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Infrared Spectrometry

Instrument : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell ! KBr Liquid Cell

Resolution 12 em'l
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Result: The infrared spectrum was consistent with literature spectrum.
(*Performed by Wako Pure Chemical Industries, Ltd.)

2. Conclusion: The test substance was identified as 2-phenoxyethanol by mass spectrum
and infrared spectrum.
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B. Lot No. : PKF5373
1. Spectral Data

Mass Spectrometry

Instrument : Hewlett Packard 5989B Mass Spectrometer
Tonization : EI (Electron Ionization)

Ionization Voltage : 70eV
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Result: The mass spectrum was consistent with literature spectrum.
(*McLafferty FW. 1994. Wiley Registry of Mass Spectral Data, 6th ed.
New York:John Wiley and Sons.)
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Infrared Spectrometry

Instrument > Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell

Resolution 12 em?
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Result’ The infrared spectrum was consistent with literature spectrum.
(*Performed by Wako Pure Chemical Industries, Ltd.)

2. Conclusion: The test substance was identified as 2-phenoxyethanol by mass spectrum
and infrared spectrum.
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STABILITY OF 2-PHENOXYETHANOL IN THE 2-YEAR DRINKING WATER STUDY

Test Substance : 2-Phenoxyethanol (Wako Pure Chemical Industries, Ltd.)

A. Lot No. : PKM4201

1. High Performance Liquid Chromatography

Instrument ! Shimadzu LC-10 High Performance Liquid Chromatograph

Column : TSK-GEL ODS-80TM (4.6 mm¢ X 15 cm)

Column Temperature: 40 °C

Flow Rate © 1 mL/min

Mobile Phase . Acetonitrile : Distilled Water = 4 : 6

Detector : UV (271 nm) |

Injection Volume P10 uL

Date analyzed Peak No. Retention Time Area
(min) (%)

2003.06.19 1 3.488 100

2004.05.17 1 3.457 100

Result: High performance liquid chromatography indicated one major peak (peak No.1)
analyzed on 2003.6.19 and one major peak (peak No.l) analyzed on 2004.5.17.
No new trace impurity peak in the test substance analyzed on 2004.5.17 was

detected.

2. Conclusion: The test substance was stable for the period that the test substance had been

used for the study.




(Study No. 0497)
B. Lot No. : PKF5373
1. High Performance Liquid Chromatography
Instrument : Shimadzu LC-10 High Performance Liquid Chromatograph

Column : TSK-GEL ODS-80TM (4.6 mm¢ X 15 cm)

Column Temperature: 40 °C

Flow Rate : 1 ml/min

Mobile Phase . Acetonitrile : Distilled Water = 4 : 6

Detector : UV (271 nm)

Injection Volume : 10 uL

Date analyzed Peak No. Retention Time Area
(min) (%)

2004.05.10 1 3.454 100

2005.07.22 1 3.459 100

Result: High performance liquid chromatography indicated one major peak (peak No.l1)
analyzed on 2004.5.10 and one major peak (peak No.l) analyzed on 2005.7.22.
No new trace impurity peak in the test substance analyzed on 2005.7.22 was
detected.

2. Conclusion: The test substance was stable for the period that the test substance had been
used for the study.




APPENDIX A 3

CONCENTRATION OF 2-PHENOXYETHANOL

IN FORMULATED WATER IN THE 2-YEAR

DRINKING WATER STUDY



(Study No. 0497)

CONCENTRATION OF 2-AMINOETHANOL IN FORMULATED WATER IN
THE 2-YEAR DRINKING WATER STUDY

Analytical Method : The samples were analyzed by high performance liquid

chromatography.
Instrument * Shimadzu LC-10 High Performance Liquid Chromatograph
Column : TSK-GEL ODS-80TM (4.6 mm¢ X 15 cm)

Column Temperature: 40 °~C
Flow Rate : 1 mL/min

Mobile Phase . Acetonitrile : Distilled Water = 4 : 6

Detector UV (271 nm)
Injection Volume © 10 pL
Target Concentration
Date Analyzed 25002 5000 10000
2003.06.20 25000 (100)¢ 5130 (103) 10200 (102)
2003.09.12 2520 (101 5100 (102) 10200 (102)
2003.12.05 2560 (102) 5140 (103) 10200 (102)
2004.02.27 2410 ( 96.4) 4900 ( 98.0) 9730 ( 97.3)
2004.05.21 2510 (100) 5030 (101) 9950 ( 99.5)
2004.08.13 2520 (101) 5070 (101 10100 (101)
2004.11.05 2510 (100) 5000 (100) 10000 (100)
2005.01.28 2560 (102) 5180 (104) 10400 (104)
2005.04.22 2480 ( 99.2) 5000 (100) 10000 (100)
2 ppm

b ppm (Mean measured concentration.)

¢ % (Mean measured concentration/target concentration X 100.)
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STABILITY OF 2-AMINOETHANOL IN FORMULATED WATER

Analytical Method : The samples were analyzed by high performance liquid
chromatography.

Instrument Shimadzu LC-10 High Performance Liquid Chromatograph
Column TSK-GEL ODS-80TM (4.6 mm¢ X 15 cm)

Column Temperature: 40 °C
Flow Rate : 1 mL/min
Mobile Phase . Acetonitrile : Distilled Water = 4 : 6
Detector : UV (271 nm)
Injection Volume 110 pL

Target Concentration

Date Analyzed 1002 25000

2002.05.15 97.3 (100)> 24600 (100)

2002.05.20¢ 98.7 (101) 25700 (104)
4 ppm

b % (Percentage was based on the concentration at the date of preparation.)
¢ Animal room samples
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX © MALE

: RAT F344/DuCrlCrlj[F344/DuCrj]

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 1
Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 4-7 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7
DEATH Control 0 ¢ [ ] ¢ 0 0 0 ] 1] 0 0 0 0
2500ppm 0 0 0 0 0 o} 0 0 0 0 0 0 0 0
5000ppm g 0 0 0 0 ] ¢ 0 4 g ¢ 0 0 0
10000ppm 0 1] 0 ] 0 0 0 0 [\] 0 0 0 ¢ 0
MORIBUND SACRIFICE Control 0 [} 0 0 0 0 0 0 o] 0 0 0 0 0
2500ppm 0 0 0 Q [t} ] 0 0 ¢ 0 0 0 0 0
5000ppm 0 0 0 0 g V] 0 0 o Q ¢ 4] 0 0
16000ppm 0 0 0 0 1] 0 ¢ 0 0 0 [ 4] 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 1] 0 0 0 0 ¢ ]
2500ppm 0 0 0 0 0 0 ¢ 0 0 0 [ 0 0 1]
5000ppm 0 0 0 0 0 0 ¢ 0 0 g 0 ] 0 0
10000ppm ¢ 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 ] 0 ] 0 0 0 Q 0 0 0 0
2500ppm 0 4] V] 4] 0 V] [ 0 ] o] 1] [ 0 0
5000ppm ] 4] 0 0 0 0 0 0 0 ¢ 0 ] ¢ 0
10000ppm o g 0 0 0 0 0 0 0 ¢ 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 [4} 0 0 0 [t} 0 0 0
2500ppm 0 [t} o] 0 0 0 0 ) 0 0 0 0 0 4]
5000ppm 0 0 0 [ 0 0 0 0 0 v} 0 0 0 0
10000ppm 0 0 0 0 1] 0 0 0 ] 0 0 0 0 0
ABNORMAL GAIT Control 0 s} o 0 0 0 [ 0 0 0 0 0 V] 0
2500ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
5000ppm [ 0 0 0 0 0 0 0 0 4] 0 0 g 0
10000ppm 0 0 ¢ 4] 0 Y ¢ 0 o] ¢l Y 4] ] 0
WASTING Control 1] 0 0 0 0 0 4} 0 0 4] 0 0 0 0
2500ppm 0 0 0 [ 0 0 0 0 W] 0 ] ] 0 0
5000ppm 0 0 0 ¢ 0 0 ¢ 0 0 0 ] 0 0 ]
10000ppm 0 ] [ 0 0 0 ¢ 0 0 4] 0 0 o] o]
SOTLED Control 0 0 0 0 1} 0 0 9 0 4] 0 0 0 0
2500ppm 4] 0 0 i} 0 0 9 g 0 ] 0 0 0 Q
5000ppm 0 V] ¢ 0 o Y] ] 0 0 ¢ 0 0 0 0
10000ppm 0 0 ¢ 0 0 ] 4] 0 0 ¢ 0 0 ] 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500pp!m 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 [ 0 1] 0 0 ¢ 0 0 ¢ 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX : MALE

: RAT F344/DuCrlCrlj{F344/DuCrjl

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 2
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26~7 271-7 28-7
DEATH Control 0 ] 0 [ 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 ] 0 ¢ 0 0 1] 0
5000ppm 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
10000ppm 0 4] o] 0 [¢] 0 0 0 0 0 [ 0 0 ]
MORIBUND SACRIFICE Control 0 0 0 0 0 0 ] 0 0 o 4] 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 4] 0 0 0 0 0 0 0 0 ] 0 ¢ 4] 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 4} 0
2500ppm 0 o] 0 0 0 0 1] 0 0 L] 0 0 ] 0
5000ppm g t] 0 0 0 0 0 0 0 ] 0 0 4] 0
10000ppm 0 1] 0 4 0 ¢ 0 0 0 4] 0 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 1] 0 0 ] 0 0 0 0
10000ppm 0 0 0 4] 0 0 0 o o 0 0 [ 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 4] 0 [} 0 0 0 0 0 0 0 0 G
10000ppm 0 0 ] 0 0 0 4] 0 0 0 0 0 0 ]
ABNORMAL GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
2500ppm ¢ 0 0 0 0 0 1] 0 0 0 0 0 0 0
5000ppm 0 4} 4] 0 0 0 0 0 0 4] 0 0 4 0
10000ppm ¢ 0 0 0 0 9 0 0 0 ¢ 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 (1 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Control 1] 0 0 ] 0 0 0 0 [\ ¢ 4] 0 0 0
2500ppm 0 0 ] ¢ 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 ] ] 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 Q 0 o] [ 0 0 g 0 0 4] 0
10000ppm 0 0 0 0 0 0 0 0 [ 0 0 0 0 0
(HAN190)
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX : MALE

: RAT F344/DuCrlCrl;j[F344/DuCrjl

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE © 3
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 33-7 34-7 35~7 36-7 37-7 38-7 39-7 40-7 41-7 42-7
DEATII Control 0 0 0 0 0 [ Q 0 ¢ 0 0 0 0 0
2500ppm 0 0 0 0 4] 0 0 0 o 0 ] 0 0 0
5000ppm ¢ 0 0 0 4] [ o] 0 0 0 0 ] 0 0
10000ppm 0 0 ] 0 [1] 0 0 0 [ 0 o} 1] 0 0
MORIBUND SACRIFICE Control 0 0 0 [4} 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppn 0 0 0 0 0 0 0 0 o 0 0 0 0 0
10000ppm 0 0 0 0 o] o] 0 0 0 [¢] Y 0 0 0
LOCOMOTOR MOVEMENT DECR Control ] 0 0 (4] 0 0 0 0 0 0 g 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 i 0 0 0 0
5000ppm ¢ g 0 0 ¢ 1] ¢ 0 ] 0 ¢ 0 0 0
10000ppm 0 g 0 0 (] 0 0 0 0 0 ] 0 0 0
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 i 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 [ ] 0 0 ] ¢ 0 4] 4] 0 0 ] ]
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 ¢ [ 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [}
5000ppm g 0 0 0 0 0 Y] 0 0 0 0 0 0 0
10000ppm i 0 0 0 0 0 0 0 0 0 0 0 4 0
ABNORMAL GAIT Control o 4] 0 g 0 ¢ 0 0 o 0 Y 0 0 0
2500ppm 0 )] 0 0 0 0 0 0 0 i 0 0 0 0
5000ppm 0 0 0 ¢ 0 0 ] 0 0 0 0 0 ¢ 0
10000ppm [ 0 0 0 0 0 4] 0 0 g 0 0 0 o
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 [} 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm V] 0 0 0 0 0 0 0 0 G 0 0 ¢ 0
SOILED Contrel ] 0 0 0 0 0 0 0 0 Q 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 [\ 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 ¢ 0 ] ¢ 0 ¢ 0 0 ] 0 [
10000ppin 0 0 0 Q 0 0 ¢ 0 ] 0 0 ¢} 0 0
(HAN190)
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Clinical sign Group Name

Administration Week-day
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SEX : MALE
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CLINICAL OBSERVATION (SUMMARY)
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Clinical sign

Group Name

Administration Week-day
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DEATH
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ABNORMAL GAIT
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SOTLED
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Control
2500ppm
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5000ppm
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Clinical sign

Group Name

Administration Week-day

71-7

72-7

73-7

4-7

%5-7

76-7

-7

78-7

79-7

80-7

81-7

82-7

83-7

84-7

DEATH

MORIBUND SACRIFICE

L.OCOMOTOR MOVEMENT DECR

HUNCIIBACK POSITION

PARALYTIC GAIT

ABNORMAL GAIT

WASTING

SOTLED

PILOERECTION

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
1000Cppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX': MALE

© RAT F344/DuCrlCrl;{F344/DuCrj]

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 7
Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 88-7 39-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7
DEATH Control 4 5 7 7 7 7 7 7 7 8 8 9 9 9
2500ppm 3 3 3 3 3 3 4 4 4 4 4 4 4 4
5000ppm 1 13 i 2 2 2 2 2 2 2 3 3 3 3
10000ppm 2 2 2 2 2 2 2 2 2 2 4 5 5 6
MORIBUND SACRIFICE Control 2 2 2 2 2 2 2 2 2 2 2 3 3 3
2500ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
5000ppm 0 0 o] 0 0 o] 0 0 0 0 0 o 0 0
10000ppm 0 0 0 0 0 0 [\ 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control ¢ 0 0 0 0 0 4] 0 0 ] 0 0 0 0
2500ppm ] 0 0 ¢ 0 0 0 0 0 ¢ 0 0 0 0
5000ppm ¢ 1 0 0 0 0 1] 0 0 0 4] 0 0 ¢
10000ppm [ Y 0 0 0 4] ] 0 0 g g 0 ¢ Q
HUNCHBACK POSITION Control 0 0 0 0 ¢ 0 0 1 1 0 0 ] 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 1 1 0 0 0 0 o 0 4] 0 0 0 0
10000ppm [\ 0 0 0 0 0 0 0 0 [} 0 0 0 0
PARALYTIC GAIT Control i 1 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 1] 0 0 0 0 0 0 0 ¢} 0
10000ppm 0 0 0 0 0 0 0 0 0 g 0 0 ¢ 0
ABNORMAL GAIT Control 0 ¢ 4] 0 0 0 ] 1] 0 0 Y Y] 0 [
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 4 0
5000ppm 0 0 4] 4] 0 o] [ 0 0 0 0 0 0 0
10000ppm Y 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 ] 0
10000ppm 0 0 0 0 0 0 o 0 0 0 0 0 0 1
SOILED Control ] 4} 0 o 0 0 0 0 0 0 0 0 0 1]
2500ppm 0 0 0 0 6 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 0 1 1 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 1 0 0 0 0 0 1 1 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000pptm ¢ 3 1 0 0 0 0 0 0 0 0 0 o} 0
10000ppm ] ] o 0 0 0 0 0 4] 0 0 0 1 0
(HAN190)
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STUDY NO. : 0497

ANIMAL : RAT F344/DuCrlCrlj{F344/DuCrj]

REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS
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Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
DEATH Control 9 9 10 10 11 11
2500ppm 4 4 5 7 8 8
5000ppm 4 4 4 5 5 5
10000ppm 6 8 9 9 9 9
MORIBUND SACRIFICE Control 3 3 3 3 3 3
2500ppm 2 2 3 4 4 5
5000ppm 0 0 0 0 0 0
10000ppm ] 0 1 1 1 1
1.OCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0
2500ppm 0 0 1 ] 0 0
5000ppm 0 ¢ 0 0 0 0
10000ppn 0 [ o] 0 ] 4]
HUNCHBACK POSITION Control 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0
5000ppm 0 4] o] 0 ] 0
10000ppm 0 0 0 Q 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0
2500ppm 0 [ 0 0 0 [
5000ppm ] 0 0 o] 0 0
10000ppm 0 0 0 4] 0 0
ABNORMAL GALT Control 0 0 0 0 0 0
2500ppm 0 0 1 0 0 0
5000ppm 0 0 o] 0 0 ¢
10000ppm ] 0 0 0 0 0
WASTING Control ¢ 4] [+] 0 0 0
2500ppm 0 0 0 0 0 4]
5000ppm 0 0 [ 0 0 0
10000ppm 1 0 0 0 0 0
SOTLED Control 0 0 0 0 i 0
2500ppm 1 1 1 1 1 1
5000ppm 0 0 0 0 0 0
10000ppm ¢l ¢ 0 o 0 0
PILOERECTION Control 1 2 1 1 1 1
2500ppm 1 1 3 1 1 1
5000ppm 0 0 o] 1 1 1
10000ppm 3 2 1 1 1 1
(HAN190)

BATS 4




STUDY NO. : 0487
ANIMAL
REPORT TYPE : Al 104

SEX : MALE

: RAT F344/DuCrl1Crlj[F344/DuCrj]

CLINICAL OBSERVATION (SUMMARY)
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Clinical sign

Group Name

Administration Week-day

1-7

2-7

3-7

4-7

5-7

-7

8-7

9-7

10-7

11=7

12-7

13-7

14-7

SOILED PERI-GENITALIA

EXOPHTHALMOS

CATARACT

CORNEAL OPACITY

ANTERIOR CIIAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERI-MOUTII

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
16000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppn
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10060ppm

Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497
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REPORT TYPE : Al 104

SEX : MALE

 RAT F344/DuCrlCrlj[F344/DuCri]

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 10

Clinical sign

Group Name

Administration Week-day

15-7

16-7

17-7

18-7

18-7

20-7

21-7

22-7

23-7

24-7

25-7

26-7

27-7

28-7

SOILED PERI-GENITALIA

EXOPITHALMOS

CATARACT

CORNEAL OPACITY

ANTERIOR CHAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERI-MOUTH

Control
2500ppm
5000ppm
10000ppn

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrjl ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE

PAGE @ 11
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7
SOILED PERI-GENITALIA Control 0 0 0 ] 0 0 [ 0 0 [¢] [ ¢ 0 0
2500ppm Q 1] ] 0 0 0 [ 0 o 0 ] 0 0 0
5000ppm 1 L 1 1 1 1 1 1 1 1 1 1 1 1
10000ppm 15 15 15 16 15 15 15 15 14 14 14 14 14 14
EXOPHTHALMOS Control 0 0 0 4] 0 0 0 V] 0 0 0 0 0 ]
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 1 1 1 1 1 1 1 1 1 1 1 1 i 1
16000ppm 4] 0 0 0 0 0 o 0 o 0 [y [ 0 0
CATARACT Control ¢ 0 0 0 0 0 0 0 V] g 0 0 0 1
2500ppm 0 [ 0 0 0 1] 0 0 0 0 1] 0 4} 0
5000ppm 9 ¢ 0 0 0 0 0 ] o a 0 0 0 0
10000ppm g ¢ 4] Q [ o 0 0 4] 4] ¢ 4] 0 [
CORNEAL OPACITY Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2500ppm 0 0 0 [ 0 0 0 0 V] 0 0 0 ] 0
5000ppm 1 1 1 1 1 1 e 1 1 1 1 1 1 1
10000ppm 0 0 0 0 1] ] 1] 0 0 0 0 [t} 0 0
ANTERIOR CIIAMBER OPACITY Control 0 0 0 0 0 [} 0 0 0 ] 0 1 1 0
2500ppm 0 0 0 0 0 0 0 1] 0 0 0 [ 0 0
5000ppm 3} 0 0 0 0 0 0 0 0 1 1 1 I 1
10000ppm 0 1] 4] ] ¢ 0 0 0 | (] 0 0 0 0
EXTERNAL MASS Control 0 0 0 0 4 0 ¢} 1 1 1 1 1 1 1
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
5000ppm 0 0 0 0 0 1 1 1 o] 4 0 0 0 4]
10000ppm 0 1] ] ] ] G 0 0 [0} 0 0 o 1] 0
INTERNAL MASS Control 0 0 0 ¢ 0 0 ] 0 o [] 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 Q 0 4] 0 0
5000ppm 0 0 o 0 0 0 ¢ 0 0 0 ] 0 0 0
10000ppm 0 0 o ¢ [ o] 0 0 [ 0 1] 4 0 4]
M. NOSE Control [ 9 0 [¢] 0 0 0 0 0 4] 0 0 0 1]
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
5000ppm 0 0 0 0 0 0 0 0 4] 0 0 0 0 0
10000ppm 0 4} 0 ] 4} 4] 0 0 ] 4] ] 4] o ¢
M. PERI-MOUTH Control 0 0 0 0 0 0 0 0 [\ 0 0 0 0 0
2500ppm 0 0 4] [ ] ] 4] 4] ] 0 0 V] 0 0
5000ppm 0 0 0 0 0 1 1 i 0 4] 0 0 0 0
10000ppm 0 1] 0 0 0 0 0 0 0 [ 0 0 0 0
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX @ MALE

: RAT F344/DuCr1Crl;[F344/DuCr il

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 12
Clinical sign Group Name Administration Week-day _
43-7 44-7 45-7 46-7 47-1 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7
SOILED PERI-GENITALIA Control 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2500ppm 0 0 0 ] 0 0 0 0 0 g 0 0 0 0
5000ppm 1 1 1 1 2 2 2 2 2 2 2 3 2 0
10000ppm 14 14 14 17 17 18 18 17 18 16 16 16 16 i3
EXOPHTIHALMOS Control 0 0 0 1 1 1 i 1 1 1 1 1 1 1
2500ppm 0 0 0 0 0 0 Q 0 0 0 0 0 Q o
5000ppm 1 i 1 1 1 1 1 1 1 1 1 i 1 1
10000ppm 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2500ppm 0 0 0 ¢ ¢ 0 0 0 0 ¢ 0 0 0 G
5000ppm 0 [ 1] ¢ 0 0 0 0 4] 0 0 0 0 0
10000ppm 0 0 0 1 1 1 1 1 1 1 1 1 1 1
CORNEAL OPACITY Control 1 1 1 1 1 1 1 1 1 1 1 3 1 1
2500ppm 0 0 \] 4] [ 0 0 0 0 0 0 [ 0 0
5000ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 1
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 (]
ANTERIOR CIIAMBER OPACITY Control 0 0 0 0 0 0 0 0 0 0 ] 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2500ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 L 1 1 1 2 2 2 3
10000ppm o} ] 0 0 0 0 0 1 1 0 0 0 o] 0
INTERNAL MASS Control 0 0 ] 0 0 0 0 0 o] 0 0 0 0 4]
2500ppm 0 0 0 0 0 o} 0 0 ] 0 0 0 0 4]
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 6 0 0 0 0 0 0 0 0 [t} 0 0 0 0
M. NOSE Control 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
M. PERI-MOUTH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 ] ¢ 0 G 0 0 ] 0 0 [ 0 0
10000ppm 0 0 0 0 4} 0 ¢ 1 1 0 0 0 4] 0
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX : MALE

: RAT F344/DuCrlCrli[F344/DuCr ]

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS
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Clinical sign

Group Name

Administration Week-day

57-7

58~7

59-7

60-7

61-7

62-7

63-7

64-7

65-7

66-7

67-7

68-7

69-7

70-7

SOILED PERI-GENITALIA

EXOPHTIIALMOS

CATARACT

CORNEAL OPACITY

ANTERIOR ClIAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERI-MOUTH

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrlCrl j[F344/DuCrj] ALL ANIMALS
REPORT TYPE : AL 104

SEX : MALE

, PAGE : 14
Clinical sign Group Name Administration Week-day
71-7 72-7 737 74-7 75~7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
SOILED PERI-GENITALIA Control 0 0 0 0 Y 0 0 0 1] 0 0 0 1 0
2500ppm ] 0 0 0 0 0 8} 0 4] 0 0 4] 0 0
5000ppm 1 2 2 2 2 i 0 0 0 4] 0 0 0 0
10000ppm i3 19 19 18 16 16 16 12 11 13 13 13 14 14
EXOPUTHALMOS Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2500ppm 0 0 0 0 0 0 0 0 0 ] 0 0 0 [
5000ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
10000ppm ¢ 4] 0 0 ¢ o 0 0 0 0 0 o 0 0
CATARACT Control 2 2 2 2 2 2 3 3 3 3 3 3 3 3
2500ppm 0 0 0 4] [ 1] 0 1 1 1 1 1 1 {
5000ppm 1 1 1 1 1 1 2 2 2 2 2 2 2 2
10000ppm 1 1 1 1 1 1 1 i 1 1 1 1 1 1
CORNEAL OPACITY Control 1 1 1 1 1 1 0 0 4] 0 [} 0 0 0
2500ppm 0 0 0 0 1 1 1 0 0 0 0 0 0 V]
5000ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
10000ppm 0 0 0 0 4] 0 0 0 0 0 0 4] 0 0
ANTERIOR CHAMBER OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 [4} 0 1] 0 0
5000ppm o] 0 0 0 ] [ ] 0 0 0 0 4] 0 0
10000ppm o 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 3 3 3 3 3 3 3 5 6 [ 6 6 7 5
2500ppm [ 0 0 0 0 0 0 0 0 0 2 2 2 2
5000ppm 3 2 2 2 3 2 2 2 2 2 2 2 3 3
10000ppn 1 1 1 1 1 1 1 1 1 1 1 1 2 2
INTERNAL MASS Control 0 0 0 0 [t} 0 0 ¢ o] 0 0 0 0 0
2500ppm 0 4 ] 0 0 0 4} 0 0 0 0 1 ¢ 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
M. NOSE Control 0 0 0 0 0 0 0 i 1 1 1 1 1 1
2500ppm o 0 0 Q 0 0 0 0 0 0 0 0 0 ]
5000ppm 0 0 0 0 0 0 0 0 0 g 0 0 4] 0
16000ppm 0 4 0 0 [ 0 0 0 0 0 0 0 0 0
M. PERI-MOUTH Control 0 0 0 4] 0 90 0 0 1 1 1 1 1 1
2500ppm 0 0 0 0 1} 0 0 0 0 0 0 0 8} 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
10000ppm 0 0 0 0 0 ] 0 0 0 0 0 0 [ 0

(HAN190) BATS 4




STUDY NO. : 0497

ANIMAL © RAT F344/DuCrlCrlj[F344/DuCril

REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

Administration Week-day

85-7

86-7

87-7

88-7

89-7

90-7

91-7

92-7

93-7

94-7

95-7

96-7

SOILED PERI-GENITALIA

EXOPHTHALMOS

CATARACT

CORNEAL OPACITY

ANTERIOR CHAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERI-MOUTH]

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
100Q0ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000pptm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Contirol
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497

ANTHMAL : RAT F344/DuCrlCrlj[F344/DuCrjl

REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS
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Clinical sign

Group Name

Administration Week-day

99-7

100-7

101-7

102-7

103-7

104-7

SOILED PERI-GENITALIA

EXOPHTIIALMOS

CATARACT

CORNEAL OPACITY

ANTERIOR CHAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERI-MOUTII

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500pptm
5000ppm
10000ppm
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CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

T 0497

STUDY NO.
ANIMAL

: RAT F344/DuCrlCrl;[F344/DuCrjl

REPORT TYPE : Al 104

17

PAGE :

© MALE

SEX

Administration Week-day

Group Name

Clinical sign

5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7

47

Conlrol
2500ppm

M. PERI EAR

0

5000ppm
10000ppm

90

Control

M. [IEAD

0
0
0

2500ppm

5000ppm
100G0ppm

Control

M. NECK

2500ppm
5000ppm
10000ppm

0
0

0

Control

M. FORELIMB

¢
0
0

2500ppm
5000ppm
10000ppm

Control

M. BREAST

0
0
[

2500ppm

5000ppm
10000ppm

Control

N

M. ABDO

0
0

2500ppm
5000ppm
10000ppm

(¢

Control

M. ANTERTOR. DORSUM

0
0
Y

2500ppm
5000ppm
10000ppm

Control

M. POSTERIOR DORSUM

0

2500ppm

5000ppm
10000ppm

0

0

Control

M. [TINDLIMB

2500ppm

0
0

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

15-7

16-7

17-7

18-7

19-7

20-7

21-7

22-7

23-7

24-7

25-7

26~7

27-7

28-7

M. PERL EAR Control
2500ppm
5000ppm

10000ppm

M. [IEAD Control
2500ppm
5000ppm

10000ppm

M. NECK Control
2500ppm
5000ppm

10000ppm

M. FORELIMB Control

2500ppm
5000ppm
10000ppm

M. BREAST Control

2500ppm
5000ppm
10000ppm

M. ABDOMEN Control

2500ppm
5000ppm
10000ppm

M. ANTERIOR. DORSUM Control

2500ppm

5000ppm

L0000ppm

M. POSTERIOR DORSUM Control
2500ppm
5000ppm
10000ppmn

M. {IINDLIMB Control

2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

29-7

30-7

31-7

32-7

33-7

34-7

35-7

36-7

377

38-7

39-7

40-7

41-7

42-7

M. PERI EAR Control
2500ppm
5000ppm

10000ppm

M. IEAD Control
2500ppm
5000ppm
10000ppm

M. NECK Control
2500ppm
5000ppm

10000ppm

M. FORELIMB Control

2500ppm
5000ppm
10000ppm

M. BREAST Control

2500ppm
5000ppm
10000ppm

M. ABDOMEN Control

2500ppm
5000ppm
10000ppm

M. ANTERIOR. DORSUM Control

2500ppm
5000ppm
16000ppm

M. POSTERIOR DORSUM Control

2500ppm
5000ppm
10000ppm

M. HINDLIMB Control

2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

43-7

44-7

45-7

46-7

47-7

48-7

49-7

50-7

51-7

53-7

54-7

55-7

56-7

M. PERT EAR Control
2500ppm
5000ppm

10000ppm

M. IIEAD Control
2500ppm
5000ppm
10000ppm

M. NECK Control
2500ppm
5000ppm
10000ppm

M. FORELIMB Control

2500ppm

5000ppm
10000pp;m

M. BREAST Control

2500ppm

5000ppm
10000ppm

M. ABDOMEN Control
2500ppm
5000ppm
10000ppm

M. ANTERIOR. DORSUM Control

2500ppm
5000ppm
10000ppm

M. POSTERTOR DORSUM Control
2500ppm
5000ppm

10000ppm

M. HINDLIMB Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

57-7

58-7

59-7

60-7

61-7

62-7

63-7

64-7

65-7

66-7

67-7

68-7

69-7

70-7

M. PERI EAR Conirol
2500ppm
5000ppn

10000ppm

M. HEAD Control
2500ppm
5000ppm
10000ppm

M. NECK Control
2500ppm
5000ppm

10000ppm

M. FORELIMB Control

2500ppm
5000ppm
10000ppm

M. BREAST Control

2500ppm
5000ppm
10000ppm

M. ABDOMEN Control

2500ppm

5000ppm
10000ppm

M. ANTERIOR. DORSUM Control

2500ppm

5000ppm
10000ppm

M. POSTERTOR DORSUM Control

2500ppm

5000ppm
10000ppm

M. [IINDLIMB Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

-7

72-7

3-7

747

75-7

76-7

77-7

8-7

79-7

80-7

81-7

82-7

83-7

84-7

M. PERI EAR Control
2500ppm
5000ppm

10000ppm

M. [IEAD Control
2500ppm
5000ppm
L0000ppm

M. NECK Control
2500ppm
5000ppn

10000ppm

M. FORELIMB Control

2500ppm
5000ppm
10000ppm

M. BREAST Control

2500ppm
5000ppm
10000ppm

M. ABDOMEN Control

2500ppm
5000ppm
10000ppm

M. ANTERIOR. DORSUM Control

2500ppm
5000ppm
10000ppm

M. POSTERIOR DORSUM Control

2500ppm
5000ppm
16000ppm

M. HINDLIMB Control

2500pptn
5000ppm
10000ppm
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SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign Group Name

