260) BAIS2



APPENDIX C 3-—4

FOOD CONSUMPTION CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:FEMALE



STUDY NO. : 0058 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : HOUSE BDF1 ALL ANIMALS
UNIT T g
REPORT TYPE : Al 138
SEX : FEMALE PAGE : 38
Group Name Administration week-day(effectiue)
1-7(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Control 3.4 0.2 3.8t 0.2 3.8+ 0.4 3.6 0.4 3.5+ 0.4 3.8 0.4 3.8 0.3
74.1 ppm 3.5+ 0.2 3.8+ 0.3 3.9+ 0.3 3.7+ 0.3 3.6+ 0.3 3.9 0.3 4,0k 0.2
222 ppPm 3.84 0.3% 4.0 0.3 4.1f 0.3 3.7 0.3 3.7t 0.8 4,2+ 0.5 4,0+ 0.2
667  ppm 3.7+ 0.3 4,0 0.5 3.9+ 0.3 4.2+ 0.6 3.7 0.3 4,1+ 0.3 4,2+ 0.3
2000 PPm 3.2 0.2 3.6k 0.2 3.7 0.2 3.6& 0.4 3.6 0.3 3.64& 0.3 3.9+ 0.5
6000 pem 3.1+ 1.1 3.9+ 1.3 3.1 0.6%x 2.8+ 0.8 2,51 0.4xx 2.9+ 0.7 3.0+ 0.8
Significant difference ; x ;P = 0.05 *x 1 P = 0.01 Test of Dunnett

(HAN260) BAIS2



STUDY NO.

+ 0058

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : MOUSE BDF1 ALL ANINMALS
UNIT :
REPORT TYPE @ Al
SEX : FEMALE PAGE : 4
Group Name Administration week-day(effective)
8-7(7) g-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)

Controt 3.8t 0.2 4,1+ 0.3 4,3 0.3 3.5+ 0.3 4.6+ 0.3 4.0 0.4

74.1 pem 4.0 0.3 4.4+ 0.4 4.4+ 0.4 3.7 0.5 4.8+ 0.3 4.2+ 0.8

222 PPm 4.1+ 0.3 4.2+ 0.4 4.8+ 0.9 3.8+ 0.4 4.8+ 0.5 4.5+ 0.6

867 ppm 4.1+ 0.2 4.5+ 0.4 45+ 0.3 3.8% 0.4 5.0+ 0.5 4.6 0.4
2000 pRm 3.8+ 0.4 4.0+ 0.4 4.0+ 0.4 3.7+ 0.4 4.0+ 0.3 4.1+ 0.4
6000 PRI 3.3+ 0.8 3.8+ 1.1 3.3+ 0.8% 3.6+ 0.7 3.9% 1.0 3.9 1.1

Sienificant difference : ¥ : P S 0,05 ® 1 P < 0,01 Test of Dunnett

(HAN260) BAIS2



CHEMICAL

APPENDIX C 4-1

INTAKE CHANGES

(THIRTEEN-WEEK STUDIES: SUMMARY)

RAT :MALE



STUDY NO. : 0057 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANTMAL ¢ RAT F344 ALL ANIMALS
UNIT rmg/kg/day
REPORT TYPE : Al 13
SEX : MALE PAGE + 1
Group Name Administration (weeks)
1 2 3 4 5 [ 7

Controt 0.000%& 0.000 0.000f 0.000 0.0004  0.000 0.000% 0.000 0.000+  0.000 0.000+& 0.000 0.000+ 0.000

24.7 ppm 0.210% 0.007 0.1874 0.004 0.173+ 0.004 0.158+ 0.006 0.148+ 0.005 0.1394 0.003 0.1284& 0.005

74.1 ppm 0.641+ 0.020 0.581%f 0.018 0.5164+ 0.012 0.483% 0.009 0.4444 0.018 0.416%& 0.018 0.393+ 0.014

222 ppm 1,880+ 0.036 1.680% 0.032 1.877+ 0.037 1.454£ 0.037 1.386+ 0.048 1.310£& 0.043 1.156% 0.251

867 jsieli] 5.341%+ 0.198 5.070%& 0.110 4,732+ 0.086 4,399+ 0.126 4,118+ 0.187 3.975% 0.125 3.762+& 0.161
2000 jsiei] 12.774+ 1.619 15.383+% 1.128 14.300+ 1.659 13.385Et .476 12.533+ 0.515 11.830% 0.553 11.5694 1.116
(HAN300) BAIS2



STUDY NO. : 0057 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANTHAL ¢ RAT F344 ALL ANIMALS
UNIT cng/kg/day
REPORT TYPE : Al 13
SEX : MALE PAGE : 2
Group Name Administration (weeks)
8 e} 10 11 12 13

Control 0.000%& 0.000 0.000+ 0.000 0.000£  0.000 0.000% 0.000 0.0004  0.000 0.000+ 0.000

24.7 ppm 0.1256% 0.007 0.118+t 0.006 0.118% 0.006 0.1144  0.004 0.111% 0.004 0.104% 0.003

74.1 ppm 0.3831% 0.029 0.352+ 0.015 0.344% 0.014 0.333+ 0.014 0.3354 0.014 0,317+ 0.012

222 ppm 1.2124& 0.128 1.132+ 0.090 1.076k 0.041 1,045+ 0.042 1.055+ 0.062 0.984+ 0.045

667 pRm 3.6461 0.229 3.374+ 0.117 3.374+ 0.189 3.245+ 0.200 3,200+ 0.167 2.9974 0.173
2000 pem 11.430+ 1.061 10.9404& 1.059 10.640%+ 0.792 10.345% 0.853 10.230+ 0.742 9,763+ 1.040
(HANS300) BAIS2



APPENDIX C 4-2

CHEMICAL INTAKE CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT: FEMALE



STUDY NO. & 0057 CHEMICAL INTAKE CHENGES  (SUMMARY)

ANTMAL : RAT F344 ALL ANIMALS

UNIT cmgSkgS/day

REPORT TYPE : A1l 13

SEX : FEMALE PAGE : 3

Group Name Administration (weeks)

1 2 3 4 5 6 7

Control 0.000Lf 0.000 0.000L£ 0.000 0.000E  0.000 0.0004  0.000 0,000+ 0,000 0.000t 0,000 0.000% 0.000
24.7 ppm 0.231%& 0.009 0.200%£ 0.005 0,187+ 0.007 0.172+ 0.006 0.168+ 0.012 0.160+ 0.006 0.162t 0.026
74.1 ppm 0.702+ 0.056 0.6164 0.014 0.601+ 0.083 0.539%f 0.021 0.528% 0.020 0.545% 0.127 0.479%+ 0.024
222 pPm 2.046% 0.077 1.810+ 0,144 1.741%+ 0.105 1.602+ 0.085 1.837+  0.207 1.480+ 0.075 1,473+ 0.072
667 ppm 5.610% 0.253 5.5354 0.274 5.130+& 0.278 4,865+ 0.201 4.818% 0.263 4,553+ 0.230 4.314=  0.213

2000 pEm 12.881%+ 0.908 16,373+ 0.871 15.207£ 1.575 16.101£ 3.714 14.833+t 2.134 13.921 & 1.527 14,1344+ 2.405

(HAN300) BAIS2



STUDY NO, : 0057 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANIMALS
UNIT cngSke/day
REPORT TYPE : Al 13
SEX : FEMALE PAGE ¢ 4
Group Name Administration (weeks)
8 g 10 11 12 13

Control 0.0004  0.000 0.000  0.000 0.000% 0.000 0.000x 0.000 0.000x 0.000 0.000+ 0.000

24.7 ppm 0.152+ 0.020 0.183+% 0.022 0.148+ 0.012 0.153% 0.040 0.147 0.045 0.129x 0.016

74.1 ppm 0.472% 0.033 0.448% 0.022 0.467+ 0,118 0.4384 0.052 0.4134+  0.023 0.412£ 0.044.

222 ppm 1.513% 0.264 1.407x 0.323 1.356+ 0.211 1.285+ 0.046 1.3054+ 0.126 1.224%+ 0.041

667 ppm 4,296+ 0.377 4.1184% 0.218 4,184+ 0.434 4,121+ 0.395 3.978+ 0.236 4.060+ 0,617
2000 pRm 12.734+ 0.673 13.916 5.259 13.828%+ 4.093 14.5844+ 4,550 12.073+ 0.874 12.941+ 3.055
(HAN300) BAIS2



APPENDIX C 4-3

CHEMICAL INTAKE CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE :MALE



STUDY NO. & 0058 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT cng/kg/day
REPORT TYPE : Al 13
SEX ¢ MALE PAGE ¢ 1
Group Name Administration (weeks)
1 2 3 4 5 8 7

Caontrol 0,000 0.000 0.000%& 0.000 0,000k 0.000 0.000L+ 0.000 0.000%£ 0.000 0.000£ 0.000 0.000% 0.000

74.1 ppm 1,206+ 0.121 1.209+ 0.120 1.075% 0.092 1.080%+ 0.103 0.979+ 0.089 0.96824& 0.076 0.945+ 0.095

222 ppm 3.777+  0.276 3.736+ 0.275 3.359% 0.167 3.217+  0.197 2.983%t 0.174 3.080% 0.160 2.954%+ 0.135

667 ppm 10.507+ 0.631 10.865% 0.703 9.597%x 0.731 9.465+ 0.738 8.285+ 0.926 8.649% 0.749 8.9344+ 1.036
2000 ppm 30.9494 2.762 30.185% 1.573 29.657+ 1.478 28.9464 1.680 26.5461+ 2.028 27.221+&  2.373 26.761% 1.838
6000 pPm 69.026+ 9,156 86.493% 17.356 87.331% 15.626 81.567+ 7.205 73.338+ 3.736 77.986% 12.500 80.987+ 15.161
(HAN300) BAIS2



STUDY NO. : 0058 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANINAL + MOUSE BDF1 ALL ANIMALS
UNIT mgkg/day
REPORT TYPE : Al
SEX : MALE PAGE 2
Group Name Administration (weeks)
8 9 10 11 12 13

Controt 0.000L£ 0.000 0.000%  0.000 0.000+  0.000 0.000x 0.000 0.000k  0.000 0.000+  0.000

74.1 ppm 0.935+ 0.092 0.906+ 0.062 0.860+ 0.111 0.822+ 0.102 0.9464¢ 0.123 0.781+ 0.082

222 ppm 2.879% 0.192 2.795+& 0.183 2.8084+ 0.181 2.407+ 0.324 2.852+ 0.144 2.504% 0.211

667 ppm 8.319+ 0.649 8.085+ 0,769 8.493+ 0.993 7.106+1 0.744 8.460% 1.055 7.817%1 0.823
2000 pem 26.258+ 1.981 26.118% 1.376 26.419%& 2.473 23,4654 2.555 26.521+ 2.224 24.8214 1.837
8000 ppm 74,946+ 9.180 73.801F+ 5.844 70.838%+ 6.900 70.803+ 4,810 72.982% 7.357 72.135% 11.773
(HAN300) BAIS2



APPENDIX C 4—4

CHEMICAL INTAKE CHANGES (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:FEMALE



STUDY NG. : 0058 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANTHAL ¢ MOUSE BDF1 ALL ANIMALS
UNIT tmgskg/day
REPORT TYPE : A1 13
SEX ¢ FEMALE PAGE : 3
Group Name Administration {(weeks)
1 2 3 4 5 6 7

Control 0.000%& 0.000 0.000&  0.000 0.0004  0.000 0.000+ 0.000 0.000+ 0.000 0.000£ 0.000 0.000£ 0.000

74.1 ppm 1.3564  0.067 1.443+ 0.098 1.431% 0.074 1.361% 0.083 1.262+ 0.085 1.3184 0.085 1.306% 0.064

222 PRm 4.241+ 0.371 4.431+  0.450 4,376+ 0.419 4.078+ 0.362 3.8%2+ 0.514 4,096+ 0.365 3.867% 0.245

667 ppPm 12.564%+ 1.255 13.165% 1.588 13.013+ 0.892 13.256+ 1.237 11.314%+ 0.865 12.066E 0.657 11.9824k 0.621

2000 pPm 32.288+t 1.589 35.940% 2.814 36.214+ 2.674 34.816+ 2.441 31,891+ 2,234 31.191 £ 2.607 33.367+ 4.120

6000 pem 117,957+ 43.418 136.718+ 49.326 102.833+ 21.802 91,513+ 25.029 75.598+ 11.437 86.662+ 19.380 87.264+ 22.149
(HAN300) BAIS 2



STUDY NO. : 0058 CHEMICAL INTAKE CHENGES  (SUMMARY)
ANIMAL + MOUSE BDF1 ALL ANIMALS
UNIT cmgSkg s/ day
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Administration (weeks)
8 9 10 11 12 13

Contral 0.000% 0.000 0.000Lf 0.000 0.000£ 0.000 0.000%& 0.000 0.000% 0.000 0.000+ 0.000

74.1 ppm 1.272+ 0.065 1.364+ 0.130 1.333+ 0.096 1.156%F 0,146 1.378% 0,089 1.198% 0.160

222 Pem 3.895% 0.409 4,212+ 0.910 4,251+ 0.832 3.446+ 0.416 4,128+ 0.481 3.8214 0.430

667 o] 11.6855% 0.585 12,556+ 0.768 12.121+ 0.561 10.896+& 0.624 12.788% 0.682 11.655% 0.766

