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STUDY NO. : 0263
ANINAL * RAT F344
REPORT TYPE : A1 2

SEX ¢ MALE

CLINICAL OBSERVATION (SUMMARY)
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STUDY NO. : 0263
ANTHAL ¢ RAT F344
REPORT TYPE : A1 2

SEX ¢ MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE ¢ 2

Clinical sign Group Name

Administration Week—day

2-7
1

LOCOMOTOR MOVEMENT DECR Control
100 pem

200 ppm

400 ppm

800 ppm
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(HAN130)

BAIS3
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CLINICAL OBSERVATION (TWO-WEEK STUDY: SUMMARY)

RAT @ FEMALE



STUDY NO. : 0263 CLINICAL OBSERVATION (SUMMARY)
ANTHMAL ¢ RAT F344 ALL ANIMALS
REPORT TYPE : A1 2
SEX : FEMALE PAGE ¢ 3
Clinical sign Group Name Administration Week-day
0-0 1-1 1-2 1-3 1-4 1-5 -6 1-7 2-1 2-2 2-3 2-4 2-5 2-6
1 1 1 1 1 1 1 1 1 1 1 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 90 0 0 0 0 0 0 0 0 0 0 0 0
100 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
400 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 3 0 0 0 0 0 0 0 0 0 0

(11AN180)

BAIS3
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BODY WEIGHT CHANGES (TWO-WEEK STUDY:SUMMARY)

RAT : MALE



STUDY NO. : 0263 BODY WEIGHT CHANGES (SUMMARY)

ANTHAL o RAT F344 ALL ANIMALS
UNIT g
REPORT TYPE : Al 2
SEX : MALE PAGE ¢ 1
Group Name Administration week-day
0-0 1-1 1-7 2-7

Control 122+ 3 124+ 3 144+ 5 1684+ 9

100 ppm 1224 4 125+ 5 146+ 8 175+ 15

200 ppm 1234 3 126+ 3 149+ 6 176+ 13

400 ppm 122+ 4 122+% 4 142+ 6 165 8

800 ppm 1224 4 121+ 4 130+ Tk 147+ 10%x

1600 ppm 1224& 3 121+ 3 109+ Txx 109 13%x

Significant difference ; * 1 P Z0.05 x 1 P = 0,01 Test of Dunnett

(HAN260) BAIS3
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BODY WEIGHT CHANGES (TWO-WEEK STUDY: SUMMARY)
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STUDY NO. : 0263 BODY WEIGHT CHANGES (SUKMARY)

ANTHMAL ¢ RAT 17344 ALL ANIMALS
UNIT g
REPORT TYPE : A1 2
SEX : FEMALE PAGE ¢ 2
Group Name Administration week-day
0-0 1-1 1-7 2~7
Contral 101& 4 102% 4 112+ 5 1264 6
100 ppm 100k 4 102+ 3 114+ 4 127+ 4
200 ppm 100+ 3 101+ 3 111+ 3 123+ 3
400 ppm 100% 2 98t 3 107+ 4% 116+ Axx
800 ppm 100% 4 98+ 3 103 Ak 1104 Gxx
1600 ppm 99+ 3 97+ 4% 89+ Bk g4+ 3¥x
Significant difference ; * 1P = 0.05 > 1 P S 0,01 Test of Dunnett

(HAN2B0) BAIS3
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BODY WEIGHT CHANGES(TWO-WEEK STUDY:SUMMARY)

MOSUE : MALE



STUBY NO. : 0264 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT L g
REPORT TYPE + Al 2
SEX : MALE PAGE ¢+ 1
Group Name Administration week-day
0-0 1-1 1-7 2-7
Control 22.9+ 1.0 22.8%+ 0.9 24,0+ 1.0 25,1+ 1.3
100 ppm 22.8% 0.8 22.4% 1.0 23,4+ 0.9 24.6% 1.2
200 ppm 22.3% 1.0 22.2+ 0.7 23.4% 1.1 24,7+ 1.1
400 ppm 22.4%+ 1.0 22.2% 0.9 23,6+ 1.1 25,1+ 1.1
800 ppm 22,5+ 0.8 21.6% 0.8% 22.9% 1.1 24,0+ 1.1
1600 ppm 22.9%+ 1.0 21.6% 0.9 22.6+ 0.9% 23.3% 1.0%x
Sionificant difference : ¥ ! P = 0,05 PS5 0,01 Test of Dunnett
(11AN260)

BAIS3
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BODY WEIGHT CHANGES (TWO-WEEK STUDY: SUMMARY)

MOSUE: FEMALE



STUDY NO. : 0264 BODY WEIGHT CHANGES (SUMMARY)
ANTMAL 1 MOUSE BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : A1 2
SEX : FEMALE PAGE ¢ 2
Group Name Administration week-day.
0-0 -1 1-7 2-7
Control 17.9% 0.7 18.0% 1.0 18,74+ 1.1 20,4t 1.0
100 ppm 17.7+ 1.1 17.8% 0.8 18.6%f 1.0 20.0+ 0.8
200 ppm 17.8% 0.5 17,7 0.4 18,6 0.5 20.2+ 0.7
400 ppm 17.8% 0.8 17.8% 0.8 19.0+ 0.8 20.6% 1.3
800 ppm 18.1% 0.8 17.6+ 1.0 17.8+ 0.7 19.4+ 0.9
1600 ppm 18,0+ 0.9 16,6 1.0%x 18,2+ 1.1 18.8% 0.9%x
Significant difference ; ¥ I P = 0.0 ** 1 P = 0,01 Test of Dunnett
(HAN260)

BAIS3
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FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT : MALE



STUDY NO. & 0263
ANINAL : RAT F344
UNIT g
REPORT TYPE : AL 2
SEX @ MALE

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE ¢ 1
Group Name Administration week-day (effective)
1-7(7) 2-7(M)

Control 14.6% 0.6 14,8+ 0.7

100 ppm 14.4% 1.0 16,2+ 1.8

200 ppm 6.0+ 1.0 16,1 2.0

400 ppm 13,1 0.7x 14,2+ 0.7

800 ppm 11,84 0.5xx 12.5+ 0.8%

1600 ppm 6.7 1.1xx T7.2%  2.3%x
Significant difference ; ¥ 3P = 0.05 ** 1 P 5 0,01 Test of Dunnstt

(HAN260)

BAIS3
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FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

RAT : FEMALE



STUDY NO. : 0263
ANTMAL © RAT F344

FOOD CONSUMPTION CHANGES (SUMMARY)

©UNIT g
REPORT TYPE ¢ A1 2
SEX : FEMALE PAGE ;¢ 2
Group Nawme Administration week-day{effectiue)
1-7(7) 2-7(7)
Control 12.0+ 0.9 11.6%+ 0.8
100 ppm 11,8+ 0.3 11.8+ 0.5
200 ppm 1.5+ 0.5 11.9% 0.5
400 ppm 10,4+ 0.7% 9.9% 0.6%x
800 ppm 9.44  0.7*xx 9.3%  0.7%x
1600 pom 5.8+ 1.1xx 7.5% 0.9%x
Significant difference ; * 1 P £ 0.05 *x ¢ P = 0,01 Test of Dunnett

(HAN260)

BAIS3
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FOOD CONSUMPTION CHANGES (TWO-WEEK STUDY: SUMMARY)

MOSUE : MALE



STUDY NO. : 0264 FOOD  CONSUMPTION CHANGES (SUMMARY)

ANTMAL ¢ MOUSE BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : A1 2
SEX @ MALE PAGE ¢ 1
Group Name Administration week-day(effective)
1-7(7) 2-7(7)
Control 4.2+ 0.3 4,2+ 0.3
100 ppm 4.1+ 0.3 4.4+ 0.4
200 ppm 4.1+ 0.3 4.4 0.2
400 ppm 3.9+ 0.3 4,3+ 0,5
800 ppm 3.6 0.3%x 3.64 0.2%x
1600 ppm 3.56% 0.2%x 4.0+ 0.4
Significant difference * 1 P 5 0.05 *x 1 P S 0,01 Test of Dunnett