Administration Week-day

85-7

86-7

87-17

88-7

89-7

90-7

9i-7

92-7

93-7

94-7

95-7

96-7

97-7

M. PERI EAR Control
2500ppm
5000ppm

10000ppm

M. HEAD Control
2500ppm
5000ppm

10600ppm

M. NECK Control
2500ppm
5000ppm
10000ppm

M. FORELIMB Control

2500ppm

5000ppm
16000ppm

M. BREAST Control

2500ppm
5000ppm
10000ppm

M. ABDOMEN Control

2500ppm

5000ppm
10000ppm

M. ANTERIOR. DORSUM Control

2500ppm

5000ppm
10000pptn

M. POSTERIOR DORSUM Control

2500ppm

5000ppm
10000ppm

M. ITINDLIMB Control

2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

98-7

100-7

101-7

102-7

103-7

104-7

M. PERL EAR Control
2500ppm
5000ppm
10000ppm

M. HEAD Control
2500ppm
5000ppm
10000ppm

M. NICK Control
2500ppm
5000ppm
10000ppm

M. FORELIMB Control
2500ppm
5000ppm
10000ppm

M. BREAST Control
2500ppm
5000ppm
10000ppm

M. ABDOMEN Control
2500ppm
5000ppm

10000ppm

M. ANTERIOR. DORSUM Control
2500ppm
5000ppm
10000ppm

M. POSTERTOR DORSUM Control
2500ppm
5000ppm
10000ppm

M. HINDLIMB Control
2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

-7

2-7

37

41

5-7

7-7

9-7

10-7

11-7

12-7

13-7

14-7

M. GENITALIA Control
2500ppm
5000ppn

10000ppm

M. TAIL Control
2500ppm
5000ppm

10000ppm

ANEMTA Control
2500ppm
5000ppm

10000ppm

ULCER Control
2500ppm
5000ppm

10000ppm

CRUSTA Control

2500ppm

5000ppm
10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm
1IEMORRIAGE Control
2500ppm
5000ppm
10000ppm

TORTICOLLIS Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

19-7

16-7

17-7

18-7

19-7

20-7

21-7

22-7

23-7

24-7

26-7

26-7

27-7

28-7

M. GENITALIA Control
2500ppm
5000ppm

10000ppm

M. TAIL Control
2500ppm
5000ppm

10000ppm

ANEMIA Control
2500ppm
5000ppm
10000ppm

ULCER Control
2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm

10000ppm

CICATRIX Control

2500ppm
5000ppm
10000ppm

[IEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

TORTICOLLIS Control

2500ppm

5000ppm
10000ppm

TRREGULAR BREATHING Control

2500ppn

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

29-7

30-7

31-7

32-7

33-7

34-7

35-7

36-7

377

38-7

39-7

40-7

41-7

42-7

M. GENITALIA Control
2500ppm
5000ppm

16000ppm

M. TAIL Control
2500ppm
5000ppm
10000ppm

ANEMTA Control
2500ppm
5000ppm
10000ppm

ULCER Control
2500ppm
5000ppm
16000ppm

CRUSTA Control
2500ppmn
5000ppm

10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

HIEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

TORTICOLLTS Control

2500ppm
5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

43-7

44-7

45-7

45-7

47-7

48-7

49-7

50~7

51-7

52-7

53-7

54-7

56-7

56-7

M. GENITALIA Control
2500ppm
5000ppm
10000ppm

M. TAIL Control
2500ppm
5000ppm
10000ppm

ANEMTA Control
2500ppm
5000ppm

10000ppm

ULCER Control
2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm]
5000ppm
1000Cppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

[IEMORRIIAGE Controel
2500ppm
5000ppm
10000ppm

TORTICOLLIS Conirol
2500ppm
5000ppm
10000ppm

IRREGULAR BREATHING Control
2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

57-7

58-7

59-7

60-7

61-7

62-7

63-7

64-7

65-7

66-7

67-7

638-7

69-7

70-7

M. GENITALIA Control
2500ppm
5000ppmn

10000ppm

M. TAIL Control
2500ppm
5000ppm
10000ppm

ANEMIA Control
2500ppm
5000ppm
10000ppm

ULCER Control
2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

HEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

TORTICOLLIS Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATIING Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

71-7

72-7

73-7

74-7

757

76-7

-7

78-7

79-7

80-7

81-7

82-7

83-7

84-7

M. GENITALIA Control
2500ppm
5000ppm

10000ppm

M. TAIL Control
2500ppm
5000ppm
10000ppm

ANTMTA Control
2500ppm
5000ppm

10000ppm

ULCER Control
2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
16000pptn

CICATRIX Control

2500ppm

5000ppm
10000ppm

[IEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

TORTICOLLIS Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

85-7

86-7

87-7

88-7

89-7

90-7

91-7

92-7

93~7

94-7

95-7

96-7

97-7

98-7

M. GENITALIA Control
2500ppm
5000ppm

10000ppm

M. TAIL Control
2500ppm
5000ppm
10000ppm

ANEMTA Control
2500ppm
5000ppm
10000ppm

ULCER Control
2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm

10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

[IEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

TORTICOLLIS Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

99-7

100-7

1017

102-7

103-7

104-7

M. GENITALIA Control
2500ppm
5000ppm

10000ppm

M. TAIL Control
2500ppm
5000ppm
10000ppm

ANEMIA Control
2500ppm
5000ppm
16000ppm

ULCER Control
2500ppm
5000ppm

10000ppm

CRUSTA Control
2500ppm
5000ppm

10000ppm

CICATRIX Control
2500ppm
5000ppm
10000ppm

[IEMORRIIAGE Control
2500ppm
5000ppm

10000ppm

TORTICOLLIS Control
2500ppm
5000ppm
10000ppm

IRREGULAR BREATIIING Control
2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

1-7

2-7

3-7

4-7

57

6-7

-7

8-7

10-7

11-7

12-7

13-7

14-7

RED URINE Control
2500ppm
5000ppm

10000ppm

YELLOW URINE Control
2500ppm
5000ppn

10000ppm

BROWN URINE Control
2500ppm
5000ppm

10000ppm

SMALL STOOL Control
2500ppm
5000ppm

10000ppm

OLIGO-STOOL Control
2500ppm
5000ppm

10000ppm

NON REMARKABLE Control
2500ppm
5000ppm

10000ppm
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Clinical sign Group Name

Administration Week-day

15-7

16-7

17-7

18-7

19-7

20-7

21-7

227

231

24-7

25-7

26-7

27-7

28~7

RED URINE Control
2500ppm
5000ppm
10000ppm
YELLOW URINE Control
2500ppm
5000ppm
10000ppm
DBROWN URINE Control
2500ppm
5000ppm
10000ppm
SMALL STOOL Control
2500ppm
5000ppm
10000ppm
OLIGO-STOOL Control
2500ppm
5000ppm
10000ppm
NON REMARKABLE Control
2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

29-7

30-7

31-7

327

337

34-7

35-7

36-7

377

38-7

40-7

44-7

42-7

RED URINE Control
2500ppm
5000ppm

10000ppm

YELLOW URINE Control
2500ppm
5000ppm

10000ppm

BROWN URINE Control
2500ppm
5000ppm

10000ppm

SMALL STOOL Control
2500ppm
5000ppm

10000ppm

OLIGO-STOOL Control
2500ppm
5000ppm

10000ppm

NON REMARKABLE Control
2500ppm
5000ppm

10000ppm
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Clinical sign Group Name

Administration Week-day

43-7 44-7

45-7

46-7

47-7

48-7

49-7

50-7

51-7

52-7

53-7

54-7

55-7

56-7

RED URINE Conirol
2500ppm
5000ppm
10000ppm
YELLOW URINE Control
2500ppm
5000ppm
10000ppm
BROWN URINE Control
2500ppm
5000ppm
10000ppm
SMALL STOOL Control
2500ppm
5000ppm
10000ppm
OLIGO-STOOL Control
2500ppm
5000ppm
10000ppm
NON REMARKABLE Control
2500ppm
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

57-7

58-7

59-7

60-7

61-7

62-7

63-7

64-7

65-7

66-7

67-7

63-7

69-7

70-7

RED URINE Control
2500ppm
5000ppm
10000ppm
YELLOW URINE Control
2500ppm
5000ppm
10000ppm
BROWN URINE Control
2500ppm
5000ppm
10000ppm
SMALL STOOL Control
2500ppm
5000ppm
10000ppm
OLIGO-STOOL Control
2500ppm
5000ppm
10000ppm
NON REMARKABLE Control
2500ppm
5000ppm
10000ppm
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ALL ANIMALS
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Clinical sign Group Name Administration Week-day
71-7 72-7 73-7 74-7 75-1 76-7 771 78-7 79-7 80-7 81-7 82-7 83-7 84-7
RED URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 1
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm ] 0 V] 0 0 0 0 0 0 0 0 0 0 0
10000ppm 4] 0 o] 0 0 0 0 0 0 0 0 0 0 1
YELLOW URINE Control 0 0 0 0 0 0 [ 0 4] 0 0 0 1 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 o} 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 0
BROWN URINE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 1} 0 0 0 0 0 0 0
5000ppm g 0 0 0 0 0 0 4 0 0 0 0 0 0
10000ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 0
SMALL STOOL Control 0 0 ] 0 4} 0 0 1] 0 (] 1 0 1 2
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 1 0 0 0 0 0 i 0 0 0 0 o 4] 1
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 0
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 1 0 1 3
2500ppm 0 0 0 0 0 0 0 0 0 0 1 0 0 0
5000ppm 1 0 0 0 0 0 0 ] 0 4} 0 0 G i
10000ppm 0 0 0 4] [ V] 0 0 0 [ 0 0 1 ]
NON REMARKABLE Control 44 44 43 43 43 43 43 41 40 40 37 36 35 33
2500ppm 47 47 47 47 46 46 46 46 46 46 43 43 43 43
5000ppm 43 41 41 41 40 42 42 43 43 43 43 43 42 40
10000ppm 35 29 29 32 32 32 32 36 37 35 35 35 32 32
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Clinical sign Group Name

Administration Week-day
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98-7

RED URINE Control
2500ppm
5000ppm

10000ppm

YELLOW URINE Control
2500ppm
5000ppm

10000ppm

BROWN URINE Control
2500ppm
5000ppn

10000ppm

SMALL STOOL Control

2500ppm

5000ppm
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2500ppm
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STUDY NO. : 0497 :
ANIMAL ¢ RAT F'344/DuCrlCrlj[F344/DuCrjl
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE @ 40
Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
RED URINE Control 0 0 0 0 0 0
2500ppm Y 0 4] 0 0 0
5000ppm 0 0 0 0 ¢ ¢
10000ppm 0 4] 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 0
2500ppm 0 0 0 4} 0 0
5000ppm 0 0 o 0 4] 0
10000ppm 1 { 0 [ 0 1
BROWN URINE Control 0 0 0 0 0 0
2500ppm ¢} o 4] 0 1 1
5000ppm 0 0 0 4 0 0
10000ppm ¢ 4] 0 4] g 0
SMALL STOOL Control 0 0 0 0 0 0
2500ppm 2 3 2 0 1 0
5000ppm 4] 0 1 1 1 ¢
10000ppm 2 i 0 0 0 0
OLIGO-STOOL Control 1 1 0 0 0 0
2500ppu 1 2 3 0 0 0
5000ppm ¢ 1] 1 0 1 1
10000ppm 3 2 0 0 0 0
NON REMARKABLE Control 23 23 23 22 22 22
2500ppm 32 32 31 30 29 28
5000ppm 34 34 33 32 32 32
10000ppm 24 23 24 25 23 23
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CLINICAL OBSERVATION : FEMALE
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SEX : FEMALE
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ALL ANIMALS
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Clinical sign

Group Name

Administration Week-day

1-7

2-7

3-7

4-7

10-7

-7

12-7

13-7

14-7

DEATH

MORIBUND SACRIFICE

LOCOMOTOR MOVEMENT DECR

[TUNCIIBACK POSITION

WASTING

SOILED

PILOERECTION

LOSS OF HAIR

SOILED PERI-GENITALIA

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
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Control
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Control
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STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCr1Crl j[F344/DuCr ] ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE

PAGE : 42
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 217 28-7
DEATH Control 0 0 0 0 0 0 0 1 1 1 1 1 1 1
2500ppm [t} 0 0 0 0 0 0 0 0 0 ] 4] 0 0
5000ppm 0 0 0 [t} 0 0 0 0 0 0 0 0 0 0
10000pptn 0 0 V] 0 o 0 0 0 [ 0 0 0 4] 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 Y] 0 4]
10000ppm o 0 ] 0 ¢ ¢ 0 ] 0 ¢ 0 0 0 ]
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 4] 0 0 0 I ] 0 0 4]
2500ppm 0 0 0 0 ] 0 [} 1] [ 0 0 0 0 0
5000ppm ¢ 0 0 ¢ 0 0 0 0 0 4] 0 ¢ 0 0
10000ppm 0 o 0 4] ¢ 0 o 0 0 4] 0 0 0 o]
HUNCIBACK POSITION Control 0 ¢ ¥ 0 0 ] 0 [ 0 ¢ 0 0 0 o
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm [ 0 0 0 0 0 ] 0 0 4] ¢ 0 0 ¢
10000ppm 1] ] 0 [ 0 0 0 [ 0 ] 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 1] 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm g 0 V] 0 [ 1] ¢ 0 o 0 0 0 0 0
10000ppm ¢ 0 0 0 0 0 0 0 0 0 4] 0 0 [
SOLILED Control 0 4} 0 0 0 [t} 0 0 [ 0 0 0 0 0
2500ppm (1 0 0 0 0 0 0 0 0 Q 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm ) 0 0 ¢ 0 0 0 0 0 4] 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 ] 0 0 0 0 0 0
5000ppm 0 0 0 0 ¢ ¢ 0 0 ] 0 0 0 0 0
10000ppm 0 0 o 0 [} [ [ 0 o] 0 0 o 0 [
L0SS OF HIAIR Control 0 4 0 0 0 0 0 0 0 0 [} 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI-GENITALIA Control 0 0 0 0 4 0 [} 0 0 0 0 0 0 0
2500ppm 0 0 0 2 2 7 7 7 7 8 8 8 8 8
5000ppm 0 2 5 3 1 5 5 7 6 6 6 ] 15 15
10000ppm 3 4 4 5 5 11 11 14 14 14 14 15 19 19
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Clinical sign Group Name

Administration Week-day

29-7
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DEATH Control
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5000ppm
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LOCOMOTOR MOVEMENT DECR Control
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LOSS OF HAIR Control
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX : FEMALE

: RAT F344/DuCriCrlj{F344/DuCrjl

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE :
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Clinical sign

Group Name

Administration Week-day

43-7

4-7

45-7

46-7

47-7

48-7

49-7

50-7

51-7

52-7

53-7

54-7

55-7

56-7

DEATH

MORIBUND SACRIFICE

LOCOMOTOR MOVEMENT DECR

[TUNCHBACK POSITION

WASTING

SOILED

PILOERECTION

LOSS OF HATR

SOILED PERI-GENITALIA

Conlrol
2500ppm
5000ppm
10000ppm

Control
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Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497
ANIMAL
REPORT TYPE : Al 104

SEX : FEMALE

: RAT F344/DuCrlCrl j[F344/DuCrjl

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS
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Clinical sign

Group Name

Administration Week-day

57-7

58-7

59-7

60-7

61-7

62-7

63-7

64-7

65-7

66-7

67-7

687

69-7

70-7

DEATH

MORIBUND SACRIFICE

LOCOMOTOR MOVEMENT DECR

HUNCIBACK POSITION

WASTING

SOILED

PILOERECTION

LOSS OF [IATR

SOILED PERI-GENITALIA

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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SEX : FEMALE
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Clinical sign

Group Name

Administration Week-day
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STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCr1Cr1j[F344/DuCrj) ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE
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Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7
DEATH Control 5 5 5 5 6 6 7 7 7 8 8 8 8 8
2500ppm 2 2 2 2 2 2 2 3 3 4 4 5 5 5
5000ppm 3 2 2 2 2 2 2 2 3 3 3 3 3 4
10000ppm 1 1 1 1 2 2 2 2 2 2 2 2 2 2
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 1 L 1 1 1 i 1 1 1 1 1 2 2 2
10000ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 1 0 0 0 0 0 0 0 0 0
2500ppm 0 0 ] 4] 0 0 4} 0 0 0 0 0 0 0
5000ppm 0 o 0 0 4 0 0 1 0 0 0 0 0 1
10000ppm 0 0 0 0 0 0 0 0 0 0 1] o 0 0
HUNCHBACK POSITION Control 0 0 0 0 1 1 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm o [ 0 0 0 0 1 1 o 0 0 0 [ G
10000ppm 0 0 0 Q 0 0 ¢ [t} o] 0 0 4 0 0
WASTING Control 0 0 0 1 4 0 0 4 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 90 0 0 0 0 0 0 0
5000ppm 0 0 0 0 o 0 0 4] 0 4] 0 0 0 0
10000ppm 0 [ 0 0 1] 0 ] [t} Y 4] 0 0 ¢ 0
SOILED Control 0 0 0 0 1 1 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 1 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 1 1 0 0 0 0 0 0
10000ppm ¢ ] 0 [¢] 0 0 0 0 0 ] 4] 1] 0 [
PILOERECTION Control 0 0 0 0 1 1 0 0 0 0 0 0 1 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 1
5000ppm 0 0 0 0 ¢ 0 1 1 0 ¢ 1 0 1 {
10000ppm 0 1] 0 ] 4] 0 0 0 ] 0 ¢ [ 0 [
1.0SS OF HAIR Control 0 ] 0 ¢ 0 0 0 0 ] 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 4] 1] 1 1
5000ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
10000ppm 0 0 ] 0 o o ¢ ] ] 0 0 o 0 0
SOILED PERI-GENITALIA Control 0 0 0 4] 0 0 0 0 0 o} 0 0 0 0
2500ppm 2 2 2 2 2 2 2 3 2 1 1 1 1 1
5000ppm 15 14 10 7 6 6 7 7 7 7 3 3 3 3
10000ppm 24 24 25 24 24 24 23 23 19 19 15 16 15 15
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STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj(F344/DuCrjl ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 48
Clinical sign Group Name Administration Week-day
99-7 1060-7 101-7 102-7 103-7 104-7
DEATH Control 9 10 10 10 11 11
2500ppm 5 6 <] 7 7 8
5000ppm 6 7 7 7 8 8
10000ppm 2 3 4 4 5 6
MORIBUND SACRIFICE Control 0 0 0 0 0 0
2500ppm 0 1 1 1 1 2
5000ppm 2 2 3 3 4 4
10000ppm V] 1 1 2 2 3
LOCOMOTOR MOVEMENT DECR Control 0 0 0 [ 0 0
2500ppm 0 1 1 0 0 4
5000ppm 1 0 0 0 1] 0
10000ppm g 1 0 1] 0 4]
HUNCHBACK POSITION Control 0 0 0 0 0 0
2500ppm 0 0 0 0 1 1
5000ppm 0 0 0 0 0 0
10000ppm 0 0 1 1 1 0
WASTING Control 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0
5000ppm [t} 0 0 0 0 0
10000ppm 0 1] 1 1 1 ]
SOILED Control 0 0 0 4] 0 0
2500ppm 0 0 0 0 0 0
5000ppn 0 0 0 0 0 0
10000ppm 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 1
2500ppm 1 1 1 0 0 1
5000ppm 1 0 ] 0 0 0
10000ppm 0 0 o] 0 0 0
L0SS OF HAIR Control 0 0 0 0 0 0
2500ppm 1 1 1 1 1 1
5000ppm 0 0 0 0 0 0
10000ppm 0 0 0 0 1] 0
SOILED PERI-GENITALIA Control 0 0 0 4} 0 0
2500ppm 1 1 1 1 2 2
5000ppm 3 3 4 4 2 2
10000ppm 17 15 5 15 12 12
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Clinical sign

Group Name

Administration Week-day
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Administration Week-day
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SEX : FEMALE

: RAT F344/DuCrlCrlj[F344/DuCrjl
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Clinical sign

Group Name

Administration Week-day
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STUDY NO. : 0497
ANIMAL
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SEX : FEMALE

: RAT [344/DuCr1Crlj[F344/DuCrjl

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS )
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Clinical sign Group Name Administration Week-day
71-7 72-7 73-7 74-7 757 76-7 77-7 787 79-7 80-7 81-7 82-7 83-7 84-7
‘EXOPHTHALMOS Control 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
5000ppm 0 0 0 0 0 ] 0 0 0 0 [ V] 0 0
10000ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 0
LACRIMATION Control 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 V] ] 0 0 0 0
5000ppm 0 0 0 0 o 0 0 0 0 0 [ 0 0 0
10000ppm 0 ] 0 0 0 0 [} 0 \] ] 0 0 0 1]
CATARACT Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
2500ppm 0 1 1 1 1 1 1 1 1 2 2 2 2 2
5000ppm 5 5 5 5 5 5 5 5 5 5 5 5 5 5
10000ppm 2 2 2 3 3 3 3 3 3 3 3 3 3 3
CORNEAL OPACITY Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2500ppm 1 1 1 1 1 1 i 1 1 1 1 1 1 1
5000ppn 0 0 0 4] 0 0 [t} 0 0 0 0 0 0 0
10000ppm 0 0 4] 4] 0 0 0 1] 0 0 0 0 0 0
ANTERIOR CHAMBER OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 o 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 s} 1 L 1 1 1 1 1 1 1 1 1
10000ppm 0 1] 0 0 0 0 ¢} 0 0 0 1] 0 0 0
EXTERNAL MASS Control 4 4 4 4 4 4 4 4 4 4 4 4 4 4
2500ppm 0 i 1 1 1 1 0 1 1 1 1 1 1 1
5000ppm 2 2 2 2 2 2 3 4 3 3 3 4 4 4
10000ppm 0 0 0 0 0 0 8} 0 o 0 1 L 1 1
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
2500ppm ] 0 0 1 1 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 o 0 0 0 0 0 0 0 1 1 1
10000ppm 0 0 [ 0 1} 0 0 0 0 1} 0 0 0 0
M. NOSE Control 0 [} 0 4 0 4] 0 o 0 0 0 0 ] 0
2500ppm ] 0 0 0 0 0 0 0 0 [1} 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 [ 4 0 0 0
10000ppm 0 0 0 0 0 4} [ 0 [ 0 0 0 0 0
M. PERT-MOUTII Control 0 0 0 ] 0 0 0 0 0 0 0 0 4] [
2500ppm 0 0 0 0 0 0 0 1 1 1 1 1 1 1
5000ppm o 0 0 0 0 0 ] 0 o] 0 0 0 0 0
10000ppm 0 0 0 ] 0 0 0 0 0 0 1 1 1 1
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Clinical sign

Group Name

Administration Week-day

85-7

86-7

87-7

88-7

89-7

90-7

91-7

92-7

93-7

94-7

95-7

96-7

97-7

98-7

EXOPHTHALMOS

LACRIMATION

CATARACT

CORNEAL OPACITY

ANTERIOR CHAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERT-MOUTII

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
16000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Conirol
2500ppm
5000ppm
16000ppm

Control
2500ppm
5000ppm
10000ppm
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Clinical sign

Group Name

Administration Week-day
101-7

99-7

100-7

102-7

103-7

104-7

EXOPHTHALMOS

LACRIMATION

CATARACT

CORNEAL OPACITY

ANTERIOR CHAMBER OPACITY

EXTERNAL MASS

INTERNAL MASS

M. NOSE

M. PERI-MOUTH

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
25600ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm

Control
2500ppm
5000ppm
10000ppm
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Administration Week-day

Group Name

Clinical sign

3-7 47 5-7 6-7 77 8-7 9-7 10-7 11-7 12-7 13-7 14-7

2-7

Control
2500ppm
5000ppm
10000ppm

M. ORAL CAVITY

0
0
0

Control

M. EAR

0
0
0

2500ppm

5000ppm
10000ppm

Control

M. PERI EAR

g
0
0

2500ppm

5000ppm
10000ppm

Control

M. NECK

0

2500ppm

0
0

5000ppm
10000ppm

0
0
0
0

Control

M. FORELIMB

2500ppm

5000ppm
10000ppm

0
0

Control

M. BREAST

2500ppm

0
0

5000ppm
10000ppm

Control

EN

M. ABDO

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. [TINDLIMB

0
0
0

2500ppm

5000ppm
10000ppm

Control

M. GENITALIA

0
0
0

2500ppm

5000ppm
10000ppm

BAIS 4
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Administration Week-day

Group Name

Clinical sign

16-7 17-7 18-7 18-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7

15-7

0
0
0
0

Control
2500ppm

M. ORAL CAVITY

5000ppm
10000ppm

[t}
0
0

Control

M. EAR

2500ppm

5000ppm
10000ppm

Control

M. PERT EAR

0
¢
0

2500ppm
5000ppm
10000ppm

Control

M. NECK

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. FORELIMB

0
0
0

2500ppm
5000ppm
10000ppm

0
0
0
0

Control

M. BREAST

2500ppm

5000ppm
10000ppm

0

Control

M. ABDOMEN

0

2500ppm

5000ppm
10000ppm

0

Control

M. ITNDLIMB

2500ppm
5000ppm
10000ppm

0
0

Control

M. GENITALIA

0
0
0

2500ppm

5000ppm
10000ppm

BAIS 4

(HAN190)
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SEX

Administration Week-day

29-7

Group Neme

Clinical sign

31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7

30-7

Control

M. ORAL CAVITY

o
0
4]

2500ppm

5000ppm
16000ppm

Control

M. EAR

0
0
0

2500ppm

5000ppm
10000ppm

Control

M. PERT EAR

0

2500ppm

5000ppm
10000ppm

0

Control

M. NECK

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. FORELIMB

¢
0
0

2500ppm

5000ppm
10000ppm

Control

M. BREAST

0
0
0

2500ppm

5000ppm
10000ppm

0
0
0
0

Control

M. ABDOMEN

2500ppm

5000ppm
10000ppm

Control

M. HINDLTMB

0

2500ppm

5000ppm
10000ppm

0

Control

M. GENITALIA

0
0

2500ppm

5000ppm
10000ppm

0

BATS A4
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© FEMALE

SEX

Administration Week-day

43-7

Group Name

Clinical sign

45-7 467 47-7 48-7 49-7 50-7 51-7 52-1 53-7 54-7 55-7 56-7

44-7

Control

M. ORAL CAVITY

0
0
¢

2500ppm

5000ppm
10000ppm

Control

M. EAR

0
0

2500ppm
5000ppm
10000ppm

0

Control

M. PERT EAR

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. NECK

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. FORELTMB

0
0
4}

2500ppm
5000ppm
10000ppm

Control

M. BREAST

0
0
[

2500ppm
5000ppm
10000ppm

Control

M. ABDOMEN

0
0
0

2500ppm
5000ppm
10000ppm

0
g
0
0

Control

M. HINDLTMB

2500ppm

5000ppm
10000ppm

9
0
1
0

Control

M. GENITALIA

2500ppm

5000ppm
10000ppn

BATS 4
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SEX

Administration Week-day

57-7

Group Name

Clinical sign

59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

58-7

0
0
0
0

Control

M. ORAL CAVITY

2500ppm

5000ppm
10000ppm

Control

M. EAR

0

2500ppm

1
0

5000ppm
10000ppm

Control

M. PERT EAR

0
0
G

2500ppm
5000ppm
10000ppm

Control

M. NECK

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. FORELIMB

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. BREAST

0
0
0

2500ppm

5000ppm
10000ppm

Control

M. ABDOMEN

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. TIINDLIMB

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. GENITALIA

0
0
0

2500ppm

5000ppm
10000ppm

BATS 4

(HAN190)
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Administration Week-day