2000 ppm 32.255+ 2.196 33.176% 2.097 31.897% 2.604 29,8774 1.897 31.526% 2.157 31.481% 2.125
6000 pem 93,467+ 20.952 108.571+ 28.731 88.893+ 20.701 95,1744+ 18.482 101.936+ 26.046 101.172£ 28.347
(HAN300) BAIS2



APPENDIX C 5-1

HEMATOLOGY (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT MALE



STUDY NO.
ANIMAL

+ 0057
¢ RAT F344
REPORT TYPE : Al

HEMATOLOGY (1) (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX ¢ MALE PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV PLATELET
Animals 108/18 g /42 % £e 10%/p2

Control 10 g.45+ 0.28 16.0% 0.5 43,3+ 1.5 45,8+ 0.4 753+ 47

24.7 oppm 10 9.31& 0.29 15.7+ 0.2 42.8% 1.4 46.0+ 0.2 823+ 43%x

74.1 ppm 10 8.90+  0.28%x 15.3% 0.3%x 41,7+ 1.4% 46.9+% 0.4 826+ 44x%x

222 ppm 10 8.361+  0,25%x 14.8% 0. 4%x 40.8% 1.3%x 48,8+ 0.6%x 748+ 42

667 jsisii] 10 7.18%  0.20%x 14.3% 0,2%x 39.4% 1.0%x 54,9+ 1.3%x 530+ 42%x%
2000 pRm 10 5.424  0.20%x 4.2+ 0. 4%% 40.7+ 1.4%x 75.2% 2,3%% 435+ 35%x

Significant difference 5 * : P = 0.05 ** 1 P S 0.01 Test of Dunnett

(HCLOTO) BAIS2



STUDY NO. : 0057
ANIHAL : RAT F344
REPORT TYPE : Al

HEMATOLOGY (2) (SUMMARY)
SURVIVAL ANIHALS ( 13)

SEX : MALE PAGE ¢ 1
Group Name NO. of WBC Differential WBC (%)
Animals 103/u2 N-BAND N-SEG EOSING BASO HONO LYMPHO OTHER
Control 10 3.34+  0.73 (s 194 5 1+ 0 0% 3+ 77+ 5 0%
24.7 ppm 10 3.684¢ 1.35 0% 194 4 1+ 1 0E 3% 774 4 0k
74.1 ppm 10 3.62+ 0.78 0k 17+ 3 1% 1 0t 34 79k 4 (V=
222 PRm 10 3.28% 0.53 0t 17+ 4 1+ 0 0+ 34 8% 4 0%
667 ppm 10 3.17+  0.48 0t 15+ 4 1+ 1 0+ 4 80k 6 0k
2000 PPm 10 13.98+  3.18%x 0% 10+ 3k 1+ 1 0t 4+ 84+ 4xx 1+
Significant difference ; * 1 P = 0,05 ** 1 P S 0.01 Test of Dunnett
(JCL714) BAIS 2



APPENDIX C 5-—2

HEMATOLOGY (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT: FEMALE



STUDY NO. : 0057
ANIMAL ¢ RAT F344
REPORT TYPE : Al

HEMATOLOGY (1) (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FEMALE PAGE : 2
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV PLATELET
Animals 108/u8 g/t % e 103/

Cantrol 08 8.75+ 0.38 15.9+ 0.6 42,7+ 1.8 48.8+ 0.3 79% % 81

24.7 ppm 10 8.42%k  0.34% 15.6% 0.5 41.8% 1.6 48.6% 0.2 839k 57

74.1 ppm 10 7.941  0.16%¢ 15.0% 0.3 40,5k 1.0 51.0% 0.4 849+ 41

222 pem 10 7.28+  0.22%x 14.3+ 0, 4%x 38.8% 1.1%x 53.3% 0.5%x% 798+ 73

667  ppm 10 5,931+  0.18%x 13,9+ 0.3%x 36.4% 4,3%x 61.2% 6.4xx 558+ 30%x
2000 Ppm 10 4,58+  0,26%x 13.84 0. 2%x% 40.6% 1.1 88.8% 4,3xx 497+ 48xx

Significant difference 5 * : P < 0.05 x* 1 P 5 0.01 Test of Dunnett

(HCLOT0) BAIS2



STUDY NO. : 0057 HEMATOLOGY (2) (SUMMARY)

\ ANTMAL © RAT F344 SURVIVAL ANIYALS { 13)

REPORT TYPE : Al

SEX : FEMALE PAGE : 2

Group Name NO. of WBC Differential WBC (%)

Animals 10318 N-BAND N-SEG EOSINO BASO HONO LYHPHO OTHER

Control 09 2.86+ 0.94 0% 0 16+ 8 1+ 1 0+ 0 3+ 1 80+ 7 0t 0
24.7 ppm 10 2.57+ 0.8 0t 0 6% 5 1+ 0 0t 0 4+ 1 79+ 5 0% 0
74.1 ppm 10 2.68%+  0.50 (= 0 16+ 5 1% 1 0 0 3+ 1 80% 5 0% 0
222 ppm 10 3.43%t 1.08 04 0 15t 5 1+ 1 0t 0 4+ 1 30+ 6 0t ¢
667  pom 10 3.97 0.70 0+ 0 14+ 2 1+ 1 0% 0 4+ 2 82k 3 0% 0

2000 ppm 10 42,80+ 18,85 0t 0 8t 2k 0% 1 0t 0 3t 1 884 3k 0t 0

Significant difference ; * 1 P = 0.05 % 1 P = 0,01 Test of Dunnett

(JeL7ia) BAIS2



APPENDIX C 5-3

HEMATOLOGY (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE :MALE



STUDY NO, : 0058

ANIMAL  : NOUSE BDF1

REPORT TYPE : Al

HEMATOLOGY (1) (SUMNARY)
SURVIVAL ANIMALS ( 13)

SEX ¢ MALE PAGE ¢ 1
Group Name NO. of RED BLOOD CELL HENOGLOBIN HEMATOCRIT MCV PLATELET
Animals 106/ g/d2 % fe 103/u8

Control 10 10,68+  0.33 15.0% 0.3 44,0+ 1.2 41,2+ 0.5 1321+ 71

74.1 ppm 08 10,55+  0.35 14.8% 0.4 43.3% 1.6 41,0k 0.5 13854 107

222 pPm 08 10.64+  0.30 14.9% 0.4 43.7+ 1.0 ) 41,0+ 0.5 1323+ 70

667  ppm 10 10,34+ 0.47 14,9t 0.4 43,44 1.7 42,0+ 0.7 13644 106
2000 eem 10 9.12+  0.28%x 16,3+ 0.8x% 39.2+ 1.3%% 42.9% 0, 4%x 1296+ 59
6000 jsis) 08 6.58%  0,92%x 12.7% 1.1%% 38.8% 3. Gxx 59.3% 3.7*x 922+& 57%%

Significant difference ; x : P = 0.05 ¥k 1 P = 0.01 Test of Dunnett

(HOLO70) BAIS2



STUDY NO. : 0058 HEMATOLOGY (2) (SUMMARY)

ANINAL + MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Group Name NO. of WBC Differential WBC (%)
Animals 103/t N~BAND N-SEG EQSINO BASO HONO LYHPHO OTHER
Controt 10 1.84% 1.03 0% 0 4% 3 1+ 1 - 2k 0 83% 2 0x 0
74.1 ppem 08 1.29%  0.62 0t 0 14+ 4 1+ 1 - 2+ 1 83+ 5 0k 0
222 pem 08 1.39+  0.40 0t 0 16+ 4 1+ 1 - 2k 1 82+ 4 0+ 0
667 ppm 10 1.71+  0.88 0% 0 12+ 3 1+ 1 - 2% 1 85+ 4 0+ 0
2000 pPm 10 12.34+  8.83% 0% 0 11+ 2 1+ 1 - 2% 1 86 2 0t 0
6000  ppm 09 56.51% 25.63xx 0t 0 13+ 4 0% 1 - 4+ 1®% 83x 4 0% 0
Significant difference ; * 1 P = 0.05 x P = 0.01 Test of Dunnett

(JCL714) BAIS2



APPENDIX C 5—4

HEMATOLOGY (THIRTEEN-WEEK STUDIES: SUMMARY)

MOUSE:FEMALE



STUDY NO. : 0058

\ ANINAL

REPORT TYPE : A1

: MOUSE BDF1

HEMATOLOGY (1) (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FEMALE PAGE @ 2
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV PLATELET
Animals 108/ 14 g/d8 % fe 103/

Control 10 10,42+ 0.34 14.9% 0.4 43.4+% 1.4 41.6+ 0.4 10944 144

74.1 ppm 10 10.514&  0.47 15.1% 0.6 44,0+ 2.2 41.8+ 0.5 1208+ 9

222 ppm 10 10,40+ 0.44 14.9% 0.5 43,7+ 1.7 42.0% 0.3 1194+ 112

4

667 ppm 10 3.83%+  0.38% 15.0% 0.4 42.2% 1.8 42,94 0.5%x 1207 180
2000 e 10 8.694  0.30%x 15.8% 0.7%x 37.6% 1.5%x% 43.2% 0.8xx 1123+ 113
6000 pom 08 6.181  0.54%x 12.1+ 0. 8%x% 36.8+ 3.6%x 59.5+ 2.2%x 788+ 166%*

Significant difference :+ x : P < 0.05 % ¢ P S 0.01 Test of Dunnett

(HCLO70) BAIS2



STUDY NO. : 0058 HEMATOLOGY (2) (SUMMARY)

ANIMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE : 2
Group Name NO. of WBC Differential WBC (%)
Animals 103,/ue N-BAND N-SEG EOSING BASC HONO LYNPHO OTHER
Control 10 1.32+& 0.45 0t 0 13+ 4 1+ 0 - 2%+ 1 84+ 4 0+ 0
74.1 ppm 10 1.89+ 1.39 0% 0 154 6 1 1 - 2+ 1 82+ 8 == 0
222 PPm 10 1.54+ 0.88 0% 0 16+ 5 1% 1 - 2% 1 814 5 0k 0
667 pPpm 10 1.63+  0.53 0% 1 104 3 1%+ 1 - 2+ 1 87+% 3 04 0
2000 ppm 10 17,91 6.98%x 0t 0 94 3 1% 1 - 3+ 1 87+ 4 0% 0
6000 feleli] 09 57.21% 18.43%x 0t 0 84 2% 1+ 1 - 4+ 2% 87+ 3 0t 0
Significant difference ; *x 1 P = 0.05 ¥ 1 P = 0.01 Test of Dunnett

(JCL71A) BAIS2



APPENDIX C 6—1

BIOCHEMISTRY (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:MALE



STUDY NO.

¢ 0057

BIOCHENISTRY (SUMMARY)

ANTHAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)

REPORT TYPE : Al

SEX : MALE PAGE @ 1

Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE

Animals g/ d? g/ de vg,/ d2 ng,/ d4 rg,/ <2 mg,/ d4

Control 10 6.5% 0.2 3.7 0.1 1.3+ 0.1 0.15+  0.02 191+ 10 55% 5 89+ 23
24.7 ppm 10 6.6+ 0.1 3.8+ 0.1 1.3k 0.0 0.14%+  0.02 200+ 16 54+ 3 93+ 26
74.1 ppm 10 6.5% 0.1 3.7t 0.1 1,3+ 0.1 0.14% 0.01 2004 13 54+ 4 99+ 19
222 foleii] 10 6.5% 0.2 3.7k 0.1 1.3+ 0.1 0.16& 0.02 197+ 20 534 3 92+ 24
667 pRm 10 6.14 0. Ixx 3.5k 0. Ixx 1.4% 0.1 0.23%  0.03% 1914 14 50+ 3 83t 11

2000 ppm 10 6.24 0. 1xx 3.6 0.1 1.4+ 0.1 0.47f  0.06%xx 176 % 20 63+ 6% 66+ 15

Significant difference 5 * : P = 0.05 = 1 P = 0,01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0057 BIOCHEMISTRY (SUMMARY)

ANIHAL : RAT F344 SURVIVAL ANIMALS ( 13)

REPORT TYPE : AL

SEX ¢ MALE PAGE ¢ 2

Group Name NO. of GOT GPT LDH ALP LAP CPK UREA NITROGEN

Animals 1U/¢ 1U/¢ 1U/4 1U/¢ 1U/¢ 1U/¢ mg,/dk

Controt 10 B4k 8 214+ 2 1894 45 230+ 15 54+ 2 110% 18 17.2+ 1.3
24.7 pom 10 65+ 10 22+ 3 213t 41 2354 12 53% 2 1184 20 17.2% 1.1
74.1 pem 10 65% 9 22+ 2 196+ 30 226+ 15 53 1 108+ 13 16.9+ 1.1
222 pPm 10 644 12 20k 4 186+ 27 2il% 12 504 1xx 1114 17 16.8+ 1.7
667 pRm 10 80& 8 16£ 2%% 183+ 18 204 & 58xx 47% 2 94+ 12 17.3% 1.4