(11AN260) BAIS3
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FOOD CONSUMPTION CHANGES(TWO-WEEK STUDY: SUMMARY)
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STUDY NO. : 0264
ANINAL : MOUSE BDF1
UNIT g

REPORT TYPE : A1 2
SEX : FEMALE

FOOD CONSUMPTION CHANGES (SUMNMARY)

ALL ANIMALS

PAGE ¢ 2
Group Name Administration week-day(effectiue)
1=7(7) 2-7(7)

Control 3.5+ 0.4 3.8t 0.2

100 ppm 3.4+ 0.2 3.7 0.2

200 ppm 3.4+ 0.2 3.8 0.2

400 ppm 3.4+ 0.2 3.6 0.4

800 ppm 3.1E 0.2 3.4% 0.2%x

1600 ppm 2.9+ 0.3%x 3.6 0.3
Significant difference : x 1 P = 0.05 1 P = 0,01 Test of Dunnett

(I1AN260)

BAIS3
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HEMATOLOGY (TWO-WEEK STUDY: SUMMARY)

RAT : MALE



STUDY NO. : 0263

HEMATOLOGY (SUMMARY)

ANTHAL ¢ RAT F344 SURVIVAL ANIMALS ( 2)

SAMPLING DATE : 002-7

SEX ¢ MALE REPORT TYPE : Al PAGE ¢ 1

Group Name NO. of RED BLOOD CELL HENOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET

Animals 105/4 g/ de % fo PE g /d4 10%/12
Cantrol 5 7.68+ 0.33 4.1 0.8 41.6% 1.7 54,2+ 0.5 18,4+ 0.1 33.94 0.1 779+ 78
100 ppm 5 7.70+ 0.38 13.9% 0.6 41,6k 1.6 54,0k 0.7 18.1% 0.2 33.5% 0.2 946+ 69
200 ppm 5 7.63 0.33 13.8% 0.6 40,9+ 1.4 53.6% 0.5 18,14 0.2 33.8% 0.5 933+ 100
400 ppm 5 7.76+ 0,34 14,1+ 0.5 41.54& 1.7 53.6+% 0.6 18.2k 0.3 33.9% 0.6 821+ 85
800 ppm 5 8.24+ 0.38 14.9% 0.4 43,3% 1.6 52,6 0.6% 18.1% 0.3 34,4+ 0.5 883+ 54
1600 ppm 5 7.28%+F 0.94 13.1% 1.5 39.5+% 3.8 54,5+ 2.1 18.1+% 0.4 33.2% 0.8 882+ 652
Sionificant difference ;5 * ¢ P = 0,05 ¥ P S 0,01 Test of Dumnett

{1ICLO70)

BAIS 3



STUDY NO. : 0263
ANTMAL ¢ RAT F344
SAHPLING DATE : 002-7

HEMATOLOGY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of RETICULOCYTE PROTHROMBIN TIME APTT
Animals %o sec sec

Controtl 5 56+ 15 12.3% 0.2 18.1+ 0.4

100 pom 5 63+ 9 11.9% 0.2 18,1+ 0.9

200 ppm 5 59+ 13 1.9+ 0.2 18.8+ 0.3

400 ppm 5 54+ 8 12,3+ 0.3 18.1+ 0.5

800 ppm 5 47+ 10 14,3+ 0.7 18.4%+ 2.9

1600 ppm 5 83+ 19 12.7% 1.1 17.2+ 2.6

Significant difference ; * : P < 0.05 ** 1 P S 0.01 Test of Dunnett

(1ICLO70)

BAIS 3



STUDY NO. : 0263

ANTHAL * RAT F344

SAMPLING DATE : 002-7

SEX : MALE REPORT TYPE & Al

IEMATOLOGY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE ¢+ 3
Group Name NO. of WBC Differential WBC
Animals 103/12 N-BAND N-SEG EOSINO BASQ MONO LYMPHO OTHERS
Control 5 2,47+  0.86 0+ 1 24+ 11 1+ 1 0% 4+ 70+ 10 1+ 1
100 ppm 5 2,14+ 0.79 0t 0 24t 12 1+ 1 0+ 4+ 70+ 11 i+ 1
200 ppm 5 2.26 0.70 0t 0 21t 5 0t 1 0t 3+ 75+ 6 1+ 1
400 ppm 5 1.94+  0.30 04 0 19+ 4 0t 0 0t 3% 77% 5 1+ 2
800 ppm 5 2.3+ 1.18 1+ 1 31t 5 1+ 1 0 3% 64+ 6 0+ 0
1600 ppm 5 2,49+  0.80 0t 0 32+ 8 0t 0 0t 4% 62+ 7 2+ 1
Significant difference 1 * : P < 0.05 *x 1 P < 0,01 Test of Dummstt

(HCLO70)

BAIS3
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HEMATOLOGY (TWO-WEEK STUDY: SUMMARY)
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STUDY NO. : 0263

HEMATOLOGY (SUMMARY)

ANIMAL t RAT F344 SURVIVAL ANIMALS ( 2)
SAMPLING DATE : 002-7
SEX : FEMALE REPORT TYPE : Al PAGE ¢+ 4
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MOV HCH MCHC PLATELET
Animals 108/ u8 g/ dt % fo PEg g /dt 103/ 8
Controt 5 8.05+ 0.18 15.1% 0.7 43,5+ 1.0 54,04 0.4 18.7% 0.4 34,7 0.8 641+ 77
100 ppm 5 8.06+ 0.17 15.0% 0.3 43.44 1.2 53.8+ 0.6 18.6% 0.2 34.5% 0.3 749+ 140
200 ppm 5 8.13+ 0,07 15.0% 0.1 43,8+ 0.2 53.8% 0.3 18.6% 0.1 34,41 0.1 749+ 48
400 ppm 5 8.30  0.24 15.1% 0.5 44,0+ 1.3 53,0+ 0,3% 18.2% 0.2 3.4+ 0.4 7074 114
800 ppm 5 8,49+ 0,18 16,71 0.6 45,0+ 1.1 53.04& 0,2% 18.5% 0.4 34.9% 0.6 705% 61
1600 ppm 3 7.60+ 1.20 14,14 2.0 43,0 5.4 56.8% 4.1 18.5+ 0.5 32,7 1.4 714+ 569
Significant difference 5 * : P = 0.05 *x 1 P £ 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0263
ANIMAL ¢ RAT F344
SAMPLING DATE : 002-7

HEMATOLOGY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX : FEMALE REPORT TYPE : Al PAGE ¢ B
Group Name NO. of RETICULOCYTE PROTHROMBIN TIME APTT
Animals %o sec sec

Control 5 28+ 6 12.1% 0.3 16.9% 0.7

100 ppm 5 34 9 12,1+ 0.2 17.6% 0.2

200 ppm 5 41+ 10 12,04 0.1 17.5% 0.7

400 ppm 5 27+ 3 12.5% 0.1 18,1% 0.4%

800 ppm 5 27% 2 14.0+ 1.0% 19.24 0.9%x

1600 ppm 3 144+ 146% 12,04 0.3 16.4% 1.0

Significant difference 5 * : P < 0,05 ¥ 1 P = 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0263
ANIHAL * RAT F344
SAMPLING DATE : 002-7
SEX : FEMALE

REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE ¢+ 6
Graup Name NO. of WBC Differential WBC
Animals 10°/u2 N-BAND N-SEG EOSING BASO HONO LYMPHO OTHERS
Control 5 2.40%  1.11 0t 0 21t 3 2+ 1 0t 3% 73t 3 1%+ 1
100 ppm 5 3.25+ 1.49 0% 0 22+ 6 1+ 1 0t 4t 71k 2 1+ 2
200 ppm 5 2.41  0.87 0t 0 22+ 4 i+ 1 0k 3k 73+ 3 0t 1
400 ppm 5 1.55+ 0.52 0k 0 23% 9 1x 1 0t 3t 72t 8 1+ 1
800 ppm 5 .17+ 0.16 0t 1 30+ 5 1+ 1 0k 4t 64 6 i+ 1
1600 pom 3 2.16  0.99 [ 0 3BE i8 1+ 1 0t 6+ 51+ 13% 6t 4
Significant difference 5 * : P < 0.05 *» 1 P < 0,01 Test of Dunnett