71-7

Group Name

Clinical sign

73-7 747 75-7 76-7 -7 78-7 79-7 80-7 81-7 82-7 83-7 84~7

72-7

Control
2500ppm

M. ORAL CAVITY

0
1

0

5000ppm
10000ppm

0

Control

M. EAR

0
1
0

2500ppm

5000ppm
10000ppm

Control

M. PERT EAR

2500ppm

0
0

5000ppm
10000ppm

Control

M. NECK

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. FORELIMB

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. BREAST

2500ppm
5000ppm
10000ppm

0
0

Control

N

M. ABDO]

0
0
¢

2500ppm

5000ppm
10000ppm

Control

M. DINDLIMB

0

2500ppm

0
0

5000ppm
10000ppm

Control

M. GENITALIA

0
0
0

2500ppm

5000ppm
10000ppin

BAIS 4
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Administration Week-day

85-7

Group Name

Clinical sign

87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7

86-7

Control
2500ppm

M. ORAL CAVITY

0
1

4}

5000ppm
10000ppm

Control

M. EAR

0

2500ppm
5000ppm
10000ppm

1
4

Control

M. PERT EAR

0
0
0

2500ppm

5000ppm
10000ppm

0
0

Control

M. NECK

2500ppm

1

5000ppm
10000ppm

Control

M. FORELIMB

0
0
0

2500ppm
5000ppm
10000ppm

Control

M. BREAST

0

2500ppm

5000ppm
10000ppm

0

Control

M. ABDOMEN

0
0
0

2500ppm
5000ppm
10000ppm

i

Conlrol

M. [JINDLTMB

2500ppm

0
0

5000ppn
10000ppm

Control

M. GENITALIA

0
0
0

2500ppm

5000ppm
10000ppm

BATS 4

(HAN190)
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Clinical sign Group Name

Administration Week-day

89-7

100-7

101-7

102-7

103-7

104-7

M. ORAL CAVITY Control
2500ppm
5000ppm
10000ppm

M. EAR Control
2500ppm
5000ppm
10000ppm

M. PERT EAR Control
2500ppm
5000ppn
10000ppm

M. NECK Control
2500ppm
5000ppm
10000ppm

M. FORELIMB Control
2500ppm
5000ppm
10000ppm

M. BREAST Control
2500ppm
5000ppm
10000ppm

M. ABDOMEN Control
2500ppm
5000ppm
10000ppm

M. HINDLIMB Control
2500ppm
5000ppm
10000ppm

M. GENITALIA Control
2500ppn
5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

1-7

2-7

37

4-7

9-7

10-7

11-7

12-7

13-7

14-7

ANEMIA Control
2500ppm
5000ppm

10000ppm

JAUNDICE Control
2500ppm
5000ppn

10000ppm

CRUSTA Control
2500ppm
5000ppm

10000ppm

CICATRIX Control
2500ppm
5000ppm

10000ppm

HEMORRHAGE Control
2500ppm
5000ppm

10000ppm

IRREGULAR BREATHING Control
2500ppm
5000ppm

10000ppm

RED URINE Control
2500ppm
5000ppm

10000ppm

YELLOW URINE Control
2500ppm
5000ppm

10000ppm

SMALL STOOL Control
2500ppm
5000ppm

10000ppm
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Clinical sign Group Name

Administration Week-day
16~7

15-7

177

18-7

19-7

20~7

21-7

22-7

23-7

24-7

25-7

26-7

27-7

28-7

ANEMIA Control
2500ppm
5000ppm

10000ppm

JAUNDICE Control

2500ppm

5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm

10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

[IEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm

RED URINE Control

2500ppm

5000ppm
10000ppm

YELLOW URINE Control

2500ppm

5000ppm
10000ppm

SMALL STOOL Control

2500ppm

5000ppm
10000ppm
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Clinical sign Group Name

Administration Week-day

29-7

30-7

31-7

32-7

33-7

34-7

35-7

367

377

38-7

39-7

40-7

41-7

42-7

ANEMIA Control
2500ppm
5000ppm
16000ppm

JAUNDICE Control

2500ppm

5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

HEMORRIAGE Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm

RED URINE Control

2500ppm

5000ppm
10000ppm

YELLOW URTNE Control

2500ppm

5000ppm
10000ppm

SHALL STOOL Control

2500ppm

5000ppm
10000ppm
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STUDY NO. : 0497
ANIMAL @ RAT F344/DuCrlCrlj{F344/DuCr i)
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 88

Clinical sign Group Name

Administration Week-day

43-7

44-7

45-7

46-7

47-7

48-7

49-7

50-7

51-7

52-7

53-7

54-7

55-7

56-7

ANEMIA Control
2500ppm
5000ppm

10000ppm

JAUNDICE Control

2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

TIEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATIIING Control

2500ppn

5000ppm
10000ppm

RED URINE Control

2500ppm

5000ppm
10000ppm

YELLO¥ URINE Control

2500ppm
5000ppm
10000ppm

SMALL STOOL Control

2500ppm

5000ppm
10000ppm
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STUDY NO. : 0497
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrjl
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 69

Clinical sign Group Name

Administration Week-day

57-7

58-7

59-7

60-7

61-7

62-7

63-7

64-7

65-7

66-7

67-7

63-7

69-7

70-7

ANEMIA Control
2500ppm
5000ppm

10000ppm

JAUNDICE Control

2500ppm

5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

[IEMORRIIAGE Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm

RED URINE Control

2500ppm

5000ppm
10000ppm

YELLOW URINE Control

2500ppm

5000ppm
10000ppm

SMALL STOOL Control

2500ppm

5000ppm
10000ppm
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STUDY NO. : 0497
ANIMAL * RAT F344/DuCriCrl j[F344/DuCr j]
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 70

Clinical sign Group Name

Administration Week-day

71-7

72-7

3-7

74-1

757

76-7

71

78-7

79-7

80~-7

81-7

82-7

83-7

84-7

ANEMIA Control
2500ppm
5000ppm
10000ppm

JAUNDICE Control

2500ppm

5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm

10000ppm

CICATRIX Control

2500ppm

5000ppm
16000ppm

TIEMORRHAGE Control

2500ppm
5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm
5000ppm
10000ppm

RED URINE Control

2500ppm
5000ppm
10000ppm

YELLOW URINE Control

2500ppnn
5000ppm
10000ppm

SMALL STOOL Control

2500ppm

5000ppm
10000ppm
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STUDY NO. @ 0497
ANIMAL  : RAT F344/DuCrlCrl;[F344/DuCrjl
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 71

Clinical sign Group Name

Administration Week-day

85-7

86-7

87-7

88-7

89-7

90-7

91-7

92-7

93-7

94-7

95-7

96-7

97-7

98-7

ANEMIA Control
2500ppm
5000ppm
10000ppm

JAUNDICE Control

2500ppm

5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
10000ppm

CICATRIX Control

2500ppm

5000ppm
10000ppm

[IEMORRIAGE Control

2500ppm

5000ppm
10000ppm

IRREGULAR BREATHING Control

2500ppm

5000ppm
10000ppm

RED URINE Control

2500ppm

5000ppm
10000ppm

YELLOW URINE Control
2500ppm
5000ppm

10000ppm

SMALL STOOL Control

2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrjl
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 72

Clinical sign Group Name

Administration Week-day

99-7

100-7

101-7

102-7

103-7

104-7

ANEMIA Control
2500ppm
5000ppm

10000ppm

JAUNDICE Control
2500ppm
5000ppm
10000ppm

CRUSTA Control
2500ppm
5000ppm
10000ppm

CICATRIX Control
2500ppm
5000ppm
16000ppm

HEMORRIAGE Control
2500ppin
5000ppm
10000ppm

IRREGULAR BREATHING Control
2500ppm
5000ppm
10000ppm

RED URINE Control
2500ppm
5000ppm
10000ppm

YELLOW URTNE Control
2500ppm
5000ppm
10000ppm

SMALL STOOL Control
2500ppm
5000ppm
10000ppm
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STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANTMAL : RAT F344/DuCrlCrl j[F344/DuCrjl ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 73
Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 4-7 -7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7
OL1GO-STO0L Control g 0 0 ¢ 0 0 0 0 0 (] 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppn 0 0 o [ 0 0 0 1] ] ¢ 0 0 0 [
10000ppm 0 0 0 0 0 ¢ 0 0 ] [¢] 0 0 0 0
NON REMARKABLE Control 50 50 50 50 50 50 50 50 49 49 49 49 49 49
2500ppm 50 49 50 50 49 49 50 50 50 50 50 50 49 50
5000ppm 50 50 50 50 50 50 50 50 50 50 49 49 49 49
10000ppm 50 49 50 50 50 50 50 48 47 44 46 47 46 46
(HAN190)

BATS 4




STUDY NO. : 0497
ANTMAL @ RAT F344/DuCrlCrlj(F344/DuCri]
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE @ T4
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 267 27-7 28-1
OLIGO-STOOL Control [4} i} 0 0 0 0 0 0 0 4} 0 0 0 0
2500ppm (] ¥ g 0 0 0 0 0 0 0 0 0 0 0
5000ppm 0 0 0 0 0 0 0 0 0 0 0 0 o] 0
10000ppm 0 0 0 0 4} [\ ] 0 0 0 0 0 0 0
NON REMARKABLE Control 49 49 49 49 48 48 48 47 47 47 47 47 46 46
2500ppm 50 50 50 48 48 43 42 42 42 41 41 41 41 41
5000ppm 49 47 44 46 48 44 44 42 43 43 42 42 34 33
10000ppm 46 46 46 45 45 39 39 36 35 35 35 34 30 30

(HAN190)

BATS 4




STUDY NO. : 0497
ANIMAL ¢ RAT [344/DuCrlCr1 j [F344/DuCr j]
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 75
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7
OLIGO-STOOL Control ¢ 0 0 0 g 0 o 0 0 0 0 0 0 0
2500ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5000ppm ] 0 4] 0 [} ¢ 0 0 0 Y 0 ¢ 0 0
10000ppm 4] 0 0 0 ] o] 0 ] [ ] 0 1] 0 0
NON REMARKABLE Control 46 47 47 47 46 46 45 46 46 46 46 46 46 46
2500ppm 41 41 41 39 38 39 36 39 39 38 38 38 37 36
5000ppm 32 31 32 33 33 30 29 28 28 24 24 24 22 21
10000ppm 30 21 18 20 20 25 18 20 19 18 17 17 17 18

(HAN190)

BAIS 4




STUDY NO. : 0497
ANTHAL ¢ RAT FF344/DuCriCrl;[F344/DuCr j]
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 76
Clinical sign Group Name Administration Week-day
43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52~7 53-7 54-7 55-7 56-7
OLIGO-STOOL Control 0 g 0 ¢ 0 V] 0 0 0 ¢ 0 0 0 0
2500ppm 0 0 0 0 0 0 ¢ 0 o 0 0 0 0 0
5000ppm 0 4 0 0 0 0 0 0 0 0 0 0 0 0
10000ppm 1} 0 0 0 0 0 0 0 0 0 0 0 0 0
NON REMARKABLE Control 44 45 45 45 44 44 45 45 45 45 45 45 45 45
2500ppm 36 36 36 36 35 35 34 34 34 34 33 33 32 32
5000ppm 22 22 22 24 27 27 25 28 27 26 24 24 20 19
10000ppm 18 i8 18 16 17 17 16 16 17 18 16 16 14 14

(HAN190)

BAIS 4




STUDY NO. : 0497
ANTMAL : RAT F344/DuCrlCr1{F344/DuCr j]
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 77
Clinical sign Group Name Administration Week-day
57-7 58~7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7
OLIGO-STOOL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500ppm 0 ] [ 0 [ ¢ 0 4] 0 0 o 0 4] 0
5000ppm 4 0 0 0 [} 0 0 0 0 [y 0 0 0 0
10000ppm 0 ¢ 0 [ 0 0 0 0 4] 0 0 0 4 Y]
NON REMARRADLE Control 45 45 45 44 44 44 44 44 44 43 40 40 40 40
2500ppm 32 32 33 33 34 35 35 38 38 38 39 38 39 39
5000ppm 20 i8 20 22 23 23 23 24 24 24 24 25 25 25
16000ppm 14 12 12 13 13 12 12 11 11 11 13 13 13 13
(HAN190)

BATS 4




STUDY NO. : 0497 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrlCrl j[F344/DuCr j] ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 78
Clinical sign Group Name Administration Week-day
71-7 72-7 737 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
OLIGO-STOOL Control g ¢ 0 0 1] 0 ¢ 0 ] ¢ 0 0 0 o
2500ppm 0 ¢ 0 0 0 0 4] 0 0 4] 0 0 ] 0
5000ppm 0 0 ¢ g 0 0 1] 0 o] i 1 0 0 1
10000ppm ] 0 0 0 [ 0 0 0 1 0 0 0 0 o]
NON REMAREABLE Control 39 39 39 39 39 39 38 38 38 38 38 38 38 38
2500ppm 41 39 40 39 38 38 41 40 42 41 39 39 41 41
5000ppm 24 24 26 26 26 26 24 24 24 26 25 24 25 25
10000ppm 13 13 i1 11 12 12 15 15 13 16 17 17 20 20

(HAN190) BAIS 4




STUDY NO. : 0497
ANIMAL : RAT F344/DuCrlCrl j[F344/DuCrjl
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 79
Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7
OLIGO-STOOL Control 0 1 1 2 1 2 1 1 1 0 ¢ 1 1 1
2500ppn 0 ] 0 1] 0 0 0 1 1 ] 0 0 4] 0
5000ppm 1 0 0 ] 0 1 1 1 0 0 0 0 0 3
10000ppm 0 0 V] 1 0 0 0 0 0 0 ¢ 1 1 1
NON REMARKABLE Control 38 37 37 37 36 35 35 35 35 35 35 33 32 32
2500ppm 42 41 41 40 40 39 38 37 39 39 38 37 35 35
5000ppm 28 28 30 32 32 31 29 28 28 28 31 30 28 27
10000ppm 24 24 23 24 23 23 24 24 28 27 31 30 31 30

(HAN190)

BAIS 4




STUDY NO. : 0497
ANIMAL  RAT F344/DuCriCrlj[F344/DuCrj)
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ‘ANIMALS

PAGE : 80
Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
OLIGO-STOOL Control 0 ] 0 0 0 1
2500ppm 2 1 ] 2 2 1
5000ppm 1 0 0 0 0 1
10000ppm 1 1 2 2 1 1
NON REMARKABLE Control 32 30 30 30 28 27
2500ppm 35 33 31 29 29 29
5000ppm 27 27 25 24 25 23
10000ppm 29 28 24 24 26 26
(HAN190)

BAIS 4




APPENDIX C 1

BODY WEIGHT CHANGES : MALE



STUDY NO. @ 0497 BODY WEIGHT CHANGES (SUMMARY)

ANTMAL ¢ RAT F344/DuCrlCrl j[F344/DuCrj] ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : MALE PAGE : 1

Group Name Administration week.

0 1 2 3 4 5 §
Control 126 5 157+ 8 187+ 10 214+ 10 235k 11 249+ 12 261k 13
2500ppm 126 % 5 166+ 7 185+ 10 209+ 11 228+ 124k 243+ 13% 254+ 13*%
5000ppm 126+ 5 156+ 7 184+ 9 209+  10% 228k 1k 243+ 12% 256+ 14
10000ppm {26 5 150+ Tk 176+ Ok 200 10%% 218+ 103k 233+ 1 0% 246 1 [#*
Significant difference ; * 1P < 0,05 # @ P = 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANTMAL : RAT F344/DuCrlCrl;[F344/DuCrjl ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 2

Group Name Administration week

7 8 9 10 11 12 13
Control 2714+ 14 283+ 14 292+ 14 299+ 14 305+ 15 313+ 16 319k 16
2500ppm 267+  14% 275t  15% 286+ 16 293+ 15 300+ 16 307+ 15 313+ 16
5000ppm 269+ 14 279+ 16 289+ 17 206t 17 303+ 18 309+ 18 316 20
10000ppm 257 13% 266k 134 274 134k 279+ 134 288 I3k 293+ 4%k 289 14%%
Significant difference ; ¥*:P £ 005 * : P < 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANTMAL © RAT F344/DuCrlCrl j[F344/DuCr j] ALL ANIMALS

UNIT -4

REPORT TYPE : Al 104

SEX : MALE PAGE : 3

Group Name Administration week

17 21 25 29 33 37 41
Control 334 17 350+ 16 357+ 18 367+ 17 374+ 18 381+ 20 385k 18
2500ppm 328+ 16 345% 18 354+ 19 365+ 19 373+ 22 379+ 24 384t 26
5000ppm 332+ 20 349+ 22 3G 23 368+ 23 376 24 385 25 3/t 27
10000ppm 314 15 328+ [THk 336 20%k 348+ 19%k 353+ 22%k 362+ 23+%% 366 23k
Significant difference ; *: P =005 # 1 P < 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. :© 0487 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCriCrl;[F344/DuCrj] ALL ANIMALS

UNIT =

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration week

45 49 53 57 61 65 69
Control 396+ 20 398+ 20 406+ 22 411+ 22 416+ 23 423+ 23 423k 24
2500ppm 392+ 26 396+ 28 402+ 29 408+ 29 417 27 423 27 425% 26
5000ppm 396+ 26 401+ 26 408+ 26 413+ 26 420 27 424+ 29 424+ 30
10000ppm 374+ 24% 378k 26k 384= 264 300% 2Tk 397+  25%* 403+ 2Tk 404 27#x%
Significant difference ; *: P =< 0.05 #t I P < 0.01 Test of Dunnett

(HAN260)

BAIS4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © RAT [344/DuCrlCrlj[F344/DuCrjl ALL ANTMALS

UNIT g

REPORT TYPE : Al 104

SEX : MALE PAGE : §

Group Name Administration week

73 77 78 82 86 90 94
Control 426+ 25 429+ 27 429+ 29 429+ 42 419+ 41 4204 29 422+ 27
2500ppm 427+ 27 4324+ 27 431+ 27 431+ 25 431+ 26 428+ 26 424+ 25
5000ppm 428+ 27 429+ 27 429+ 28 428+ 27 425+ 37 426+ 28 421+ 36
10000pp;m 406  26%¢ 410 26%* 400+ 26%% 409+ 28% 411 26 407+ 30 399+ 39+
Significant difference ; *: P = 0.05 #* 1 P = 0.01 Test of Dunnett
(HANZ60)

BAIS4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCrj] ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX @ MALE PAGE : 6
Group Name Administration week
98 102 104

Control 423+ 25 419+ 31 415+ 34

2500ppm 418+ 29 412+ 28 408= 28

5000ppm 420 26 411+ 27 405+ 26

10000ppm 398+ 30wk 3974 264 389 304

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

(HAN260)

BAIS 4




APPENDIX C 2

BODY WEIGHT CHANGES : FEMALE



STUDY NO. : 0497

—

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCr il ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week
0 1 2 3 4 5 6
Control 99+ 3 115+ 4 129+ 4 1374 5 144 5 151t 6 155% 7
2500ppm 99+ 3 114+ 3 126+ 5%k 133+ bk 140+ Bk 145k 6k 149+ Tk
5000ppm 99+ 3 114+ 4 124+ fcke 132% Sk 138+ Bick 143+ Tack 147% Sk
10000ppm 99+ 3 111+ ek 122+ Sk 129+ Sk 135+ el 140+ Tk 1444 Gk

Significant difference ; ¥ P £ 0.05 d* 1 P = 0.01

Test of Dunnett

(HAN260)

BAIS4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrl;[F344/DuCri] ALL ANIMALS

UNIT -4

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 8

Group Name Administration week

7 8 9 10 11 12 13
Control 158+ 8 162+ 8 166+ 9 1684 9 171k 9 1744 9 177% 4
2500ppm 152% 8ok 154+ Qack 159+ Gk 161 sk 164+ Ok 168% 10%+ 170+ 10%%
5000ppm 151% Qe 154+ Ok 168  10%k 161+ 10%* 164 10k 168 1l 169 Il%*
10000ppm 147 Gk 148+ 8k 152+ Gk 164 0% 167+  [0% 160 %k 162+ 1 1o
Significant difference ; *: P £ 0,05 ¥ P S 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)
ANTHAL © RAT [344/DuCrlCrl j[F344/DuCr i) ALL ANIMALS
UNIT ig
REPORT TYPE : Al 104
SEX : FEMALE PAGE :
Group Name Administration week
17 21 25 29 33 37 41
Control 1831k 10 188+ 11 193 10 199+ 11 203t 11 206+ 11 2114 12
2500ppm 176+ 1lsx 180+ i 183+ 1i#¢ 190 12%* 194+ 2% 196F 3%k 201 14w
5000ppm 174 12%xk 180k 134k 184k 13k 190 14k 194+ 15k 196+ Gk 200k 16k
10000ppm 166 113k 170+ 1]#* 174 124k 180+ 13k 183+ 144k 185k  [4%x 190 15
Significant difference ; *: P %005 kP = 0.01 Test of Dunmett
(HAN260)

BAIS4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANTMAL © RAT F344/DuCrlCrl j[F344/DuCrj] ALL ANIMALS

UNIT I g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 10

Group Nawe Administration week

) 45 49 53 57 61 65 69
Control 216% 13 219% 14 224+ 15 2201 16 233+ 17 241k 19 2441t 21
2500ppm 208+  15%% 208 16%* 213 16%k 217 16k 221+ 17w 228+ 19% 231 20%x
5000ppm 204 17k 208 184k 213+ 20%k 219+ 21% 223 22% 230+ 24+ 233+ 25%
10000ppm 193+ 164 196 [7#* 200+ 17%k 206 18k 200+ 19%k 214 204 216+ 22k
Significant difference ; *: P =005 kP =5 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj[F344/DuCrjl ALL ANIMALS

UNIT Ig

REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 11

Group Name Administration week

73 77 78 82 86 90 94
Control 2524 25 267 26 258+ 26 2656+ 29 271+ 33 270+ 36 2761 35
2500ppm 237+ 21%% 241+ 204k 243+ 21% 2494+ 20% 265  21%k 257 23 257+  23%
5000ppm 239k 26% 244 26% 2456  26% 250k  28% 256+ 29 256 29 260+ 29
10000ppm 2203 234k 2241 24%% 225+  25%% 231 24 236+ 26%*F 238 24 241% 258k
Significant difference ; #:P < 0.05 # ;P = 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCr1 j[F344/DuCr il ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week
98 102 104

Control 277+ 35 276+ 38 273+ 40

2500ppm 261+ 24% 260+ 28 260+ 27

5000ppm 262+ 31 263 30 261 30

£0000ppm 239% 27k 240  304% 243+ 2%

Significant difference ; 1P = 0.05 k1 P < 0,01 Test of Dunnett

(HAN260)

BAIS 4




APPENDIX D 1

FOOD CONSUMPTION CHANGES @ MALE



STUDY NO. : 0497 FOUD  CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCriCrlj[F344/DuCrjl ALL ANIMALS
UNIT T g
REPORT TYPE : AL 104
SEX : MALE PAGE : 1
Group Name Administration week
1 2 3 4 5 6 7
Contlrol 13.8% 0.8 15.2+ 1.0 - 16.2% 0.8 15.8%+ 0.9 15.4: 0.9 5.4 0.9
2500ppm 13.9= 0.8 15.3+ 1.1 15.8% 0.9 5.7+ 0.9% 5.6 0.9 15.2% 1.1 5.1+ 0.9
5000ppm 13.6x 1.0 4.9+ 0.9 16.2+ 0.9 15.6% 0. Tk 15,5+ 0.8 16.4= 0.9 15.4% 0.9
10000ppm 12.6% 0. 8%* 13.9% . 0%% 4.6+ 0.9 15.0% 1.0#* 14.8% 0.8%* 14.6% 0. 93 14.6F 1. 0%k
Significant difference ; ¥ P < 0.05 # P < 0.0 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT [344/DuCrlCrl j[F344/DuCrj] ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week
8 9 10 11 12 13 17
Control 15.4%= 0.8 15.4& 0.7 15,1 0.7 14.9x 0.8 14.8% 0.9 14.7£ 1.0 14.6+ 0.9
2500ppm 15.1+ 0.9 15.4+% 1.2 4.9+ 0.8 5.0 0.9 14.8% 0.8 4.7+ 0.8 14.6% 0.8
5000ppm 15.3% 1.0 16.4%+ 1.2 15. 1+ 0.9 15,2+ 1.0 14.8+ 0.9 4.8+ 0.9 14.7 1.0
10000ppm 14.5+ 0. 9%k 14.3+  0.9%% 14.3% 0. 9%k 14.5% 0.9 14.3% 1.0% 14.3%  0.9% 14. 03 0. 9%k
Significant difference 3 ¥ P < 0.05 * 1 P = 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497

FOOD  CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrj] ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : MALE PAGE : 3

Group Name Administration week

21 25 29 33 37 41 45
Control 5.1 0.9 5.9+ 0.8 15.2+= 0.8 15.4+ 0.7 14,9+ 0.8 14.8%+ 0.9 5.3+ 0.9
2500ppm 14.9% 0.9 15.7f 1.0 15.3% 0.8 15.4* 1.0 15.0%+ 1.1 14.9% 1.1 15.2%+ 1.1
5000ppm 15.1% 1.0 5.9+ L.3 5.5 1.0 5.6+ 1.0 16.3+ 0.9 15.1£ Lo 16.2% 0.8
10000ppm 14. 4%+ 1. 0% 15.3% 0. 9%k 14.8% 0.9 147 1. 0%% 14.5%+ 0.9 4.4+ L0 4.8+ 1.0
Significant difference ; *: P < 0.05 #* : P = 0.01 Test of Dunnett

(HAN260)

BAIS4




STUDY NO. : 0497 FOUD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrl j[F344/DuCr j] ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration week

49 53 57 61 65 69 73
Control 5.5 1.0 5.7+ 1.0 6.1+ 1.0 15.9%& 1.0 6.1 1.1 159+ 1.1 15.94 0.9
2500ppm 15,6 1.1 5.7+ 1.1 16.3% 1.2 6.3t 0.9 16.4+ [.1 16.5+ 1.0% 6.2+ 1.3
5000ppm 159 1.0 5.9+ L1 16.4x 1.1 6.1+ 1.0 6.2 1.0 6.3 1.0 6.1 1.1
10000ppm 15,4+ .1 6.4+ 1.0 6.1+ 1.0 5.9+ 1.0 6.1+ [.1 16.0%+ 0.9 15.8+ 0.9
Significant difference ; *: P £0.05 kP £ 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrj] ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : MALE PAGE : 5

Group Name Administration week

77 78 82 86 90 94 98
Control .61 0.9 16.1% 1.0 15.4% 1.4 5.5+ 2.8 5.8+ 1.0 6.1+ 1.2 6.1 1.4
2500ppm 16.6%+ 1.0 16.4%+ 1.0 15.8% 1.6 16.4%+ 0.9% 6.3 1.2 16.3% 1.5 16.1+ 1.8
5000ppm 6.2+ 1.2 6.1+ L1 16.0= L5 16.24+ 1.4 6.1+ 1.3 16.0% 2.3 6.0 1.7
10000ppm 16,0+ 0.9 15.7+ 0.9 5.2+ 1.4 6.0+ .1 16.4%= 1.4 15.4+ 2.3 15.2+ 2.i%
Significant difference ; *: P £ 0.05 ** P = 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrl;ilF344/DuCrj] ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration week
102 104
Control 16.24+ 1.4 16.2+ 1.6
2500ppm 16.2+ 1.9 6.2+ 1.5
5000ppm 15,7 19 5.7 1.5
10000ppm 16.4% 1.2 16.3+ 1.5%
Significant difference ; *¥: P < 0.05 * 1P < 0.01 Test of Dunnett
(HAN260)

BAIS4




APPENDIX D 2

FOOD CONSUMPTION CHANGES : FEMALE



STUDY NO. : 0497

FOOD  CONSUMPTION CHANGES (SUMMARY)

ANTMAL : RAT F344/DuCriCrlj{F344/DuCrj]l ALL ANIMALS
UNIT I g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week
1 2 3 4 5 6 7
Control 1.4 0.6 10.9%£ 0.5 1.1+ 0.8 10.8%+ 0.6 10.7£ 0.6 10.4%* 0.6 10.2+ 0.9
2500ppm 1.5 0.5 10.6+ 0.9 10.5%  0.6%k 10.5+ 0.6% 10,2+ 0. 6%* 10.0% 0. 6% 9.7+ 0.7k
5000ppm 10.3%+ 0.6 10.2% 0. Té* 10.2% 0. 6% 10.2% Q. T#* 10.2£ 0. 8%k 9.9% 0.8k 9.8+ 0.8%
10000ppm 9.6k Q. 6%k 10.0% 0. Gkk 9.8% 0. 7%k 9.8+ 0.6%F 9.8+ 0.6k 9.5+ (. T%k 9.4k Q. 7#%
Significant difference ; *: P =< 0.05 k@ P £ 0.01 Test of Dunnett
(HAN260}

BAIS4




STUDY NO. : 0497

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrl j[F344/DuCrj] ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration week
8 9 10 11 12 13 17
Control 101+ 0.6 0.2+ 0.7 9.9+ 0.6 10.1£ 0.6 10.2+ 0.6 10.1%+ 0.6 10.4% 0.6
2500ppm 9.5 0. Tk 9.7+ 0.6%* 9.6+ 0.8 9.9+ 0.6 9.7t 0.6% 9.7+ 0.7 10.0% 0. 7%
5000ppm 9.5 0, 8%k 9.7+ 0.7 9.6 0.8 9.9+ 0.7 9.9% 0.8% 9.8% 0.7% 10.0% 0, 7%
10000ppm 9.1 0. Tk 9.1 0. Tk 9.0 Q.74 9.3+ 0. THk 9.2 0. Tk 9.4+ (. TH* 9.4 0. 6wk
Significant difference ; ¥ 1P =< 0.05 #* P 5 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497

FOUOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCrl;i[F344/buCrj] ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration week
21 25 29 33 37 4] 45
Control 10.2x% 0.7 0.5+ 0.7 10.7= 0.8 10.5+ 0.5 10.3x 0.6 10.64 0.7 L1+ 0.9
2500ppm 8.9+ 0.6 10.2% 0.6% 10. 1 0.7+ 1.4+ 0.7 9.8k 0. Tk 10.2+ 0.7% 10.8+ 0.7
5000ppm 9.8+ 0.7* 10.2% 0. 7* 10. 1= 0.9%k 10.2+ 0.8% 9.8+ 0,7k 10.3% 0.8% 10.6%= 0.9%
10000ppm 9.3+ 0.7k 9.6+ 0. 7Hx 9.6 0. 7%k 9. 7% 0. Tk 9.3% 0. Tk 9.8+ Q. T%* 10. I 0. 9%
Significant difference ; *: P <005 k1 P = 0.01 Test of Dunnett

(HAN260)

BAIS4




STUDY NO. : 0497

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrlCrlj([F344/DuCrj] ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration week
49 53 57 61 65 69 73
Control 10.9%+ 0.7 1.1+ 0.8 1.7 6.9 11.7£ 0.8 1.7+ L0 1.7+ 0.9 12.0+ 1.0
2500ppm 10.5* 0.8% 11.0+ 0.8 11.0%  0.8%k 1.4 0.9 1.6+ 0.8 11.2+ 0.9% 1.6 1.0
5000ppm 10.6+ 0.8 0.8t 0.8 11.4%= 0.9 11.3+  0.9% 1.4 L0 1.5 1.1 1.6+ 1.0
10000ppm 10. 1 0.8k 10.3% 0.8k 10.8%  0.9%¢ 10.9%  0.8%* iLix L O%k 10.9% 0. 8%k 11,2+ L. 0%
Significant difference ; 1P £ 0.05 #k 1 P = 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCriCrl j[F344/DuCr j] ALL ANIMALS
UNIT H -
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 11
Group Name Administration week
77 78 82 86 90 94 98
Control 12.2% 1.0 ’ 12.0+ 1.0 12.2+ 1.1 12.7£ 1.6 12.34+ 1.8 12.8+ 1.6 12.7+ 2.0
2500ppm 1.8+ 0.9 11.7%+ 0.8 11.9= 0.9 12.2+ 0.9 12.0+ 1.1 12.1% 1.0 12.4% 1.1
5000ppm 11.8+ 0.9 11.5% 0.9% 1153 1L [%k 12.2+ 1.0 1.6+ 1. 7% 12.2+ 1.0 1.7+ 2.5%
10000ppm 11.3£  0.9% 1. 12 0. 8ok 113 0.9% 1.6 [ 1%k 1.6+ 0.9%k 1.8 1. 0%k L5 1.8%%
Significant difference ; * P <005 ** P = 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCrl;j{F344/DuCrjl ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week
102 104

Control 12.6 1.5 12.5+ 2.2

2500ppm 11.9%+ 2.5 2.2+ 2.0

5000ppm 12.0x 1.6 12.1+ 1.9

10000ppm 11.4% 2. 0%¢ .7+ 2.0

Significant difference ; ¥ 1P = 0.05 #* P < 0.01 Test of Dunnett

(HAN260)

BAIS4




APPENDIX E 1

WATER CONSUMPTION CHANGES : MALE



STUDY NO. : 0487

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrl j[F344/DuCrj] ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Administration week
1 2 3 4 5 6 7
Control 18.8%+ 5.2 19.3% 2.6 20.1= 1.9 20.5:k 2.1 18.7£ 2.1 19.5%+ 2.0 18.1+ 2.3
2500ppm 17.2% 1.6 8.7+ 2.2 19.6% 2.1 19.8+ 2.5% 18.4+ 4.1% 18.8+ 2.5 8.8+ 3.5
5000ppm 16.3% 2, 0%k 17.1£ 2. 1% 17.8%  1.5%k 18. 1 1.3 17.6% 1.5k 18. 1 1. 5% 17.8% 2.2+
10000ppm 4.7+ 1.8 15. 44+ 3. 1%+ 17.3% 5. 5#k 16.5+ 4. 2% 15.2% [ 5%k 15,6 2. 24k 14.9% 1. 8%
Significant difference : ¥ P £0.05 * ! P = 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497
ANIMAL  : RAT F344/DuCrlCrlj[F344/DuCrjl

WATER CONSUMPTION CHANGES (SUMMARY)

ALL ANTMALS
UNIT g
REPORT TYPE : Al 104
SEX @ MALE PAGE : 2
Group Name Administration week
8 9 10 11 12 13 17

Control 19.0% 2.1 18.9% 2.1 18.8% 3.1 18.4+ 2.6 8.3+ 2.2 18. 1+ 2.2 17.24 2.8

2500ppm 18.0 3.6 18.3+ 2.3 18.2+ 3.6 17.2%  2.1% 17.3%  1.9% 17.8% 3.7 16.6 2.0

5000ppm 177 1.8%¢ 18.4+ 3.8* 17.6£ 2.5 16.9% 2. 2%k 16.8%= 1. 7wk 16.8% 1. 5%k 16.4+& 1.3

10000ppm 5.1 1.7+ 16.2%  2.0%% 15.7% 3. l#=* 16.3% 3.5%k 16.4% 6.5 15,1 [ Tk 15.0%  2.2%*

Significant difference ; ¥:P < 0.05 # I P = 0.0l

Test of Dunnett

(HAN260)

BAIS4




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj[F344/DuCrjl ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 3

Group Name Administration week

21 25 29 33 37 41 45
Control 18.0 2.7 1.7+ 2.9 17.72 2.6 17.54& 1.8 17.3+ 2.1 16.01+ 2.0 17.8% 2.1
2500ppm 7.1+ 2.0 i7.4% 1.7 17.0x 1.8 17.2+ 1.8 17.3+ 1.9 6.1+ 1.9 17.5% 2.1
5000ppm 16.8% 1.6% 18.7+ 6.0 16.9+ 1.4 17.2+ 1.4 17.3£ 1.4 16.8% 1.8%% 17.8% 1.6
10000ppm 15.6% 2. 7% 16.8F 2.8k 16,9 3. Tk 16,2 2. 0% 7.7 3.4 16.8+ 3.6 17.8%+ B5.5%
Significant difference ; *:P =005 % P < 0.01 Test of Dunnett
(HAN260)

BAIs4




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCrlj{F344/DuCr j] ALL ANIMALS

UNIT T g

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration week

49 53 57 61 65 69 73
Control 17.6x% 2.2 8.2+ 2.5 17.8x 2.1 17.7 2.4 18. 1k 2.4 18.1% 2.6 18.4% 3.0
2500ppm 17.4+ 2.1 17.6% 2.1 17.7£ 2.0 7.7+ 2.0 18.1% 2.5 8.2+ 2.2 8.1+ 2.1
5000ppm 8.1 1.7 8.7 4.6 18.8x 3.7 19.5% 5. 2%% 18.8+ 3.5 18.9+ 3.1 19. 1+ 2.3%
16000ppm 8.3+ 4.6 {7.9% b, l%* 18.7%= 5.0 9.2+ 6.7 18.3% 4.7 18.73 5.6 20.2% 5.3%
Significant difference ; ¥ 1P = 0.05 P % 0.01 Test of Dunmnett
(HAN260)

BAIS 4




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrlCrljF344/DuCr il ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 5

Group Name Administration week

77 78 82 86 90 94 98
Control 18.3kt 3.0 18.8%+ 3.1 18.9£ 4.7 17.8f 3.8 18.9+ 3.2 19.4 3.8 19.5: 3.8
2500ppm 18.8+ 2.3 8.8+ 2.8 18.7 2.9 18.0+ 3.2 20.0+ 3.7 2l.1% 4.5 20.9%+ 5.4
5000ppm 8.9+ 3.0 18.5% 3.2 20.0= 4.2 19.4+ 4.8 2.0+ 4.8% 20.4* 5.4 20.1% 4.9
10000ppm 20.4% 5. 6% 20.4+ 5.2 19.5% 4.7 20.5+ 5.5 2.2+ 5.8 2.0+ 6.5 19.9+ 6.7
Significant difference ; P =005 %k P < 0.0 Test of Dumnett
(HAN260)

BAIS4




STUBY NO. :@ 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrl;iI344/DuCrjl ALL ANIMALS
UNIT T g
REPORT TYPE @ Al 104
SEX @ MALE PAGE : 6
Group Name Administration week
102 104

Control 20,9+ 4.7 21.4:4 5.1

2500ppm 20.7% 4.9 22.3+ 7.1

5000ppm 20.8+ 3.8 22.2+ 6.4

10000ppm 20.2*+ 5.3 20.1%+ 4.8

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

(HAN260)

BAIS 4




APPENDIX E 2

WATER CONSUMPTION CHANGES : FEMALE



APPENDIX E 2

WATER CONSUMPTION CHANGES : FEMALE




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL * RAT F344/DuCrlCrli{F344/DuCrj]l ALL ANIMALS
UNIT g
REPORT TYPE @ Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week_
1 2 3 4 5 6 7
Control 15.0+ 1.1 6.4+ 1.0 16.3+ 1.2 17.4% 4.8 17.2+ 6.7 18.4%+ 7.9 17.1%+ 6.0
2500ppm 14.5+ L I* 15.4F 1.5k 15.6% 3. 0%k 15.2% 2.9% 14.3% 2 Tk 14.5% 6. 1¥* 13.3+ 1 THx
5000ppm 13,5 0, 9%k 14.3%  2.8%* 14,4 1. 9%k 14.5% 2, 4k 14,3 3.8k 13.9 3. I%k 13.9% 4. 7%x
10000ppm 1.7+ 0.9k 12.4% | 4%k 12.3% 2. [#* 12.4% 1. 9%k 12. 1+ 2. 8%k 12.0% 2.6k 11.9%  3.5%k
Significant difference ; *: P <005 *k 1 P < 0.01 Test of Dunnett
(HAN260)

BAIS4




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrlCrl;[F344/DuCril ALL ANIMALS
UNIT -1
REPORT TYPE : Al 104
SEX © FEMALE PAGE : 8
Group Name Administration week
8 9 10 11 12 13 17
Control 17.7% 6.9 17.6+ 5.8 18.4% 1.7 18.1& 8.5 18.1+ 6.8 20.4:% 10.2 9.5+ 1.5
2500ppm 13.7% 2. 13 14.3+ 4. 2%k 14. 4% 6.9% 15.0t 5. 6%k 14.4% 4. 4% 15.6+ 7.8%x 15.7% 6. 9%x
5000ppm 14.5% 6. Tk 14.9% 5 9% 14.2%  4.9%F 14.8% 6. 6%k 16. 74 8. 8% 14.74 5, 1%k 15. 1 4.8%*
10000ppm 4% |7 2. 1% 6. 4%k 12. 1 6.9%F 12. 1% 5. 9%k 12.7+ 6. 5%* 12.8% 5 34k 12.3%& 3. 4%
Significant difference ; *: P < 0.05 :P =001 Test of Dunnett

(HAN260)

BAIS4




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANTHAL : RAT F344/DuCrlCrl;[F344/DuCr il ALL ANIMALS

UNIT H -4

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 8

Group Name Administration week

21 25 29 33 37 41 45
Control 20.2% 8.6 18.7+ 7.5 17.6% 5.2 18.2+ 7.3 17.2% 5.1 17.71+ 5.4 16.94 4.8
2500ppm 15.2%+ 4. 9% 14.8% 4.6 15.9%  7.8%¢ 15.9+t 6.3% 15.9+ 6.0 16.8% 8.5%x 15.8% 4.7
5000ppm 17.8% 9.6k 15.04 4. Tax 15.4% 5, 2%k 16.7+ 5.8% 15.6% 6.6 16.3% 5.1 16.0+ 5.1
10000ppm 13.6% 6. Tak 14.6 6. 3k 147+ 5.8%k 13.8F 3.4 15.0%+ 6.1 16.2F 6. 4%* 5.3 5.3
Significant difference ; * P =005 ** 0P = 0.01 Test of Dunnett
(HAN260)

BAIS 4




STUDY NO. : 0497 WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrlCrlj{F344/DuCrjl ALL ANIMALS

UNIT g -

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 10

Group Name Administration week

49 53 67 61 65 69 73
Control 17.3%+ 6.4 6.9+ 4.7 15.2% 2.5 6.4 4.4 5.1+ 2.9 15.2%+ 2.5 15.54+ 3.1
2500ppm 15.9%+ 7.4% 15.7+ 6.4 17.0+= 8.0 16.4% 7.0 14.8% 2.9 14.4% 2.2 156.8% 3.9
5000ppm 16.8+ 9.6 16,4+ 5.3 15.56% 4.9 15.4% 4.2 14.9%+ 3.2 15.5% 4.8 5.6+ 3.0
10000ppm 15,1 6.0%* 16,1 6.4 16.3* 5.9 16.2+ 5.2 6.2+ 4.4 17.6% 6.7 17.7* 5.4
Significant difference ; *: P = 0.05 * P < 0.01 Test of Dunmnett
(HAN260)

BAIS4




STUDY NO. : 0497

WATER CONSUMPTION CHANGES (SUMMARY)

ANTMAL ¢ RAT F'344/DuCr1Crlj(F344/DuCrjl ALL ANIMALS

UNIT H4

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 11

Group Name Administration week

77 78 82 86 90 94 98
Control 15.0x 2.6 16.5: 3.0 15.5£ 2.2 6.2 3.2 17.4%+ 6.2 17.1 4.2 18.0+ 7.7
2500ppm 15,7 4.5 16.2+ 4.4 6.2+ 2.3 6.0+ 2.4 15.6F 2.7 16.4% 3.0 6.8+ 3.1
5000ppm 4.6 2.0 15.3+ 3.7 14.5% 2.4 14.9%+ 2.4 15.56% 4.2 16.4x 4.1 16.5+ 5.3
10000ppm 17.2% 5.2 18.0+ 5.5% 17.6+= 5.9 17.6% 5.8 18.5+ 6.9 18.9+ 5.3 18.9+ 5.9
Significant difference ; ¥ P =005 #* P = 0,01 Test of Dunnett

(HAN260)

BAIS 4




STUDY NO. : 0497 WATER CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCriCrlj[F344/DuCril ALL ANIMALS
UNIT i og
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 12
Group Name Administration week
102 104

Control 18.81+ 6.5 8.8 8.0

2500ppm 17.5+ 4.2 8.1+ 4.4

5000ppm 17.2%+ 5.3 17.3+ 5.4

10000ppm 1.1 6.9 9.3+ 6.2

Significant difference ; ¥:P = 0.05 # @ P < 0.01 Test of Dunnett

(HAN260)

BAIS4




APPENDIX F 1

CHEMICAL INTAKE CHANGES @ MALE



STUDY NO. : 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCr il ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE 1
Group Name Administration ({weeks)
L 2 3 4 5 6 7
Control 0.000:£ 0.000 0.000% 0.000 0.000% 0.000 0.000:F 0.000 0.000% 0.000 0.000  0.000 0.000x ©0.000
2500ppm 0.275+ 0.022 0.253% 0.026 0.234+ 0.023 0.217* 0.025 0.200:t 0,046 0.185% 0.024 0.176+ 0.030
5000ppm 0.527%x 0.055 0.465+ 0.048 0.428+ 0.038 0.397+ 0.024 0.361 0.023 0.353% 0.023 0.332+ 0.03%
10000ppm 0.982% 0.105 0.874% 0.178 0.861% 0.256 0.756% 0.192 0.652% 0.064 0.635+ 0.077 0.577% 0.064
(HAN300)

BAIS4




STUDY NO. : 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCri] ALL ANIMALS
UNIT tg/kg/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration (weeks)
8 9 10 11 12 13 17
Contirol 0.000%+ 0.000 0.000:k  0.000 0.000£ 0,000 0.000x 0.000 0.000:  0.000 0.000 0.000 0.000  0.000
2500ppm 0.172% 0.030 0.161+ 0.019 0.155% 0.029 0.144* 0.016 0. 141+ 0.014 0. 142+ 0.030 0.127x 0.013
5000ppm 0.317% 0.027 0.320+ 0.072 0.2084% 0,049 0.279+ 0.028 0.272+ 0.022 0.266% 0.015 0.247% 0.014
10000ppm 0.570% 0.061 0.553+ 0.073 0.562+ 0. 106 0.567+ 0.110 0.557+ 0.215 0.505+ 0.052 0.478+ 0.067
(HAN300)

BAIS 4




STUDY NO. @ 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrl j[F344/DuCr il ALL ANIMALS
UNIT tg/keS/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration ({weeks)
21 25 29 33 37 41 45
Control 0.000+  0.000 0.000+ 0.000 0.000:t ©.000 0.000:£  0.000 0.000 0.000 0.0004 0.000 0.0004 0.000
2500ppm 0.124*+ 0.013 0.123%+ 0.011 0. 117+ 0.012 0.116%+ 0.012 0.114+ 0.012 0.105% 0.011 6.111%* 0.013
5000ppm 0.242% 0.022 0.263% 0.080 0.229+t 0.016 0.229+ 0.016 0.225+ 0.015 0.216% 0.021 0.226x= 0.019
10000ppm 0.476%+ 0.092 0.502% 0.097 0.460% 0.117 0.460+ (.062 0.490+ 0.102 0.460% 0.104 0.477x 0. 140
(HAN300)

BAIS4




STUDY NO. @ 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT T344/DuCriCrl j[F344/DuCrjl ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration (weeks)
49 53 57 61 65 69 73
Control 0.000£ 0.000 0.000:t  0.000 0.000:E 0.000 0.000%  0.000 0.000% 0.000 0.000 0.000 0.000:£  0.000
2500ppm 0.110%t 0.013 0.110% 0.013 0.108% 0.014 0.106+ 0.014 0.107%f 0.017 0.108%t 0.016 0.106%x 0.014
5000ppm 0.225 0.019 0.229% 0.053 0.227+ 0.040 0.231+ 0.055 0.223+ 0.046 0.225% 0.050 0.224+ 0.026
{0060ppm 0.486+ 0.128 0.469% 0.134 0.481+ 0.133 0.485+ 0.169 0.455% 0.115 0.483E 0.144 0.500%x 0. 143
(HAN300)

BAIS 4




STUDY NO. :© 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANTMAL ¢ RAT F344/DuCriCrlj[F344/DuCrj] ALL ANIMALS
UNIT gk day
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Administration (weeks)
77 78 82 86 90 94 98
Control 0.000% 0.000 0.000=  0.000 0.000% 0.000 0.000% 0.000 0.000E 0.000 0.000% 0.000 0.000 0.000
2500ppm 0.109+ 0.016 0.109* 0.019 0.108+ 0.019 0.111%+ 0.021 0.117+ 0.023 0.125+ 0.029 0.126% 0.035
5000ppm 0.221% 0.033 0.227+ 0.037 0.234+ 0,047 0.226 0.055 0.247t 0.057 0.241% 0.062 0.240+ 0.058
10000ppm 0.500+ 0.149 0.501% 0.147 0.481% 0.140 0.503% 0.152 0.525% 0. 161 0.536x 0.200 0.507+ 0.205
(HAN300)

BAIS4




STUDY NO. : 0497
ANIMAL : RAT F344/DuCrlCrl;j[F344/DuCrjl

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUMMARY)

UNIT cg/keSday
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration (weeks)
102 104

Control 0.000x 0.000 0.000 0.000

2500ppm 0.126% 0.035 0.138+ 0.053

5000ppm 0.265% 0.049 0.276x 0.086

10000ppm 0.509% 0.137 0.517%£ 0.130

(HAN300)

BAIS4




APPENDIX F 2

CHEMICAL INTAKE CHANGES @ FEMALE



STUDY NO. © 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT '344/DuCrlCrl[F344/DuCrj] ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration (weeks)
i 2 3 4 5 6 7
Contrel 0.000%  0.000 0.000+ 0.000 0.000%x 0.000 0.000% 0.000 0.000:  0.000 0.000x 0.000 0.000 0.000
2500ppm 0.317%f 0.020 0.306+ 0.031 0.281+ 0.052 0.271+ 0.055 0.248+ 0.048 0.245+ 0.110 0.218% 0.022
5000ppm 0.595% 0.031 0.576+ 0.105 0.544% 0.067 0.525+ 0.078 0.498+ 0,128 0.473x= 0.101 0.462x 0. 159
10000ppm 1.054% 0.076 1.019% 0. 101 0.951% 0.153 0.916%+ 0©.131 0.862+ 0.186 0.833+ 0.172 0.809+ 0.221
(HAN300)

BAIS4




STUDY NO. @ 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrl j[F344/DuCr j] ALL ANIMALS
UNIT gk day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration (weeks)
8 9 1o 11 i2 13 17
Control 0.000x  0.000 0.000x 0.000 0.000 0.000 0.000% 0.000 0.000% 0.000 0.000-£ 0.000 0.0004 0,000
2500ppm 0.220% 0.032 0.224+ 0.066 0.223+ 0.103 0.229% 0.085 0.215% 0.070 0.228% 0.108 0.225% 0.100
5000ppm 0.470%x 0.213 0,473+ 0.185 0.441£ 0.183 0.449+ 0.198 0.468% O0.263 0.435+ 0.146 0.432 0.133
10000ppm 0.769% 0.093 0.793+ 0.392 0.781% 0.416 0.767t 0.345 0.786+ 0.378 0.785%t 0.297 0.738% 0. 180
(HAN300)

BAIS4




STUDY NO. : 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrl j[F344/DuCr j] ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : O
Group Name Administration (weeks)
21 25 29 33 37 41 45
Control 0.000 0.000 0.000+  0.000 0.000 0.000 0.000% 0.000 0.000+ 0.000 0.000+ 9.000 0.000:+  0.000
2500ppm 0.210% 0.064 0.202+ 0.062 0.209%t 0.102 0.204+ 0.075 0.203% 0.074 0.209% 0.102 0.193+ 0.058
5000ppm 0.496% 0.269 0.433% 0.126 0.4056% 0.130 0.403+ 0. 147 0.399+ 0.135 0.407£ 0.118 0.391%+ 0,120
10000ppm 0.792% 0.368 0.837% 0.344 0.818+ 0.307 0.754% 0. 167 0.806F 0.294 0.851% 0.328 0.794% 0. 206
(HAN300)

BAIS 4




STUDY NO. @ 0497 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrlCrl j[F344/DuCri] ALL ANIMALS
UNIT P g/keSday
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 10
Group Name Administration ({weeks)
49 53 57 61 65 69 73
Control 0.0004  0.000 0.000x 0.000 0.000+ 0.000 0.000+ 0.000 0.000:  0.000 0.000%  0.000 0.000:t 0.000
2500ppm 0.192+ 0.085 0.184% 0.072 0.1954 0.090 0.186+ (.080 0.162+ 0,031 0.156= 0.025 0.167% 0.044
5000ppm 0.401% 0.221 0.385% 0.118 0.354:t 0,101 0.346+ 0.099 0.325% 0.061 0.332% 0.096 0.328% 0.060
10000ppm 0.766% (.287 0.751% 0.241 0.796% 0.279 0.772+ 0.222 0.756% 0.188 0.814% 0.288 0.806+ 0.232
(HAN300)

BAIS4




STUDY NO. @ 0487 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCriCrl j{F344/DuCrjl ALL ANIMALS
UNIT T g/keSday
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 11
Group Name Administration (weeks)
77 78 82 86 90 94 98
Control 0.000t 0.000 0.000:  0.000 0.000  0.000 0.000+ 0.000 0.000x 0.000 0.000:£ 0.000 0.000: 0.000
2500ppm 0.165%+ 0.087 0.168+ 0.048 0.154+ 0,024 0.157% 0.024 0.152% 0.028 0.1680% 0.031 0.162%+ 0.033
5000ppm 0.299% 0.033 0.314% 0.075 0.292% 0.040 0.292% 0.037 0.304% 0.081 0.317£ 0.070 0.316+ 0.095
10000ppm 0.771x 0.215 0.798% 0.228 0.759% 0.226 0.745+ 0.221 0.772% 0.255 0.782+ 0.198 0.800k 0.276

(HAN300)

BAIS4




STUDY NO. : 0497

CHEMICAL INTAKE CHANGES  (SUMMARY)
ANTMAL : RAT F344/DuCr1Crlj{F344/DuCrj] ALL ANIMALS
UNIT i g/ke/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration (weeks)
102 104
Control 0.000k 0. 000 0.000% 0.000
2500ppm 0.168% 0.041 0.174%+ 0.040
5000ppm 0.328%+ 0.090 0,332 0.093
10000ppm 0.801=+ 0.329 0.786 0.213
(HAN300)

BAIS 4




APPENDIX G 1

HEMATOLOGY : MALE



STUDY NO. : 0487

HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr1Crlj{F344/DuCrjl ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET
Animals 105/t g/ /4 % £2 pE g /a2 103/l
Control 36 8.10t 1.74 14.34 3.0 41.8:k 7.4 50.6% 7.3 17.1£ 2.5 33.9+ 2.3 807 368
2500ppm 37 8.3+ 0.93 13.5% 2.1 40.2% 4.9 47.9% 3.2 16. 1% 1. 7% 33.6% 1.8 877+ 289
5000ppm 44 8.04% 1.51 13.3% 2.7 39. 7% 6.6 50. 0% 5.8 16. 6% 1.3 33.2% 1.9 883+ 300
10000ppm 39 7.93%  1.47 13.2% 2.5 39.4% 6.4 50.2% 4.7 16.8+ 1.8 33.5% 1.6 835+ 280

Significant difference ; * : P = 0.05 *¥* ! P = 0.0L

Test of Dunnett

(HCLOT0)

BAIS 4



STUDY NO. : 0497 HEMATOLOGY (SUMMARY)
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrjl ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of RETICULOCYTE
Animals %

Control 36 4.6 6.5

2500ppm 37 3.8% 2.0

5000ppm 44 5.2+ 6.5

10000ppm 39 5.3% 4.3

Significant difference ; * : P = 0.05 #* 1 P < 0.0 Test of Dunnett

(HCLO70) BAIS 4




STUDY NO. : 0497

ANIMAL : RAT F344/DuCrlCrl;[F344/DuCrj]

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105%)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of WBC Differential WBC (%)
Animals 100/t N-BAND N-SEG EOSING BASO MONO LYMPIIO OTIHER
Control 36 6.65+ 8,56 1+ 1 44+ 11 1= 1 ot 4k 154 10 =4 14
2500ppm 37 5.5l 4,77 (1 1 44+ 11 1+ L (1= 4+ 48k 10 2+ 3
5000ppm 44 12. 12+ 45.71 1+ 1 47+ 13 1+ 1 0% 4+ 41+ 13 6+ 19
10000ppm 39 5.19% L[.71 1+ 1 46+ 9 = 1 ot 5% 45+ 8 2% 4
Significant difference ; * ! P = 0.05 *#* ! P £ 0.01 Test of Dunnett

(HCLO70)

BAIS 4



APPENDIX G 2

HEMATOLOGY : FEMALE



STUDY NO. ¢ 0497

HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCrlCrli[F344/DuCrj] ALL ANIMALS (105%)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MClIC PLATELET
Animals 105/ 8 g /dl % 2 PE g /42 10°/ul
Control 38 7.76% 1.50 14.0% 3.0 40,3+ 6.8 52.5% 5.2 17.9% 1.8 34.3:4k 3.0 626 200
2500ppm 39 7.93+ L72 14.4% 2.8 41. 4% 7.4 54.5% (1.5 18.7% 2.8 34.6% 1.6 584 % 124
5000ppm 38 7.68% 1.53 14. 1% 2.4 40, 7% 6.2 54,6 9.5 18.8% 2.3 34.6% 1.5 633+ 180
10000ppm 4] 7.90% 1.38 14.6% 2.1 42. 4% 5.6 55. 0% 8. ¥k 18.8% 1.7 34.3% 1. 6%k 610+ 116

Significant difference ; % : P

fA

0.05 #* 1P = 0.01

Test of Dunnett

(HCLO70)

BAIS 4




STUDY NO. : 0497

ANIMAL : RAT F344/DuCrlCrl;[F344/Ducrjl

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX @ FEMALE REPORT TYPE : Al PAGE: 5
Group Name NO. of RETICULOCYTE
Animals %
Control 38 6.1+ 10.4
2500ppm 39 4, 4% 6.8
5000ppm 38 4,9% 6.7
10000ppm 41 4.5+ 9.4

Significant difference ;

*

’u
A
e
o
&

*k: P = 0.01

Test of Dunnett

(HCLO70)

BAIS 4




STUDY NO. : 0497

ANIMAL : RAT F344/DuCrlCrl j[F344/DuCrj]

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

PAGE : 6
Group Name NO. of WBC Differential WBC
Animals 100/ N-BAND N-SEG EOSING BASO MONO LYMPIIO OTHER
Control 38 3.40+ 2.38 1+ i a1+ 14 2& 2 0 0 4+ 504 13 3 12
2500ppm 39 4,58+ 6.86 [ 1 37+ 12 1+ 1 0x 0 4+ 52+ 15 5+ 19
5000ppm 38 554+t 9,91 1% 1 39+ 12 2+ 1 0+ 4 4% 49+ 15 6% 20
10000ppm 41 5.03% 11.22 1+ L 41+ 11 2% 1 0% 0 5% 48+ 13 5+ 19
Significant difference ; * ! P = 0.05 1P = 0.01 Test of Dunnett

(HCLOTO)

BAIS 4



APPENDIX H 1

BIOCHEMISTRY : MALE



STUDY NO. : 0497

ANIMAL * RAT F344/DuCrlCrlj[F344/DuCrjl

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS (105W)