2000 pPm 10 77+ 13% 17+ 2% 2484 68 1801 18%% 46 % Lk 104+ 18 19.4% 2. 0%x

Significant difference 5 % : P = 0.05 w1 P = 0,01 Test of Dumnett

(HCLOT4) BAIS2



STUDY NO. : 0057 BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX ¢ NALE PAGE ¢ 3
Group Name NO. of CREATININE SODIUN POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPIORUS
Animals mg,/ df mEq,/ ¢ mEq,/ ¢ mEq,/ ¢ ng,/ d4 mg,/ 4
Control 10 0.5 0.1 142+ 1 3.2+ 0.1 104+ 2 10.5% 0.2 4.9+ 0.6
24.7 pom 10 0.5+ 0.1 142+ 1 3.2k 0.1 103+ 1 10.6% 0.2 4.9+ 0.7
74.1 ppm 10 0.5% 0.0 141+ 1 3.1% 0.2 1034 1 10.5% 0.2 4,74 0.5
222 jelel) 10 0.5% 0.1 1414 2 3.34 0.2 103+ 1 10.5% 0.2 5.3% 0.7
667  ppm 10 0.5% 0.1 141+ 1 3.3 0.3 104+ 2 10.4+ 0.2 5.6+ 0.4%
2000 ppMm 10 0.5+ 0.1 1414 1 3.2+ 0.3 1024 1 10.5% 0.2 6.44 0.5%x
Significant difference ;5 * : P = 0.05 *x 1 P = 0.01 Test of Dumnett

(HCLO74) BAIS2



APPENDIX C 6-—2

BIOCHEMISTRY (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:FEMALE



STUDY NO. : 0057
ANTHAL : RAT F344
REPORT TYPE : Al

SEX : FENALE

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANINALS ( 13)

PAGE ¢ 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ d8 g/ de mg,/ de mg,/ de mg,/ <4 mg,/ <2
Control 09 6.34 0.3 3.6+ 0.2 1.8% 0.1 0.18% 0.02 147+ 22 73+ 41+
24.7 pem 10 6.5+% 0.2 3.7+ 0.1 1.4% 0.1 0.20%+ 0.04 148k 12 79+ 45+
74.1 ppm 10 6.4+ 0.3 3.7 0.1 1.4+ 0.1 0.18%  0.04 157 8 78+ q1=%
222 opm 10 6.3 0.2 3.7k 0.1 1.4% 0.1 0.23%+ 0.02 152+ 14 77+ 12+
667 [sleln] 10 6.2+ 0.2 3.7% 0.2 1.5% 0. Lwx 0.36L  0.06xx 160+ 20 74+ 37+
2000 ppm 10 6.1% 0.2 3.7 0.1 1.5+ 0. L¥x 0.58%  0.05%x 151+ 15 80+ 36+
Significant difference 5 * : P = 0.05 ¥ 1 P = 0.01 Test of Dunnett
(ICLO74) BAIS 2



STUDY NO. : 0057 BIOCHEMISTRY (SUMMARY)

ANINAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 5

Group Name NO. of GOT GPT LDH ALP LAP CPK UREA NITROGEN

Animals 1U/¢ 1U/¢ 1u/¢ - 1u/¢ 1U/¢ 1U/¢ ng,/ 2

Cantrol 09 584 4 184 3 215% 81 170 17 55% 3 110+ 26 17.3% 2.3
24.7 ppm 10 85+ 11 224 8 233+ 60 16824 14 53+ 2 123+ 36 17.1% 1.8
74.1 ppm 10 62+ g 21t 6 228+ 64 159% 13 53+£ 3 108+ 19 17.64 2.8
222 pRm 10 60+ 5 18+ 4 188+ 15 151& 12% 504 2% 104+ 16 18.6% 2.2
667 ppm 10 () e 11 15+ 3 183+ 68 132+ 18%x 46+ 2% 96+ 20 18.8% 2.0

2000 ppm 10 67+ 4 13+ Txx 225+ 43 136+ 17%% 454 JEL 101+ 23 21.1% 1.8%x

Significant difference 5 * : P = 0.05 xx 1 P £ 0.01 Test of Dunnett
(HCcLO74)

BAIS2



STUDY NO. & 0057 BIOCHEMISTRY (SUMMARY)

ANTHAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢+ 6
Group Name NO. of CREATININE SODIUK POTASSIUN CHLORIDE CALCIUN INORGANIC PHOSPHORUS
Animals mg,/ <4 mEq,/ & mEq,/ & mEq,/ £ ng,/ <8 ng,/ <2
Control 09 0.5+ 0.1 141+ 1 3.1+ 0.2 106+ 2 10.3+ 0.3 4.6 1.3
24.7 ppm 10 0.5+ 0.1 140+ 1 3.2% 0.3 106+ 1 10.5+ 0.2 4.5+ 1.1
74.1 ppm 10 0.4+ 0.1 140+£ 1 3.2+ 0.2 105+ 2 10.3% 0.3 4.5+ 0.6
222 pem 10 0.5+ 0.1 140+ 1 3.2+ 0.2 105+ 1 10.3% 0.3 4.8+ 0.8
667 ppm 10 0.5% 0.1 141% 1 3.14 0.2 105 1 10.2+ 0.2 4.8% 0.9
2000 PRm 10 0.4% 0.1 1414 1 3.1% 0.7 105k 1 10.1% 0.2 5.6k 0.7
Sienificant difference :+ * : P = 0.05 w1 P S 0,01 Test of Dunnett

(HCLO74) ) BAIS2



APPENDIX C 6-—3

BIOCHEMISTRY (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE :MALE



STUDY NO. : 0058
ANTHAL : MOUSE BDF1
REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : MALE PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL GOT
Animals g/ de g/ de _ mg,/ 2 ng,/ d4 mg,” d2 11U/ ¢

Control 10 5.0+ 0.1 2.9 0.1 1.4 0.1 0.28% 0.03 211 48 87+ 8 3B+ 3

74.1 ppm 08 5.0% 0.2 2.8t 0.1 1.3 0.1 0.3l 0.04 238+ 25 82+ g 37+ 4

222 ppm 08 5.1+ 0.2 2.9% 0.1 1.3+ 0.1 0.27%  0.05 246+ 33 94+ 10 3B=E 5

667 ppm 10 5.0% 0.2 2.9% 0.1 1.3% 0.0 0.29+  0.04 281k 32%x 9+ 5 40+ 7
2000 pPm 10 4.9+ 0.2 2.8+ 0.1 1.4+ 0.1 0.30+ 0.13 246+ 27 9%+ 9 384 7
6000 ppm 10 5.2% 0.2% 3.0+ 0.1 1.4% 0.1 0.46+  0.05%x 234+ 20 112+& Sk 134% Tlwx

Significant difference 5 % : P < 0.05 ¥ P = 0.01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0058 BIOCHENISTRY (SUMMARY)

ANIMAL : HOUSE BDF1 SURVIVAL ANIMALS ( 13)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 2

Group Name NO. of GPT LDH ALP LAP UREA NITROGEN SODIUH POTASSIUN

Animals 1U/¢ Iu/¢ 11U/ 1U/¢ ng,/ d4 mEq,” ¢ mEq,/ ¢

Control 10 94 2 294+ 47 145+ 5 41+ 1 26.5+ 2.6 151 % 2 4.2+ 0.3
74.1 ppm 08 9% 1 361+ 119 145+ 6 42% 3 26.0% 2.4 150 % 2 4.3+ 0.2
222 ppm 08 10+ 2 335+ 85 1484 9 434 2 24.7x 3.2 151£ 1 4.4% 0.4
667 PpEm 10 11+ 5 3B1E 108 150 % 7 43k 2 25.9% 3.0 151+ 2 4.4% 0.5

2000 pem 10 9+ 2 434+ 226 138+% 7 37k 3xx 29.0% 5.0 149+ 2 4.4+ 0.3

6000 Ppm 10 54+ 46%x 956 & 322%x 1934 21%% 47+ 3kx 31.3% 2. 4%% i51% 2 4.2% 0.6

Significant difference 5 * : P = 0.05 xx 1 P £ 0.01 Test of Dunmnett

(liCLO74) BAIS2



STUDY NO. : 0058
ANINAL : MOUSE BDF1
REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX & MALE PAGE : 3
Group Name NO. of CHLORIDE
Animals mEq,/ ¢
Control 10 122+ 2
74,1 ppm 08 121 1
222 ppRm 08 121+ 2
667 opm 10 120% 3
2000 pPm 10 120% 2
6000 ppm 10 1214 1
Significant difference ; * : P = 0.05 #x ¢ P = 0.01 Test of Dunnett
(HCLO74) BAIS2



APPENDIX C 6—4

BIOCHEMISTRY (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE: FEMALE



STUDY NO. : 0058 BIOCHEMISTRY (SUMMARY)

ANTMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE © 4
Group Name NO. of TOTAL PROTEIN ALBUMIN £/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL, GOT
Animals g /de g/ de ng,/ d2 mg,/ <2 mg,/ <2 11U/
Control 10 5.0k 0.2 2.9+ 0.1 1.4+ 0.1 0.32x  0.03 1664 21 75k 6 48+ 8
74.1 ppm 10 5.0k 0.2 3.0k 0.1 1.4+ 0.1 0.33+  0.08 16844 27 7T+ 5] 47t 9
222 prm 10 5.0k 0.2 2.9% 0.1 1.4+ 0.1 0.33x  0.07 164+ 25 77+ 8 504 9
667 ppm 10 4.9+ 0.2 2.9% 0.1 1.4% 0.1 0.29+  0.04 1824 22 81+ 7 464 9
2000 ppm 10 5.0k 0.2 2.94 0.1 1.4+ 0.1 0.30 0.05 185+ 25 95+% Tk 504 8
6000 ppm 09 5.2% 0.2% 3.0k 0.1 1.3+ 0.1 0.50%  0.10%x 209+ 25%% 115+ 11% 79+ 15
Significant difference i+ x : P = 0.05 # 1 P £ 0,01 Test of Dunnett

(HCLO74) BAIS2



STUDY NO. : 0058 BIOCHEMISTRY (SUMHARY)

ANTHAL : HOUSE BDF1 . SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al -
SEX : FEMALE PAGE : 5
Group Name NO. of GPT LDH ALP LAP UREA NITROGEN SODI UM POTASSTUM
Animals 1U/¢ 1U/¢ 1uU/¢ 1U/¢ mg,/ d4 mEq,/ ¢ mEq,/ ¢
Control 10 114+ 2 375k 80 216+ 22 43+ 5 18.5% 3.6 1514 2 4.4+ 0.4
74.1 ppm 10 11+ 2 466+ 76 2154+ 20 40+ 2 18.1% 2.1 151& 3 4.3+ 0.6
222 opm 10 11+ 2 431+ 132 212+ 22 414 3 17.84 2.7 1514 2 4.3% 0.5
667 ppm 10 11x 2 372+ 106 201+ 14 40+ 4 20.04& 5.2 151+ 2 4.5+ 0.5
2000 ppm 10 124+ 2 460+ 87 202% 28 37t 3% 23.1% 2.1% 151% 2 4.5% 0.3
6000 pPm 09 17+ 2%% 981 % 593%x% 216% 31 48+ 3% 31.1% 5,8%% 151t 2 4.7+ 0.8
Significant difference 5 * : P = 0.05 ¥ 1 P £ 0,01 Test of Dunnett

(HCLO74) BAIS2



STUDY NO. : 0058

ANTHAL

REPORT TYPE ¢ Al

+ MOUSE BDF1

SEX : FEMALE

BIOCHEMISIRY (SUMMARY)
SURVIVAL ANIMALS ( 13)

PAGE = &
Group Name NO. of CHLORIDE
Animals mtq, ¢
Control 10 121+ 2
74.1 ppm 10 120+ 3
222 ppm 10 120+ 2
667  pem 10 121 2
2000 pem 10 121 % 1
6000 ppm 09 1204 3
Significant difference ; * : P = 0.05 #»* 1 P < 0.01 Test of Dunnett

(HCLO74)

BAIS2



URINALYSTIS

APPENDIX C 7-—1

(THIRTEEN-WEEK STUDIES:SUMMARY)

RAT :MALE




STUDY NO. ¢ 0057 URINALYSIS
ANTHAL ¢ RAT F344

SAMPLING DATE : 013-7

SEX : MALE REPORT TYPE : Al

PAGE : 1
Group Name NO. of pl Protein Glucose Ketone bady Bilirubin
Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI - + + 2+ 3+ 4+ CHI — + + 2+ 8+ 4+ CHI - + 2+ 3+ CHI — + 2+ 3+ CHI
Control 10 0 0 0 0 1 9 0 0 046 00 100 00 10 0 0 90 100 0 0
24.7 ppm 10 o o0 o 0 0 10 0 0028090 100 0 0 0000 0 000
74.1 ppm 10 0 0 0 0 0 10 0 0019 00 100 00 10 0 0 0 10 0 0 0
222 ppm 10 0 0 0 0 0 9 1 002800 0 0 0 0 16 0 00 100 00
667 ppm 10 0 0 0 0 0 10 0 00 46 00 10 0 0 0 1000 0 10 0 0 0
2000 PPm 10 0 0 1 1 4 4 0 0037 00 0 00 0 8 2 0 0 100 00
Significent difference ¥ 1 P = 0.05 #* 1 P S 0.01 Test of CHI SQUARE
(JCL103X) BAIS2



STUDY NO. : 0057 URINALYSIS
ANTHAL : RAT F344
SAMPLING DATE : 013-7
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of Occult blood UrobiLinogen
Animals — & + 2+ 3+ CHl + + 2+ 3+ 4+ CHI

Controtl 10 100 0 0 0 1000 00

24.7 opm 10 100 0 0 0 10 0 0 0 0

74.1 ppm 10 10 0 0 0 0 10 0 0 0 0

222 pem 10 100 0 0 O 16 0 0 0 0

667 el 10 100 0 0 0 60 0 0 0
2000 pPm 10 10 0 0 0 0 10 0 ¢ 0 0

Significent difference * 1 P = 0.0 *%* 1 P = 0.01 Test of CHI SQUARE

(JCL103X)