(HCLO70)

BAIS3
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HEMATOLOGY (TWO-WEEK STUDY: SUMMARY)
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STUDY NO. : 0264
ANTHAL © HOUSE BDF!
SAMPLING DATE : 002-7

HEMATOLOGY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX + MALE REPORT TYPE : Al PAGE : 1
Growp Name NO. of RED BLOOD CELL HENOGLOBIN HEMATOCRIT MCY HCH HCHC PLATELET
Animals 108,/ g/de % fg PE g /df 103/

Controt 5 10.78+% 0.38 16.3% 0.4 51.51 2.4 47,7+ 0.7 15,1+ 0.2 31.6% 0.7 1183% 79

100 ppm 5 10.47+&  0.31 15,7% 0.5 49,5+ 1.5 47.3% 0.5 16,1k 0.2 31,8+ 0.5 1298+ 106

200 ppm 5 10.47+¢  0.32 16,8+ 0.3 49,3+ 2.2 47,1+ 1.0 15.0% 0.2 32,0+ 0.8 1324+ 99

400 ppm 5 10,54+ 0.32 5.8+ 0.6 49,56+ 2.0 46,9+ 0.7 15,0+ 0.1 32.0+ 0.3 1431 119

800 ppm 5 11.04+  0.54 16.7% 0.8 52.3% 3.2 47.4% 0.6 15,1+ 0.0 31,9+ 0.5 12714 84

1600 ppm 5 11,30+ 0.37 7.2+ 0.8 52.4+ 2.0 6.4+ 0.6 5.2+ 0.2 32.8+ 0.3 13754 69x

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

(HCLO70)

BAIS3



STUDY NO. © 0264
ANINAL : HOUSE BDF1
SAMPLING DATE : 002-7
SEX ¢ MALE

REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE ¢ 2
Group Name NO. of WBC Differential WBC
Animals 103/18 N-BAND N-SEG EOSINO BASO MONO LYNPHO OTHERS
Controt 5 2.18%  0.92 0% 1 10t 1 1+ 1 0 23 87k 1 ks 0
100 ppm 5 2.93+ 1.48 0t 1 9+ 2 I+ 1 0t 2% 87+ 2 0% 0
200 ppm 5 2.46%k 1,01 0+ 0 12+ 2 0k 1 0 2+ 861 2 0t 0
400 ppm 5 3.21  1.45 0t 1 15+ 5 2% 1 04 3+ 79+ 6* 1+ 1
800 ppm 5 3.37+ 1.71 0% 0 104 2 1+ 1 0t 1+ 86+ 2 0t 0
1600 ppm 5 3.9+ 1.19 0t 0 21k 19 1+ 1 0+ 3% 74+ 18 0t 0
Significant difference ; * : P = 0,05 ¥ 3 P < 0,01 Test of Dumnett

(1CLO70)

BAIS 3
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HEMATOLOGY (TWO-WEEK STUDY: SUMMARY)
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STUDY NO. : 0264

HENATOLOGY (SUMMARY)

ANIMAL  : MOUSE BDF1 SURVIVAL ANIMALS ( 2)

SAMPLING DATE : 002-7

SEX : FEMALE REPORT TYPE : Al PAGE : 3

Group Name NO. of RED BLOOD CELL HENOGLOBIN NEMATOCRIT Mev HCH HCHC PLATELET

Animals 108/118 g/ dR % fo pg g/ ds 103/

Control 5 10.131  0.57 15.6% 0.5 47.9% 3.0 7.3+ 1.1 15,4+ 0.8 32.7+ 1.8 9322k 61
100 ppm 5 10.52 0.6 15,8+ 0.7 49.4+ 2.1 46.9+ 0.9 15.0& 0.3 32,0+ 0.3 11744 T4xx
200 ppm 5 10.28+ .28 15.9+ 0.6 8.1+ 1.1 46,8+ 0.5 5.4+ 0.8 33.0% 1.4 1254+ 95k
400 ppm 5 10.25+  0.37 15.4+ 0.5 7.7+ 1.8 46,5+ 0.3 5.1+ 0.1 32.4+ 0.2 1283+ B5%*
800 pom 5 10,75+ 0,42 16.3 0.6 50.2+ 2.0 6.7+ 0.2 5.2+ 0.1 32.5& 0.3 12024 Ry
1600 ppm 5 10.86+ 0,37 16,8+ 0.9 50.1+ 1.8 6.2+ 1.0 5.5+ 0.5 33.5+ 1.4 1265+  113%x

Significant difference 7  * : P = 0,05 *»*x ! P £ 0,01

Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0264

HEMATOLOGY (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 2)
SAMPLING DATE : 002-7
SEX : FEMALE REPORT TYPE : Al PAGE ¢ 4
Group Name NO. of WBC Differential WBC (%)
Animals 103/p2 N-BAND N-SEG EOSINO BASO MONO LYNPHO OTHERS
Control 5 2.13x  0.78 04 1 9+ 2 1+ 1 0x 0 3t 86+ 2 0t 1]
100 ppm 5 3.17+  1.63 1+ 1 10+ 2 0t 1 0t 0 2%+ 87+ 2 0t 0
200 ppm 5 2.42%  1.24 0t 0 10 1 2% 1 0% 0 2% 86 2 0 0
400 ppm 5 3.06% 1.45 = 2 10k 1 2% 2 0t Q 24 85k 4 0L 0
800 ppm 5 4.10& 1.59 0% 0 11+ 3 21 1 0t 0 2+ 854 3 0t 0
1600 ppm 5 3.28% 0.32 1+ 1 27k 1lxx 2% 2 0% 0 3t 66+ 12% 1+ 1
Significant difference 5 * : P = 0.05 ** 1 P S 0.01 Test of Dunnett

(HCLO70)

BAIS3



APPENDIX A 5-1

BIOCHEMISTRY (TWO-WEEK STUDY: SUMMARY)

RAT : MALE



STUDY NO. : 02863
ANTHAL + RAT F344
SAMPLING DATE @ 003-1

BIOCHENISTRY (SUMMARY)
SURVIVAL ANTMALS ( 2)

SEX : MALE REPORT TYPE : Al PAGE ¢ 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL PHOSPHOLIPID
Mnimats g./de g/ de ng./ 44 mg./ d4 ng./ df ng./de
Controt 5 59+ 0.1 3.6+ 0.1 1, 0.0 0.23+ 0,02 190+ 8 58+ 3 120+ 3
100 ppm 5 6.1k 0.1 3.7+ 0.1 1.5% 0.0 0,26+ 0,02 1904 7 72k 4 145+ 8
200 ppm 5 6.1% 0.1 3.7k 0.1 1.5% 0.0 0,27+ 0,04 186k 7 75x 3 148% i1
400 pem 5 6.0k 0.2 3.6% 0.2 1.6% 0.1 0.284¢ 0,03 178 b¥ 82+ 4% 162+ 6%
800 ppm 5 6.1k 0.1 3.7+ 0.1 1.6k 0,1 0,34+ 0.08 1621 5¥x 92k 4xx 147+ 3
1600 ppm 5 6.1% 0.8 3.7+ 0.5 1.5% 0.0 0.684+  0,30%x 166+ Bxx 129+ 21%x 255+ 16%%
Significant defference i+ *: P = 0,05 ** 1 P = 0,01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0263
ANTHAL : RAT F344
SAMPLING DATE : 003-1
SEX : HALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE ¢ 2
Group Nams NO, of GOT GPT LDH G-GTP CPK UREA NITROGEN CREATININE
Animals 1/ 1U/8 1U/8 IU/8 1U/¢8 ng./ de mg. d2