SEX @ MALE REPORT TYPE : Al PAGE @ 1

Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /L g /8 mg,/de ng,/d¢ mg,” e mg,/d¢
Control 36 6.8% 0.4 3.1+ 0.2 0.8+ 0.1 0.22+ 0.25 156+ 23 189+ 53 1032k 70
2500ppm 37 6.7t 0.3 3.0+ 0.3 0.8+ 0.1 0. 17 0.04 151+ 15 175% 66 103+ 125
5000ppm 44 6.7+ 0.4 3.0k 0.2 0.8% 0.1 0,19+ 0.13 149+ 24 175+ 57 101 68
10000ppm 3¢ 6.6% 0. 3% 3.0% 0.3 0.8+ 0.1 0.2564+  0.37 146+ 20 167+ 47 94: 69
Significant difference ; %k 0 P £ 0.0L Test of Dunnett

1P = 0.05

(HCLO74)

BAIS 4



STUDY NO. : 0497

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT ['344/DuCriCrlj[F344/DuCrj] ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals ng/de 1U/2 1U/¢2 1U/¢ 1U/2 1u/2 1u/2
Control 36 260k 71 102% 85 43& 16 168+ 44 231+ 101 7+ 3 114k 54
2500ppm 37 244k 87 99+ 28 47% 13 173% 44 259+ 112 8+ 6 103+ 18
5000ppm 44 248+ 87 117x 93 47+ 22 189+ 90 265 126 8+ 10 12+ 33
10000ppm 39 235%& 54 148+ 175%% 65+ Sl 178% 63 271+ 96 8k 4 106+ 25
Significant difference ; * ! P = 0.05 ! P = 0.01 Test of Dunnett

HCLO74)

BAIS 4




STUDY NO. : 0497

ANIMAL  RAT F344/DuCrlCrl j[F344/DuCrjl

MEASURE. TIME : 1

-

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX @ MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of UREA NITROGEN CREATININE SODIUM POTASSIUM CIILORIDE CALCIUM INCRGANIC PHOSPHORUS
Animals mg,/dé g,/ dd mbq,/ 2 mEq/ ¢ mEq,/ ¢ wg,/d¢ ng,/de
Control 36 17.8% 2.1 0.6+ 0.1 142+ 3.7% 0.3 105+ 10. 54 0.3 4.1& 0.6
2500ppm 37 18.8% 3.8 0.64 0.1 142% 3.7+ 0.3 105+ 10.5+ 0.4 4 1% 0.7
5000ppm 44 19.1% 5.3 0.6+ 0.1 142:’: 3.8+ 0.5 105+ 10. 4% 0.4 4. 1% 0.8
10000ppm 39 18.9% 3.5 0.5% 0. I* 142+ 3.7+ 0.3 105+ 10.3% 0.3 4.0% 0.6
Significant difference ; % : P = 0.05 %k 1 P < 0.01 Test of Dunnett

(HCLO74)

BAIS 4




APPENDIX H 2

BIOCHEMISTRY : FEMALE



STUDY NO. : 0497
ANIMAL
MEASURE. TIME : 1

© RAT F344/DuCrlCrlj[F344/DuCrjil

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REFORT TYPE : 4l PAGE @ 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ g /4 mg/d¢ mg/d¢ mg,/d¢ ng,/d¢

Control 39 6.8 0.6 3.5% 0.4 L1k 0.1 0.17%  0.15 147+ 19 1254 24 71k 65

2500ppm 39 7.0% 0.5 3.6% 0.4 Lix 0.1 0.18% 0.17 146+ 17 126+ 27 57+ 49

5000ppm 38 7.0% 0.5 3.6+ 0.3 L1x 0.1 0.39% 1.47 144+ 17 128+ 26 52+ 38

100060ppm 41 7.0% 0.4 3.6+ 0.3 f.1% 0.1 0.21%  0.48%% 148+ 12 120+ 19 40 RIE
Significant difference ; * : P = 0.05 P 2000 Test of Dunnett

(HCLO74)

BAIS 4



STUDY NO. : 0497

BIOCHEMISTRY (SUMMARY)

ANIMAL t RAT F344/DuCrlCrljIF344/DuCrjl ALL ANIMALS (105W)
MEASURE. TIME :
SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals mg,/de 1U/2 1U/2 10/2 1U/¢ 10/2 1U/2
Control 39 2194 38 150+ 92 674 26 241+ 133 160k 124 2k 1124 134
2500ppm 39 221+ 50 159+ 142 62+ 28 265+ 229 151+ 88 2% 93+ 30
5000ppm 38 2234 50 183k 215 76+ 53 273+ 238 180£ 119 3% 102+ 48
10000ppm 41 210+ 36 164+ 230 (4% 69 546+ 1992 165k 71 2% 94+ 54
Significant difference ; * : P = 0.05 *®k . P = 0.0l Test of Dunnett

(HCLO74)

BAIS4



STUDY NO. : 0497

ANIMAL  : RAT F344/DuCriCrlj[F344/DuCril

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 6
Group Name NO. of UREA NITROGEN CREATININE SODIWM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPIIORUS
Animals mg./ d¢ mg,/ 44 mEq/ ¢ miq,/ £ mq,/ 2 me,/ 48 mg,/dé
Control 39 17.4% 3.4 0.5k 0.0 142k 2 3.6 0.4 104+ 10,44 0.5 4.1+ 0.8
2500ppm 39 17.5% 3.5 0.5% 0.1 141+ i 3.5% 0.5 103+ 10.4+ 0.4 3.7% 0.7
5000ppm 38 17.4% 2.3 0.5% 0.0 142+ 1 3.6+ 0.4 103 10.5% 0.4 4.0x 0.9
10000ppm 41 18.8% 3. 4% 0.5+ 0.0 142+ 2 3.6% 0.4 103=% 10.5% 0.4 4. 1% 0.8
Significant difference ; * : P = 0.05 ¥ : P = 0.01 Test of Dunnetl

(HCLO74)

BAIS4



APPENDIX I 1

URINALYSIS : MALE



STUDY NO. : 0497 URINALYSIS
ANINAL  RAT [344/DuCrlCrlj[F344/DuCrjl
MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al PAGE @ L
Group Name NO. of pil Protein______ Glucose__ Ketone body Bilirubin
Animals 5.0 6.0 6.5 7.0 7.5 8.0 85 CHI — & + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ ClI — -+ 2+ 3+ QI

Control 36 0 1 1 9 20 5 0 0 0 0 22 9 3 0 0 0 0 0 32 40000 3 1 00

2500ppm 38 0 1 3 8 23 2 1 0 0 1 02611 38 0 0000 33 4 00 0 1 3 1 0 0

5000ppm 45 4] 2 4 10 21 7 1 0 0 1 233 9 45 0 6 0 0 © 4 4 0 0 0 O 45 0 0 0

10000ppm 40 0 5 4 7 19 5 0 0 0 0 430 6 40 0 0 0 0 0 % 5 00 0 0 37 2 ¢ 1

Significant difference * P £ 0.05 % P =< 0.0 Test of CHI SQUARE

(HCL101)

BAIS 4



STUDY NO. © 0497 URINALYSIS
ANIMAL : RAT F344/DuCrlCrl j[F344/DuCrj]
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of Occult blood Urobilinegen
Animals — * 4 2+ 3+ (I + + 2+ 3 4+ (I

Control 36 3 1 0 00 3 0 0 00

2500ppm 38 3% 1 2 00 38 06 000

5000ppm 45 3 4 0 2 0 46 0 0 0 O

10000ppm 40 % 01 0 3 39 10 0 O

Significant difference ; *: P = 0.05 ## ! P = 0.0 Test of CHI SQUARE

(HCL101)

RAIS 4



APPENDIX I 2

URINALYSIS : FEMALE



STUDY NO. :© 0497 URINALYSIS
ANIMAL : RAT F344/DuCr1CrljlF344/DuCrjl
MEASURE. TIME @ 1

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Group Name NO. of pll Protein__ Glucose_____ Ketone body Bilirubin
Animals 5.0 6.0 6.5 7.0 7.5 8.0 85 CHI — & + 2+ 3+ 4+ CHI — *+ + 2+ 3+ 4+ CHI — & 4+ 2+ 3+ 4+ (I — 4 2+ 3+ ClI

Control 39 0 1 3 1 8 23 3 0 0 81211 8 3% 0600900 5§34 0 0 00 38 1 60

2500ppm 41 Y 1 3 5 6 21 5 0 2 51416 4 4 0 0 0 0 © 1030 1 0 0 © 383 2 01

5000ppm 38 0 0 4 3 10 16 5 0 2101210 4 38 00000 828 1 0 0 O 3 1 01

10000ppm 42 0 1 12 12 6 10 1 ok 0 51414 9 0 %k 42 0 0 0 0 O 2220 0 0 0 O Gk 40 0 1 1

Significant difference 3 #:P £ 0.05 ** : P < 0.0t Test of CHI SQUARE

(HCL1oD)

BATS 4



STUDY NO. : 0497 URINALYSIS
ANIMAL : RAT F344/DuCrlCrlj{F344/DuCr il
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Occult blood Urobilinogen
Animals - % 4 2¢ 3+ CHI £ + 2+ 3+ 4+ CHI

Cuntrol 39 3% 1 111 39 0 0 00

2500ppm 41 3 100 1 3 2 000

5000ppm 38 3 0 1 0 1} 3 0 0 00

10000ppm 42 3 01 0 2 40 0 1 10

Significant difference ; #: P = 0.05 #* ! P S 0.01 Test of CHI SQUARE

(HCL101)

BAIS 4



APPENDIX J 1

GROSS FINDINGS @ MALE

ALL ANIMALS



STUDY NO. : 0497 GROSS FINDINGS (SUMMARY)
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCr i] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX I MALE PAGE : 1
Group Name Control 2500ppm 5000ppm 10000ppm
Organ_____ Findings NO. of Animels 50 (%) 50 (%) 50 (%) 50 (%)
skin/app nodule 3 (8 2 (9 6 (12 1 (2
scab [ )] o0 (o 1 (2 6 (0
subcutis jaundice 6 (0 g (0 o (0 1 (2
mass 5 (10 9 (18 4 (8 6 (12)
lung white zone 12 1 (2 2 (4 12
red zone 1 (2 2 (@ 3 (8 [ Q)]
nodule 1 (2 1 (2 2 (9 0o (o
lymph node enlarged 1 (2 2 (49 5 (10 2 (48
spleen enlarged 4 ( 8 4 (8 4 (8 4 (8
white zone 1 (2 2 (49 0 (0 0 (o
black zone 1 (2 o (0 0o (0 ¢ (0
nodule . [ G )] 2 (4 0 (o o (o
deformed 0o (0 [ Q)] o (0 1 (2
heart white zone 2 (49 12 12 1 (2
hypertrophy e (0 o 0 1 2 0o (0
dilated 0 (0 o (0 o { 0 1 (2
fluid 1 (2 o (0 0 (0 ()]
salivary gl enlarged 1 (2 0 (0 6 (0 0o (0
forestomach ulcer : 1 (2 1 (2 1 (2 o (0
gl stomach ulcer 0 (0 1 (2 o ( 0 o (0
small intes nodule 1 (2 3 (8 L2 0o (0
diverticula ¢ (0 o (o L2 0 ( 0

(HPTO80)

BATS 4



STUDY NO.

: 0497

GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrlCrl;[F344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Group Name Control 2500ppm 5000ppm 10000ppm
Organ Findings NO. of Amimals 50 (%) 50 (%) 50 (%) 50 (%)
liver enlarged 2 (9 0 (0 [ O] o (0
pale 6 (0 102 L2 6 (0
white zone e (0 2 (4 0 (0 1 (2
red zone o o0 [ V] 1 (2 o (o
nodule 3 (6 2 (9 12 3 (6
rough 1 (2 1 (2 1 (2 1 (2
granular 0 (0O 0 (0 1 (2 L2
herniation 8 (18 2 (9 6 (12 9 (18
kidney dark ¢ (0 6 0 o {0 1 (2
white zone [ GY)] 1 (2 0 (0 1 2
nodule 1 (2 2 (9 o (0 o ( 0
granular 1 (22 14 (28 16 (32) 15 (30
urin bladd nodule 1 (2 1 (2 o (O o (0
urine:marked retention 3 (8 1 (2 o (0 1 (2
urine:red 0 (0 0 (0 6 (0 2 (4
pituitary enlarged 6 (12) 8 (16) 8 {(16) 3 (6
red zone 4 (8 6 (12) 5 (10 2 (4
nodule 5 (10 3 (8 2 (8 6 (12)
cyst 1 (2 0 (o o {0 1 (2
thyroid enlarged 2 (9 3 ( 8) 3 (6 5 (10
red 6 (0 0 0 0o (0 1 (2
nodule 1 (2 1 2 3 (6 2 (8
(HPT080)

BAIS 4



STUDY NO. T 0497 GROSS FINDINGS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrl;iF344/DuCrjl _ ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 3
Group Name Control 2500ppm 5000ppm 10000ppm
Organ______ Findings. NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
adrenal enlarged ¢ (0 1 (92 2 (9 1 (2
cyst o (0 0 (o o (0 L (2
testis atrophic 1 (2 [ G )] [ G)] o (0
nodule 30 (80 31 (62) 37 (19 3B (70
prostate nodule 0 (0 1 (2 0 (0 0o (0
prep/cli gl nodule 2 (9 ¢ (0 0 (0 1 (2
brain red zone o (o 1 €2 o (0 o (0
brown zone 1 (2 0 (0 0 (0 o (o
deformed e (0 0 (0 1 (2 [ ]
spinal cord  red zone 1 (2 1 (2 ) o (o
eve turbid 1 (2 G 1 (2 o (0
white 8 (18 4 (¥ 4 (8 (2
red 2 (9 o (o0 o (0 0 (o
Harder gl nodule 1 (2 o (0 0 (0 0 (0
Zymbal gl nodule 1 (2 0 (0 0o ( 0) o (0
bone nodule 0 (0 o (0 2 (& o (0
pleura nodule (2 0 (0 o (0 o (0
mediastinum nudule 1 (2 o (0 0 (0 0 (0
peritoneum nodule 1 (2 2 (9 3 (8 1 (2
abdominal ¢ hemorrhage 1 (2 1 (2 0 (o 0 (0
ascites 0 (0 6 o 1 (2 1 (2
thoracic ca pleural fluid [ )] 1 (2 1 (2 0 (0

(HPT080) BAIS 4




STUDY NO.  : 0497 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCr1Crlj[F344/DuCrj] ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 4

Group Name Control 2500ppm 5000ppm 10000ppm

Organ, Findings. NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)

other upper jaw:nodule 1 (2 [N )] o (0 0o (0
nose:nodule L2 o (o o (0 o ( 0
tail:scab 0 (o [ )] 1 (2 [ Q)]

vwhole body anemic [ G )] 0o o 2 (4 [ )}

(1PT080) BATS 4



APPENDIX J 2

GROSS FINDINGS @ MALE

DEAD AND MORIBUND ANIMALS



STUDY NO. © 0497 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrl;[F344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 2500ppm 5000ppm 10000ppm
Organ Findings NO. of Animals 4 (W 13 (%) (%) 10 (%)
skin/app nodule [ Q)] 1 (8 (200 I (10
subcutis Jjaundice 0 (0 o (0 (G Lo 1o)
mass 2 (19 6 (46) o 2 (20
lung red zone [ )] 1 (8 ( 20) [N
nodule 1 (D 1 (8 (» o (0
1ymph node enlarged 1 (7D 1 (8 (0 [
spleen enlarged 2 (149 3 (23 [Q)] 2 (20
black zone 1 (7D (] 0 0o (0
nodule 6 (0 2 (13 (G0} o (0
heart white zone 1 (7 o (0 {0 1 (10
hypertrophy 0 (0 0 (0 ( 20) 0o (0
fluid 1 (D o o ()] o (0
salivary gl enlarged 1 (7D o o 0 0o (0
forestomach ulcer ¢ (0 1 (8 (20 6 (o
gl stomach ulcer 0 ( 0 1 (8 0 o 0
small intes nodule 0 (®» 1 (8 {0 o (0
liver enlarged 1 (D 0o () o (0
pale o (0 1 (8 () o (0
white zone 6 (o0 1 (8 (G 1 (10
nodule 1 7 1 (8 {0 o (0
granular o (0 0 (0 (o 1 (10
herniation 1 (D 2 (15 ( 20) 2 (20
(HPT080)

BAIS 4



STUDY NO.

T 0497

GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCriCrl;(F344/DuCr il DEAD AND MORTBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Group Name Control 2500ppm 5000ppm 10000ppm
Organ, Findings NO. of Animals 14 (%) 13 (%) (%) 10 (%)
kidney dark [ Q)] 0 (0 [Q)] 1 (10
nodule 0 (O I €8 (G’ o (0
granular 1 (D 2 (15 (20 1 (10
urin bladd nodule 1 (7 0o (0 (G} 0 (0
urine:marked retention 3 (21 1 (8 (G 1 (Lo
urine:red 0 (0 o (w» ()] 2 (20
pituitary enlarged 3 (2D 4 (3D (20 2 (20
red zone 0 (0 2 (15 0 1 (10
nodule 1 (D 2 (15 [Q)] 3 (30)
thyroid enlarged 0 (0 1 (8 o0 o6 (o
nodule 0 (0 o (0 ()] 1 (10
adrenal enlarged [ )] 0 (o (20 o (0
testis atrophic 1 (7D 0 (o ()] o {0
nodule 4 (29 2 (15 ( 40) 3 (30
prep/cli gl nodule 1 (n o (0 o ¢ (0
brain red zone ¢ (0 1 (8 ()} e (0
brown zone 1 (D 0 ¢ 0 ¢ 0 0 (0
deformed [ )] ([ ( 20) o (0
spinal cord red zone 1 (D 1 (8 (0 o (0
eve turbid 1 (7D [ )] Q)] o (0
white 1 (D 0o (0 ()] 1 (10
red 2 (19 0 (0 0 0 (0
(HPT080)

BAIS 4



STUDY NO. 10497 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCr1Crlj[FF344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 3
Group Name Control 2500ppm 5000ppm 10000ppm
Organ______ Findings, NO. of Animals 14 (%) 13 (%) 5 (%) 10 (%)
llarder gl nodule 1 (D 0 (Do o (0 o (0
Zymbal gl nodule 1 (D 0 (O s (0 0o (0
pleura nodule : ' 1 (D 0w 0 (0 0 (O
mediastinum nodule 1 Cn o (0 0 (0 o (0
peritoneun nodule L Cn 1 8 1 (20 ) o (0
abdominal ¢ hemorrhage 1 (D 1 (8 o (0 [V )]
thoracic ca pleural fluid 0 (0 1 (9 1 (20 o (0
other nvse:nodule 1 (D 0 (O o {0 6 (0
tail:scab ‘ 0 (0 0 (0 1 (20 0o 0
whole body anemic ’ 0 (0 0 (0 2 {40 00
(HPT080)

BATS 4




APPENDIX J 3

GROSS FINDINGS @ MALE

SACRIFICED ANIMALS



STUDY NO. ¢ 0487 GROSS FINDINGS (SUMMARY)
ANIMAL © RAT F344/DuCr1Crlj[F344/DuCrj] SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 2500ppm 5000ppm 10000ppm
Organ Findings NO. of Animals 36 (%) 37 (%) 45 (%) 40 (%)
skin/app nodule 3 (8 1 (3 5 (11 0 0)
scab 0 (0 o (0 12 0 0)
subcutis mass 3 (8 3 (8 4 (9 4 10)
lung white zone 1 (3 13 2 (4 1 3)
red zone L (3 1 (3 2 (4 o 0)
nodule (G )] [ G)] 2 (9 0 0)
lymph node enlarged 0 (0 1 (3 5 (1D 2 5)
spleen enlarged 2 ( 8 1 (93 4 (9 2 5)
vhite zone L¢3 2 (5 o (0 0 0)
deformed 6 (0 0o (0 o (0 1 3)
heart white zone 1 (3 1 (3 1 (2 0 0)
dilated ¢ (0 )] 0o (0 I 3)
forestomach ulcer 1 (3 G 0o (0 0 0)
small intes nodule 1 (3 2 (9 1 (2 0 0)
diverticula 6 (0 o (0 1 2 0 0)
liver enlarged 1 (3 o (0 o (0 ] 0)
pale [ )] 0 (o 1 (2 0 0)
white zone 0 (0 1 (3 0o (0 0 0)
red zone 0 (o 0 (O L2 0o (o
nodule 2 (8 1 (3 L (2 3 8)
rough 1 (3 1 (3 1 (2 1 3)
granular 0 (o [ ] 12 0 0)
(HPTG80)

BAIS 4



STUDY NO.

T 0497

GROSS FINDINGS (SUMMARY)

ANIMAL © RAT F344/DuCr1Crlj[F344/DuCr il SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX * MALE. PAGE : 2
Group Name Control 2500ppm 5000ppm 10000ppm
Organ Findings NO. of Animals 36 (%) 37 (%) 45 (%) 0 (%)
liver herniation 7 (19 o 0 5 (11 7 (18
Kidney white zone o (0 1' (3 o (0 1 (3
nodule 13 1 03 0 (0 o (0
granular 10 (28 12 (32) 15 (33) 14 (35
urin bladd nodule 0 (0 1 €3 0o (0 o (o0
pituitary enlarged 3 (8 4 (11 7 (16) r (3
red zone 4 (1) 4 (1) 5 (1D L3
nodule 4 (1D 1 3 2 (4 3 (8
cyst L (3 0 (o o (0 (3
thyroid enlarged 2 (8 2 (B 3. (7 5 (13)
red 0 (0 o (o 0 (0 1 (3
nodule 1 (3 1 (3 3 (D 1 (3
adrenal enlarged 0 (0 1 (3 1 (2 1 (3
cyst o (0 ] 0 (O 1 €3
testis nodule 26 (72} 29 (78 35 (78) 32 (80)
prostate nodule 0 (0 1 (3 0 (0 0o (o
prep/cli gl nodule 1 (3 0 (0 0 (O 1 (3
eye turbid 0 (0 [ G)] 1 (2 o (0
white 7 (19 4 (1D 1 (9 0 (0
bone nodule o C 0 [ GV 2 (& o (0
peritoneum nodule 0 (0 1 (3 2 (9 1 (3
abdominal ¢ ascites 0o (o [} 1 2 I3

(HPT080}

BATS 4




STUDY NO.  : 0497

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrl;j{F344/DuCril SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE 3
Group Name Control 2500ppm 5000ppm 10000ppm

Organ_____ Findings. NO. of Animals 36 (%) 37 (%) 45 (%) 40 (%)

other upper jaw:nodule 1 (3 )] 0 (0 0 (o

(HPT080)

BAIS 4



APPENDIX J 4

GROSS FINDINGS @ FEMALE

ALL ANIMALS



STUDY NO. o 0497 GRUSS FINDINGS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrj] ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : &
Group Neme Control 2500ppm 5000ppm 16000ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app nodule 3 (8 1 (2 4 (8 1 (2
scab L2 12 1 (2 o (0
subcutis edema [ Q1) 1 (2 o (0 0o (0
jaundice 0 (0 1 02 1 (2 1 (2
mass 5 (10 4 (8 8 (18) 3 (6
lung white zone )] 2 (49 2 (4 1 (2
edema L (2 0 (0 ¢ (o [ )
nodule o 0 1 (2 1 (2 1 (2
lymph node enlarged 1 (2 1 2 o (0 [
spleen enlarged 7 (14 7 (14 6 (12 3 (6
nodule ¢ (0 0 (0 1 (2 0 ( 0
tongue nodule 0o (0 [ G)] 0o ( O 1 (2
forestlomach ulcer 1 (2 1 (92 o (0 o {0
erosion [ Q)] 1 02 ¢ (0 [ )]
gl stomach erosion o (0 0 (0 1 (2 o (0
cecum nodule e (0 1 (2 0 (0 0 (0
liver vhite zone S0 (o0 3 (8 5 (10 2 (49
red zone 2 (9 o {0 0o (0 o (o
nodule 0 (0 3 (8 1 2 1 (2
deformed 6 (0 0 (0 1 (2 o (0
rough 2 (9 1 C2 3 (8 2 (&
nodular 0 (o 102 ¢ (0 12

(HPT080) BATS 4




STUDY NO. © 0497 GROSS FINDINGS (SUMMARY)
ANIMAL : RAT F344/DuCr1Crlj[F344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 6
Group Name Control 2500ppm 5000ppm 10000ppm
Organ Findings. NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
liver herniation 12 (24 11 (22 7 (14 10 (20
pancreas nodule 0 (0 1 2 0 (0 o (o
kidney deformed 6 (0 1 2 o (0 0o {0
granular 2 (D 6 o 1 (2 2 (8
hydronephrosis o ( 0 0 (0 o (0 1 (2
urin bladd nodule 0 (0 1 (2 0 (0 0o (o0
urine:marked retention 1 (2 0 (0 2 3 (9
pituitary enlarged 9 (18) 8 (16 4 (8 3 (6
red zone 8 (16 16 (20) 12 (249 15 (30
black zone 1 (2 1 (2 0 (0 2 (8
nodule 0o (0 4 (8 8 (16) 3 (8
cyst 1 (2 [ )] o (o o {0
thyroid enlarged 1 (2 1 (2 0 (0 1 {2
red zone 1 (2 [ )] o (0 o (0
nodule 1 (2 2 (8 0 (0 o {0
adrenal enlarged 0 (0 1 (2 t (2 o (0
ovary enlarged o (0 0 (0 1 (2 1 (2
cyst ¢ (0 0 (0 1 (2 o (0
uterus nodule 5 (10) 8 (18 9 (18 1 (22
cyst 0 (0 0o (0 1 (2 o (0
vagina nodule 1 (2 0 (0 0 (0 o (0
prep/cli gl nodule 1 €2 1 (2 t 2 o (0
(HPTO80)

BATS 4




STUDY NO.

: 0497

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344/DuCr1Crl;[F344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 7
Group Name Control 2500ppm 5000ppm 10000ppm
Organ_____ Findings NO. of Animels 50 (%) 50 (%) 50 (%) 50 (%)
brain enlarged 1 (2 o (0 o (0 0 (0
red zone 1 2 1 (2 1 (2 o {0
brown zone 1 (2 0 (O 0o (0 o (o
eye turbid ¢ (0 2 (48 [ o (0
white 2 (9 2 (49 4 (8 4 (8
muscle nodule 2 (9 1 (2 0 (0 o (o
hone nodule 0 (o ¢ (0 I (2 o (o
peritoneum nodule c (0 1 (2 o (D o (0
mass 6 (0 o 0 1 (2 o (0
retroperit mass 1 (2 1 (2 o (0 o (0
abdominal ¢ hemorrhage 1 2 0o (O 0 (0 0o (o
ascites 1 (2 2 o (o o (0
thoracic ca pleural fluid 0 (0 (RG] 1 (2 1 (2
whole body anemic o (0 0 (0 o (0 2 (49
([1PT080)

BAIS4



APPENDIX J 5

GROSS FINDINGS @ FEMALE

DEAD AND MORIBUND ANIMALS



STUDY NO.

T 0497

GRUSS FINDINGS (SUMMARY)

ANIMAL  RAT F344/DuCr1Crlj[F344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Control 2500ppm 5000ppm 10000ppm
Organ_____ Findings NO. of Animals 11 (%) 10 (%) 12 (%) 9 (%
skin/app scab 0 (0 1 (10 0 (0 [ G )}
subcutis edema o (0 1 (1o 0 (0 o (0
Jaundice 0 (0 1 (10 0 (0 1 (1
nass 2 (18) 1 (1 1 (8 1 (1D
lung edema 1 (9 0 (0 0 (0 ¢ (O
nodule 0 (0 0o 1 (8 0o (0
lymph node enlarged L (9 0 (o0 ¢ (o o (0
spleen enlarged 2 (18 4 (40 4 (3% 1 (10
forestomach erosion o (0 1 (10 o (0 o (0
gl stomach erosion 0 (0 6 (o 1 (8 o {0
liver white zone o (0 0 (0 1 (8 0o (0
nodule 0 (0 1 (1 1 {® o (o
rough 1 (9 1 (10 2 (1D 2 (22)
herniation 3 (27 2 (20 1 (8 L (1D
pancreas nodule [ ) 1 (10 0 (0 6 (O
kidney hydronephrosis 0 (0 G ) 0 (0 1 (1D
urin bladd urine’marked retention 1 (9 o o i1 (8 3 (33
pituitary enlarged 1 (9 2 (2w 3 (25 2 (22
red zone [ Q)] 2 (20 2 (1D o0 (0
black zone 1 (9 1 (10 o (0 2 (22)
nodule 6 (0 o (0 2 (1D o (o
ovary enlarged 0o (0 0o (0 1.( 8 0 (»
(HPTO080)

BATS 1




STUDY NO. T 0497 GRUSS FINDINGS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj{F344/DuCrjl DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 5
Group Name Control 2500ppm 5000ppm 10000ppm
Organ_____ Findings NO. of Animals 1 % 10 (%) 12 (%) g (%)
uterus nodule 1 (9 4 (40) 3 (25 4 (48
vagina nodule 1 (9 6 (0 o (0 c (0
brain enlarged 1 {9 0 (0o o (o )
red zone 1 9 1 (1 18 0o (0
brown zone 1 (9 o (0 o (0 o (0
eye turbid 0 (0 1 (10 o (0 6 (0
white 0 (o o (0 o (0 2 (22
muscle nodule [ )] 1 (10 0o (0 o (0
bone nodule 0 (0 0 (0 I (8 6 (o
peritoneum nodule ¢ (0 1 (10 o (W 0o ( 0
mass ¢ (0 0o (o r 8 6 (O
retroperit mass 1 (9 1 (10 0 (0 0 (o
ahdominal ¢ hemorrhage 1 (9 [V O] o (0 0o (w
ascites 1 (9 1 (10 0 (0 (G )}
thoracic ca pleural fluid [ G )] ()] 1 (8 0o (o
whole body anemic 0o (0 6 0 ) 1 (1D
(HPT080)

BAIS4




APPENDIX J 6

GROSS FINDINGS @ FEMALE

SACRIFICED ANIMALS



STUDY NO. 10497 GROSS FINDINGS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCrj] SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 4
Group Name Control 2500ppm 5000ppm 10000ppm
Organ______ Findings. NO. of Animals 39 (%) 40 (%) 38 (%) 41 (%)
skin/app nodule 3 (8 1 (3 4 (1D 1 (2
. scab 1 (3 0 (0 I (3 ()]
subcutis Jaundice 6 (O 0 (0 1 (3 0o (o
wass 3 (8 3 (8 7 (18 2 (5
lung vhite zome 0o (o 2 (9 2 (5 12
nodule 6 (0 1 (3 o (0 1 (2
1ymph node enlarged [ )] 1 (3 o ( o 0o (0
spleen enlarged 5 (13) 3 (8 2 (5 2 (B
nodule [ o (0 1 (3 o (0
tongue nodule o (0 0 (0 o (O 1 (2
forestomach ulcer 1 (3 1 (3 0o (0 o (0
cecum nodule o (O 1 (3 0o (0 o (0
liver white zone 0 (0 3 (8 4 (11 2 {5
red zone 2 ( B 0 (o0 ) 0o (0
nodule ¢ (0 2 (5 o (0 1 (2
deformed 0 (o o (0 1 (3 o (0
rough L [ )] L3 o 0
nodular ¢ (0 1 (3 o ( 0 I (2
herniation 9 (23 9 (23 6§ (18 9 (22
kidney deformed 6 ( 0) 1 ¢ 3 0o (0 o (0
granular 2 (9 0 { » L¢3 2 (5
urin bladd nodule 0 (0 1 (93 o (0 o (o

(HPTO80) BAIS 4




STUDY NO.