BAIS2



APPENDIX C 7-—2

URINALYSIS (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT: FEMALE




STUDY NO. : 0057 URINALYSIS
ANIMAL ¢ RAT Fa44
SAMPLING DATE : 013-7

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Graup Name NO. of pl Protein Glucose Ketone body Bilirubin
Animals 5.0 6,0 6,56 7.0 7.5 8.0 8.5 CHI — & + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — + 2+ 3+ CHI — + 2+ 3+ CHI

Control 10 6 0 0 0 6 4 O 6 08200 000000 7300 1000 0

24.7 ppm 10 6o 06 o 1 5 4 0 0082 00 000000 g 1090 00 00

74.1 ppm 10 o ¢ 0o 2 6 2 0 0068 200 000000 6 4 00 00 00

222 pem 10 o 0 0 8 4 3 0 0 08200 000000 8 2 0 0 0000

667  pom 10 6 0 o 1 38 8 0 0 010 0 0 0 000000 g 10090 10 0 0 0
2000 ppm 10 o 0o 1 0 5 4 0 006 4 09 1000000 g 100 10000

Significent difference * P = 0.05 x 1 P < 0.01 Test of CHI SQUARE

(JCL103X) BAIS2



g

STUDY NO. : 0057 URINALYSIS
ANTHAL ¢ RAT F344
SAMPLING DATE : 013-7
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Occutt blond Urabilinogen
Animals — & -+ 2+ 3+ CHI + + 2+ 3+ 4+ CHI

Control 10 0 0 0 0 0 10 0 0 0 0

24.7 ppm 10 10 0 0 00 0 0 0 0 0

74.1 pem 10 10 0 6 00 000 00

222 jeio] 10 10 0 0 00 10 0 ¢ ¢ 0

667 PpEm 10 10 0 0 0 ¢ 10 0 0 0 0
2000 ppm 10 0 0 0 0 0 0 0 0 0 ¢

Significent difference * 1 P = 0,05 ¥ 1 P = 0,01 Test of CHI SQUARE

(JCL103X) BAIS2



APPENDIX C 7-3

URINALYSIS (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE :MALE



STUDY NO. : 0058 URINALYSIS
ANTHAL ¢ MOUSE BDF1
SAMPLING DATE : 013-7

SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of slil Protein Glucose Ketone body Occult blood
Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI — * + 2+ 3+ 4+ CHI — + + 2+ 3+ 4+ CHI — + 2+ 3+ CHI - &+ + 2+ 3+ CHI

Control 10 0 0 4 3 2 1 0 026 2 00 10 00 0 00 g 10 0 100 0 00

74.1 ppm g 0 0 1 3 2 3 0 008100 900000 72 00 g9 0000

222 pPm 10 0 2 1 0 1 6 0 * 028000 100 0 0 00 8 2 0 0 10 0 0 0 0

867 o] 10 0 0 0 2 6 2 0 01 8000 100 00 00 910 0 10 0 0 0 0

2000 pp/m 10 0 9 0 0 1 0 0 x5 0 91 0 0 0 = 1000000 8 2 0 0 00000
6000 ppm 10 0 8 1 1 0 0 0 *% 010 0 0 0 0 xx 9 060 0 00 9 10 ¢ 100 0 0 0

Significent difference i * 1 P = 0.05 ** @ P = 0,01 Test of CHI SQUARE

(JCL104X) . BAIS2



STUDY NO. : 0058 URINALYSIS
ANIMAL + MOUSE BDF1
SAMPLING DATE : 013-7
SEX : MALE REPORT TYPE : Al PAGE @ 2
Group Name NO. of Urcbi Linogen
Animals £ + 2+ 8+ 4+ CHI

Control 10 100 0 00

74.1 ppm 9 g0 0 00

222 ppm 10 10 00 0 0

667 pPm 10 10 0 0 0 0
2000 ppRm 10 100 0 0 0
6000 ppm 10 00 00 0

Significent difference x 1 P S 0.05 ¥ ¢ P < 0,01 Test of CHI SQUARE

(JCL104X) BAIS2



APPENDIX C 7-—4

URINALYSIS (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE: FEMALE



STUDY NO. : 0058 URINALYSIS
ANTMAL : MOUSE BDF1
SAMPLING DATE : 013-7

SEX @ FEMALE REPORT TYPE : Al PAGE: 3
Graup Name NO. of pH Protein Glucose, Ketone body Occult blood
Animals 5.0 6.0 6,5 7.0 7.5 8.0 8.5 CHI — £ 4+ 2+ 3+ 4+ CHI —~ £ + 2+ 3+ 4+ CHI — -+ 2+ 3+ CHI — 4 + 2+ 3+ CHI

Cantrol 10 o 0 1 4 3 2 9 001900 10006 000 3700 1000 00

74.1 pem 10 6 6 3 4 3 0 0 001 8900 000000 6 4 0 0 00000

222 pem 10 0 0 16 3 0 0 0046 00 000000 2 800 00000

667 ppPm 10 0 1 4 2 3 0 0 00 451090 10 0 0 0 0 0 5 5 0 0 10 0.0 0 0

2000 ppm 10 o 1 7 2 0 0 0 x 6 07 30 0 = 8§ 20000 37400 000 00
6000 ppm g 0o 3 4 0 2 0 0 x 025 200 =x 720000 3600 90000

Significent difference ; * 1 P S 0.05 *% 1 P = 0,01 Test of CHI SQUARE

(JCL104X) BAIS2



STUDY NO. : 0058

ANTHMAL : HOUSE BDF1
SAMPLING DATE + 013-7

URINALYSIS

SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Urabilinogen
Animals + + 2+ 3+ 4+ CHI

Control 10 100 0 0 0

74.1 ppm 10 1000 00

222 ppm 10 100000

667 PPM 10 10 0 0 0 0
2000 o] 10 10 0 0 0 0
6000 jeisii] g 90 000

Significent difference * 1 P S 0.05 ** 1 P £ 0,01 Test of CHI SQUARE

(JCL104X)

BAIS 2



APPENDIX C 8-1

GROSS FINDINGS (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT:MALE: SACRIFICED ANIMALS



STUDY NO. & 0057 GROSS FINDINGS (SUMMARY)
ANINAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 1
Group Name Control 24.7 ppm 74.1 ppm 222 ppm
Organ Findings ¥O. of Animals 10 (%) 10 (%) 10 (%) 10 (%)
subeutis black 0 (0 0 (0 0 (0 0 (0
Lymph node enlarged 0 (0 0 0) 0 ( 0 0 (0
spleen enlarged 0o (0 0 0) 3 (30 8 (80)
brown 0 (0 0 0) 1 (10 )]
black 0 (0 1 10) 6 (60) 8 (80)
granular 0 (0 0 0) 0 (0 8 (80)
Liver enlarged 0 (0 0 0) 1 (10 6 (0
brown 00 0 0) 0 (0 0 (0
black 0 (0 0 0) 0. (0 0 (0
herniation 0 (0 0 0) 0 (0 0 (0
Kidney green 0 (0 0 0) 0 (0 ¢ (0
black 0 (0 0 0) 3 (30 4 (40)
urin bladd nodule 0 (0 0 0) 1 (10) 0 (0
testis atrophic 0 (0 0 (0 00 0 €0
noduls 0 (0 0 0) 0 (0 1 (10
other blood:brown 0 (0 0 0) 0 (0 0 (0
(HPTO080) BAIS2



STUDY NO.  : 0087 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE = 2
Group Name 667  ppm 2000  ppm
Organ Findings NO. of Animals 10 (%) 10 (%)
subeutis black 0 (0 1 (1)
Lymph node enlarged 1 (10) 0 (0
spleen enlarged 10 (100) 10 (100)
broun 0 (0 0 (0
black 10 (100) 10 (100)
granular 10 (100) 1 (10)
Liver entarged 0 (0 2 (20
brown 3 (30) 7 (70)
black 0o (0 2 {20)
herniation 1 (10) o (0
kidney green 3 (30) 1 (10
black 6 (60) 7 (70
urin bladd nodule o (0 0 (0
testis atrophic 0 ( 0 10 (100)
nadule 0 (0 0 (0
other blood:brown 0 (0 1 (10)

(HPT080) BAIS2



APPENDIX C 8-2

GROSS FINDINGS (THIRTEEN-WEEK STUDIES:SUMMARY)

RAT: FEMALE:SACRIFICED ANIMALS




STUDY NO. & 0057 GROSS FINDINGS (SUMMARY)
ANTHAL i RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 24.7 ppm 74.1 ppm 222 pPm
Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)
subcutis brown 0 (0 0 (0 0 (0 0 (0
lung brown 1 (10 0 (0 00 00
spleen enlarged o (0 0 (0 3 (30 6 (60)
black 0 (0 3 (30) 7 (70) 10 (100)
granular 0 (0 0 ( 0) 1 (10 10 (100)
Liver red 1 (10 0 (0 00 0 (0
brown 0 (0 0 (0 ¢ (0 0 (0
nodute 00 0 (0 0 (0 1 (10
herniation 1 (10 0 (0 0 (0 0 (0
Kidney green 0 (0 0 (0 0 (0 4 {40)
black 0 (0 0 (0 2 (20 1 (10)
adrenal nadule 1 (10 0 (0 ¢ (0 ¢ (0
cyst 00 0 0 1 (10 1 (10
ovary cyst 0 (0 0 (0 0 (0 0 (0
per i tonelm adhesion 0 (0 (U Q)] o (0 1 (10
(HPT080) BAIS2



STUDY NO. ¢+ 0057 GROSS FINDINGS (SUMMARY)
ANINMAL © RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Group Name 667  pom 2000 ppm
Organ____ Findings, NO. of Animals 10 (%) 10 (%)
subcutis brown 0 (0 1 (10
lung brrown 0 ( 0 0 (0
spleen entarged 8 (80) 10 (100)
black 8 (80) 10 (100)
granular 8 (90 0 (0
Liver red o (0 2 (20
broun 2 (20 6 (60)
nodule 0 (0 1 (10)
herniation 0 (0 00
kidney green 1 (10) 0 (0
black 7 (70 10 (100)
adrenal nadule 0 (0 00
cyst 0 ( 0 0o (0
ovary cyst 0 (0 1 (10
per i toneum adhesion o (0 0 (0
(HPT080) BAIS2



APPENDIX C 8-—3

GROSS FINDINGS (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:FEMALE:DEAD AND MORIBUND ANIMALS



STUDY NO, ¢ Q0

58

GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 13W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢+ 1
Group Name Control 74.1 ppm 222 pem 667 pem

Organ Findings NO. of &nimals 0 (%) 0 (%) 0 (%) 0 (%)

ung red - { ) - () - (9) - ()

spleen enlarged - (=) - () - () - (9

Liver green - (=) - () - () - ()

kidney brouwn - () - () - () - (=)

(HPT080)

BAIS2



STUDY NO. ;0058 GROSS FINDINGS {SUMMARY)

ANIMAL : KOUSE BDF1 DEAD AND MORIBUND ANINALS (0- 13W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 2
Group Name 2000 ppm 8000 ppm

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

lung red - () 1 (100)

spleen enlarged - (= 1 (100)

Liver green - {9 1 (100)

kidney brown - (= 1 (100)

(HPTO080) BAIS2



APPENDIX C 8—4

GROSS FINDINGS (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:MALE: SACRIFICED ANIMALS



STUDY NO. ¢ 0058 GROSS FINDINGS (SUNMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 74.1 ppm 222 [elei] 667 ppm
Organ Findings NO. of Animals 10 (%) 3 (%) 10 (%) 10 (%)
subcutis black 0 (0 0 €0 0 (0 0 (0
jaundice 0 (0 00 0 (0 0 C0
lung black 0 (0 0 C0 0 (9 0 (0
spleen enlarged 0 (0 0 (0 0 (0 0 (0
black 0 (0 0 ( 0 0 (0 5 (50)
black patch/zone 0 (0 1 (11) 0 (0 0 (0
black zone 1 (10 (1) 1 (10) 0 (0
Liver brown 0 (0 0 (0 0 (0 0 (0
black 0 (0 0 ( 0 6 (0 0 (0
white zone 0 (0 0 (0 0 (0 0 (0
Kidney braun 00 0 (W 00 0 (0
black 0 ( 0) 0 (0 0 (0 ¢ (0
testis atrophic ' 0 (0 0 (0 1 (10) 0 (0

(HPT080) BAIS2



STUDY NO, : 0088 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ HALE PAGE = 2
Group Name 2000 pRm 8000 ppm
Organ Findings NO. of Animals 10 (%) 10 (%)
subcutis black 0 ( 0 1 (10)
jaundice 2 (20) g (90)
lung black ()] 1 (10
spleen enlarged 9 (90) g (80)
black : 10 (100) 9 (90)
black patch/zane o (o 0 (o
black zone 6 (0 0 (0
Liver broun 3 (30 3 (30
black 5 (50 7 (70
uhite zone 0 (0 6 (60)
kidney broun ' 1 (10) 3 (30)
black 0 (0 6 (860)
testis atrophic 0 (0 o (0

(HPT080) BAIS2



GROSS

APPENDIX C 8-—5

FINDINGS (THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:FEMALE:SACRIFICED ANIMALS



STUDY NO.  : 0058 GROSS FINDINGS (SUMMARY)