Control 5 59+ 4 21+ 2 177+ 29 0k 1 154+ 27 4.2+ 2.3 0.4+ 0.1

100 ppm 5 66+ 10 25+ 5 172+ 14 I+ 1 139+ 7 14.8% 2.9 0.3 0.1

200 pom 5 62+ 10 26+ 5 168+ 32 0k 1 128+ 15 18.4% 0.9 0.4+ 0.1

400 ppm 5 64+ 8 26+ 4 176+ 34 1+ 1 134+ 17 14,0+ 3.6 0.4t 0.0

800 ppm 5 188+ 83% 170+ 107#x 266+ 73 1+ 0 162+ 32 18,3t 2.9 0.3 0.1

1600 ppm 5 452+ 290%x 232+ 131%x 469+ 605 16+ 10%= 150+ 38 15,74 4,1 0.3k 0.1
Significant defference 1 * : P = 0.05 ¥ P 5 0.01 Test of Dunnett

(HicLo74)

BAIS3



STUDY NO. : 0263
ANIMAL * RAT F344
SAMPLING DATE : 003-1

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX : MALE REPORT TYPE : Al PAGE ¢+ 3
Group Name NO. of SODIUM POTASSIUY CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mEq,/ 0 mEq/ 9 mEq/ 0 ng./ <2 ng./ df

Controt 5 141t 1 4.1+ 0.3 1064 1 10.8:+ 0.3 7.5% 1.6

100 ppm 5 142+ 1 4.3% 0.2 105+ 2 10.7+ 0.5 7.5% 1.4

200 ppm 5 142k 2 4,2+ 0.2 106% 1 10.7% 0.5 7.9+% 1.3

400 ppm 5 141+ 1 4,4+ 0.1 106k 1 10,94 0.3 7.1+ 1.2

800 ppm 5 140E 1 4.6k 0,2% 106+ 2 10,4+ 0.4 8.1% 1.4

1600 ppm 5 143+ 1% 4.6k 0,2% 107+L 3 11,1+ 0.4 6.5+ 1.4

Significant defference ; % : P < 0.05 xx 1 PS5 0,01 Test of Dunnett

(HCLO74)

BAIS3



APPENDIX A 5-2

BIOCHEMISTRY (TWO-WEEK STUDY: SUMMARY)

RAT : FEMALE



STUDY NO. : 0263
ANTHAL ¢ RAT ¥344
SAMPLING DATE @ 003-1

SEX : FEMALE REPORT TYPE : Al

BIOCHENISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUKIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL PHOSPHOLIPID
Mimals g,/de g/ df mg,/ d¢ mg,/ de mg,/d mg,/ d4
Control 5 5.8% 0.1 3.5% 0.1 1,64 0.1 0,36 0.05 192+ 7 71t 4 137+ 8
100 pom 5 5.8% 0.1 3.5k 0.1 1.5% 0.1 0.36%+ 0.09 188 6 93+ 3 1684 Txx
200 ppm 5 5.9+ 0.1 3.64% 0.1 1.6% 0.1 0,37+ 0,11 1844 10 984 8 171+ 12%x
100 ppm 5 5.7+ 0.1 3.4% 0.1 1.5k 0.1 0.60+ 0,17 166k 14%x 100 7 165+ 13%x
800 ppm 5 5.9% 0.2 3.6% 0.1 1.6+ 0.1 0,62+ 0,37 171% Tk 120+ 3xx 187+% T¥x
1600 ppm 3 6.1% 0.7 3.7 0.5 1.6% 0.1 0.58+ 0,13 183+ Jxx 128+ 15%x 248+ 23%x
Significant defference 1+ * ¢ P = 0.05 *x ! P = 0,01 Test of Dunnett
(HCLO74)

BAIS 3



STUDY NO, : 0283
ANINAL ¢ RAT F344
SAMPLING DATE : 003-1

BIQCHEMISTRY (SUMMARY)
SURVIVAL ANINALS ( 2)

SEX @ FENALE REPORT TYPE : Al PAGE: 5
Group Name NO, of GOT GPT LDt G-GTP CPK UREA NITROGEN CREATININE
Animals Iu/9 1U/8 IU/¢ 1U/¢ 1U/9 ng/ < mg,/ <2

Controt 5 60 3 20t 2 227+ 42 1+ 0 139+ 22 5.8+ 3.4 0.4+ 0

160 ppm 5 59+ 4 21+ 2 2256+ 29 i+ 1 11.12:t g 15,9+ 2.2 0.3 0

200 ppm 5 62 4 24% 2 248+ 59 1+ 1 1414 16 14.9% 2.8 0.4+ 0

400 ppm 5 65% 5 25% 3 261+ 68 1z 1 143+ 27 14,6+ 4.4 0.4 0

800 ppm 5 . 13t 95 xx 101+ OB** 309+ 89 2% 1 144+ 17 19,6+ 5.8 0.4t 0

1600 ppm 3 167k 140 79% 72% 233+ 77 4% g 144+ 28 15,6+ 4.3 0.4t 0

Significant defference i * : P = 0.05 ¥ 1 P = 0,01 Test of Dumnett

(HCLO74)

BAIS3



STUDY NO. : 0263
ANTHAL ¢ RAT F344
SAMPLING DATE : 003-1

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX : FENALE REPORT TYPE : M PAGE : 8
Group Name NO, of SODIUH POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mEq,/ ¢ mEq,/ § mEq,/ § ng./ df ng/ d2
Controtl 5 141+ 3.8% 0.3 108+ 1 10,5+ 0.4 6,1% 1.1
100 ppm 5 142+ 4.0% 0.3 1094 1 10.5+% 0.4 6.8+ 1.1
200 ppm 5 142+& 3.7+ 0.4 109+ 1 10.6% 0.4 6.5% 1.0
400 ppm 5 141+ 4.1+ 0.2 108+ 1 10.2% 0.2 6,6+ 1.4
800 ppm 5 142+ 4.0% 0.2 108+ 1 10.4% 0.3 7.4% 1.0
1600 ppm 3 141 4.3% 0.3 108+ 4 11.5%¢ 0. 7%x 6.2+ 0.2
Significant defference 5 * : P = 0.05 x* 3PS 0.01 Test of Dunnett

(HCLO74)

BAIS 3



APPENDIX A 5-3

BIOCHEMISTRY (TWO-WEEK STUDY: SUMMARY)

MOUSE: MALE



STUDY NO. : 0284
ANTHAL : MOUSE BDF1
SAMPLING DATE : 003-1

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX @ MALE REPORT TYPE : Al PAGE ¢ 1
Group Name NO. of TOTAL PROTEIN ALBUNIN A/G RATIO T-BILIRUBIN GLUGOSE T-CHOLESTEROL GOT
Animals g/ d8 g //d8 g/ de ng./de ng/d2 1U/8

Controtl 5 5.3% 0.2 2.9 0.2 1.2t 0.1 0.31+ 0.04 311+ 26 88+ 10 35k 3

100 ppm 5 5.1% 0.3 2.8% 0.2 1.3+ 0.1 0.28% 0.08 306 g 854 13 364 3

200 pem 5 5.0% 0.2 2.9+ 0.1 1.4% 0.1 0,31+ 0.05 309k 18 89t 6 33+ 2

400 ppm 5 5.4% 0.3 3.0+ 0.1 1.3% 0.0 0.34x 0.08 a7+ 17 103+ 8 39+ 6

800 ppm 5 5.3 0.3 3.0+ 0.2 1.3+ 0.0 0,40+ 0,17 303+ 22 89+ v 10 42k 10

1600 pom 5 5.4+ 0.2 3.2+ 0.1x 1.5 0. 1% 0.42+ 0,16 201+ 156 108+ Bx 246+ 348x

Significant defference ; % : P = 0.05 ** 1 P = 0.01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0264
ANTHAL + HOUSE BDF1
SANPLING DATE : 003-1
SEX : NALE