: 0497

GROSS FINDINGS (SUMMARY)

ANTHMAL © RAT F344/DuCr1Crl j[F344/DuCrj] SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : &
Group Name Control 2500ppm 5000ppm 10000ppm
Organ Findings, NO. of Animals 39 (%) 40 (%) 38 (%) 41 (%)
pituitary enlarged 8 (21 6 (15 1 (3 1 (2
red zone 8 (21 8 (20 10 ( 26) 5 (37
nodule 0 (0 4 (10 6 (16) 3 (D
cyst 13 o C o0 o (0 [ )}
thyroid enlarged 1 (3 1 (3 0 (0o L2
red zone 1 (3 6 0 0 (0 0 (0
nodule 1 (3 2 (9 o (0 0o (0
adrenal enlarged [ O] 1 (3 1 (3 o (0
ovary enlarged 0 (0 0 €0 0 (0 1 2
cyst [ Q)] 0o (o (3 [ )}
uterus nodule 4 (10) 4 (10) 6 (18 7 (1D
cyst 0 (0 ¢ (o0 1 (3 o (o0
prep/cli gl nodule 1 (3 1 3 1 (3 (O]
eye turbid [V G )] 1 (3 0o (0 [
white 2 (B 2 (9 4 (1D 2 (5
muscle nodule 2 (5 [ )] o ( 0 o {0
thoracic ca pleural fluid o (o [ )] o (0 12
whole body aitemic o ( 0 ¢ (o 0 (0 1 (2
(HPT080)

BAIS4



APPENDIX K 1

ORGAN WEIGHT, ABSOLUTE @ MALE



STUDY NO. : 0497

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCr1Crl j[F344/DuCrj] SURVIVAL ANIMALS (105W)

REPORT TYPE : Al

SEX :© MALE

UNIT: g PAGE : 1

Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS

Animals
Control 36 390+ 35 0.066%x  0.009 2. 770  1.193 1.215  0.102 1.356  0.191 2.767k  0.417
2500ppm 37 382+ 28 0.081%  0.054% 2.868+ 1.215 1.204%+  0.099 1.331+  0.101 2.788%  0.334
5000ppm 44 378 26 0.092% 0. 116%k 2.961%  1.300 1.214%+ 0.104 1.450%+  0.630 2.782x  0.267
10000ppm 39 366k 304k 0.088% 0.121 2.866+  [.140 1. 166+  0.088 1.336x  0.266 2.849+  0.245
Significant difference ; ¥ :P = 0.05 # : P £ 0.01 Test of Dunnett

(HCLO40}

BAIS4



STUDY NO. :© 0497

ANTMAL : RAT F344/DuCr1Crlj{F344/DuCrj]

REPORT TYPE : AL

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

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

Control 36 1.4584  2.238 11.282:&  3.522 2.062  0.047

2500ppm 37 1.0444+ 0.383 10.933*  1.795 2.068%  0.048

5000ppm 44 1.448% 2.178 11.105%  1.940 2,059 0.045

10000ppm 39 1.260% 1.329 10.328%+  1.241 2.063+  0.034
Significant difference ; ¥ P <005 *k : P < 0.01 Test of Dunnett

(1ICL040)

BAIS 4



APPENDIX K 2

ORGAN WEIGHT, ABSOLUTE : FEMALE



STUDY NO. : 0487

ANIMAL  : RAT F344/DuCrlCr1j[F344/DuCrj]

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS (105W)

SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals

Contirol 39 254k 38 0.075+  0.015 0.119%+  0.025 0.895%+  0.090 1.059  0.409 1.806+  0.133

2500ppm 40 241+ 26 0.100%+  0.176 0.128%  0.022 0.893x  0.092 1037+  0.267 1.787+  0.134

5000ppm 28 242+ 29 0.076  0.041 0.151%  0.185 0.860f 0.085 1.006%  0.161 1.809%  0.148

10000ppm 41 227+ 203k 0. 067+  0.007* 0.142%+  0.097 0.853%  0.071 0.952+  0.153 1.891%  0.175%
Significant difference ; ¥ P = 0.05 * P < 0.01 Test of Dunnett

(1ICL040)

BAIS4




STUDY NO. : 0497

ANIMAL : RAT F344/DuCrlCrl j[F344/DuCril

REPORT TYFE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

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

Conirol 39 1.148%  1.790 6.923:k  1.585 1.892+  0.048

2500ppm 40 1.169%+  2.153 6.990%+  1.885 1.891% 0.043

5000ppm 38 1,031+  1.507 6.772%  1.367 1.881%  0.034

10000ppm 41 0.810% 1. 199 6.434  0.949 1.864+t  0.058
Significant difference ; ¥ P < 0.05 #k @ P £ 0.01 Test of Dunnett

(HCLO40)

BAIS 4



APPENDIX L 1

ORGAN WEIGHT, RELATIVE @ MALE



STUDY NO. : 0487 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © RAT F344/DuCrlCrl;j[F344/DuCri] SURVIVAL ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE

UNIT: % PAGE : 1

Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS

Animals (g)
Control 36 390+ 35 0.0172 0.003 0.713% 0.298 0.314:k 0.033 0.350% 0.051 0.7144 0.114
2500ppm 37 382+ 28 0.021% 0.013% 0. 743+ 0.303 0.316F 0.024 0.350% 0.037 0.734% 0.105
5000ppm 44 378 26 0.024% 0. 029%k 0,784+ 0.341 0,322% 0.036 0.388+£ 0.196 0.738% 0.086
10000ppm 39 366 304k 0. 025 0.035% 0.784% 0.310 0.319£ 0.021 0.368% 0.089 0.783% 0. 101%
Significant difference ; *: P £ 0.05 #* ! P £ 0.01 Test of Dunnett
(licLo42)

BAIS4



STUDY NO. : 0497 ORGAN WEIGHT:RELATIVE (SUMMARY)
ANIMAL : RAT F344/DuCrlCrl;[F344/DuCr j] SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX @ MALE
UNIT: % PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals
- Control 36 0.381: 0,622 2.892:1k 0.792 0.533£ 0.044
2500ppm 37 0.275% 0.105 2.872% 0.472 0.544+ 0.035
5000ppm 44 0.390% 0.618 2.950% 0.576 0.547% 0.036
10000ppm 39 0.349=% 0.379 2.831% 0.377 0.567% 0. 049+
Significant difference ; #:P =005 ¥ P = 0.01 Test of Dunnett
(1ICL042)

BAIS 4



APPENDIX L 2

ORGAN WEIGHT, RELATIVE : FEMALE



STUDY NO. : 0497 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © RAT F344/DuCrlCrl j[I'344/DuCrj] SURVIVAL ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE : 3

Group Name NO. of Body Weight ADRENALS OVARIES [EART LUNGS KIDNEYS

Animals (g)
Control 39 254k 39 0.030: 0.009 0.047£ 0.008 0.359:k 0.053 0,424+ 0. 156 0.726% 0.116
2500ppm 40 241+ 26 0.044% 0.083 0.054+ 0.013% 0.376t 0.069 0.445% 0. 197 0.751% 0.121
5000ppm 38 242+ 29 0.032% 0.018 0.063: 0.080 0.358+ 0.037 0.421% 0.084 0. 755+ 0.088
10000ppm 41 227 2%k 0.030=% 0.003 0.063% 0. 043+ 0.378% 0,034+ 0. 424+ 0.092 0.839% 0. 110+
Significant difference ; *: P =005 ** : P £ 0.01 Test of Dunnett
(1iCL042)

BAIS4




STUDY NO. : 0497
ANTHMAL : RAT F344/DuCrlCrlj(F344/DuCrjl
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (105¥)

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

Control 39 0.463% 0.703 2.759% 0.590 0.7621 0.120

2500ppm 40 0.570% 1.299 2.982+ 1.310 0.793% 0.097

5000ppm 38 0.432% 0.636 2.795+ 0.420 0.789% 0, 111

10000ppm 41 0.374% 0.605 2.846% 0.426 0.829% 0.085%
Significant difference ; *: P < 0.05 ** 1 P X 0.01 Test of Dunnett

(1ICL042)

BAIS 4



APPENDIX M 1

HISTOPATHOLOGICAL FINDINGS -

NON-NEOPLASTIC LESIONS @ MALE

ALL ANIMALS



STUDY ND. @ 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrljlF344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® @ % W @ % % W ® & G ® B & %
{Integumentary system/appandage}
skin/app <60> <50> <50> <50>
inflammation 0 0 0 0 0 4} 0 0 1 0 0 0 0 0 0 0
o oo 0) (0 0 (0 0) (2 0 (0 0) ¢ 0 o0 o0
scab 0 4] 0 0 0 [} ] 0 1 4} 0 0 0 ¢ 4] 0
(oo {on 0) co 0) ( 0) 0) (2 o (0 0) ()] o0 (0
epidermal cyst 0 1 0 0 0 1 0 0 o 0 0 1] 0 1 0 0
(020 0) o 2 (0 0) (0 o0 0) (0 ¢ 0 (0
subcutis <50> <50> <50> <50>
hematoma 0 0 ] 0 0 1 0 0 0 g 0 0 0 0 0 0
CoCo (o0 0) (G )] 2 (0 0) (0 o (0 0) [Q1)) 0 (0 (0
{Respiratory system}
nasal cavit <50> <50> <49> <50>
thrombus 1 0 0 0 0 0 0 0 1] 1 [ 0 0 0 Y 0
200 0) [Q)] 6y ( 0 0} « 0 2 (0 0) ()] [ GO GR ]
mineralization 9 0 0 0 10 ¢ 0 0 10 (] 0 0 13 0 0 0
(18 C 0 ( 0 0) ( 20) o (0 0) ( 20) 9 (0 0) ( 26) 00 (0
Grade L : Slight 2 ! Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c!b/a%*l00
Significant dilference ; *: P = 0.05 P £ 0.01 Test of Chi Square

(HPT150}

BAIS4




STUDY NO. : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCriCrljiF344/buCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ. Findings ® & W ® & ®H W o B &% ® B W
{Respirafory system}
nasal cavit <50> <50 <49> <50>
hyper plasiaicartilage 0 1} 0 0 0 0 0 [} 0 1 0 0 0 0 0 0
(O (0 (0 (000 (0 0 (2 (0 0) Co o 00
eosinophilic change:olfactory epithelium 18 18 0 0 20 15 0 0 12 25 0 0 18 24 1 0
(38 (36) {( 0 0) (40) (30 ( O ( O (24) (5D ( 0 0) (36) (48) ( 2) ( O
eosinophilic change:respiratory epithelium 7 0 0 0 1 0 0 o 2 ] [ ] 4 0 4] (]
(19 o (0 0) (20000 (G I Q) B G ) 0) (8 (o0
inflammation:foreign body 11 2 0 0 14 4 0 0 14 6 0 0 7 4 0 0
(22) ( 9 (0 0) (28 (. & (0 (O (29 (120 ( O 0) (1w 0w
inflammation:respiratory epithelium ¢ 4} 0 [ 0 0 0 o] 0 1 0 0 3 0 0 (]
(O 00 (oo ({200 )] (G ) NG ) B Q) B Q)]
respiratory metaplasiatolfactory epithelium 2 0 0 [ 1 0 0 0 3 0 0 0 2 0 0 0
(9 0 (0 0) (2000 o0 8 oo 0) (9o
respiratory metaplasia‘gland 12 o 0 0 6 0 0 0 5 0 o] 0 7 0 0 0
(29 C 0 ( 0 0 (120 (0w (1) C o 0 0) (14 o oo
squamous cell metaplasiairespiratory epithelium 0 4] 0 0 0 0 0 0 0 ] 0 0 2 0 0 0
oo o 0) o0 (o 0 (o0 co o o0 0) LG ) I G ) B G ) B Q1)
Grade 1 ¢ Slight 2 : Moderate 3 ! Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*l100

Significant difference ;

*:!P =005 w1 P < 0.01

Test of Chi Square

(1IPT150)

BAIS4



STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCriCrlj[F344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE 3
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ % & o w & W W % & & O ®w & ® ®
{Respiratory system}
nasal cavit <50> <50> <{49> <50>
atrophy:olfactory epithelium [ 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(oo (0 (0 0) 0 (o0 0) (0 2 ( 0 0) 2 0 (0 (0
lung <50> <50> <50> <50>
congestion 1 0 0 0 0 1 0 0 1 0 0 0 0 0 0 ]
2o 0 o0 0) 2 (o 0) (2 00 0) [Q)] 00 (o0
inflammatory infiltration 0 0 0 0 0 1 0 0 1 1 0 0 0 0 0 0
0 Co (0 (0 0) 2 (0 0 2 2 (0 0) [Q)] 000
accumulation of foamy cells 0 0 "] 4] 0 0 0 0 ¢ ¢ 0 0 2 0 Iy ]
(o (0 (o0 V] o) ( 0 0) « 0 o0 0) ¢ 4 00 (o0
bronchiolar-alveclar cell hyperplasia 0 1 0 0 0 0 0 0 2 4] 0 0 1 i 0 0
(200 0 0) 0 (0 0) (G} 0 (o0 o 2 20 (0
inflammation: foreign body ¢ 0 0 [t} 0 0 0 0 0 0 0 0 2 0 0 0
oo (0 (o0 0) 0 C o0 0 ¢ 0 00 0) (G 000
{llematopoietic system)
bone marrow <50> <50> <49> <50>
granulation 1 ] V] ] 0 1 0 0 1 [ Y] [ 1 0 0 0
(2000 0) 2) ( 0 0) 2 0 (0 0) 2 00 (o
Grade 1 ¢ Slight 2 ! Moderate 3 @ Marked 4 ! Severe
<a> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax*x]100

Significant difference ;

*#:P =005

#* 1P =

0.01 Test of Chi Square

(HPT150)

BAIS4




STUDY NO. T 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj{F344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 4
Group Name Control 2500ppm 5000ppm 10000pum
No. of Animals on Study 50 50 50 50
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ & & ® W & W W [CATNCA R ¢ YR ¢ 3] ® & % %
{Hematopoietic system)
bone marrow <50> <50> <49> <50>
increased hematopoiesis 5 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(1) o (o (0o (9o o0 (e 000 (220 (0 0
1ymph node <50> » <50> <50> <50>
deposit of hemosiderin 0 0 0 0 i 0 0 0 [ Q 0 0 0 0 ¢4 0
coCco o (o0 (20000 (oo (0 (o (oo (o0
granulation 4 0 0 4] 0 9 0 g 1 0 Q 0 4] 0 0 ¢
CoOCo 0 o0 oo 0o (220 (00 (G BEG) B G ) B Q)]
lymphadenitis 0 0 1 0 0 0 0 0 1 i 0 0 1 0 0 0
(oo {0 (o0 o0 (0 (0 (22000 20 0 0
spleen <50> <50> <50> <50>
congestion 6 1 0 0 6 0 0 0 7 0 ] 0 7 0 0 0
(122 (20 0 (220 0 (o0 (19 (o (0 (0 (W (oo
deposit of hemosiderin 13 10 0 0 11 4 0 .0 13 1 0 0 * g 4 0 0
(26) (200 ( 0) C O (22 (8 (0 0 (28 (2 (0 ( 0 (18) ( 8 (0 ( 0O
fibrosis:focal 1 1 0 0 V] 2 0 0 0 0 ¢ 0 1 1 0 0
(22022000 (a0 0 (oo (o0 (a0 0
Grade 1 : Slight 2 Moderate 3 ¢ Marked 4 : Severe
<a> a ! Number of animals examined at Lhe site
b b ! Number of animals with lesion
(c) ¢:b/axl100

Significant difference ; *: P < 0.05 L

:P £ 001 Test of Chi Square

(IIPT150)

BAIS4



STUDY NO. @ 04497 BISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrljIF344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : : MALE PAGE : &
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ_______ Findings G & W ® & W W @ W W o % & %
{Hematopoietic system)
spleen <50> <50> <50> <50>
increased extramedullary liematopoiesis 3 1 1 0 3 2 1 0 8 2 0 0 5 2 4] 0
(e (a0 (e a2 0 (12 (9 o (0 (10 ¢ &0 (»
{Circulatory system}
heart <50 B0 <50> <60>
‘thrombus 0 1 0 0 0 0 0 0 2 ¢ 0 0 0 0 0 0
COC22 000 (oo (o (oo (o0 (G )N Q) I G ) B G )}
mineralization ] 4] 0 [ ] 0 [ 0 0 0 0 0 1 0 0 0
(o0 (o0 (oo (o0 Co oo (o0 200 o0 0
myocardial fibrosis 27 3 0 0 31 5 0 0 29 3 0 0 31 3 0 0
(59 (& (0 ( O (62 (100 C ) C O (58 (& C 0 (O (62) ( 6 C 0 (O
subendocardial fibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (0o 2000 (oo (0 Co o (o o0
{Digestive system)
tooth B0 60> <502 <50>
inflammation 0 [ 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o (0 (o0 (o200 (o (o (o0 [ ) I G ) I GO ) I Q)|
Grade 1 @ Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) ctib/a#*100

Significant difference ; * P < 0.05 #k 1 P = 0.01 Test of Chi Square

(HPT150) BAIS4




STUDY NO. T 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrlCrlj[F344/buCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® B B % ® % W @ ® W o % & & oW
{Digestive system}
tongue <50> <50> <50> <50>
arteritis 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oc22(0 0 (200 00 oo (0 CoCo0 oo
stomach <50> <50> <50> <50>
epidermal cyst 1 0 0 0 [} 0 0 0 0 0 0 0 0 0 0 0
20 (00 (o (0 (00 (oo (o0 (o (o0 (0
erosion: forestomach 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(220000 (00 (oo (o0 (2000 (0
ulcer: forestomach 1 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0
20 (0 (0 (8 (0 0 (0 (G I Q) B G ) B G 1)} o Co o0
hyperplasia‘ forestomach 1 0 0 0 1 0 0 0 0 [y} 0 0 ] 0 0 Q
(a0 (00 (20000 0 (o oo (0 (0 (o0 (o
erosion:glandular stomach 0 ¢ ] 0 2 0 0 0 0 o] ¢ 0 0 0 0 0
oo (0 (o (H 000 [ B G JE GIE ) B G )] (oo oo
ulcer:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o0 (o0 (2000 0 0o o0 Q) I G ) I G 1) I QR+
small intes <50> <50> <50> <50>
diverticula 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o0 o0 oo (00 (200 (0 (o (oo o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
te) c:b/a%*100

Significant difference ; *: P = 0.05

# 1 P £ 0,01  Test of Chi Square

(HPT150)

BAIS4




STUDY NO.  :© 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrj] ALL ANIMALS (0-105W) .
REPORT TYPE : Al
SEX © MALE PAGE @ 7
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 3 2 3 4
Organ__ Findings W &% @& » ® ® & o M W W % @ & % %
{Digestive system)
small intes <50> <B0> <50> <50>
inflammation 0 1 0 0 0 0 0 0 8 1 [} 0 ¢ 0 0 0
200 O B G ) G B Q)] o0 (0 (O (00 (o0
fibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G G B QIR ) B G )} (200 (0 (oo (o0 (oo (o0
liver <50> <50> <50> <50
herniation 8 0 1] 0 2 0 0 0 8 g 0 0 g ] 0 0
(18 C o (0 (0 (D (000 (122 o o (0 (o0 (o0
thrombus ] ] 0 ] 0 0 ] 0 0 1 0 0 0 0 0 0
oo (0 (0 Q) I G O B G ) I ) Co 2000 Q) T G ) T G ) I G )
necrosis:central 0 1 0 0 ] 1 0 0 2 Q 0 0 ] 0 0 Y
o200 (2200 (4 o0 (o0 oo oo
necrosis:focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ] ¢
C0 o (o0 (o0 22000 0 (GO N QIR ) B GV B Q)] o0 (0
fatty change 0 0 0 [ 1 0 0 0 1 0 0 0 0 0 0 0
CoOCo (o0 220000 (2200 (0 (oo (o0
granulation 6 2 0 0 4 4 0 0 4 2 ¢ o} 4 0 0 Q
(> 00 (3 (0 (0 (0 (o0
Grade I : Slight 2 : Moderate 3 ! Marked 4 © Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*l100

Significant difference ; * P £0.05 #* 1 P < 0.01 Test of Chi Square

(IIPT150)

BAIS4




STUDY NO. T 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCriCrlj[F344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 8
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 { 2 3 4 1 2 3 4
Organ Findings (¢ T CYREE ¢ B ()] W @& & o W & W ® YR B ¢ I )]
{Digestive system}
liver <50> <50> <50> <50>
inflammatory cell nest 0 0 0 0 0 0 0 0 0 [\ 0 0 1 1 0 0
(oCo (o0 (oo o 0 (oo (0 0) (20200
clear cell focus 3 2 0 0 3 0 0 0 3 i ] 4} 1 1 0 0
(6 800 (e (o000 (820 0) (22 (2200 (0
acidophilic cell focus [ ] 0 [t} L 0 0 [ 0 0 0 0 1 [ 0 0
C0 (oo o0 (200 (0 ) (oo (o0 0) (22000 (0
basophilic cell focus 1 0 4] ¢ 4 1 0 0 1 0 0 0 2 0 0 0
220 (o0 (o0 (8 (2o 0) 2000 0) (o o0 (0
spongiosis hepatis 3 ] 0 0 4 0 0 0 3 0 0 0 1 2 0 0
(oo o0 (8 (00 (e o (0 0) (2 CH 0 (®
bile duct hyperplasia 4 16 0 0 3 46 0 0 3 47 0 0 10 39 o 0
(89 (0 (0 (& (92 (0 0 (6 (90 ( O 0) (200 (78 (0 (O
focal fatty change 0 0 0 [ 2 0 0 [ 0 0 0 0 0 [ 0 0
(G IR G O N G ) I Q) (9 0 (0 0 Cco oo 0) o0 o0 (0
pancreas <50> <50> <50> <50>
atrophy 7 5 0 0 7 9 1 [ 9 8 0 0 4 9 0 ¢
(19 (100 ( 0 ( O (149 (18 (2 (O (18) (16 ( O 0) (8 (18 0 (0
Grade 1 : Slight 2 ! Moderate 3 Marked 4 : Severe
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a%* 100

Significant difference ;

*:P = 0.05

# 1 P = 0.01

Test of Chi Square

(1PT150)

BALS4



STUDY NO. T 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCrlCrlj{F344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 9
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings, @ W % W M & B W % B % % & ® W
{Digestive system}
pancreas <50> <50> <B0> <50
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O Co (00 (200 (0 cCo oo 0) OO0 o
{Urinary system}
kidney <50> <50> <50> <50>
scar 1 0 1] 0 0 1 0 0 0 4] 0 0 0 0 [ 0
(200 (0 €020 (0 oo o 0) 0 Co o o
chronic nephropathy 13 30 3 0 8 34 3 1 8 35 5 0 12 33 2 0
(26) (60 ( 8 ( 0) (16) (68) ( 8 ( 2 (18 (70 (10) 0) (24) (66) ( & ( O
tubular necrosis 0 1 0 [ 0 ¢ 0 0 ¢ ¢ 0 0 g 0 ] g
(o200 (oo 0 (o0 (oo o0 0) [N GI) B G ) B )]
papillary necrosis 0 1 0 0 1 0 0 0 0 0 0 0 3 1 0 0
(200 (220000 (o (oo (o0 6 (20 (0
mineralization:papilla 0 0 0 0 0 0 [} o 1 ] 0 0 6 0 0 0 *
oo 0o (o000 (2200 0) (o 0o
mineralization:pelvis 0 4 0 0 1 0 0 0 0 0 0 0 1 0 0 o
Co o oo 200 o0 Co oo 0) 200 (0
Grade 1 : Slight 2 ¢ Moderate 3 : Harked 4 : Severe
<a> a  Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*l100

Significant difference ;

¥ 1P %005 +:P =001

Test of Chi Square

(IPT150)

BAIS4




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCriCrl j{F344/buCr ] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 10
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ, Findings. % & & % ® % % W @ W W o % & % oW
{Urinary system)
kidney <50> <50> <50> <50>
mineralization:cortex 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o0 (9 (o0 (o0 (o 00 LRI B G Y) B G 1))
urothelial hyperplasia:pelvis 1 0 0 0 1 0 0 0 1 0 ] 0 5 3 0 0 *
(20 o0 (0 (200 (o0 (20000 w0
urin bladd <50> <50> <50> <50>
inflammation 0 0 0 ¢ 0 0 o] 0 0 o} 0 0 1 0 0 0
Co o o (0 (o (o (oo (o0 D00 (0
{Endocrine system)
pituitary <50> <50> ) <506> <50>
angiectasis 1 1 0 0 1 0 0 0 1 0 0 0 2 0 0 Y
(2200 (0 (2000 0 (2o 00 YRR G ) N G ) B Q)]
cyst 1 [ 0 0 1 0 ¢ 0 0 0 0 0 0 0 0 0
(2000 o0 (22000 (0 (oo (o 0o o o0
hyperplasia 6 3 0 0 4 0 0 0 8 4 0 0 4 4 0 0
(12) ( & ( 0 ( 0 (8 (o0 (0 (0 (16 8 (0 (o 8 (o0
Grade 1 : Slight 2 ! Moderate 3 : Marked 4 : Severe
<a > a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/a%*l100

Significant difference ; ¥ P = 0.05

¥ 1P S 0.01

Test of Chi Square

(HPT150)

BAIS4




STUDY NO.