ANTMAL © MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 3
Group Name Control 74.1 ppm 222 ppm 667  pom
Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)
subeutis Jjaundice 0 (0 0 (0 00 0 (0
lung brown zane 0 (0 0 (0 0 (0 0 (0
spleen enlarged 0 (0 0 (0 0 (0 4 (40
black 0 C0 0 (0 2 (20 & (80)
black patch/zone 0 (0 1 (10) 00 0 (0
heart white zone 0 (0 0 (0 00 0 (0
Liver enlarged 00 00 0 (0 00
broun 0 (0 0 (0 0 o0 0 (0
black 0w 0o 00 000
kidney broun 0 (0 0 (0 0 (0 0 (0
black 0 C0 0w o Co 1 (10
auary cyst 1 (10 0 (0 0 (0 ¢ (0

(HPT080) BAIS2



STUDY NO. + 0058 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢+ 4
Group Name 2000 ppm 6000  ppm
Organ_____ Findings NO. of Animals 10 (%) g (%)
subcutis jaundice 2 (20 9 (100)
tung brown zone 0o (0 1 (1D
spleen enlarged 8 (80) 9 (100)
black 8 (80) g (100)
black patch/zane 0 (0 0 (0
heart white zone 0o (0 1 (1)
Liver enlarged 1 (10) 0 (0
broun 4 (40) 3 (33)
black 4 (40 4 (44)
kidney brrown 1 (10) 1 (1D
black 0 (0 6 (67)
auary cyst 0 (0 0 (0
(HPT080) BAIS2



APPENDIX C 9-1

ORGAN WEIGHT (THIRTEEN-WEEK STUDIES: SUMMARY), ABSOLUTE

RAT :MALE



STUDY NO. : 0057 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANTMAL + RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE ¢ 1
Group Name NO. of Bady weisht THYMUS ADRENALS TESTES HEART LUNGS
Animals

Control 10 304+ 15 0.268% 0.020 0.051% 0.005 2.853+f 0.072 0.864%  0.09%5 1.007+  0.036

24.7 ppm 10 323+ 14%x 0.269+ 0.036 0.053%  0.004 2.938% 0.064 0.8431%  0.081% 1,023+ 0.068

74.1 ppm 10 315+ 5} 0.255+ 0.026 0.051& 0.004 2.913+  0.078 0.914x  0.048 1.014+=  0.044

222 Ppm 10 324+ 12xx 0.259+  0.037 0.064&  0.007 2.877+  0.143 0.946  0.057% 1.061+  0.054

667 PPm 10 317+ 14 0.308%  0.030 0.055%& 0.003 2.856+  0.071 0.963%  0.041xx 1,050+  0.040
2000 pRm 10 291+ 13 0.218%  0.033x%x 0.057+  0.007 1.068%  0.150% 1,032 0.0687%x 1.080+  0.054

Significant difference : x 1P = 0.05 x 1 P < 0,01 Test of Dumnett

(HCL040) BAIS2



STUDY NO. : 0057
ANIMAL  : RAT F344
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANINALS ( 13)

SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Control 10 1.8484  0.088 0.548+ 0.025 7.407+  0.508 1.800£  0.041

24.7 ppm 10 1.848+ 0,095« 0.580+  0.027 8.084%f  0.494xx 1,928+  0.044

74.1 ppm 10 1,94564  0.040% 0.671+  0.042 8.169+  0.355%x 1.955+  0.128

222 pem 10 1.953+  0.075% 1.1214  0.122%x 8.623%f  0.531xx 1.934+  0.041

667 pom 10 2.0224  0.052%x 3.000%  0.306%x 9.203%  0.387xx 1,966+ 0.100
2000 pPm 10 2.196+  0.096%x 5.412%  0.324%x 9,765+  0.360%x 1.981%  0.047%x

Significant difference ; * 1 P = 0,05 »* ! P = 0.01 Test of Dunnett

(HCL040) BAIS2



APPENDIX C 9-2

OCRGAN WEIGHT (THIRTEEN-WEEK STUDIES:SUMMARY), ABSOLUTE

RAT: FEMALE



STUDY NO. : 0057
ANTHMAL ¢ RAT F344
REPORT TYPE @ Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FEMALE
UNIT: g PAGE ¢ 3
Group Name NO. of Body weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals

Controtl 10 174+ 17 0.204%+  0.037 0.059%t  0.010 0.118+  0.027 0.580% 0.041 0.726+  0.062

24.7 ppm 10 179+ 10 0.206x 0,016 0.058%t  0.005 0.127+  0.013 0.605+  0.033 0.736+  0.0489

74.1 ppm 10 178+ 7 0.210f£ 0.028 0.058%  0.005 0,134 0.044 0.608%+  0.027 0.733% 0.048

222 pPm 10 177+ 10 0.235+ 0.032 0.058%+  0.009 0.123%+ 0.0189 0.622+ 0.049 0.749t  0.033

667 PPm 10 176 % 7 0.280+  0.068%x 0.059%  0.008 0.130+  0.018 0.681%  0.058%x 0.776  0.044
2000 jeen] 10 163+ O 0.187+ 0.022 0,060t  0.007 0.115&  0.018 0.695+  0.053%x 0,770  0.054

Significant difference i * 2P =5 0,05 w1 P < 0,01 Test of Dunnett

(HCLO40) BAIS2



STUDY NO. : 0057
ANIMAL : RAT F344
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUM
SURVIVAL ANIMALS ( 13)

MARY)

SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Contral 10 1.173+  0.118 0.368Lf 0.021 4,177t  0.5%6 1.726%  0.038

24.7 ppm 10 1.170+&  0.074 0.386+ 0.024 4,218  0.211 1.746%+  0.040

74.1 ppm 10 1.205+& 0.051 0.482%+ 0,031 4,368+  0.303 1.764%  0.034

222 ppm 10 1.2381+  0.058 0.955%  0.070%x 4.697+  0.287 1,771 0.033%

667 pRm 10 1,339  0.066%x 2.3294 0.233%x 5.353%  0.507xx 1.805+  0.029%x

2000 pPRm 10 1.3764  0.065%x 4,102  0.399%x 5,730  0.307%x 1.825%  0.026%x

Significant difference : * 1P S 0,05 w3 P = 0,01 Test of Dunnett

(HCL040) BAIS2



APPENDIX C 9-3

ORGAN WEIGHT (THIRTEEN-WEEK STUDIES:SUMMARY), ABSOLUTE

MOUSE:MALE



STUDY NO. : 0058 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE ¢ 1
Group Name N0, of Body weight THYMUS ADRENALS TESTES HEART LUNGS
Animalts
Control 10 30.5+ 2.4 0.046+  0.005 0.010+  0.002 0.236+ 0.014 0.1354+&  0.008 0.140+  0.007
74.1 pem 09 31.1+ 1.9 0.042+  0.005 .00+  0.002 0.233%  0.028 0.1371  0.010 0.142+&  0.008
222 pPm 10 31.9+ 2.4 0.046+  0.011 0.010%& 0.002 0.218+ 0.048 0.140%  0.009 0.146%  0.009
667 PRm 10 32,1+ 3.0 0.045+ 0.011 0.010+  0.002 0.243+  0.047 0.1394  0.008 0.138x=  0.010
2000 epm 10 29.1+ 1.9 0.038%  0.004% 0.011Ef  0.003 0.238+  0.013 0.143+  0.010 0.145+  0.008
6000 ppm 10 23.9% 2.1k 0.034%  0.006xx 0.013+  0.003% 0.171%£  0.020%x 0.154%  0.010%x 0.157+  0.013%x
Sisnificant difference : * 1 P = 0,05 w2 P = 0.01 Test of Dunnett

(HCLO40) ' BAIS2



STUDY NO.

ANIMAL

REPORT TYPE : Al

+ 0058

: MOUSE BDF1

ORGAN WEIGHT: ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : MALE

UNIT: g PAGE ¢ 2

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals

Cantrol 10 0.396+ 0.029 0.046  0.008 1.040+  0.073 0.438+ 0.018
74.1 ppm 09 0.394%f 0.018 0.061% 0.009 1.082+  0.073 0.439% 0.014
222 PPEm 10 0.397+f 0.011 0,050  0.005 1.0944+ 0,097 0.443%  0.014
6867 jeei! 10 0.410£  0.025 0.062+t 0.012 1.133%  0.0838 0.440%£  0.010

2000 pem 10 0.415+  0.034 0.169+  0.023xx 1.199+  0.077xx 0.448% 0,014

6000 oo 10 0.414%+  0.042 0.520%  0.063xx 1.6324  0.113%x 0.454+ 0.024

Significant difference : P =0.05 ¥ : P = 0,01 Test of Dunnett

(HCL040)

BAIS2



APPENDIX C 9—4

ORGAN WEIGHT (THIRTEEN-WEEK STUDIES:SUMMARY), ABSOLUTE

MOUSE:FEMALE




STUDY NO. : 0058
ANINAL  : MOUSE BDF1
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FENALE
UNIT: g PAGE : 3
Group Name NO. of Body weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals

Control 10 21.7& 1.6 0.048%  0.004 0.015+  0.003 0.041%  0.007 0.117£  0.010 0.144%£  0.007

74.1 pem 10 22.8& 1.6 0.0494+  0.006 0.014%+  0.003 0.041f  0.010 0.118  0.011 0,149+  0.020

222 pPpm 10 23.3+ 2.8 0.052%  0.007 0.015%  0.002 0.042+  0.008 0.1184  0.008 0.144%  0.013

667 PPm 10 23.0& 1.3 0.045%&  0.007 0.016+  0.003 0.043+ 0.011 0.118£  0.007 0.147t  0.009

2000 PRm 10 22,3+ 1.2 0.047%£  0.005 0.015%&  0.003 0.036+  0.005 0.131E£  0.005%x 0.148%+  0.008

6000 pPm 09 18.8+ 0.6 0.046+  0.007 0.014%  0.003 0.032+&  0.006 0.138%£  0.020%x 0.162+  0.053

Significant difference ; ¥ 1 P = 0,05 x% 1 P = 0,01 Test of Dunnett

(HCLO40) BAIS2



STUDY NO. : 0058
ANIMAL  : MOUSE BDF1
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Cantrol 10 0.288%t  0.010 0.0658%  0.007 0.870x  0.057 0.455+ 0.013

74.1 ppm 10 0.288% 0.024 0.062+  0.007 0.872+t  0.043 0.446%+ 0.015

222 pom 10 0.300f 0.018 0.063Ef  0.007 0.924+ 0.087 0.458+  0.009

867 ppm 10 0.285L& 0.016 0.111x  0.023=x 0.9571k  0.080% 0.458x  0.012
2000 ool 10 0.304% 0.014 0.268+  0.032xx 1.073%  0.083+x 0.458+  0.010
6000 pEm 08 0.291%+ 0,017 0.508+  0.078*x 1.293%  0.078%x 0.441+ 0.012

Significant difference : x 1 P < 0.05 P = 0.01 Test of Dunnett

(HCL040) BAIS2



APPENDIX C 10-1

ORGAN WEIGHT (THIRTEEN—-WEEK STUDIES:SUMMARY), RELATIVE

RAT:MALE




STUDY NO. : 0057 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANINAL * RAT F344
REPORT TYPE ¢ Al

SURVIVAL ANIMALS ( 13)

SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Bady weight THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)

Control 10 304+ 15 0.088% 0.008 0.017% 0.001 0.941% 0.047 0.2854+ 0.031 0.332+ 0.011

24.7 ppm 10 323%  14xx 0.0834 0.010 0.016% 0.002 0.910% 0.038- 0.292+ 0.019 0.317% 0.015

74.1 ppm 10 315k 6 0.081+ 0.008 0.016% 0.001 0.926+ 0.025 0,281+ 0.013 0.323+ 0.0138

o

222 PPm 10 324+ 12%% 0.080% 0.010 0.0174 0.002 0.887x 0.032% 0.292+ 0.010 0.3274+ 0.016

667 PPm 10 317+ U4 0.085% 0.007 0.0174 0.001 0.8034 0.050 0.304% 0.012 0.332+ 0.014
2000 pem 10 291+ 138 0.074% 0.009%x 0.019+ 0.002%x 0,367+ 0.052%x 0.354+ 0.016%x 0.364% 0.011%x

Significant difference : * 1P = 0.05 x 1 P S 0.01 Test of Dunnett

(HCL042) BAIS2



STUDY NO. : 0057 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANINAL o RAT F344 SURVIVAL ANIMALS ( 13)

REPORT TYPE : Al

SEX : MALE

INIT: % PAGE : 2

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals

Control 10 0.609+ 0.021 0.1814 0.011 2.437% 0.077 0,627+ 0.027
24.7 ppem 10 0.604+ 0.032 0.1834 0.007 2.501% 0.102 0.588% 0.024
74.1 ppm 10 0.618% 0.010 0.213% 0.011 2.586 % 0.093%x 0.6214 0.033
222 ppm 10 0.6024% 0.018 0.345+ 0.030%x 2.657+ 0.086xx 0,597+ 0.026
867 ] 10 0.639+ 0.030 0.947+ 0.098%x 2.904% 0.041%x 0.622% 0.081

2000 pRm 10 0.754% 0.018%x 1.858% 0.0899%x* 3.355% 0.063%x 0.6814 0.028%x

Significant difference ; * 1 P = 0.05 * 3 P = 0.01 Test of Dunnett

(HCLO42) BAIS2



APPENDIX C 10-2

ORGAN WEIGHT (THIRTEEN-WEEK STUDIES:SUMMARY), RELATIVE

RAT: FEMALE




STUDY NO. : 0057 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO, of Body weight THYNUS ADRENALS OVARIES HEART LUNGS
Animals (g)