REPORT TYPE : Al

BIOCHENISTRY (SUMNARY)
SURVIVAL ANIMALS ( 2)

PAGE ¢ 2
Group Name NO. of GPT Ll CPK UREA NITROGEN SODIUN POTASSTUM CHLORIDE
Animals 1U/8 1U/¢ 1U/¢ ng/d2 mEq/ ¢ mEq,/ 0 mEq,/ 9
Control 5 16+ 2 236+ 50 150+ 133 20.6+ 4.2 151+ 4.8% 0.7 1194
100 ppm 5 20t 4 230 & 52 126+ 81 23.2+ 4.9 150+ 4.5+ 0.7 118+
200 ppm 5 19+ 2 197+ 19 86+ 23 207+ 3.2 150% 4.4% 0.4 121k
400 ppm 5 26+ 5 280k 148 %= 24 23.0% 2.8 1524 4,8% 0.5 121+
800 ppm 5 23+ 5 381k 270 2024 219 21.5% 4.5 150+ 5.6% 1.0 116+
1600 ppm 9 367+ 585+ 1479+ 2493 114+ 102 19,1+ 3.3 150+ 5.0% 0.6 117+
Significant defference : * : P < 0.05 ** 1 P = 0,01 Test of Dunnett

(HCLOT4)

BAIS3



STUDY NO. : 0264

ANTHAL : HOUSE BDF1

SAHPLING DATE : 003-1

SEX : MALE REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE: 3
Group Name NO. of GALCIUH INORGANIC PHOSPHORUS
Animals ng/ d¢ mg/ d4
Control 5 9.4% 0.5 8.7+ 1.1
100 ppm 5 9.2+ 0.2 8.1% 1.0
200 pom 5 9.6t 0.5 6.8+ 2.1
400 ppm 5 10.2+ 0.5% 7.2k 1.4
800 ppm 5 9.8% 0.2 7.8+ 2.0
1600 ppm 5 10,04 0.3 8.7k 0.7
Significant defference 5 * : P < 0.05 #* ;P = 0,01 Test of Dunnett

(HCLO74)

BAIS3



APPENDIX A 5-4

BIOCHEMISTRY (TWO-WEEK STUDY: SUMMARY)

MOUSE: FEMALE



STUDY NO. : 0264
ANIMAL ¢ MOUSE BDF1
SAHPLING DATE @ 003-~1
SEX : FEWALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

PAGE : 4
Group Name N0. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUGOSE T-CHOLESTEROL GOT
Animals g./d2 g/ de mg./ df mg/ d2 mg,/ de 1U/8
Control 5 5.1k 0.2 3.2+ 0.2 1.6% 0.1 0.32+ 0,04 284+ 19 78+ 7 46 3
100 ppm 5 5,14 0.3 3.1+ 0.2 1.5k 0.0 0.41%  0.15 293+ 20 96+ Bxx 453 4
200 ppm 5 5.3+ 0.3 3.2+ 0.2 1.6+ 0.1 0.374&  0.07 201+ 15 97+ Gxx 45+ 5
400 ppm 5 5,24 0.2 3.1k 0.1 1.6k 0.1 0.34+  0.03 2644 13 9t Txx 42+ 5
800 ppm 5 5.1+ 0.1 3.2% 0.0 1.6 0.1 0.27+  0.11 287+ 30 85 6 48k 5
1600 ppm 5 5.6+ 0.3 3.6% 0.2% 1.7 0.1 0.52+ 0.26 231+ 28%x 1284 Oxx 3452+ 3478
Significant defference 5 ¥ : P = 0.05 #* ! P = 0.01 Test of Dumett

(licLo74)

BAIS 3



STUDY NO. : 0264
ANITHAL : HOUSE BDF1
SAMPLING DATE : 003-1

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX : FEMALE REPORT TYPE : Al PAGE ¢+ 5
Group Name NO. of GPT LDH CPK UREA NITROGEN SODIUM POTASSIUNM CHLORIDE
Animals 1U/8 I1U/8 1u/9 mg./ d4 mEq,/ § mEq/ 0 mEq/ ¢
Control 5 22+ 4 277+ 33 94+ 32 18.2% 1.5 149+ 1 5.0+ 0.6 117+
100 ppm 5 22+t 3 281+ 80 89+ 28 18,3+ 1.1 150+ 2 4.8% 0.8 121k
200 ppm 5 25k 3 2421 45 83+ 40 18.0% 0.9 149+ 2 4.8% 0.7 120+
400 ppm 5 26k 6 197 20 81+ 156 19.8%+ 3.8 1504+ 2 4.8+ 0.4 122+
800 ppm 5 33+ 7 273+ 41 122+ 71 16.4: 2.6 150+ 2 5.0+ 0.5 1194+
1600 ppm 5 4627+  4361xx 15682+ 17575 142+£ 43 20.0+ 3.8 149% 1 5.2+ 0.8 1134

Significant defference

* 1P S 0.05

% ¢ P £ 0,01

Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0264 BIOCHENISTRY (SUNMARY)

ANTHMAL + MOUSE BDF1 SURVIVAL ANTHALS ( 2)
SAMPLING DATE : 003-1
SEX : FEMALE REPORT TYPE : Al PAGE: 6
Group Name NO. of CALCIUM INORGANIC PHOSPHORUS
Animals mg,/ d2 mg./ d4
Control 5 9.2+ 0.3 7.6+ 1.7
100 ppm 5 9.7+ 0.5 8.2+ 2.0
200 ppm 5 9.8+ 0.4 8.4+ 1.3
400 ppm 5 10.0% 0.5 6.7t 1.2
800 ppm 5 9.4+ 0.3 6.8% 1.9
1600 pom 5 8.64 0.5 9.1t 1.2
Significant defference 1 * ! P < 0.05 ¥x : P 50,01 Test of Dumnett

(CLO74) BAIS3



APPENDIX A 6-1

GROSS FINDINGS (TWO-WEEK STUDY: SUMMARY)

RAT : MALE : SACRIFICED ANIMALS



STUDY NO. @ 0283 GROSS FINDINGS (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Cantrol 100 ppm 200 ppm 400 ppm

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

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

Liver red zone 0 (0 0 (0 0 (0 0 (0
herniation (10 0 (0 0 (0 0 (O
accentuation of lobular structure 0 (0 0o (0 o (0 0 (0

(1IPT080)

BAIS3



STUBY NO. : 0263 GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2

Group Name 800 ppm 1600 pom

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

thymus atrophic o (0 ( 86)

Liver red zone 0 (0 ( 43)
herniation 0 (0 (0
accentuation of tobular structure 0 (0 ( 86)

{HPT080)

BAIS3



APPENDIX A 6-2

GROSS FINDINGS (TWO-WEEK STUDY: SUMMARY)

RAT : FEMALE : SACRIFICED ANIMALS



STUDY NO. @ 0283 GROSS FINDINGS (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 3

Group Name Control 100 ppm 200 ppm 400 ppm

Organ Findings NO, aof Animals 10 (%) 10 (%) 10 (%) 10 (%)

thymus atraphic 0 (0 0 (0 0 (0 0 (0

Liver red zone 0 (0 0 (0 0 (0 0 ( 0)
herniation o (0 0 (0 1 (10 1 (10)
accentuation of lobular structure 0 (0 0 ( 0 0 (0 0 (0

(1IPTO80) BAIS 3



STUDY NO. : 0263 GROSS FINDINGS (SUMMARY)

ANTHAL v RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 4

Graup Name 800 ppm 1600 ppm

Organ Findings NO. of Animals 10 (%) 3 (%)

thymus atrophic 0 { 0 3 (100)

Liver red zone 0 (0 2 (87
herniation o (0 0 (0
accentuation of lobular structure 0 (0 3 (100)

(HPT080)