¢ 0497

HISTOPATHOLOG1CAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCrlj{F344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 11
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade i 2 3 4 1 2 3 4 1 2 3 4 ) 2 3 4
Organ____ Findings, @ % % W W % &% W @ W W ® ® &% . %
{Endocrine system)
pituitary <50> <50> <50> <50>
Rathke pouch 2 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
a0 o0 ( 8 0 ( 0 0 Co¢Co (o 0) 4 (0 o0 (0
thyroid <50> <50> <50> <50>
follicular hyperplasia ] 0 0 v} 0 { 0 Q { Q 0 0 ¢ 0 0 Q
(oo (oo (2000 a2 (0o (o0 oo o0
C-cell hyperplasia 6 6 0 1] 10 4 4] ¢ 9 5 0 0 3 2 0 0
(12 (12) ( 0 ( O (20 8 (0 0) (18) (10 ( 0) 0) 400
adrenal <50> <50> <50> <50>
cyst 4] o] 0 ] 0 ¢ ¢ [ 0 ¢ 0 0 0 1 0 0
({0 (0 ¢ 0 o (0 0 CoCo (o0 0) 020 (0
hyperplasiaimedulla 3 1 0 ] 3 0 ] 0 1 2 0 0 2 2 0 0
(e 22000 ()] 0 (0 0) 2 (0 0) H 00
focal fatty change:cortex 0 1 0 0 0 4] 0 0 0 4} V] 0 1 0 (] 0
(20 (0 (G N (0 0) [ G ) T Q) 2 G ) 0) 2000 (0
{Reproductive system)
testis 50> <50> <50> <50>
atrophy 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (o0 (0 (0 0 ( 0 0) (00 (0 0) 0o (o0 (0
Grade 1 ¢ Slight 2 : Moderate 3 ! Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%*l00

Significant difference ;

* . P = 0.05

# 1 P = 0.0

Test of Chi Square

(HPT150)

BAIS4




STUDY NO.  © 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrl jlF344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * MALE PAGE : 12
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ_____ Findings. &% W 6 ™ w ® & oW @ W W W & & O
{Reproductive system)
testis <50> <50> <50> <50>
mineralization 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(o0 (o0 (20000 (o (22000 (o (000
arteritis 1 4 0 0 5 2 0 0 4 2 0 0 4 1 0 (]
(a2 (00 [T IR G Y I G ) B G V)] (8 (D (00 (22000
interstitial cell hyperplasia 17 1 0 ] 14 0 0 0 16 2 0 0 16 3 0 0
(36) C 2 C 0 C O (28 (0 (0 (0 (32 ( 9 (0 (O (3 (8 C o) (O
prostate <50> <50> <50> <80>
inflammation [} 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0
0 C0o (o0 (0 (o (a0 o0 (G I G B G ) I G ) co 200
hyperplasia 4 1 o 0 9 3 0 0 8 1 0 0 5 2 0 0
(8 20 (0 (13 (6 (0 (o (1) ¢ 20 0 (1) (Do o0
maumary gl <50> <50> <50> <50>
galactocele 0 ¢ 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o000 (o200 (G IR QI B G ) B G V)] (00
{Nervous system}
brain <50> <50> <50> <50>
inflanmation 1 0 0 0 0 4} [ 0 0 0 0 0 0 0 0 0
(2200 o0 (0 Co (o000 (o (oo (o0 (oo (o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a#*100
Significant difference ; * P = 0.05 ** P S 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.  : 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL t RAT F344/DuCriCrljlF344/buCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 13
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings. W % & o % & & ® % % O ® & & o
{Special sense organs/appendage)}
eye <50> <50> <56> <50>
cataract 6 1 0 0 4 0 ] [ 4 0 0 0 1 0 0 0
(12 2y (0 0) (8 (0 (0 0) (8 oo (o0 (2200000
retinal atrophy 12 14 0 0 13 5 0 0 10 7 0 0 21 4 0 0 *
(24) (28 ( O 0) (26) (100 ( 0 0) (200 (19 C 0 C O (42 ( & (0 (0
keratitis [ 1 0 ] 0 0 0 [ 0 0 0 0 0 0 0 0
o2 (0 0) co (o0 (0 0) (GO GEE ) BN QIR ) B QR 1)) (o (oo (0
hemorrhage:cornea 0 1 0 [ 0 0 0 0 0 0 0 0 0 ] 0 0
co 20 0) cCo (0o 0 (G ) I Q) I G 1) I G )] (oo (0 (0
Harder gl . <50> <50> <50> <60>
degensration 1 0 0 ¢ 0 4] 0 0 0 0 0 0 0 0 0 0
200 0) co (00 0) (GO B G B QIR ) B G )] (oo oo
{Musculoskeletal system}
bone <50> <50> <49> <50>
osteosis 0 0 0 0 0 0 0 0 1 0 0 90 0 0 0 0
oo (00 oo (o0 0) 220000 (0000
Grade 1 @ Slight 2 ! Moderate 3 : Marked 4 : Severe
<a> a4 ¢ Number of animals examined at the site
b b : Number of animals wilh lesion
(c) c:b/a%*l00

Significant difference ; *: P = 0.05 # : P = 0.0]

Test of Chi Square

(HPT150)

BAIS4




STUDY NO. : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 14
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 t 2 3 4
Organ Findings, % & &% o W & % o @ ® & o ® ® & W
{Body cavities)
peritoneum <50> <50> <50> <50>
arteritis 0 0 0 0 0 0 1 ¢ 0 0 o} 0 0 0 0 0
COCo (00 (o2 0 [QIRV I ) I G ) I V) (00 o0
Grade t @ Slight 2 ! Moderate 3 Marked 4 : Severe
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%*l100

Significant difference ; * ! P = (.05 #* ! P = 0.01 Test of Chi Square

(HPT150) BAIS4




APPENDIX M 2

HISTOPATHOLOGICAL FINDINGS -

NON-NEOPLASTIC LESIONS @ MALE

DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCrj] DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 1
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade i 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings @ W % W W % W W @ W G w & ® oW
{Integumentary system/appandage}
skin/app <14> <13> <5 <10>
scab ] 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G B QI I G ) B G )] coCco (00 (200 C ) (0 (O (oo (o
epidermal cyst 0 0 0 0 0 1 0 0 0 0 o] 0 0 1 0 0
(G BN ) B G ) B G ) (o8 (0 (o0 (ot (0 o (1w (oo
subcutis <14> <13> < 5> <10>
hematoma 0 ¢} 0 0 0 1 ¢ 0 0 0 0 0 0 0 0 0
(o0 (0 (o8 (00 (oo (0 (o0 (o0
{Respiratory system)
nasal cavit <14> 13> <5 <10>
thrombus 1 0 0 0 0 0 [ 0 0 1 0 0 0 0 0 0
(DN {0 (o (o (0 (0 o (20 (» (0 oo (0 (o0
mineralization 3 0 0 0 3 Q ] 0 2 0 4] 0 1 0 9 Q
(2 C 0 (0 (0 (20 (00 (40) C O C O ( O (10 (0 0 (0
eosinophilic change:olfactory epithelium 4 2 0 0 3 1 0 4] 0 1 0 0 3 4 0 0
(29) (19 ( 0 ( 0 (23 ( 8 (0 ( O C0 (200 C O (0 (30) (40) ( O ( 0
Grade [ : Slight 2 * Noderate 3 Warked 4 : Severe
<a> g ° Number of animuls examined at the site
b b ! Number of animals with lesion
(c) ctb/a*l00

Significant difference * P = 0.05 ** ! P = 0.01 Test of Chi Square

(HPT150) BAIS4




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 2500ppm 5000ppm 16000ppmn
No. of Animals on Study 14 13 5 10
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® W % W W & & W @ & B W % % W
{Respiratory system}
nasal cavit <14> <13> < 5> <10>
eosinophilic change:respiratory epithelium 9 0 0 0 1 6 0 0 0 0 0 0 0 0 0 9
(G B G ) I GO B Q)] (000 co oo (o0 (GO NG ) B Q1) I )
inflammation:foreign body 1 0 0 0 6 ¢ 0 0 i 0 ] 0 2 0 0 0
(Do o0 (46) ( 0 C 0} ( O (200 C O C 0 (0 (200 C o C O) C O
inflammation:respiratory epithelium ¢ ¢ 0 0 0 0 0 0 4] ] 4] 0 2 0 V] 0
(oo (o0 (o (o0 (o0 (o) (oo (0 (20 C0 €0 o0
respiratory metaplasia‘olfactory epithelium 2 0 ] 0 1 0 0 0 0 0 0 0 1 0 0 o]
(1 Co (o (0 (8 (00 (o0 [QIN) S GINY) B G+ ) B Q)] (o oo
respiratory metaplasia:gland 3 0 ] 0 0 0 0 0 0 0 0 0 1 0 0 0
(20 C o ¢ 0 (0 (oo o0 (o0 (o (o0 (o0 (1) o (oo
squamous cell metaplasia‘respiratory epithelium 0 0 1] [t} 0 0 0 4] 0 [ 0 0 1 4] 0 0
o Co o (o0 (oo o0 (o0 0 (o (o0 (1 (oo o
atrophy:olfactory epithelium 0 0 0 0 0 [1} 0 o] 0 1 0 0 1 0 0 0
CoOCo (o (o0 oo (0 (o0 (0 (200 C O ( O (100 C 0 C 0 (0
lung <14> 13> < 5> <10>
congestion 1 0 0 0 ] 1 0 0 1 0 0 0 0 0 0 0
(DCo (o0 (o0 0 (8 (0 (0 (200 C 0 C 0 (0 (o0 (o0
Grade 1 : Slight 2 ! Moderate 3 ! Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢ib/a%*100
Significant difference ; *:P 5005 $:P <001 Test of Chi Square

(HPT150) BAIS4




STUDY NO.  : 0487 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrljlF344/DuCrjl DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 ! 2 3 4
Organ, Finding W & & o W & W W ® W B o ® & ® o
{Respiratory system}
lung <14 13> < 5> <10>
inflammatory infiltration 0 0 0 ] ] 1 0 0 0 0 0 0 0 0 0 0
({0 (0 (8 (0 (o0 (0o Co (oo (o0
accumulation of foamy cells 0 0 0 0 0 ] 0 0 0 0 0 0 i 0 ] ¢
oo oo Q) I G ) T G ) B G+ (o (oo (o (1) C o (oo
bronchiclar-alveolar cell hyperplasia 0 4] 0 ¢} 0 0 0 ] 1 4] 0 0 0 0 0 ]
oo (o0 (0 (oo (0 (o0 (200 ¢ o () (O (oo (o0 (o0
{Hematopoietic system)
bone marrow <14> <13> < <106>
increased hematopoiesis 4 o] 0 0 2 0 0 0 1 Q 0 0 0 0 V] 0
(2 Co (00 (1m0 00 (200 ¢ 0 ¢ O ( O cto{oCo (o
spleen <14> <13> < 5 <10>
congestion 1 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0
(D0 (0 0o 0o Co o0 o Co o0 (0
deposit of hemosiderin 4 4 0 0 1 1 0 0 1 0 0 0 0 1 0 ¢
€29) (29 ( 0 ( 0 ({80 o0 (20 C O C O (0 (0 (100 (0 (O
Grade 1 ¢ Slight 2 ! Moderate 3 ! Marked 4 : Severe
<a> a ¢ Nuumber of animals examined at the site
b b ! Number of animals with lesion
(c) c:h/a%*l00

Significant difference ; *: P = 0.05 #* ! P =001 Test of Chi Square

(HPT150) BAIS4




STUDY NO. T 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrl;[F344/DuCrjl DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * MALE PAGE : 4
Group Name Control 2500ppm 5000ppm 100000pm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 ! 2 3 4 1 2 3 4
Organ. Findings W & % ®w ® & o @ & W W ®w & &%

{Hematopoietic system)

spleen <14> <13> <5 <10>
increased extramedullary hematopoiesis 0 1 0 0 1 2 1 0 0 2 4] 0 0 1 0 0
(D0 (0 (8 (15 (8 (0 o (4 (0 (0 (o0 (10 0 (0
{Circulatury system)
heart <14> <13> {5 <10>
thrombus 0 1 0 0 0 0 0 0 2 0 0 0 * 0 0 0 0
[ I G ) G R G ) (o0 (o0 (400 C O C ) (O (oo o o
wineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
0o o0 (o oo (00 (o0 (100 Co (o (0
myocardial fibrosis 9 2 0 4] 5 2 0 [ 3 1 4] 4} 7 2 0 0
(64 (14 ( 0) (. O (3 (15 (0 (O (60) (200 C 0y ( O (700 (200 C ) C O
subendocardial fibrosis ] 1] 0 0 1 0 0 0 ] Q 0 4] [ 0 \] 0
(oo (0 (o0 (o (o0 (o0 (oo (o (o0 (o (00 (o0
{Digestive system}
stomach <14 <13> <5 <16>
erosion: forestomach 1 4] 0 g 0 0 0 0 0 0 0 0 { Y 0 ¢
(D Co oo oo o (o [Q ) I G ) I G ) I G ) (1) (0o o0
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<ad a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a*l00
Significant difference ; * P = 0.05 #* ! P < 0.01 Test of Chi Square

(1PT150) BAIS4




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 5
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % & & & @ @ % W ® W & o ® % % W
{Digestive system}
stomach {19 A3 <5 <16>
ulcer: forestomach 1 0 0 90 3 0 0 0 1 0 0 0 0 0 0 0
(Do 0o (23) (0 C 0 (O (20) 0 (0 0} CoCo o
hyperplasia:forestomach 0 Q 0 0 1 g [} 0 0 Q 0 0 [ 0 ¢ 0
(oo o0 (9 (o 00 0 0 (0 Q) Q) I G ) I Q1) B )
erosion:glandular stomach 0 0 4} 0 2 0 0 o 0 0 0 0 0 0 1] 0
o Co (o0 (o0 (153 ( 0) C 0) ( O ¢ 0) 9 (0 0) oo oo
ulcer:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 ]
0 (0 (0 (0 (o0 (0 (0 9 (0 0) 0000
liver {14 <13> <5 <10>
herniation 1 o] 0 0 2 0 0 0 1 ] 4] 0 2 0 0 0
(Do oo (o (0o ( 20) O (o0 0) (200 ( ) CO) (O
necrosis:central 0 1 0 0 0 1 0 [J 2 0 0 0 * 0 0 0 0
oD o (o8 00 ( 49) O (0 0) ({0 (0
necrosis:focal 0 0 0 0 1 [ 0 0 0 0 0 0 0 4] 0 0
o Co (o0 (8 (o0 (0 0 0 ( 0) 0) (oo 00
inflammatory cell nest 0 0 ¢ 0 0 0 0 0 0 [ (] 0 1 1 0 0
(oCco (oo (o0 (o0 (oo (o0 (1 o (o
Grade 1 ¢ Slight 2 ! Moderate 3 : Marked 4 : Severe
<a?> a © Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference ; * P = 0.05

#k 1 P < 0.0L Test of Chi Square

(HPT160)

BATS4




STUDY NO. @ 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrlCrlj[F344/DuCrjl ) DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 6
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 { 2 3 4 t 2 3 4
Organ. Findings. % % &% ® & & W ® ® % O @ & & oW

{Digestive system}

1liver <14> <13> < 5 <10>
clear cell focus 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0 0
COCo (0 o0 (oo (o (oo (o0 (GO NG BN Q) IR Q)]
basophilic cell focus 0 0 V] 0 1 0 0 0 4 ¢ 0 0 [ 0 ¢ ]
CoCo (o0 (8 o0 (o0 (o (o0l oo oo
spongiosis hepatis 0 o] 4] 0 1 0 0 0 0 1] 0 0 ] 0 0 0
(oo (0 (o0 B G- I G 1) I G ) B G 1)} (oo (o0 Co oo (o0
bile duct hyperplasia 2 12 0 0 2 10 0 0 0 5 [ 0 5 4 0 0
(14 (86) ( 0 C 0 (1) (11 0 (0 0 (tooy ¢ 0 ( 0 (50 (40) ¢ 03 ( O
focal fatty change 0 1] 0 0 1 0 0 0 0 [1} (1] 0 0 0 0 1]
O o000 (8 o 0o (o Cco oo () B GO B G B Q1))
pancreas <14> <13> {5 <10>
atrophy 2 0 0 0 1 0 9 0 0 0 0 0 2 4] 0 0
(1 Co (0 0 Q3 G ) B Q) B Q) (o (o0 (o0 (200 C 0 C O C O
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 ¢
Q) G 1) 2 G B Q1) (oo (o0 (o0 (oo (oo 0o

{Urinary system)

kidney <14> <13> < B> <10>
scar 1 0 0 ¢ 0 0 0 0 0 [y 0 0 0 0 0 0
(D Co (00 0o (0 (o0 (oo o (o (oo (0 (o
Grade I : Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢c:b/a%*l00
Significant difference ; ¥!PS0.05 4:P =00l Testof Chi Square

(HPT150) BAIS4




STUDY NO. @ 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCriCrljF344/DuCrjl DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 7
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 L 2 3 4 L 2 3 4
Organ, Findings @ ® & o W & &% % @ & & W &% & & W

{Urinary system)

kidney <14> [k < 5> <10>
chronic nephropathy 6 3 1 0 3 5 0 1 1 2 1 0 3 4 0 0
(43) (21 (7 ( 0 (23) (38 ( &) ( 8 (20) (40 (20 ( 0 (30) (400 ( 0) ( 0O
tubular necrosis [ 1 0 0 0 0 0 0 0 0 0 3} 0 4] 0 0
(Oo(nn (o (o (000 oo (o0 CoCo oo
papillary necrosis [¢] 1 ] ] 0 0 0 [ ¢ Q 0 0 1 1 0 0
COCnD o (0 (oo (0 (09 [QI ) QIR B G S I G )] (10) (100 ( 0) ¢ O
mineralization:papilla 0 0 0 0 0 ¢ ] 0 0 ¢ 0 0 4 0 ¢ 0 *
(O o (o009 oo 0 (o0 (G I QI ) B G ) B )] (40) C 0) ( 0 C O
mineralization:cortex 0 Q 0 0 0 0 0 0 0 ] V] 0 2 0 0 0
o Co o0 0 CoO (00 (o0 (oo (0 (200 C ) C O C O
urothelial hyperplasia:pelvis ] 0 0 [ 0 0 0 0 0 0 0 0 2 0 0 0
co oo (o QY G ) B G ) B Q)] (oo o0 (200 (O (0) (O
urin bladd <14> <13> <5 <10>
inflammation 0 1) 0 0 0 [ 0 0 0 [4} ] 0 1 0 0 0
CoO o000 Co (0 (0 (0 oo (0 (09 (10 ¢ 0 C 0 ( O
{Endocrine system}
pituitary <14> <{13> <5 <10>
angieclasis 0 Q 0 0 1 0 0 0 0 0 4] 0 1 0 0 0
CoCo 0 (o0 (G- Y RN QIR ) B QD) B QIR V) (o ool (1) ¢ 0 ¢ 0 ( 0
Grade 1 : Slight 2 * Noderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference ; * 1P <005 %P <001 Test of Chi Square

(HPT150) BAISA




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrjl DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 8
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 ) 2 3 4 1 2 3 4
Organ. Findings ® W & o W & & O @ % & W &% & & oW

{Endocrine system)

pituitary <14> <13> < 5> <10>
hyperplasia 4} 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCo (o0 [G) G ) B Q) B Q1) (oo (0 (100 C 0 C 0 ( O
Rathke pouch 0 4] ] 0 L Q ] ¢ 0 Q o] 0 0 0 0 0
(oo (oo (o0 (0 oo (o0 (oo (n (o

thyroid <14> <13> < B> <10>
C-cell hyperplasia 1 1 0 0 1 g 0 0 0 0 0 0 0 0 0 0
(D00 (& (000 [ QIR GIE )N G ) B G 1)) Q) B Q) I G I Q)]

adrenal <14> <13 <5 <10>
hyperplasia:medulla 0 o] 0 [ 1 0 0 ] 0 0 1] 0 0 1 0 0
o0 o0 (8o (0 Q) I G ) T G ) I G )] Co (w0

{Reproductive system)

testis <{14> <13> < 5 <10>
atrophy 0 2 0 0 0 0 0 0 90 0 0 0 0 0 0 0
0 (14 0 0 (oo o0 oo 00 oo (0
arteritis 1 2} 0 0 2 0 0 0 0 0 0 0 0 0 0 0
CnDCo oo (15 (0 (0 (O oo o0 (G B ) B G I G )]
Grade 1 : Slight 2 ! Moderate 3 ¢ Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*l00

Significant difference ; *: P = 0.05 #* ! P £ 001 Test of Chi Square

(1IPT150) BAIS4




STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrlCrl;{F344/DuCrj) DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX T MALE PAGE : 9
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 i 2 3 4 L 2 3 4 L 2 3 4
Organ. Findings. @ & & % w % % W @ & & % & & % o

{Reproductive system)

testis <14> 13> <5 <10>
interstitial cell hyperplasia 4 0 0 0 1 0 0 0 2 1 0 0 3 1 0 0
(29 Co (0 (0 (o0 0 (40) (200 ¢ O) ( O} (30 (10 ( O C O

prostate <14> <13> <5 <i0>
inflanmation 0 4 0 4 0 2 0 0 0 0 0 0 0 0 0 0
(oo (0 (0 [ I t:) I G B Q)] Q) I G ) T G ) I Q) (o o0 o0
hyperplasia 0 0 ] 0 1 0 0 4] 0 0 o] 0 1 [ 0 0
(o Co (00 (o0 (o0 (GO R G R Q) B Q) (10 (0 (0 (O

mammary gl <i4> <13> < 5> <10>
galactocele 0 0 0 0 0 1 1] 0 0 0 0 0 0 0 0 0
(oo (o0 (o0 coC8 0y (G ) I G B G I )] (o000 (0

{Special sense organs/appendage}

eye <14> <13> < 5 <i0>
cataract 1 3} 0 0 0 0 1] 0 0 0 0 0 1 0 0 0
(DO ® (0 (o000 Q) B QI ) B G ) B Q1) (o (0o
retinal atrophy Q 1 [t} 0 2 [ 0 0 0 ¢ V] 0 0 0 0 0
COCD 00 (15 ( 0 ( 0) ( O co oo o0 oo oo
Grade 1 ¢ Slight 2 : Moderate 3 @ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/a*l00
Significant difference : * ! P £ 0.05 %k ¢ P < 0.01 Test of Chi Square
(1IPT150)

BAIS4




e —
STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 10
Group Name Control 2500ppm 5000ppm 16000ppm
No. of Animals on Study 14 13 5 10
Grade 1 2 3 4 1 2 3 4 ! 2 3 4 i 2 3 4
Organ Findings. @ & ® ® W & & W @ & @ @ &% ® W
{Special sense organs/appendage}
eye <14 <13> < <16>
keratitis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o (nn o0 (oo o0 o0 (oo o0 (o0 oo 00
hemorrhage:cornea 0 1 0 0 0 1} 0 0 0 0 0 0 0 0 0 0
(D00 [QIE ) B QIR ) B G ) B G 1)} o (oo (G V) I Q) I G ) B Q1))
Harder gl <14> <13> < 5> <10>
degeneration 1 0 0 0 0 0 0 0 0 Q 0 0 0 0 o 0
(D Co o0 (0 000 (0 [QIE ) G ) I G 1) I Q)] (GO NG ) B G B Q1))
{Body cavities)
peritoneum <14> <13> < 5> <16>
arteritis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
[GRON QN ) G B ) (O 8 (o0 (o (oo (0 (GO QI ) B G ) B Q1)
Grade 1 ¢ Slight 2 ! Moderate 3 : Marked 4 : Severe
<a?>> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a*l00

Significant difference ;

*#:P < 0.05 # 1 P < 0.01 Test of Chi Square

{IPT150)

BAIS4




APPENDIX M 3

HISTOPATHOLOGICAL FINDINGS -

NON-NEOPLASTIC LESIONS @ MALE

SACRIFICED ANIMALS



STUDY NO.

¢ 0497 HISTOPATHOLOGICAL FINDINGS :

NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrlCrlj{F344/DuCrjl SACRIFICED ANIMALS (105¥%)
REPORT TYPE : Al
SEX : MALE PAGE @ 1
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade i 2 3 4 1 2 3 4 ! 2 3 4 i 2 3 4
Organ_____ Findings ® W W ® W & &% W o ® & W w & ® W
{Integumentary system/appandage}
skin/app <36> 37 45> <40>
inflammation ¢ 0 0 0 0 0 0 0 1 0 0 0 ] Q Q 0
oo (0o (oo o0 0) (2 Co (o0 0) (o0 (0o
epidermal cyst ¥ 1 4] ] 0 0 0 0 0 ] 0 ] 0 0 0 0
(o300 (oo o0 0) (0o (0 0) (o (o0 o
{Respiratory system}
nasal cavit <36> 3D 44> <40>
mineralization 6 [ 4] 0 7 0 0 0 8 0 0 0 12 0 0 0
(1 Co (o (0 (19) ¢ 0 ( 0) 0) (130 (0 0) (30 (0 (O C O
hyper plasia:cartilage 0 0 0 0 0 0 0 0 0 1 0 0 0 Q0 0 Q
QRO GO I GE) BGR 0 (o0 o200 0) (oo (o
evsinophilic change'olfactory epithelium 15 16 ] 0 17 14 0 0 12 24 0 0 15 20 1 0
(42) (49 (O )} (46) (38 ( 0) 0) (27 (55 ( O 0) (38) (500 ( 3) ( O
eosinophilic change:respiratory epithelium 7 1] 0 0 0 [ 0 0 * 2 0 o] 0 4 0 0 0
(o 00 (oo o (0 (5 (00 0) (100 ( 0 C ) ( O
inflammation:foreign body 10 2 Y] ] 8 4 0 0 13 6 o 0 5 4 0 0
(28 ( & (0 0) (22 (1) (0 0) (30 (19 (0 0) (13) (10 ( 0 ¢ O
Grade 1 ¢ Slight 2 ! Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢:b/a%*100

Significant difference ;

*: P £ 0.05 1 P S 0.01 Test of Chi Square

(HPT150)

BAIS4




STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrj] SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 2
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ Findings @ & % W ® ® & W @ ® & W W & & o
{Respiratory system}
nasal cavit * <36> 37 44> <40>
inflammation:respiratory epithelium 0 4] 0 0 0 0 0 [ 0 1 [¢] 0 1 0 0 0
(O (0 (o0 (000 (22000 300 o0
respiratory metaplasia:olfactory epithelium 0 0 0 0 0 0 ] 4] 3 0 0 0 1 [ 0 0
oo 0o (oo (00 (D00 (30 o0
respiratory metaplasia:gland 9 0 0 0 6 0 0 0 5 0 0 0 6 0 0 0
(25 C 0) ¢ 0) C 0) (18 ( 0 C 0) C O (1t Co (o o0 (15 C oy C 0) C O
squamous cell metaplasia:respiratory epithelium [ ¢ 0 4] 1] Q Y] 0 0 4] 0 0 1 0 ¢ 0
oo (0 (o0 oo o (o0 (oo oo (30 (o (o
lung <36> <37> <45> <40>
inflammatory infiltration 0 0 0 0 0 0 0 0 1 1 0 0 9 0 0 0
CoCco oo (oo 0o (220200 (0 (oo o0
accumulation of foamy cells 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o Co o (00 (o0 [ B GO B G ) B Q)] (o oo
bronchiclar-alveolar cell hyperplasia 0 1 0 0 0 0 0 0 1 0 V] 0 1 1 0 0
(O30 o0 0 (o0 2o (0 (o0 (N CH L0
inflammation: foreign body 0 0 0 0 0 [ 4] 0 0 0 0 0 2 0 0 0
CoCo o (o Co (o (0 (0 Q) B QIR ) B G B ) (5 (00 0
Grade 1 ¢ Slight 2 : Moderate 3 ! Marked 4 : Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*l00

Significant difference ; * P = 0.05 #* P S 0.01 Test of Chi Square

(1IPT150) BAIS4




STUDY NO. ¢ 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCriCrlj[F344/DuCr j] SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 8
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings % % % % ® &% & o ® ® & O W % & W
{Hematopoietic system)
bone marrow <36> 37> <44> <40>
granulation 1 0 0 0 0 1 0 0 1 0 0 0 1 0 o 0
(3o o0 0) (0 N0 0) (2 0 (0 0) (oo o
increased hematopoiesis 1 0 0 0 0 0 0 0 2 0 0 0 1 0 0 [t}
(3 Co o0 0 (oo 0o (5 (o (0 0) (3 oo o
lymph node <36> <37 <45> <40>
deposit of hemosiderin [ Q 0 0 1 0 0 0 0 4] 0 0 0 0 0 0
cCo o (o0 0} (3 0 (0 0) 0 [V 0) o000
granulation g o] o ¢ V] 4] 0 0 1 0 0 0 4] 0 0 0
co o {0 0) (o 0 C o0 0) 2 O (0 0) Q) 2 G V) I G 1) I G )
lymphadenitis (] Q 0 0 0 4} ] 0 { i 0 0 1 4] 0 0
[GEO NG ) B 1)} 0) o 0 ( 0) 0) (2 2 (0 0) (Y
spleen <36> 37> <45> <40>
congestion 5 1 0 0 6 [ 0 [ 7 0 0 0 7 0 0 0
(14 ¢ 3 ( 0) 0) ( 16) 6 (0 0 ( 16} (DRG] 0) (1 oo o
deposit of hemosiderin 9 6. 0 0 10 3 0 4] 12 1 0 0 9 3 0 0
(25 (11 ( 0) 0) (27 8 (0 0) (27 2) (0 0 (23 (8 0 (0
Grade 1 ¢ Stight 2 * Muderate 3 : Marked 4 @ Severe
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion
(e) ¢cib/axl100

Significant difference ; * . P < 0.05 # 1 P £ 0.01

Test of Chi Square

(1IPT150)

BAIS4




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrlCrl j[F344/Dulr ] SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ W % W W & & @ ® & o W W % O
{Hematopoietic system}
spleen <36> <37 <45> <40>
fibrosis:focal 1 1 0 0 0 2 0 0 0 0 0 0 1 1 0 0
(R0 (n (D (o (oo o0 (DD o0
increased extramedullary hematopoiesis 3 ] 1 0 2 0 1] 0 6 0 4] 0 5 1 0 0
(830 (s (0 (0 0 (13 (o (0 (1 (30
{Circulatory system}
heart <36> <37> <45> <40>
myocardial fibrosis 18 1 0 0 26 3 0 0 26 2 [ 0 24 1 [ 0
(500 ( 3 C 0 (0 (700 ( 8 C 0 (O (58) ( (0 (0 (80) ( 3y (C 0 ¢ 0
{Digestive system)
tooth <36> 37> <45> <10>
inflammation ] 0 0 4} 0 1 0 0 0 0 0 0 ] 0 0 4}
oo o o0 [QIEV I Q) B ) B Q1) (oo (o0 LG I G ) 2 Q) I Q1))
tongue <36> <37 45> <40>
arteritis 0 1 V] 0 1 0 0 0 ] 4] I 0 0 0 0 0
Co 30 (0 3o 0 (o Co Co (0o (0 (G B G ) B G B G )]
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> 4 Nunber of gnimals examined at the site
b b ! Number of animals with lesion
(c) cih/a*l100
Significant difference ;, * ! P =< 0.05 #* : P £ 0.01 Test of Chi Square
(HPT150)

BAIS4




STUDY NO.