Caontrol 10 174+ 17 0.117% 0.017 0.034+ 0.005 0.068L 0.018 0.334% 0,023 0.418+ 0.036

24.7 ppm 10 178+ 10 0.115% 0.005 0.032% 0.003 0.071£ 0.007 0.338% 0.017 0.413% 0,030

74.1 ppm 10 179+ 7 0.117% 0.015 0.032% 0.003 0.075% 0.025 0.339% 0.014 0.412+ 0.028

L

222 ppm 10 77 10 0.132% 0.012 0.033% 0.004 0.070% 0.009 0.352+ 0.017 0.424+ 0.020

667  ppm 10 176+ 7 0.1594 0.036% 0.033% 0.003 0.074% 0.009 0.387L 0.024%x 0.441%+ 0.021

2000 ppm 10 163+ 9% 0.114x 0,008 0.037% 0.004 0.071% 0.008 0.426% 0.019%x 0.472+ 0.023%x

Significant difference ; ¥ 1 P = 0.05 % 1 P = 0.01 Test of Dunnett

(HCLO42) BAIS2



STUDY NO. : 0057 ORGAN WEIGHT:RELATIVE (SUMMARY)

o

ANIKAL + RAT F344 SURVIVAL ANIMALS ( 13)

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE : 4

Group Nams NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals

Control 10 0.6741+ 0.048 0.213% 0.018 2.382+ 0.182 0.8884 0.095
24.7 ppm 10 0.656+ 0.036 0.222% 0.011 2.365% 0.069 0.980+ 0.048
74.1 ppm 10 0.672% 0.025 0.269+% 0.012 2.434% 0.111 0.9851 0.043
222 ppm 10 0.701+ 0.030 0.541+ 0.041%x 2.658+ 0.089% 1.0044% 0.048
667 ppm 10 0.762E£ 0.030%x 1.323% 0.101%x 3.040L 0.185%x 1.028% 0.045

2000 ppm 10 0.844+ ¢.021%x 2.512% 0.162%x 3.514+ 0.072%x 1,122 0.065%x

Significant difference : * i P S 0.0 * ! P = 0,01 Test of Dumnett

(HCL042) BAIS2



APPENDIX C 10-3

ORGAN WEIGHT (THIRTEEN-WEEK STUDIES:SUMMARY), RELATIVE

MOUSE :MALE



STUDY NO. : 0058

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTHAL ¢ NOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body weight THYMUS ADRENALS TESTES HEART LUNGS
Mnimals (g)

Control 10 30.5+ 2.4 0.152% 0.012 0.032+ 0.008 0.776 % 0.064 0.443+ 0.035 0.462% 0.041

74.1 ppm 09 31.1+ 1.9 0.1354% 0.017 0.030x 0.007 0.7524+ 0.108 0.440% 0.024 0.4574+ 0.024

222 Pom 10 31.9%+ 2.4 0.144+ 0.026 0.032% 0.008 0.685% 0.182 0.439% 0.033 0.457% 0,031

&

667 PRM 10 32.1+ 3.0 0.140+% 0.025 0.032% 0.007 0.757+ 0.117 0.437% 0.043 0,434+£ 0.048

2000 jeie] 10 29.1+ 1.9 0.130% 0.019 0.038% 0.011 0.821#+ 0.088 0.492% 0,033« 0.501% 0.029

6000 pPm 10 23.94 2.1xx 0.141% 0.024 0.054% 0.011%xx 0.717+ 0.087 0.647+ 0.039%x 0.661% 0.062%%

Significant difference : * 1 P = 0.05 w>* 1 P = 0,01 Test of Dunnett

(HCL042)

BAIS2



STUDY NO. : 0058 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL : NOUSE BDF1
REPORT TYPE : Al

SURVIVAL ANIMALS ( 13)

[

SEX : MALE
UNIT: % PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Control 10 1.300% 0.081 0.152£ 0.021 3.414+% 0.167 1.442% 0.129

74.1 ppm 08 1.269+ 0.077 0.164+% 0.027 3.410% 0.106 1.414%+ 0.072

222 PPm 10 1.2481 0.085 0.158% 0.015 3.426+% 0.175 1.385% 0.105

867 pPm 10 1.283% 0.100 0.197% 0.053 3.538+ 0.184 1.381%+ 0.133
2000 jeie] 10 1.430% 0.120% 0,584+ 0.083%x 4.1241% 0.180%x 1.545% 0.105
6000 pem 10 1.7324+ 0.092%x 2.180% 0.187x 6.428 % 0.328%x 1.909% 0.134#x

Significant differsnce * 1 P S 0.05 xx ¢ P = 0,01 Test of Dunnett

(HCLO42) BAIS2



APPENDIX C 10-—4

ORGAN WEIGHT (THIRTEEN-WEEK STUDIES:SUMMARY), RELATIVE

MOUSE:FEMALE




STUDY NO. : 0058 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 13)

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE : 3

Group Name NO. of Body weight THYMUS ADRENALS OVARIES HEART LUNGS

Animals (g)

Controt 10 21.7+ 1.6 0.218% 0.018 0.0714 0.016 0.189+ 0.039 0.541x 0.048 0.666% 0.042
74.1 ppm 10 22.8+ 1.6 0.216+ 0.024 0.063% 0.013 0.181x 0.046 0.520% 0.056 0.658+ 0.098
222 jwoii] 10 23.3+ 2.8 0.2231+ 0.029 0.065% 0.012 0.180% 0.033 0.512% 0.037 0.624=% 0.060
667 ppm 10 23.0+ 1.3 0.197+ 0.029 0.069+ 0.014 0.188% 0.048 0.521% 0.026 0.6414 0.052

2000 PPm 10 22.3ft 1.2 0.211% 0.021 0.068% 0.011 0.159+% 0.019 0.5894 0.028 0.669% 0.022

6000 pem 08 19,9 0.6 0.230% 0.035 0.072+ 0.013 0.160+ 0.030 0.681% 0.086+x 0.807% 0.239

Significant difference ; *x ¢ P = 0.05 ** 1 P = 0.01 Test of Dunnett

(HCLO42) BAIS2



STUDY NO. : 0058
ANTHAL ¢ MOUSE BDF1
REPORT TYPE : A1

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FEMALE
UNIT: % PAGE 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals

Control 10 1.330%+ 0.091 0.2694 0.020 4.008% 0.183 2.1054 0.198

74.1 ppm 10 1.2764 0.150 0.274% 0.034 3.838% 0.231 1.9694+ 0.182

222 pom 10 1.296% 0.100 0.274% 0.030 3.995% 0.315 1.994+ 0.221

‘jl

667 pem 10 1.2894 0.073 0.4824+ 0.083% 4.167+ 0.232 2.005% 0.120

2000 pPm 10 1.3634 0.062 1.2054 0.125%x% 4.805% 0.136%x 2.0554 0.088
6000 ppm 09 1.4681% 0.095% 2.546 % 0.333%x 6.481+ 0.229%x 2.214% 0.094

Significant difference i * P = 0.05 ¥ 1 P S 0.01 Test of Dupnett

(HCLD42) BAIS2



APPENDIX C 11-1

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(THIRTEEN—-WEEK STUDIES:SUMMARY)

RAT - MALE:SACRIFICED ANIMALS



STUDY NO.  : 0057
ANTHAL + RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS ( 13W)

SEX ¢ HALE PAGE : 1
Group Name Control 24.7 ppm 74.1 ppm 222 PPM
No. of Animals 10 10 10 10
1> <2 & &b KI> K> 3> 4L KI> K2 B3> D 1> 2> 3> b
Organ Findings @ w® W o w ® ®w ® ® & ®» W M & ® &
[Respiratory system]
nasat cavit inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(10) C 0) C 6 C 0) o Co oo (oo (000
.ﬂ'
[Hematopoistic system]
bone marrow erythropoissis: increased 0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0 *
(000 (o0 (OConCn oy (60) ( 0 C OO C O
spleen congestion 0 0 0 0 0 0 0 0 10 0 0 0 *x 3 7 0 0 *x
COCo 00 (o0l (100) ¢ 0 (0 (0 (30) (700 ¢ O C 0
deposit of hemosiderin 0 10 0 0 1 9 0 0 0 2 8 0 *x 0 0 10 0 *x
(0) (100) C 0 C O (100 (80 C O) C O (0 (20 (80 ( O 0 (0t (O
extramedul lary hematcpoiesis 0 0 0 0 1 0 0 0 10 0 0 0 *x 5 5 0 0 %x
: (oo oo (1, oy o (o (o) ¢ 0 C 0 ( O (50) (50 C 0) ( 0)
capsule hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 7 0 0 0 *x
(oCconcolon (000 (oco o0 (70 C O C 0 (0
[Circlulatory system]
heart granulation 2 0 0 0 3 0 0 0 0 0 0 [4} 0 0 0 0
(20) ( O C 0y ( O (30) C 0y (o) (o oo (o0
[Digestive system]
Liver herniation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(OCoCncon (000 (oconco o0 (0o 0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0 *x
(0o oo o (ool (80) C 0 (0 (0
Significant difference 3 * 1 P < 0.05 ¥ ! P = 0,01 Test of Chi Sauare <1>:Stight <2>:Moderate 3> Marked <4>:Severe

(HPT150)

"

BAIS2’



¢

STUDY NO. ¢ 0057 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 13#)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 2
Group Name 667 ppm 2000 Ppm
No. of Animals 10 10
K> 2> KB L 1> K2> B <&
Organ Findings W % & ® ® & & ®
[Respiratory system]
nasal cauit inflammation 0 0 0 0 0 0 0 0
(Lo n (O Cn o0
{Hematopoietic system] N
bone marrow erythropoiesis: increased 0 10 0 0 %% 1 0 g 0 xx
(0 (o ( 0 C 0 (10) ( 0) (80) ¢ 0)
spleen congestion 1 1 8 0 *x 0 1 g 0 #x
) (10) (10) (80 ( O (0 (10) (80) ( O
deposit of hemosiderin 1 0 9 0 % 0 0 10 0 *x
(1) ¢ 0) (90) ( 0) (0 ( 0y () ¢ ®
extramedul lary hematopoiesis 0 10 0 0 *x 0 10 0 0 xx
(0) (100) ¢ O ¢ O {0) (200)  0) ( 0
capsule hyperplasia 0 10 0 0 *xx 39 0 0 0 xx
(0@ (oo (90) C 0) C 0) C 0
[Circlulatory system]
heart granulation 0 0 0 0 1 0 0 0
Cococo o () o (00
[Digestive system]
Liver herniation 1 0 0 0 0 0 0 0
(10 C oo (o coco oo
deposit of hemosiderin 10 0 0 0 *x 0 10 0 0 *x
(100) ¢ 0 ( 0 ( 0 (0 (1o0y ( 0) ( 0
Sianificant difference * 1 P = 0.05 ¥ ;P = 0.01 Test of Chi Sauare <1>:Slight {2>:Moderate <3>:Marked <4>:Severe

(1PT150)

4

BAIS2~



STUDY NO.  : 0057 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANINALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 24.7 ppm 74.1 ppm 222 ppm
No. of Animals 10 10 10 10
D> LD B Wb 1> 2> 3 <L 4> 2> B3> D > KD B b
Organ______ Findings M ® ® ® @ ® w ® W % W ® W ®» & W

[Digestive system]

Liver granulation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(0o (100 C 0y C 0) C O ooy (1 (000
extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0 o
(OO0 Co (0o (o0 (10) C 0 C O C O (10 ooy
swellingicentral 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

[Urinary system]

kidney basophilic change 3 0 0 0 0 0 0 0 4 0 0 0 0 0 0 0
(30) ¢ 00 C 0 (0 Q) B GIE) I QRO B G (40) C ) C O (C 0 (oo
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 0 0

eosinophilic bady 4 6 0 0 2 7 0 0 0 8 1 0 0 8 2 0 *
(40) (60)  0) C 0 (200 (70) C 0) C 0) (0 (80) (10) ( 0) 0y (80) (20 ( 0
[Reproductive system]
testis atrophy 0 0 0 0 0 0 0 0 0 0 0 4} 0 0 0 0

interstitial cell hyperplasia 0 4 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0

[Special Sense organs/appandage]

0 0 0 0 0 1 0 0 0 0

Harder gl inflammation 0 0 0 1 0 0
cocoColow Q) I GO I G ) B Q) (1) C 0y C oo 0w oo
Significant difference ¥ 1 P S 0.05 w1 P = 0.01 Test of Chi Sauare <>:Slight <2>:Moderate (3> Narked {4>:Severe

(HPT150) “ BAIS2



STUDY NO. s 0057 HISTOLOGICAL FINDINGS : NON~NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANTMALS ( 13W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name 667 ppm 2000 ppm
No. of Animals 10 10
D> 2> B> Wb > 2> K b
Organ, Findines @ @ & W @ W ® W
[Digestive system]
Liver granulation 1 0 0 0 0 0 0 0

extramedut lary hematopoiesis

swelling:central

[Urinary systen]

kidney

pasophi Lic change

deposit of hemosiderin

eosinophilic body

[Reproductive system]

testis

[Special sense organs/appandage]

atrophy

interstitial cell hyperplasia

4 0 0 0 10 0 0 0 xx
(40) C O C 0 (O 00y ( 0) C 0 ( 0

0 0 0 0 10 0 0 0 *x
(oCoConln (100) C 0y C 0 C 0

1 0 0 0 0 0 0 0
(100 C 0y C 0) C 0 Coco oo

8 0 2 0 *x 0 10 0 0 *x
(80) C 0 (200 ( 0 0y (100) ¢ 0 € 0

0 0 10 0 *x 1 0 9 0 *x
(0 ¢ 0 (100) € 0) (10) ( 0y (80) C 0)