BAIS3



APPENDIX A 6-3

GROSS FINDINGS (TWO-WEEK STUDY: SUMMARY)

RAT: MALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0263 GROSS FINDINGS (SUMMARY)

ANTNAL ¢ RAT FF344 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 1

Group Name Control 100 ppm 200 ppm 400 ppm

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

Liver red zone - { " () - () (]
accentuation of lobular structure - () [ - (9 (-

testis red - (- () - { ) (G

(1IPT080)

BAIS 3



STUDY NO. : 0263 GROSS FINDINGS {(SUMMARY)
ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name 800 ppm 1600 ppm
Organ Findings N0. of Animals 0 (%) 3 (%)
Liver red zone - (9 3 (100)
accentuation of lobular structure - (= 3 (100)
testis red - () 2 (87)
(HPT080)

BAIS3



APPENDIX A 6-4

GROSS FINDINGS (TWO-WEEK STUDY: SUMMARY)

RAT: FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO. & 0263 GROSS FINDINGS (SUMMARY)

ANTHAL + RAT F344 DEAD AND MORIBUND ANINALS (0- 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 3

Group Name Contral 100 ppm 200 ppm 400 ppm

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

tung red zone - (") - (=), - (=) - ()

Liver red zone - () - (= - () - (=
accentuation of lobulsr structure - (") - (- - (9 - ()

abdominal ¢ hemorrhage - (=) - (= - () - { )
ascites - (= - (") - (" - (=)

thoracic ca pleural fluid - (- - (9 - (- - (=

(IIPTO8D)

BAIS3



STUDY NO. ¢ 0263 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ RAT 344 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX v FEMALE PAGE ¢ 4

Group Name 800 ppm 1600 ppm

Organ Findings NO. of Animals 0 (%) 7 (%)

tung red zone - (=) 3 (43)

Liver red zone - (9 6 (88)
accentuation of lobular structure - () 5 (71)

abdominal ¢ hemorrhage - (= 2 (29
ascites - () 2 (29

thoracic ca pleural fluid = (=) 3 (43)

(HPTO080)

BAIS3



APPENDIX A 6-5

GROSS FINDINGS (TWO-WEEK STUDY: SUMMARY)

MOUSE: MALE : SACRIFICED ANIMALS



STUDY NO.  : 0264 GROSS FINDINGS (SUMMARY)

ANTHMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 1
Group Name Control 100 ppm 200 ppm 400 ppm

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

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

kidney hydranephrosis ¢ (0 0 (0 0 (0 2 (20

(1IPT080)

BAIS3



STUDY NO.
ANTHAL

¢ 0264
+ HOUSE BDF1

GROSS FINDINGS (SUMMARY)
SACRIFICED ANIMALS { 2W)

REPORT TYPE : Al

SEX + MALE PAGE ¢ 2
Group Name 800 ppm 1600 ppm

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

spleen black zone 1 (10 1 (10)

kidney hydronephrosis 0 (0 0 (0

(1IPT080)

BAIS3






STUDY NO. : 0263
ANTMAL ¢ RAT F344
REPORT TYPE : Al

ORGAN WEIGHT: ABSOLUTE (SUMNARY)
SURVIVAL ANIALS ( 2)

SEX @ MALE

UNIT: g PAGE ¢}

Group Name NO. of Bady Weight THYHUS ADRENALS TESTES HEART LUNGS

Animals
Contrel 5 173+ 9 0.319%  0.046 0.034% 0,005 2,007+ 0,215 0.646E 0,036 0,736t  0.041
100 ppm 5 177+ 13 0.309+ 0.042 0,033+  0.004 2.138+t  0.213 0.648+  0.036 0.763%f 0,038
200 pom 5 174 14 0,314 0.033 0,031+  0.005 2,028+ 0,304 0.636%  0.047 0.732+  0.064
400 ppm 5 168+ 7 0.284+ 0.029 0.040% 0,009 2.148%+ 0,211 0.630+  0.010 0,748+ 0,054
800 ppm 5 149+ 11 0.234%+  0.040% 0.036t  0.005 1.963+  0.199 0.5611  0,043%x 0.699+ 0.065
1600 ppm 5 110E  13%x 0.064% 0,059 0.037& 0,010 1.438% 0,377+ 0.475%  0,020%x 0.637+ 0,044
Significant difference ¥ P = 0.05 ** ! P S 0,01 Test of Dunnett
(HCLOA0)

BAIS3



STUDY NO. : 0263

ORGAN WEIGHT: ABSOLUTE (SUMMARY)

ANTMAL : RAT F344 SURVIVAL ANIMALS ( 2)
REPORT TYPE : Al
SEX @ MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Controt 5 1,247 0.075 0.376&  0.049 6,788+  0.748 1,645+  0.076
100 ppm 5 1.311&  0.09% 0.380% 0,042 7.842+  0.801 1.672% 0,039
200 ppm 5 1,306  0.035 0.393%  0.048 7.777£  0.936 1.695+  0.093
400 ppm 5 1,335 0.079 0.371%+  0.022 7.363%  0.837 1.640%+ 0,112
800 ppm 5 1,237+  0.115 0.343  0.038 6.364%  0.659 1.619%  0.070
1600 ppm 5 1,242+  0.085 0.289+  0,027xx 7.842%  0.483 1,547+ 0.043
Significant difference ; * ! P = 0.05 . P £ 0.01 Test of Dunnett

(HCL040)

BAIS3






STUDY NO. : 0263
ANTHMAL © RAT F344
REPORT TYPE @ Al
SEX : FEMALE

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 2)

UNIT: g PAGE 3+ 3
Group Name NO. of Body Weight THYNUS ADRENALS OVARIES HEART LUNGS
Animals

Cantrotl 5 124+ 3 0.267+  0.042 0,041+ 0,008 0,058+  0.008 0.481+ 0,025 0,58+ 0,046

100 ppm 5 129% 4 0,278+t  0.022 0.044+  0.005 0.061+  0.010 0.516% 0,012 0.621% 0.034

200 ppm 5 123+ 4 0.256+ 0.024 0.041f  0.006 0.062% 0,010 0,506+  0.032 0.5844  0.049

400 ppm 5 114k Ax 0.235+  0.017 0.039%  0.010 0,068+  0.009 0.460f 0.025 0,661+ 0,081

800 ppm 5 113 Bxx 0.212&  0,028% 0,038+  0.005 0.0471%  0.009 0.464% 0,040 0.568+  0.036

1600 ppm 3 94t 3xx 0.044%  0.010%x 0.036+  0.003 0.048+  0.003 0;418:1: 0,025% 0.621+ 0,034

Stonificant difference ; t P = 0.05 *¥ ! P = 0,01 Test of Dumnett

(lICLO40)

BAIS3



STUDY NO. @ 0263
ANTHAL ¢ RAT F344
REPORT TYPE : A1

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANINALS ( 2)

SEX : FEMALE

UNIT: g PAGE : 4

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals
Cantrol 5 0.932+  0.038 0.267+  0.015 4,453+ 0,427 1.627+  0.088
100 ppm 5 1,019 0.029« 0,282+ 0,011 5,122+ 0.159 1.5574+ 0,048
200 ppm 5 0.986+  0.051 0.279+ 0.016 4,810t 0,225 1.6514  0.069
400 ppm 5 0.945%  0.062 0.266+ 0.019 4,266+ 0.338 1.543+  0.072
800 ppm 5 0.9504+  0.039 0,268+ 0,009 4,483+  0.265 1,837+ 0,034
1600 ppm 3 1.007+  0.013 0.230+  0.027x 5,947+ 1.338 1.471+  0.105
Significant difference ; * 1 P = 0.0 *x 1 P S 0,01 Test of Dunnett
(HGLO40)