. 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCrjl SACRIFICED ANIMALS (105¥)
REPORT TYPE : Al
SEX © MALE PAGE :
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & % W ® & % W ® &% @ W % & & o
{Digestive system)
stomach <38> 31 {45> <40>
epidermal cyst 1 0 0 0 0 0 0 0 1] [} 0 0 0 0 0 0
(300 o0 0) 00 (o0 ¢ 0 O (o0 0 90 o0
hyperplasia:forestomach 1 ] 0 0 0 0 1] [ 0 0 0 0 0 0 0 0
(O 0) 00 (o0 ()] 0o o0 (@)’ [N G
small intes <36> <37> <45> <40>
diverticula 0 0 0 0 0 [t} 0 4] L 0 0 0 0 ] 0 0
coco(onlon 0) 000 2 0 (0 (0 (0 00 (oo
inflammation 0 i 0 0 0 0 0 0 [ 1 0 0 0 0 0 0
Co 3o (0 0) 0 (0 0 2 (0 (o0 0 00 (0
fibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 a 0 0
o oo 3) 00 (0 (0 00 (o0 [QIR)] )} G ) I G )]
liver <36> 37> <45> <40>
herniation 7 0 0 0 0 0 0 0 * 5 0 0 0 7 0 0 0
(19 o (0 (0 0) o C o (0 (11) o Co (o0 ( 18) 00 (o0
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oCo (o0 (o0 0o oo (o220 (0 [Q)] o0 (0
Grade 1 @ Slight 2 ! Muderate 3 ! Marked 4 : Severe
<a> a © Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢ b /a=*xl00

Significant difference ; #* :

P < 0.05 #* 1 P % 0.01

Test of Chi Square

(1IPT150)




STUDY NO. @ 0447 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCriCrij{F344/DuCrjl SACRIFICED ANIMALS (105%)
REPORT TYPE : Al .
SEX © MALE PAGE : 6
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orgen Findings. @ & % % W % % ® ® & & % @ & %
{Digestive system}
liver <36> 87> <45> <40>
fatty change 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
CoCo (0 (0 Do o0 0) (2o (o0 0) oo (0 (o0
granulation 6 2 0 0 4 4 0 0 4 2 0 0 4 0 0 0
(1 6 (0 (0 (I (1) ¢ 0 0 (9 (D0 0) (1, (00 (o0
clear cell focus 3 2 0 0 2 0 0 0 3 1 0 0 3 1 0 0
(8 (8 (0 (0 (5 (0 (0 0) (D200 0) (3300
acidophilic cell focus 4] 4] 0 0 1 [ 0 ] 0 0 1] 0 1 0 0 0
(oo (0 (o (30 (0 0 [GI ) B G ) B Q)] 0) (3o o0
basophilic cell focus 1 Q 0 0 3 1 0 4] 1 g 0 0 2 0 0 0
(3o o 0 (30 0 200 (0 0) (50 0
spungiosis hepatis 3 V] 0 0 3 0 0 0 3 4] 0 0 1 2 ¢ 0
(0 (0 0 (8 0 (0 0 (Do (o 0) (N 00
bile duct hyperplasia 2 34 0 0 1 36 0 0 3 42 0 0 5 35 0 0
(6 (9 (0 (0 (3 (9 C 0 0 (D9 (0 0) (13 (88 ( 00 ( O
focal fatty change 0 ¢ ] ] 1 0 1] 0 0 o] 0 0 ¢ 0 Y 0
co o oo (30 (0 0) (oo (o0 0) (o0 (o0
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) ¢ :b/a*100
Significant difference :

¥ 1P 5005 #:P %001

Test of Chi Square

(HPT150)

BAIS4




STUDY NO.

¢ 0497

HISTOPATHOLOGICAL FINDINGS :NON-NECPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrljlF344/DuCrj] SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Coutrol 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 i 45 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, W & & W ® & ® o ® & B &% ® & ® %
{Digestive system}
pancreas <36> 37> <45> <40>
atrophy 5 5 0 [ 6 9 1 0 9 8 0 0 2 9 [ 0
(19 (19 (0 ¢ 0 (16} (28  3) ( 0 (20 (18 ( ® ( 0 (5 (23 (00
{Urinary system)
kidney <36> {37> <{415> <40>
scar 0 0 0 0 0 1 0 0 [ 4] 0 ] 0 0 0 0
oo 0o o3 0 0) (oo (o (0 [GIE) I G ) I Q) I G )]
chronic nephropathy i 27 2 0 5 29 3 [\] 7 33 4 0 9 29 2 0
(19 (75 ( 8 ( O (14) (78 ( 8) 0) (18 (73 C 9 ( 0 (23) (73 ( B C O
papillary necrosis 0 0 0 0 1 0 0 0 0 [ 0 0 2 0 [ 0
(oo 0o (30 (0 0) o oo (0 (s (0 0
mineralization:papilla [} [4] 0 0 0 0 0 0 1 0 0 0 2 0 0 0
0o (o0 (o0 (oo (0 0) (22000 (0 (B (0 (0 (0
mineralization:pelvis 0 0 4] 0 1 0 0 0 Y] 0 o] 0 1 0 0 0
Co oo 0 (0 0) (oo (o (o0 (3 (00
urothelial hyperplasia:pelvis 1 0 0 0 1 0 0 0 1 0 0 0 3 3 0 0
Q) I G ) I ) B Q) (30 (0 0) (22000 (8 (8 (00
Grade 1 : Slight 2 : Moderate 3 : Marked 4 © Severe
<a?> a : Number of animals examined at Lhe site
b b : Number of animals with lesion
(c) c:b/a*100
Significant difference ; * ! P < 0.05 #® P < 0.01 Test of Chi Square

(HPT150)

BAIS4




STUDY NO. : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCriCrlj[F344/DuCrj] SACRIFICED ANIMALS (105¥)
REPORT TYPE : Al
SEX © MALE PAGE :
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings. W % % % @ & o @ ® & o ® & % W
{Endocrine system}
pituitary <36> <37> <45> <40>
angiectasis 1 1 0 0 0 0 0 0 1 0 0 0 1 0 ] 0
(DO (o0 (20000 (0 N
cyst 1 0 ] 0 1 g 0 0 0 a 0 0 0 ¢ 0 0
(3o oo (30 o0 o0 oo o 0) o0 (0 )
hyperplasia 6 3 0 0 4 0 0 0 8 4 0 0 3 4 0 0
(18 (0 (o0 (i o oo (18 9 ( ® 0) 8) (10 ( 0) 0)
Rathke pouch 2 0 0 0 3 0 0 0 0 0 0 0 2 0 0 0
(e o000 (0o (oo (0 5 (0 (0 0)
thyroid <36> 37> <45> <40>
follicular hyperplasia 0 0 0 0 0 1 0 0 { 0 0 0 0 0 0 0
o Co o o (o030 (o0 (20 (0 0) 0 (0 (0 0)
C-cell hyperplasia 5 5 0 0 9 4 0 0 9 5 0 0 3 2 0 ¢
(149 (1 (0 0 (2 (1D (. 0 C O (20) (1D (O 0) 8 (5 (0 0}
adrenal <36> <37 <45> <40>
cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 i 0 0
oo 0 (0 co o oo (G ) I Q) I G )] 0) 03w 0]
Grade 1 @ Slight 2 Moderate 3 ! Marked 4 @ Severe
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%l100
Significant difference : *: P £ 0.05 #* : P £ 0.01 Test of Chi Square

(HPT150)




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj[F344/DuCr i) SACRIFICED ANIMALS (105%)
REPORT TYPE : Al

SEX © MALE PAGE : 9
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 36 37 45 40
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings W & &% % ® % &% o @ W ®w o % & % W

{Endocrine system}

adrenal <36> 37> <45> <40>
hyperplasia‘medulla 3 1 0 0 2 0 0 0 1 2 0 0 2 1 0 0
(8 (3o (o0 (000 (22900 (D00
focal fatty change:cortex 0 1 0 0 0 [} 0 0 0 0 0 0 1 0 0 0
(O3 o0 (0 (o0 o0 (oo o0 (3o o

{Reproductive system)

testis <36> Q7 45> <40>
atrophy 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O3 (00 (G RO ) I Q) B Q) (o0 (0 oo o0
mineralization 0 0 0 0 1 0 0 0 0 1 0 0 0 4] 0 0
(oo oo (G VG ) B ) B Q) (o200 (0 Q) B QI B G B G )]
arteritis 0 4 0 0 3 2 0 0 4 2 0 0 4 1 0 0
(D o o0 (8 (5 (00 (9 (D00 (10 ( 3y (o o
interstitial cell hyperplasia 13 1 0 0 13 0 0 4] 14 1 0 0 13 2 0 0
(38 ( 3) (0 0 (3 (0 ( 0 (O (snp ¢ (0 (33 (5 (00
prostate <36> <3 <45> <40>
inflammation 0 0 0 0 0 0 0 0 90 2 0 0 0 1 0 0
(oo (00 (000 (o0 (O3 o
Grade 1 ¢ Slight 2 ' Moderate 3 ' Marked 4 @ Severe
<a?> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/a*100

Significant difference ; *: P < 0.05 * : P £ 0.01 Test of Chi Square

(HPT150)

BAIS4




STUDY NO. T 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrlj[F344/DuCr ] SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE @ 10
2500ppm 5000ppm 10000ppm
No. of Animals on Study 37 45 40
3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ_______ Findings. [CA I () W & % @ & &% &

® W % W

{Reproductive system)

prostate

hyperplasia

{Nervous system)

brain

in{lammation

{Special sense organs/appendage}

eye

cataract

retinal atrophy

{Musculoskeletal system}

bone

osteosis

(e 154
3 0 0
(22 ( & (0 (0

0
(1D C 0 00

11 5 0 0 *
(30) (19 C O C O

oo (0o

(a0 o

<45>
8 1 0 0

=

<45>
0 0 0 0
Y (o (0 (0

=l

<45>
4 Q 0 0
»CO (0 (0

@O
=

10 7 4] 0 *

(22) (18) ( 0 ( O

44>

0 0
200 (0

=

<40>

(I (0 (0

21

4
(53 (100 C 0) C @

Grade
<a>
b
(c)

Significant difference ; * 1P < 0.05 #* P £ 0.01

¢ Slight 2 ! Moderate

1
a : Number of animals examined at the site
b

. Number of animals with lesion
¢t b/a*l100

Test of Chi Square

(11PT150}

BAIS4




APPENDIX M 4

HISTOPATHOLOGICAL FINDINGS -

NON-NEOPLASTIC LESIONS @ FEMALE

ALL ANIMALS



STUDY NO. L0487

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ RAT F344/DuCriCrl j[F344/DuCr ] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 15
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W ® & O ® % @ W ® W B o W & ® o
{Integumentary system/appandage}
skin/app <50> <50> <50> <50>
inflammation 1 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0
(22200 0) (0200 o o0 0) o200 (0
scab ¢ 0 0 0 0 1} 0 4] 1 0 ¢ 0 0 [ 0 0
o0 Co o 0) (oo 0 (o0 20 (0 0) CoCo o0
epidermal cyst 0 2 0 0 0 ¢ 0 0 1 0 ] [ 0 0 0 0
[GNOGE Y G 0) co o000 (200 0 o (o (o (o0
{Respiratory system}
nasal cavit <50> <50> <50> B0
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo (o0 V] (a0 (o (0 0) (oo o0
mineralization 2 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
oo 0) (e o (0o (49 (0 (o0 0) (D000 (0
eosinophilic change:olfactory epithelium 6 36 4 0 2 41 5 0 6 41 2 0 2 40 6 0
(12) (72) ( 8) 0) 4 (82 (10) ( © (12) (82 ( & 0) (9 (80 (12 ( O
eosinophilic change:respiratory epithelium 18 0 0 0 15 0 0 0 17 0 0 V] 17 0 4] (]
(36 ( 0 ( 0 0) (30 ¢ O C 0y (O (30) ( O ( O 0) (3) C O C 0y C O

Grade 1
<a> a

b b
(c) c

Significant difference ;

© Slight 2 ! Moderate

3 ! Marked

. Number of animals examined at the site

: Number of animals with lesion
tb/a* 100
*¥:P 5005

# P < 0.01

4 : Severe

Test of Chi Square

(11PT150)

BAIS4




STUDY NO.

¢ 0487

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCriCrljF344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W & &% W ® & & o ® & & % % G %
{Respiratory system}
nasal cavit <50> <50> <50> <50>
inflammation: foreign body 5 0 0 0 4 0 0 0 2 qQ 0 0 3 0 0 4
(100 ¢ 0 C 0 (0 (0o CH oo (o0 (8000
inflammation:respiratory epithelium 1 ] 0 ¢ 0 0 [ 0 0 0 0 0 [ 0 0 0
(220000 (0 o o (0 (0 (O (oo (o0 o (oo
respiratory metaplasia:gland 5 0 0 0 7 [ 0 4] 9 0 0 0 10 0 0 0
(1 (o (0 (o0 (1 oo (o (B (o (o (o0 (200 C 0 (0 (O
larynx <50> <50> <50> <50>
inflammatory infiltration 0 0 1] 0 1 0 0 0 0 ] 0 0 0 0 0 0
o0 o (o0 (0 220 o0 (o [Q) I Q1) N G I G )] CoCo o0 (o0
lung <50> <50> <50> <50>
inflammatory infiltration o] ] 0 0 1 0 0 0 0 0 [ ¢ o] 0 1] 1]
CoCo oo (220 (0 (0 (o (a0 (0 (oo 00
fibrosis:focal 0 0 0 0 0 0 0 0 ] 0 0 0 1 0 0 0
oo oo o (oo 0 oo 0o (2200 (0
accumulation of foamy cells 0 0 0 0 0 0 0 0 0 i 0 0 0 0 0 o
CoCo (o (o0 (o (0 (o0 (o (20 (9 [ G ) B G B GO}
Grade 1 ¢ Slight 2 : Moderate t Marked 4 1 Severe
<a?> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c¢) ¢ b /a#*l100

Significant difference ;

¥ P =005

#* ! P <

0.01 Test of Chi Square

(HPT150)

BAIS4



STUDY NO.

T 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCrl;(F344/DuCr ;] ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 17
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ______ Findings @ ® & % ® % W W @ & ®» o G @ % W
{Respiratory system)
lung <50> <50> <805 <50>
bronchivlar-alveolar cell hyperslasia 3 0 0 0 0 0 0 0 2 1 0 0 4 0 0 0
(e o0 (0 (0 0o (92000 8) [RGB )]
inflammation: foreign body 9 0 0 0 0 i 0 ] 0 Q Q V] g 0 0 0
0 Co (o (0 (o200 0o (0 (0 0) » (0o
granulomatous preumonia 0 1 0 o 0 0 0 0 0 Q 0 0 0 4] 0 g
(o0 (o0 Co (o (0 (o oo o0 (o 0) 9o (0
{Hematopoietic system)
bune marrow <50> <50> <50> <50>
granulation 4 2 0 0 3 1 0 0 5 0 0 0 4 2 0 0
(N (H (0D (2000 (1 oo o 8) (0 (0
increased lematopoiosis 6 (] 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(1 Co (oo (Do (0 (2000 (0 2) (0 (0
granulopoiesis:increased 0 0 0 0 1 ] 0 0 [ 0 1] 0 0 %] ] 0
o Co (o o0 (200 (0 (o0 oo o (o0 0) 00 (o0
spleen <50> <50> <50> <50>
congestion 4 0 0 0 3 0 0 0 3 1 0 0 3 1 0 0
(o0 on ({00 ({220 (0 6) 200 (0
Grade 1 @ Slight 2 ! Moderate 3 : Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a%* 100
Significant difference ; *: P = 0.05 #* 1 P £ 0.01 Test of Chi Square
(HPT150)

BAIS4




STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCriCrlj[F344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 18
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 ) 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & % W ® & o W ® & & ® & & o
{Hematopoietic system)
spleen <50> <50> <50> <50>
deposit of hemovsiderin 15 21 0 0 14 21 0 0 12 20 0 0 14 25 0 Y
(30 (42) ( 0 0) (28 (42) ( 0) ( O (24) (40 ( O 0) (28 (50 ( 0 ( O
increased extramedullary hematopoiesis 5 4 2 o} 7 3 0 0 7 4 0 4] 3 1 0 o
(10 ( 8 ( 4 0) (19 (8 ( 0 (O (1) 8 (0 0) (e 20 (o0
{Circulatory system}
heart <50> 50> <50> <50>
thrombus 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 4
0o (0 0) a0 (00 20 (o0 0) (o220 o0
inflammatory cell nest 0 0 0 [ 1 ¢ 0 0 0 ¢} 0 0 g 4] 9 0
co o (o0 o) (G I G ) I Q) B G )] o0 0 (G ) 2 G ) I G ) I Q)
myocardial [ibrosis 11 0 0 0 11 0 0 0 8 0 0 0 7 1 0 0
(22 C o (0 0) (22 (0 C 0y C O (18) ( O ( O 0 (19 20 (o0
subendocardial fibrosis 0 0 0 0 0 0 0 0 1 Q 0 [} 0 4] 0 0
Co o (o 0) o Cco 0o (22000 0) (GO N Q) B G I Q)]
{Digestive system)
slomach <50> <50> <50> <50>
mineralization 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (oo (o oo oo (o(o oo
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e) c:b/ax*100
Significant difference ; * P £ 0.05 #* ! P £ 0.01 Test of Chi Square
(HPT150)

BATS4




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrlCrlj[F344/DuCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 18
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings W W & W W ® & W @ B & O % & & W
{Digestive system)
stomach <50> <BO> <50> <50>
ulcer: forestomach 1 [ 0 0 5 0 [¢} 0 4 1 0 0 1 ] 0 Y
(00 (0 (0 (1 (000 (8 (200 (2200000
hyperplasia: forestomach 0 0 0 0 1 0 0 0 3 0 0 0 0 0 ] 0
({0 (oo (22000 (6 o (o0 oo 00
erosion:glandular stomach 0 9] 0 0 1 [} 0 0 2 0 0 0 0 0 0 0
CoCo (o0 (o0 (22000 (o0 (a0 (0 (oo o0 (o0
ulcer:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co Co (o0 (0 oo oo (a0 (0 [ O B QI ) I G 1) B Q1))
liver <50 <50 <50> <50>
herniation 12 0 ] 0 1 0 0 4] T ] 0 0 10 0 ] 0
(20 C ) C 0 (O (22 (0 (0 (0o (19 (o (o 0 (20 (0 C 0 (O
peliosis-like lesion 0 o 0 0 o} 0 0 0 1 0 0 0 0 0 0 ¢
(O 0o (O oo (22000 (0 o000
necrosis:central 1 0 0 0 0 1 1 ] 1 0 o] 4} 1 0 0 0
C2)C0 o0 o0 Co (2 20 22000 (0 22000 (0
necrosis:focal 0 4] 0 [ 1 L 0 0 3 1 0 0 1 0 o 0
(o (o (0 (0 (2220 (0 (20 (0 (2200 0 0
Grade 1 : Slight 2 ! Moderate 3 ! Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/a%*l00

Significant difference ; * P = 0.05 1P S 0.0l Test of Chi Square

(HPT150)

BAIS4




STUDY NO. ¢ 0497

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCriljlF344/DuCrj] ALL ANIMALS {(0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 20
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 i 2 3 4 L 2 3 4 1 2 3 4
Organ Findings. ® & W ® ® & & W @ & W »W @ & % @
{Digestive system}
liver <50> <50> <50> <50>
fatty chauge:central (] 4] 0 0 0 1 0 0 0 0 1 0 0 0 0 0
0 C0 (o0 o 20 0) o o2 0) (oo
fatty change:peripheral 0 0 0 0 0 0 0 0 0 1 0 0 0 0 o Y
[GEORGH ) B G) 0) (GO NG B Q) B G ) (020 0) (00 (o
lymphocytic infiltration 0 1 ] 0 2 L 0 0 0 1 Q 0 o] 0 0 [
020 0) 920 0) o209 0 CoCo (o o0
granulation 15 3 4 0 15 6 3 4} 11 5 2 0 10 3 2 0
(30) ( 6 ( 8 0) (30 (12) ( 8) 0) (22) (100 ( @ 0) (200 ( 6) ( 4 (O
inflammatory cell nest 2 ] 1] 0 0 0 0 0 0 1 0 0 0 0 0 0
49 oo 0) o0 oo (20 0) (0 oo
clear cell focus 0 0 0 0 0 0 0 0 1 (i 0 0 0 0 0 0
coco (o (0 oo o0 0) 2000 0) (G0N GO RGN B Q)]
basophilic cell focus 15 6 0 0 14 4 0 0 8 4 0 0 8 5 0 0
(30 (12 ( O 0 (28 ( 8 ( 0) 0 (16 ( 8 ( 0 0} (18 (10 ( 0 ( 0
bile duct hyperplasia 12 1 0 4] 14 3 9 0 18 1 1 0 15 3 0 0
(20 (2 (0 0) (28 ( 8 ( 0) 0) 368 (2 (2 0 (30) ( 6 C 0 C O
Grade 1 ¢ Slight 2 ! Moderate 3 Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/a*l00

Significant difference ; * ! P < 0.05 #* 1P < 0.01

Test of Chi Square

(HPT160}

BAIS4




STUDY NO. : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrljF344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 L 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings. @ & & ® W ® W W @ W w o W & @ %
{Digestive system}
liver <50> <50 <BO> <50>
bile ductular proliferation 1 0 0 0 0 0 0 0 [} [} 0 0 0 0 0 0
20 ¢o0 0) 0 (0o (0 0000 (oo (o0
pancreas <50> <50> . <50> <50>
atrophy 4 1 0 0 3 4 0 0 2 ] 0 0 4 2 ¢ 4]
8 2 (0 0) 6 ( 8 (0 (o 4o o0 DCH (0w
islet cell hyperplasia g 4] 0 0 0 4] 0 0 4] 1 Y] Y 0 0 o] 0
CoCo{on 0) 0 (0 (0o (0 0200 000
{Urinary system)
kidney <B0> <50 <50> <50>
depusit of hemosiderin 0 [t} 0 ¢ 0 2 0 0 3 0 0 0 0 1 0 ¢
coCo (o0 0) (DB GE VRE G ) 2 )] PARR G ) B Q) B G 1) (22000
inflammatory cell nest 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 Y
(G ) Q) B Q)] ) 200 (0 0000 [DERGIE ) BRI B QI )]
scar 1 0 ] 0 1 0 ] 0 ¢ 0 ¢ [ 0 4] 0 0
200 0) 220 0 (o0 9000 [V I G ) I Q) B Q)
Grade i @ Slight 2 : Moderate 3 : Marked 4 : Severe
<a?2 a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:h/a%*l00

Significant difference ;

*:P£0.05

#* ! P £ 0.01

Test of Chi Square

(HPT160)




STUDY NO.  : 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT $344/DuCriCrljF344/buCrjl ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 22
Group Name Control 2500ppm 5000ppm 10000pp
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ Findings @ & & W @ & % @ & W o W W % W

{Urinary system)

kidney <50 <50> <50> <50>
chronic neplropathy 20 10 0 0 19 9 0 0 13 11 1 0 21 7 1 0
(400 (200 ( O C O (38 (18 ( 0 C 0O (26) (22 ( 20 (O (42) (149 ( 2 C 0
papillary necrosis 1 0 0 0 0 0 0 0 0 0 Y] 0 0 1 0 0
(2000 (0 (000 (oo 0o (200
mineralization:cortico—medullary junction 1 o o [ 0 [4} [ 0 0 0 0 0 o 0 0 0
(2200 (0 (0 (oo o0 (0 [QO B G I QI ) B V)] (o (o (0
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 4] 0 1 ] 0 0
(0 (o0 0 (0o (0 (0 CoCo o (o (20 o9 Q9
atypical tubule hyperplasia ] 0 0 0 0 0 0 0 0 1 4] 0 0 0 0 0
o000 (GG ) B G B GO (o 200 (o0 (o0
dilated pelvis 3 4] 0 0 0 0 4] [ 2 0 [ 0 1 1 0 o
(& (o0 (0 oo (o0 o0 LGS I Q) T G ) I GV (200
urin bladd <50> <50> <50> <50>
nodular hyperplasiaiiransitional epithelium 0 0 0 0 0 ¢} 0 0 0 0 ] 0 0 1 0 0
(GO Q) BE QN ) B G )} (O (o0 (0 oo o0 o200
{Endocrine system)
pltuitary <60> <50> <50> <50>
angieclasis 3 1 o] 0 3 1 0 0 3 0 ] 0 6 1 0 0
(200 (200 (oo (0 (2 (220 (0
Grade 1 : Slight 2 ¢ Moderate 3 ! Marked 4 : Severe
<a> a ! Number of animals ezamined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference ; ! P =0.05 %P = 0.0l Test of Chi Square

(HPTL50) BATS4




STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCriCrljlF344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 23
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & W ® & & W @ & & o W & & W
{Endocrine system)
pituitary <50> <50> <50> <50>
cyst 1 1 0 0 1 0 0 0 3 0 0 0 3 0 0 0
(222000 (220000 (0 (e (0o (0 ({000
hyperplasia 7 2 0 0 7 4 0 0 9 4 0 0 9 2 0 ¢
(oo (19 (8 (0 (0 (18 (8 (o0 (1o 0
Rathke pouch 0 0 0 0 1 [ 0 0 2 0 0 0 0 0 0 0
oo (0 (o (20 (0 (0 QY G ) B G ) B G 1)) (oo o0 (o0
thyroid <50> <50> <50> <50>
C-cell hyperplasia 5 3 ] 0 8 3 4 ] 3 2 0 0 5 6 0 o]
(1) ( & (0 ( O (18 ( 8 ¢ 0 ( 0 (8 (D00 (10) (12 ¢ 0) ( 0
adrenal <50> <50> <50> <50>
peliosis-Tike lesion 2 0 0 0 0 0 0 ] V] 0 0 0 2 0 0 0
oo o (oo o0 o0 oo (o0 (G VRGN B G B G 0}
hyperplasia:cortical cell 1 o] 0 0 0 0 0 ] 1 0 0 0 1 o] 0 0
C2C0o 0o 0 o0 (0 20 0 (o0 (200 09
hyperplasia:medulla 1 0 0 0 0 1 0 0 0 0 0 0 2 0 0 0
C22C0 (0 0 (200 (G V) I QI B G ) B Q)] 4o o
Grade 1 ¢ Slight 2 * Moderate 3 : Marked 4 : Severe
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion

(c) cib/a*l00
Significant difference : ¥ P <005 #* : P 5 0.0 Test of Chi Square

(fIPT150) BAIS4




STUDY NO. o 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrlCrlj{F344/DuCrj] ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 24
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 ] 2 3 4 1 2 3 4
Organ______ Findings & & & o ®w & % W @ W & W ® & % W

{Endocrine system)
adrenal <50> <50> <50> <50>

focal fatty change:cortex 1

1
(a2 (0 (0 (1 ¢ 2 Co (o g coCco o (i (o oo

{Reproductive system)

ovary <50> <50> <50> <50>
hemorrhage ¢ 0 0 0 0 ] 0 0 o] ¢ [ [ 1 [ 0 0
coCo {0 (o0 (o0 (0 oo (00 (220000
cyst 4] 0 0 0 0 0 0 0 1 [ 1] 0 0 0 0 4}
(o (o0 (0 (o (o (0 (0 (22000 (0 (0o (0o

uterus <50> <60> <50> <50>
cystic endometrial hyperplasia 2 2 0 0 i i 0 0 0 1 0 0 2 3 4} 0
C 949 (o (0 (20220 (0 (o200 ¢ s (oo

mammary gl <50> <50> <50> <50>
galactocele 0 0 0 0 0 1 0 0 0 1 ] 0 0 0 0 0
(o000 (22000 (o200 (o (00 (0

{Nervous system)

brain <50> <50> <50> <50>
gliosis 0 1 0 [ 0 0 0 0 0 Q [¢] 0 0 0 Q Q
(o220 0 (oo o (o0 (o CoCon(o0 (oo oo
Grade 1 : Slight 2 ! Moderate 3 : Harked 4 : Severe
<a?> a : Number of animals examined at the site
b b ! Number of animals with lesion
(c) cib/a%*100
Significant difference ; * P = 0.05 ® ! P = 0.0 Test of Chi Square

(HPT150) BAIS4




STUDY NO.
ANIMAL

L0497
: RAT F344/DuCrlCrlj[F344/DuCrj]

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS {(0-105W)

REPORT TYPE : Al
SEX © FEMALE PAGE @ 25
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ, Findings. &% & % % ® & % W @ & B @ ® W W
{Special sense organs/appendage)
eye <50> <50> <50> <50>
cataract 2 0 0 0 3 0 0 ] 4 0 0 0 4 0 0 0
(D0 (0 0) (00 (o0 (8 (o (o0 0) (oo (o0
retinal atrophy 16 10 0 0 22 8 o 0 14 12 ] 0 19 15 0 0
(32) (200 ( O 0 (49 (18 ( 0 ( 0 (28 (29) ( O 0) (38) (300 ( 0} ( O
keratitis 0 ] 0 0 0 0 0 0 0 0 0 0 1 0 o 0
CoCo (o0 0} oo o0 [QI ) G ¢ B Q) 0) (2000 Co0
vascularization:cornea 0 0 4] 0 1 0 0 0 V] 0 0 0 0 0 0 0
oo (o0 0) (220000 oo o 0 QYD 2 G ) I G 1) I G 1))
nasolacr d <50> <50> <50> <50>
inflammation 0 6 0 0 0 2 0 0 1 2 0 0 0 1 0 0
o (12 ( 0 0) Q) I G 2 G ) B G ) 22 (0 0) (20 (0
{Musculoskeletal system}
muscle <50> <50> {50> <50>
mineralization 0 9 0 0 0 ] 0 0 1 0 ¥ 0 0 4] 0 0
o oo 0) (Lo (00 2y (o (0 0) (om0
Grade I : Slight 2 : Moderate 3 : Marked 4 : Severe
<a?> d : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:bh/a#*l00

Significant difference ; * !

P =005

# P £ 0.01

Test of Chi Square

(HPT150)

BAIS4




STUDY NO. © 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrlCrljF344/DuCr i1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 26
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, &% & & ® ® & &% o @ & & o ® % W W
{Musculoskeletal system)
bone <50> <50> <50> <50>
osteosclerosis 5 0 0 0 9 0 0 0 4 g 0 0 4 0 0 0
(100 € 0) ( 0} ( 0) (1o oo (8 (o0 (0 (oo
{Budy cavities)
adipose <50> <50> <50> <60>
hemorrhage ¢ 0 0 0 0 1] 0 0 0 0 0 0 0 L 0 0
oo (0o (o0 (o0 (oo (00 o200
Grade 1 ¢ Slight 2 : Moderate 3 Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢t b/a*100
Significant difference ; * 1 P = 0.05 *k 1 P = 0,01 Test of Chi Square

(HPT150)

BATS4



APPENDIX M 5

HISTOPATHOLOGICAL FINDINGS -

NON-NEOPLASTIC LESIONS @ FEMALE

DEAD AND MORIBUND ANIMALS



STUDY NO. ¢ 0497 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCriCrljlF344/DuCrj] DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 11
Group Name Control 2500ppm 5000ppm 10000ppm
No. of Anima