0 0 0 0 0 9 1 0 *x
oo oo (0 (90 (10 € 0

0 0 0 0 7 0 0 0 *x

(oo oo (70 ¢ 0 C 0 (0

“V

Harder gl inflanmation 1 8 1 0 *x [ 2 0 0 *
(10) (80) (10) ( 0) (40) (200 C 0) C O
Significant difference = P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

A\

BAIS2-



APPENDIX C 11-2

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(THIRTEEN-WEEK STUDIES:SUMMARY)

RAT: FEMALE: SACRIFICED ANIMALS



STUDY NO. & 0057

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FENALE PAGE : 6
Group Name Control 24.7 ppm 74.1 ppm
No. of Animals 10 10 10
1> 2> K3 <& 1> 2> 3 b D> 2> & D <4>
COrgan Findings W & o W @ W W W @ % & ® %
{Hlematopaietic system)
bane marrow granutation 1 0 0 0 3 0 0 0 2 0 0 0 0
(100 C 0y (o (o (30 C 0 Co0)( 0 (200 C 0y C 0) (0 0
erythropoiesis: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 *x o
CoCo oo (100 C 0y C o) C O (oo oo 0
spleen congestion 0 0 0 0 0 0 0 0 10 0 0 0 *x 0 *x
(o0l coco oo ooy ¢ 0 ¢ 0 ( O 0)
deposit of hemosiderin 0 10 0 0 0 ] 1 0 0 0 10 0 #x 0 *x
¢ 0) (1o0) ¢ 0 ( 0 (0 (90) (100 C 0 0 C 0 10y ¢ 0 0
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 6 0 0 0 % 0 %
oo oo oo oo (80) ( 0 C 0) C 0 0)
capsule hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 *xx
(oo oo (oCo o0 (oo oo 0)
[Digestive system]
Liver herniation 1 0 0 0 0 0 0 0 1 0 0 0 0
(1 C oy (oo (oo (100 C 000 0)
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0
(oConCoCn (oo (oo o0 0)
granulation 1 0 0 0 0 0 0 0 2 0 0 0 0
(1ol (oo o0 (20 C 0 C 0y ( O 0)
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo oo (o 0o coco ol 0)
[Urinary system]
kidney deposit of hemosiderin 0 0 0 0 0 0 0 0 10 0 0 0 % 0 *x
oo o (o0 CoOCo 0o (100) ¢ 0) C 0 (O 0 0)
Significant difference ; * 1 P = 0.05 ¥ 1 P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate (3> Marked <4>:Severe
(4PT150)

BAIS2



STUDY NO. & 0057

RISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMHMARY)

o

ANINAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 6
Group Name 667 ppm 2000 pPm
No. of Animals 10 10
1> 2> B D 1> 2> B> <4
Organ Findings M W ® W m o | W
[Hematopoietic system]
bone marrow granulation 3 0 0 0 0 0 0 0
(30) C 0y C0) (0 oo o0
erythropoiesis: increased 0 1 9 0 % 0 0 10 0 *x
¢ 0y (10) (90) ( 0 ( 0) ¢ 0) (100) C 0
spleen cangestion 0 6 4 0 *xx 0 0 10 0 *xx%
(0 (60) (40) ( ® (0 (0 (ro0) ¢ 0
deposit of hemosiderin 0 0 10 0 *x 0 0 10 0 *x
0y 0y (100) ¢ O ¢ 0 C 0y (100) ( 0)
extramedullary hematopoiesis 0 10 0 0 *xx 0 4 8 0 *x
¢ 0y 100y C 0 ( 0) (0 (40) (60) C 0
capsule hyperplasia 1 8 0 0 *xx 4 0 0 0
(10) (80 ¢ 0 C 0 (400 C 0y C o) (O
[Digestive system]
Liver herniation 0 0 0 0 0 0 0 0
(ool (0o
deposit of hemosiderin 10 0 0 0 xx 0 10 0 0 xx
(xo0) ( 0) C 0) ( ® ¢ 0) (100) C 0) ( 0
granulation 3 0 0 0 1 0 0 0
(3 ¢ oy C0Co (100 ¢ 0 ¢ 00
extramedullary hematopoiesis 1 0 0 0 10 0 0 0 *xx
(100 C 0y C 0 C 0 (100) ¢ 03 C 0) C O
[Urinary system]
kidney deposit of hemosiderin 0 9 1 0 xx 1 0 g 0 xx
(0 (90) (10 C 0 (10) C 0) (90 ( O
Significant difference ; * + P = 0.05 xx 1 P £ 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe
(HPT150) BAIS2



STUDY NO. & 0057

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 13W)

ANTHMAL : RAT F344
REPORT TYPE : Al

SEX ¢« FEMALE
Organ

No. of Animals

Findings,

[Urinary system]

kidney mineralization

[Reproductive system]

uterus dilatation

[Special sense organs/appandage]

Harder gl inflammation

Nary

Nesd

4

Significant difference ;

¥ 1 P = 0.01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO. @ 0057
ANIMAL
REPORT TYPE : Al

: RAT F344

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 13W)

[

SEX : FEMALE PAGE : 8
Group Name 667 e} 2000 ppm
No. of Animals 10 10
> K> B D A> > B3> L
Organ Findings ® o & & B & &
{Urinary system]
kidney mineralization 7 0 0 0 5 0 0 0
(700 C o) C o) C O (80) C 0y C 0)C O
[Reproductive system]
uterus di latation 2 0 0 0 1 0 0 0
(200 C 0) C 0 C O (10 C 0 C 0y ( 0)
[Special sense organs/appandage]
Harder gl inflammation 0 9 1 0 *% 1 7 2 0 *x
( 0y (90) (10 ( 0) (10) (70) (200 C O
Significant differencs ; * 1 P = 0.05 *x 1 P = 0.01 Test of Chi Sauare <I>:Slight <2>:Hoderate <3>:Harked {4>:Severe
(HPT150) BAIS2



APPENDIX C 11-3

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE: FEMALE:DEAD AND MORIBUND ANIMALS



STUDY NO,  + 0058

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 13W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 1
Group Name Control 74.1 ppm 222 pRm 667 pem
No. of Animals 0 0 0 0
KI> 2> B3> <L 1> 2> B> <D 1> 2> 3> <L (1> 2> (KB <&
Organ Findings & o ® ® @ & ®» ® & B W W & & ® M
[Hematopoietic system]
bone marrow deposit of hemosiderin - - - - - - - - - - - - - - - -
(209 (09 S IO B GO B G| S0
erythrapoiesis: increased - - - - - - - - - - - - - - - -
(D009 (0= D S0 009
splesn deposit of hemosiderin - - - - - - - - - - - - - - - -
(20200 (0009 S ()9 D009
[Circlulatory system]
heart dilatation - - - - - - - - - - - - - - - -
(=20~ CA) (=009 S =09 G B G G
[Digestive system] -
Liver deposit of hemosiderin - - - - - - - - - - - - - - - -
(=229 (200220 S =009 D))
extramedul lary hematopoiesis - - - - - - - - - - - - - - - -
(=009 (=009 =09 -) SO )
[Urinary system]
kidney vacuolization of proximal tubule - - - - - - - - - - - ~ - - - -
(D200 (Y09 o IR B G B G D I N G I G
{1>:Stight ' <2>:Yoderate <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0058

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

&

ANTMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 13W)

REPORT TYPE : Al

SEX ¢ FENALE PAGE : 2

Group Name 2000 ppm 6000 PP/
No. of Animals 0 1

) 1> 2> <& b 1> 2> & b

Organ_____ Findings @ o W o @ o & ®

[Hematopoietic system]

bone marrow deposit of hemosiderin - - - - 0 1 0 0
(=2 C20) 0= (0 (1o ¢ 0 ( 0

erythropoiesis: increased - - - - 1 0 0 0 "

(=000 (100 ¢ 0 0 (0

spleen deposit of hemosiderin - - - - 0 0 1 0
(009 (0 (0 (100 ( 0

[Circlulatory system]

heart di latation - - - - 1 0 0 0
(02009 (x00) ¢ 0) € 0 ( 0)

[Digestive system]

Liver deposit of hemosiderin - - - - 1 0 0 0
(=)= (100) ¢ 0y C 0) C 0)

extramedullary hematopoiesis - - - - 1 0 0 0

(=)= 100y ¢ 0y C 0) C 0)

{Urinary system]

kidney vacualization of proximal tubule - - - - 0 0 1 0
(D (200 ¢ 0 (0 (100 ¢ 0

{1>:Slight <2>:Noderate <4>:Severe

(HPT150)

BAISZ



APPENDIX C 11-—4

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS

(THIRTEEN—-WEEK STUDIES:SUMMARY)

MOUSE:MALE:SACRIFICED ANIMALS



STUDY NO. @ 0058

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 74.1 ppm 222 ppm 667 pem
No. of Animals 10 9 10 10
KI> <25 <& b 1> 2> 3D <4 1> K2> <& <K& 1> 2> <3 D
Organ Findings @ o @ o ® ® ® W @ o @® W o % W W
[Hematopoistic system)
bane marrow deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
COCoCn oy (ool (0o (o000
erythropoiesis: increased 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0, 0 o
(oo 0 (oo CoCoo o (oo (0o
spleen congestion 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o0 (oo (oo (20 C O (OO
deposit of hemosiderin 2 0 0 0 3 0 0 0 9 0 0 0 #% 4 6 0 0 *x
(200 C 0y C 0) (O (s (0o (g0) C 0y C O ( O) (40) (60) ( OO ( 0
deposit of melanin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(100 C 0 C 0) C O CoCco oo (oo lon (ool
extramedul lary hematapoiesis 0 0 0 0 0 0 0 0 1 0 0 0 8 1 0 0 xx
(oo CoConcoco0 (10 ¢ 0 C 0y C O (80 (10 C 0 C 0
[Circlulatory system]
heart thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo Cnln (ool (oo 0 (OO0
[Digestive system]
salivary gl lymphocytic infiltration 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(1) C o0y oo o0 (10 C 000 (1 o0 lon
Liver thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo co o (oo (ococo (o0 (o0
necrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
COCO 0D CoCo oo Cococo (0 (ool
Significant difference s % : P £ 0.06  =*x : P £ 0.01  Test of Chi Square <1>:Stight <2>:Yoderate <3>:Marked <4>:Severe

(#PT150)

“

BAIS2"



STUDY NO. : 0058

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS { 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name 2000 ppm 6000 jeish]
No. of Animals 10 10
(D> LD L WD > K> K& D
Organ Findings @ & ® ® M | B
[Hematopoietic system]
bone marrow depaosit of hemosiderin 10 0 0 0 *x 2 8 0 0 *x
(200 ¢ 0) € 0) C 0 (20 (80) ( 0 ( 0
erythropoiesis: increased 7 0 0 0 *xx 8 0 0 0 *xx "
(700 C ) C 0 C O (80) ( 0y C0) (O
spleen congestion 4 6 0 0 xx 1 7 1 0 *x
(40) (80) ( O) C O (10) (70) (10) C O
deposit of hemosiderin 0 1 9 0 *x 0 0 g 0 *x
0 (10 (80) (O 00 (90 (0
deposit of melanin 0 0 0 0 0 0 0 0
(oco oo O G I G B Q)
extramedul lary hematopoiesis 0 10 0 0 xx 0 1 8 0 *x
(0 (100 ¢ 00 (O (0 (10) (80) ( 0
[Circlulatary system]
heart thrrombus 0 0 0 0 1 0 0 0
(oo o0 (10 ¢ 0 C 0 ( 0
[(Digestive system]
saLiQary gl lymphocytic infiltration 0 0 0 0 0 0 0 0
(oC0Cnlon oo oo
Liver ‘thrombus 0 0 0 0 7 1 0 0 xx
oo o (o0 (700 (100 C O C O
necrosis: focal 0 0 0 0 8 0 0 0 *x
(o0 (80) ( ) C 00
Significant difference *x 1P = 0.06 %% 1 P < 0,01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe
(HPT150) u

BAIS2¥



STUDY NO. ¢ 0058 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 74.1 pem 222 PPm 667 jeisi}
No. of Animals g 10
KI> 2> <& b 1> <2> 3> <L 1> <2> <3 <& 1> 42> 3 L
Organ Findings M ® & O @ w w ® ® % @® & M W @& ®
[Digestive system]
Liver deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (0o CoOCoCnCn (oo
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0“ 0 o
Co 00 o CoOCo oo (00 CnCn (oo oo
swelling:central 0 0 0 0 o} 0 0 0 0 0 0 0 0 0 0 0
(oo Cconcon (o ln (oo Coloy (0o
gall bladd inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1) oo (n (oo o (oo oo oo o0
{Urinary system]
kidney cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o (oo Q) B Q) I Q) B (1 o000
basophilic changs 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(1) C 0 00 (O ln oo oo (200 C O C OO
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
00 0 ( 0 (o CoCon o (RGN Q) B Q) 00 0) ( 0)
vacuolization of proximal tubule 9 0 0 0 8 0 0 0 10 0 0 0 10 0 0 0
(g0 (0 C 00 (8 ( 0 C 0 (O (100) ¢ 0 C 0 (O (100) ( 0 ¢ O (C @
mineralizationipapilia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 o (w0 lon (oo o0
[Endocrine system]
adrenal accesory cortical nodule 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0o 0) ( 0) CoCcoCo o (ocoCo o0 oo 0 (0
Significant difference ; * 1 P S 0,05 w1 P = 0,01 Test of Chi Sauare <1>:Stight {2>:Moderate <3>:Harked {4>:Severe

(HPT150)

it

BAISZ»



STUDY NO. - : 0058 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : HALE PAGE = 4
Group Name 2000 pPM 8000 ppm
Na. of Animals 10 10
<Ay <2 3> <L 1> 2> 3> b
Organ______ Findines, % ® & @ o & O
[Digestive system]
Liver deposit of hemosiderin 9 0 0 0 xx 0 10 0 0 *x
(s0) C 0y C 0 (O ¢ 0y (100) ( 0) ( O
extramedul lary hematopoiesis 3 0 0 0 10 0 0 0 % : o

swelling:central 9 0 0 %%

gall bladd inflammation 0 0 0 0 0 0 0 0

[Urinary system]

kidney cyst 0 0 0 0 0 0 0 0
(o0 COC 0o
basophilic change 1 0 0 0 2 0 0 0
(1) ¢ 0) C 0 ( 0 (20 C 0y C o)y (o
deposit of hemosiderin 10 0 0 0 xx 0 10 0 0 *x
(100) C 0y C 0 ( 0) (0 100y C 0y C 0)
vacuolization of proximal tubule 9 0 0 0 0 0 0 0 *x
() (0w oo 0o
mineralization:papilla 0 0 0 0 0 0 0 0

{Endocrine system]

adrenal accesory cortical nodule 0 0 0 0 1 0 0 0
(oo oo (10) C 0 C 0)C 0
Sionificant difference * 1P S 0.05 *» ! P S 0,01 Test of Chi Square <1>:iSlight (2>:Moderate <3>:Marked <4>:Severe
(HPT150) u

BAISZ»



HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

STUDY NO. & 0058
ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Control 74.1 ppm 222 PPm 667 ppm
No. of Animals 10 9 10 10
> > K <D 1> 2> <& L D> 2> B> b 4> <2 & D
Organ Findings W o ® W @ o o8 o @ W ® O M & W ®
[Reproductive system]
testis atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co oo o0 oo oo (oo (ool
“ &
Significant difference ; * 1 P = 0,05 %% 1 P S 0.01 Test of Chi Square <1>:Slight <(2>:Yoderate <3>Narked <4>:Severe
BAIS2

(HPT150)



STUDY NO. = 0058 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name 2000 pPm 6000 opm
No. of Animals 10 10
> 2> 3> 4L 1> 2> 3 D
Organ Findings ® o ® ® @ & & W

{Reproductive system]

testis atrophy 0 0 0 0 10 0 0 0 xx
(O CoCon o (160) (0 C 00 C O

Significant difference ; * 1 P = 0.05 ** ¢ P = 0,01 Test of Chi Sauare <1>:Slight <2>:Yoderate (3> Harked <4>:Severe

(HPT150) BAIS2



APPENDIX C 11-5

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS
(THIRTEEN-WEEK STUDIES:SUMMARY)

MOUSE:FEMALE:SACRIFICED ANIMALS



STUDY NO.  : 0058

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS { 13W)

PAGE ¢ 7

ANIMAL : HOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE
Organ Findings

No. of Animals

3>
®

74.1 ppm

<3
®

4>
®

[Respiratory system]

Lung/branch infLamma{ion
[Hematopoistic system]
bone marrow deposit of hemosiderin
erythropoiesis: increased
Lymph nade congestiaon
spleen congestion
deposit of hemosiderin

deposit of melanin

extramedullary hematopoiesis

[Circlutatory system]

heart thrombus

[Digestive system]

0
0) (

0
0

—

—~

o

0 xx
0)

0 xx

0)

0 *x
0)

salivary gl lymphocytic infiltration
Significant difference * P £ 0,00
(HPT150)

*» 1 P S 0.01 Test of Chi Sauare

<1>:Stight

<2>:Moderate

BAIS2



STUDY NO.  : 0058 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL ¢ HOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name 2000 ppm 6000 eleli}
No. of Animals 10 9
1> 2> K3 <K& <I> 0 K2> 3> <4
Organ Findings @ ® W W @ ® ® W
{Respiratory system]
lung/bronch inflammation 0 0 0 0 0 1 0 0
(o CoCco o0 oo o
[Hematopoietic system] "
baone marrow deposit of hemosiderin 10 0 0 0 *x 0 ] 0 0 %%
(100 ¢ 0) C 0) C 0) ¢ 0) (100) ¢ 0 C 0
erythropoiesis: increased 8 0 0 0 *x g 0 0 0 *x
(80) C 0 C (0 (100) ¢ 03 C O ( O
lymph node congestion 1 0 0 0 0 0 0 0
(1) C 00 C 0 (0 () B G ) B G ) B Q)]
spleen congestion 0 10 0 0 xx 0 9 0 0 %%
(0 100y C 0 C 0 Coam oo
deposit of hemosiderin 0 0 10 0 *x 0 0 9 0 *x
C o0 o (0 (0 0) (1o0) C O
deposit of melanin 0 0 0 0 0 0 0 0
CocoCo o0 (o Co oo
extramedullary hematopoiesis 0 10 0 0 *x 0 0 9 0 *x%
0y (100) ¢ 0 C 0 (0 0y (x00) ( 0
[Circlulatory system]
heart thrambus 0 0 0 0 0 1 0 0
(0o (0 (1 oo
[Digestive system]
salivary gl lymphocytic infiltration 0 0 0 0 0 0 0 0
(oco ooy (oo o0
“
Significant differencs : * 1 P = 0.08 ¥ ¢ P = 0.01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BA1S2

“I



STUDY NO.  : 0088

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 8
Group Name Control 74.1 ppm 222 ppM 667 feieli}
No. of Animals 10 10 10 10
> 2> 3D 4L 1> 2> B b > 2> B L (1> 2> <& D
Organ Findings @ | W W @ ® & O @ ® & ® M & W W
[Digestive system]
Liver necraosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
coCo o0 o oo oo cocoCo o (oo oo
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0.0
(0Co oy (oo Cco o0 (oo o0 coCco (oo
extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCo oo (o0 o0 cococnon (oo lon
swelling:central 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo o0 (oCoCn oy (oo o0
[Urinary system]
kidney basaphilic changs 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oCoCn o (0o CoCoCn o (100 C 0 C 0 (0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCocn o0 (OCoCn (o0 o0l (oo oo
mineralizationipapilla 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(10 C 03 C 0o (200 ¢ 0 C o) ( O CoCoCo o0 (1) oo o
[Endacrine system]
thyroid lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1w ool oo oo (ocoCnlon (GO B ) B G ) I Q)]
adrenal accesory cartical nodule 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
coCco oo (o0 (o0 (o000 oo oo
[Body cauvities]
adipose granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCco oo oo oo (oo Cn cocoCon oy
Sienificant difference ; *x 1 P < 0,05 %% 1 P = 0.01 Test of Chi Sauare <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2

'y



STUDY NO. ¢ 0058

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 10
Group Name 2000 el 6000 o]
No. of Animals 10 g
1> 2> B D > 2> B D
Organ_____ Findines @ ® ® W G o o W
[Digestive system]
Liver necrosis: focal 1 0 0 0 0 0 0 0
(1) 03 C 0o (oo
deposit of hemosiderin 10 0 0 0 xx 0 g 0 0 ®x
(100) ¢ 0y C 0) C 0) (0 o) ¢ o (0
extramedullary hematopoiesis 8 0 0 0 xx 9 0 0 0 xx
(80) ( 0) C O) (O (100) ( 0 C 0 C 0
swetling:central g 0 0 0 *x 1 8 0 0 %
(80) ( ) C 0) C 0 (1) (89 C 0 0
[Urinary system]
kidney basophilic change 0 0 0 0 0 0 0 0
(0o o Coco oo
deposit of hemosiderin 10 0 0 0 *x 0 g 0 0 ®x
(100) C 0) ¢ 0 C 0 (0) 100y ¢ 0) ( 0
mineralization:papilla 1 0 0 0 1 0 0 0
(1) C 0y C 0o (i oo
[Endocrine system]
thyroid lymphocytic infiltration 0 0 0 0 0 0 0 0
(oo oo cococo o
adrenal accesory cortical nodule 0 0 0 0 1 0 0 0
(ool (1) C 0 C 0 (¢ 0
[Body cavities]
adipaosse granulation 0 0 0 0 1 0 0 0
(oo (I oo
Significant difference ; * 1 P = 0.06 ® : P = 0,01 Test of Chi Sauare <{1>:Slisht {2>:Moderate {3>:Harked {4>:Severe

{(HPT150)

RATIS?



APPENDIX C 12-1

IDENTITY AND PURITY OF p—CNB

PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(THIRTEEN-WEEK STUDIES)



IDENTITY AND PURITY OF p-CNB PERFORKED AT THE JAPAN BIOASSAY LABORATORY

(THIRTEEN-WEEK STUDIES)

Lot no.CDM5313

A.Spectral data

Infrared

Instrument

Cell

Slit

Results

: Hitachi 270-30
: KBr

: Medium

: Wave Number

(cH-1)

470
540
620
670
740
840
1020
1080
1129
1170
1280
1310
13590
1420
1470
1529
1580

1600

3100

470
540

680
740
850
1020
1100
1120
1180
1280
1320
1350
1420
1480
1520
1580
1610
3100
(Sadtler handbook
by Sadtler Researc
Laboratories,Inc.)



B.Gas Chromatography

Instrument : Shimadzu GC-3A
Column : THERH 1000,50m,0.25 ¢
Column Temperature : 180°C
Flow Rate : 1ml/min
Detector : Flame Ionization Detecter(FID)
Injection Volume c lul
! Results : Only one major peak
Retention Time Area
Retention Relative to (percent of
Peak No. Time (min) Hajor Peak ‘Major peak)
1 4.703 ' 1.00 . 100

il

C. Conclusions:The results of the infrared specira agreed with the Literature
values.Impurity was not detected in test substance by Gas chromatography.



APPENDIX C 12-2

STABILITY OF p—CNB AT THE JAPAN BIOASSAY LABORATORY

(THIRTEEN-WEEK STUDIES)



STABILITY OF p-CNB AT THE JAPAN BIOASSAY LABORATORY(THIRTEEN WEEK STUDIES)
Lot no.CDM5813

A.Sample storage: p-CNB were stored for about thirteen weeks at 5°C.

B.Spectral data Previous determined of test  After determined of test

(08/28/84) (12/06/84)

Infrared

Instrument : Hitachi 270-30

Cell ‘ : KBr

i S1it : Medium
Results : Wave Numﬁer
(CH-1)

470 470
540 540
680 6580
740 _ 740
850 850
1020 1020
1100 1100
1120 1120
1180 1180
1280 1280
1320 13260
1350 13590
14290 14290
14890 1489
1520 15290
1580 15890
1610 1610

3100 3100



{.Gas Chromatography

Instrument : Shimadzu GC-894
Column : THERM 1000,50m,0.25 ¢
Column Temperature : 180°C
Flow Rate : 1ml/min
Detector : Flame Ionization Detecter(FID)
Injection Volume :lul
Results : Only one major peak
Retention Time Area
Retention Relative to (percent of
Date Time(min) Major Peak Major peak)
08/28/84 4.703 1.00 100
12/06/84 4.702 1.00 100

D. Conclusions:The results of the Infrared spectra agreed with the previous
determine of test Values.Impurity was not detected in test substance by
Gas chromatography.
Conseguently,p-CNB was stable as the chemical when stored for about thirteen
weeks at temperatures to 5°C.



APPENDIX C 12-3

RESULTS OF ANALYSYS OF FORMULATED DIETS

IN THE THIRTEEN-WEEK STUDIES OF p—CNB



RESULTS OF ANALYSIS OF FORMULATED DIETS IN THE THIRTEEN-WEEK STUDIES OF p-CNB
(Rat)

Concentration of p-CNB in feed for Taget Concentration(ppn)

Date Mixed 24.7(C a ) 74.1(C a ) 222 ( a ) 6§67 ( a

11/20/84 20.9( 84.5) 58.7( 738.3) 200.8( 90.5) 857.2( 98.5) 2058.8(102.83)
(Mouse)

Concentration of p-CNB in feed for Taget Concentration(ppm)

Date Mixed 74.1C a ) 222 ( a ) 667 ( a ) 2000 ( a

‘SOOO ( a )

5185.8( 86.4)

11/20/84 58.7( 73.3) 200.8( 90.5) 657.2( 98.5) 2058.8(102.9)

(a) Determined as a percent of taget



APPENDIX C 12-—4

RESULTS OF SUTABILITY OF FORMULATED DIETS

IN THE THIRTEEN-WEEK STUDIES OF p—CNB



RESULT OF STABILITY OF FORMULATED DIETS IN THE THIRTEEN-WEEK STUDIES OF p-CNB
(Rat)

Concentration of p-CNB in feed for Taget Concentration(ppm)

Date Mixed 24.7C a ) 74.1( a ) 2000 ( a )
11/20/84(b) 20.9 58.17 2058.8
11/27/84 15:8( 74 .6) 45.4( 17.3) 1571.3( 76.3)

(Mouse)

Concentration of p-CNB in feed for Taget Concentration(ppm)

Date Mixed 74.1C a ) 2000 (C a ) 65000
11/20/84(b) 58.17 2058.8 5185.8
11/217/84 45.4( 77.3) 1571.3( 76.3) 4466.5(86.1)

(a) Determined as a percent of taget

(b) Formulated