BAIS3



APPENDIX A 7-3

ORGAN WEIGHT (TWO-WEEK STUDY: SUMMARY),ABSOLUTE

MOUSE: MALE



STUDY NO. : 0264

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANINAL ¢ HOUSE BDF1 SURVIVAL ANIMALS ( 2)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE ¢ 1
Graup Name NO. of Body Weight THYNUS ADRENALS TESTES HEART LUNGS
Animals
Control 5 24.3+ 1.3 0.061+  0.010 0,011+ 0.001 0,177+ 0,018 0,116  0.012 0.138+  0.010
160 pom 5 24,9 1.3 0.043% 0,011 0.009%  0.002 0,171+ 0,023 0,125+  0.021 0,142+ 0,007
200 ppm 5 24,7 1.1 0.044+  0.006 0.008%  0.002 0.177%  0.011 0.116%  0.007 0,138+t  0.010
400 ppm 5 24.8%+ 0.7 0,039+ 0,008 0.010+ 0,002 0,167+ 0,035 0,118+ 0,014 0.136t 0.014
800 ppm 5 23.7% 0.7 0.038%  0.007 0.008%  0.002 0.175%t  0.018 0.111%+ 0,015 0,140+ 0.020
1600 ppm 5 23.0+ 0.7 0,026t 0,009 0.008+  0.002 0.158%  0.013 0,108+  0.005 0,185+  0.009
Significant difference ; ¥ P = 0.05 ¥ P = 0,01 Test of Dunnett

(HCLO40)

BAIS3



STUDY NO. @ 0264 ORGAN WEIGHT: ABSOLUTE (SUMMARY)
ANTMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 2)
REPORT TYPE : A}
SEX : MALE
UNIT: g PAGE ¢ 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 5 0.362+ 0,027 0.047£  0.006 1.278+% 0,057 0.424+  0.008
100 ppm 5 0.398+ 0.041 0.043Lf 0.006 1.422+  0.159 0.418%  0.013
200 ppm 5 0.390+ 0.03% 0.0454%  0.007 1.470+  0.149 0.4384% 0,008
400 ppm 5 0.398+  0.047 0,048+  0.007 1.628%  0.160%x 0.426+ 0.015
800 ppm 5 0.383%  0.028 0,046+  0.009 1.375+  0.121 0.420%& 0,017
1600 ppm 5 0.374%  0.018 0.039%&  0.008 1,478+  0.062 0.416% 0,011
Significant difference ; *x P = 0.05 w1 P = 0.01 Test of Dunnett
(HCL040)

BAIS3



APPENDIX A 7-4

ORGAN WEIGHT (TWO-WEEK STUDY: SUMMARY),ABSOLUTE

MOUSE: FEMALE



STUDY NO. : 0264
ANTHAL : HOUSE BDF1
REPORT TYPE @ Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANINALS ( 2)

SEX * FEMALE
UNIT: g PAGE ¢+ 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals
Cantrol 5 20.0x 0.9 0.064+  0.006 0,010+  0.003 0.017+  0.004 0,083+ 0,008 0.,1254  0.008
100 ppm 5 19.7+ 0.5 0,063+ 0,011 0.009:  0.002 0,013+ 0.005 0,083+ 0.004 0,128+  0.009
200 ppm 5 20,0+ 0.8 0,055+  0.007 0.011+ 0,003 0,015+  0.004 0,094+ 0,004 0,122+  0.008
400 ppm 5 20.84¢ 1.0 0.058+  0.005 0,010+ 0,002 0.014% 0,008 0.101+ 0,008 0,133+ 0.014
800 ppm 5 19.6+ 0.8 0.057+  0.007 0.009+ 0,002 0.014+  0.001 0.086x  0.007 0,183+ 0.020
1600 ppm 5 18.7% 0.9% 0.030%  0.004xx 0,009+ 0,003 0.014%+ 0,004 0.091 0,010 0,146+  0.013
Significant difference : x 1 P = 0,05 ¥ ! P S 0,01 Test of Dunnett

(HCL040)

BAIS3



STUBY NO. : 0264

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANTHAL : MOUSE BDF1 SURVIVAL ANTMALS ( 2)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE ¢ 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 5 0.254+  0.008 0.061+  0.004 1,011+  0.105 0.413% 0,023
100 ppm 5 0,248+ 0.012 0.049+ 0,005 1.067+  0.055 0.405Ef 0,020
200 ppm 5 0.246+ 0.014 0,047+  0.007 1.1664  0.112 0.408+  0.016
400 ppm 5 0.271+  0.012 0,053t  0.005 1.273%  0,095xx 0.414% 0.014
800 ppm 5 0.261+  0.021 0.0504 0,008 1.1464  0.109 0.4364  0.021
1600 ppm 5 0.264%+ 0.019 0.063t 0.013 1.2824+  0.141%x 0.399+ 0,015
Significant difference 3 * P = 0,05 *»*x 1 P £ 0,01 Test of Dunnett

(HCLO40)

BAIS3



APPENDIX A 8-1

ORGAN WEIGHT (TWO-WEEK STUDY: SUMMARY),RELATIVE

RAT: MALE



STUDY NO. : 0263 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIHAL ¢ RAT F344 SURVIVAL ANIMALS ( 2)
REPORT TYPE : Al
SEX + HALE
UNIT: %  PAGE ¢+ 1
Group Name NO. of Body Weight THYHUS ADRENALS TESTES HEART LUNGS
Animats (g)
Control 5 173+ 9 0.184+ 0.024 0,020+ 0,002 1.180%& 0.096 0.374% 0.016 0.427+ 0.021
100 ppm 5 177 13 0.174+ 0.016 0.019% 0.002 1.2084 0,109 0,367+ 0,014 0.432+ 0.015
200 ppm 5 174+ 14 0.181% 0.018 0.018% 0.003 1.159+ 0,100 0,365+ 0,013 0,420+ 0.023
400 ppm 5 168+ 7 0.170% 0.021 0,024+ 0.005 1.280% 0.088 0,377+ 0.010 0.446+ 0.029
800 ppm 5 149+ 11 0.156% 0.019 0,024+ 0.002 1.305+ 0,053 0.376% 0.018 0.467% 0,010
1600 ppm 5 110+ 13%x 0.0541% 0.043%x 0.035:t 0,013 1,2974 0,220 0.437+ 0.052 0.585+ 0.042%x
Significant difference ; ¥ ! P = 0.0b ¥ 1 P = 0,01 Test of Dunnett

(1CL042) BAIS 3



STUDY NO. : 0263
ANTHAL © RAT F344
REPORT TYPE @ Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS ( 2)

SEX : MALE
UNIT: % PAGE ¢+ 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 5 0,721% 0,013 0.217% 0.018 3.919+% 0.241 0.953+ 0,039
100 ppm 5 0.741% 0.026 0.214% 0,008 4.424+% 0.161 0.948+ 0,064
200 ppm 5 0.753k 0.045 0,225+ 0.013 4,452+ 0,199« 0.921:+ 0,098
400 ppm 5 0.797+ 0.042 0.221% 0,008 4.387% 0.206 0.979+ 0,068
800 ppm 5 0.827+ 0,023« 0.229% 0,011 4,245+ 0,145 1.0874 0.063
1600 ppm 5 1.1524 0,201« 0.2641 0.019%x 7.2624 1.194xx 1.428% 0.181%x
Significant difference ; ¥ 1P s 0.05 ¥ 1 P = 0,01 Test of Dunnett

(1ICL042)

BAIS3



APPENDIX A 8-2

ORGAN WEIGHT (TWO-WEEK STUDY: SUMMARY),RELATIVE

RAT: FEMALE



STUDY NO. : 0263
ANTHAL © RAT F344
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANINALS ( 2)

SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight THYNUS ADRENALS OVARIES HEART LUNGS
Animals (g)
Control 5 124+ 3 0.216+ 0,032 0.033% 0.008 0.047% 0,006 0,389+ 0.023 0.481% 0.036
100 ppm 5 1294 4 0.217X 0.018 0.034% 0,005 0.048+ 0,007 0.401% 0,011 0.483% 0.025
200 ppm 5 123+ 4 0.209% 0.019 0.034% 0.005 0.051% 0.009 0,412+ 0.028 0.484% 0.026
400 ppm 5 114% 4xx 0.207% 0.017 0.034% 0.008 0.051 % 0.010 0,404+ 0.022 0.484+ 0.042
800 ppm 5 113+ Bxx 0.188% 0,019 0.034% 0.006 0.041% 0,008 0.412x 0.026 0.505k 0,028
1600 ppm 3 g4+ Sk 0.0474 0,011%x 0.038+ 0.004 0.0524 0.005 0.445% 0.027 0.661% 0.057*x
Significant difference ; * 1 P =0.05 ¥* P = 0.01 Test of Dupnett

(NICL042)

BAIS3



STUDY NO. : 0263
ANTHAL * RAT F344
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS { 2)

SEX : FEMALE
UNIT: % PAGE ¢+ 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 5 0.754% 0.013 0.216: 0.008 3.597% 0,267 1,236% 0.076
100 ppm b3 0.793% 0.033 0.218+ 0.004 3.984% 0.096 1.213% 0.074
200 ppm 5 0.804% 0.033 0.228+ 0.008 3.926% 0,196 1.2654 0.035
400 ppm 5 0.831% 0.043%x 0.233% 0,013 3.744+ 0.184 1.3561+ 0,031
800 ppm 5 0.844% 0.021%x 0.229-+ 0.008 3.981+ 0.098 1.368% 0,088+
1600 ppm 3 1,072+ 0.026%x 0.2461+ 0,036 6.3181% 1.319%x 1.567+ 0.149%x
Significant difference 3 *x 1 P = 0.0 *x 3 P = 0.01 Test of Dunnett
(HCL042)

BAIS3



APPENDIX A 8-3

ORGAN WEIGHT (TWO-WEEK STUDY: SUMMARY),RELATIVE

MOUSE: MALE



STUDY NO. : 0264 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SURVIVAL ANINALS ( 2)
REPORT TYPE : Al
SEX t MALE
UNIT: % PAGE ¢ 1
Group Name NO. of Body Waiaht THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)
Cantrol b} 24,3+ 1.3 0.2084 0,038 0.044% 0,005 0,726 0.043 0.472% 0,045 0.568% 0,045
100 ppm 5 24,9+ 1.3 0.173% 0.043 0,037% 0.009 0.685% 0,075 0.488% 0.061 0.5724 0,038
200 ppm 5 24,7+ 1.1 0.178+ 0,030 0,037+ 0.008 0,715+ 0.044 0.468% 0.016 0,558 0.041
400 ppm 5 24.8% 0.7 0,168+ 0.028 0,040 0,008 0.876% 0,147 0,479+ 0,054 0.550% 0.048
800 ppm 5 23.7% 0.7 0.163% 0,025 0.032% 0,007 0,740% 0,071 0.468+ 0,055 0.5884 0.072
1600 ppm 5 23.0+ 0.7 0.114% 0.036%x 0,037+ 0,011 0.685+ 0.064 0.469% 0,023 0.673% 0,049«
Significant difference ; ¥ 3P = 0.0b ** 1 P £ 0.01 Test of Dunnett

(HCLO42) BAIS3



STUDY NO. : 0264

ORGAN WEIGHT:RELATIVE (SUNMARY)

ANTMAL © HOUSE BDF1 SURVIVAL ANIMALS ( 2)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE ¢+ 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 5 1.4851 0,064 0.194+% 0.027 5.263% 0.367 1,745+ 0,077
100 ppm 5 1.597+ 0.093 0.173% 0.025 5.695% 0.459 1.6824 0.100
200 ppm 5 1,575+ 0.084 0.183% 0.025 5.940% 0.470 1.776+ 0.071
400 ppm 5 1.608+ 0.193 0.196+ 0.027 6,568+ 0,528+%x 1.722+ 0.055
800 ppm 5 1.616% 0,087 0.195% 0.034 5,797+ 0.365 1,773 0,078
1600 ppm 5 1.624% 0.088 0.1704% 0,034 6.430% 0,409%x 1.807% 0,077
Significant difference ; ¥ I P = 0.05 x 1 P 5 0,01 Test of Dunnett

(HCLD42)

BAIS3



APPENDIX A 8-4

ORGAN WEIGHT (TWO-WEEK STUDY: SUMMARY),RELATIVE

MOUSE: FEMALE



STUDY NO. : 0264 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANITHAL + HOUSE BDF1 SURVIVAL ANIMALS ( 2)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals (g)
Cantrol 5 20.0+ 0.9 0.322% 0.027 0.051 % 0.013 0.086+ 0.021 0.465% 0,032 0.622% 0.024
100 ppm 5 19,7+ 0.5 0.320 0,057 0,047+ 0,010 0,066+ 0,025 0.473% 0.024 0.647+ 0,040
200 ppm 5 20.0+ 0.8 0.276+ 0.028 0.053% 0,013 0.074% 0,019 0,471+ 0,017 0.611% 0,041
400 ppm 5 20.8%t 1.0 0.283% 0,026 0.048% 0,011 0.0684 0,016 0.489% 0,038 0.6414 0.074
800 ppm 5 18.6+ 0.8 0.291+% 0.034 0.046& 0,007 0.072+ 0,003 0,488+ 0.025 0.678% 0.099
1600 ppm 5 18,7+ 0.9% 0,159k 0,028+%x 0.046% 0,015 0.074% 0.022 0.487% 0.033 0.782+% 0.058%x
Significant differsence ¥ 1 P = 0.0b ¥ : P = 0,01 Test of Dunnett
(HCLOA2)

BAIS3



STUDY NO. : 0264

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTHAL + MOUSE BDF} SURVIVAL ANIMALS ( 2)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Control 5 1.2681 0.056 0.253% 0.014 5.039+ 0.386 2,067+ 0.213
100 ppm 5 1.257% 0.074 0.248+% 0.025 5.411%+ 0.393 2,053+ 0.093
200 ppm 5 1.228+ 0.039 0.235% 0.033 5.8214 0.470% 2.039+ 0.072
400 ppm 5 1.306% 0,077 0.255+ 0,020 6,135 0.436%« 2,001k 0,133
800 ppm 5 1.334+ 0.071 0.254+ 0.022 5,843% 0.384x 2,227+ 0.108
1600 ppm 5 1,415 0.071xx 0.2814 0.060 6.8631% 0.626%x 2.1424 0,090
Significant difference ; * 1 P = 0.05 ** 1 P = 0,01 Test of Dunnett

(HCLO42)

BAIS3



APPENDIX A 9-1
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

RAT @ MALE : SACRIFICED ANIMALS



STUDY NO. ¢ 0263 IIISTOLOGICAL FINDINGS ¢NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE @ Al
SEX t HALE PAGE ¢ 1
Group Name Control 100 ppm 200 ppm 400 ppm
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® ® ® ® o™ ® & ® W ® ® ® O
[Hematopoistic system]
thymus <D <2 <2 <2
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (O I G )  G R G )} 0o (00 0O C0 (oo
[Digestive system]
Liver <2 <2 <2 <2
herniation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(80) C ) C O C O (ool OO0l 0000
necrosist focal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o Cco o0 (o0 (OO Con o 0 C0Co (o0 0 Co o0
necrosisisingle cell 0 0 4} 0 0 0 0 0 0 0 0 0 0 0 0 0
o000 (00 o0 0O Co 0o 0 (000
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o000 0o 0o o0 0Co 00
[Reproductive system]
testis <2 < <2 W
germ cell necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O o0 (0o o0 000w 0000
Grade 1+ Stight 2 ¢ Hoderate 3 ¢ Marked 4 : Severe
Ca> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*100
(HIPT150)

BAIS3



STUDY NO.  : 0263

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE & A1
SEX 1 HALE PAGE : 2
Graup Name 800 ppm 1600 ppm
No. of Animals an Study 2 2
Grade 1 2 3 4 1 2 3 4
Organ Findings @ | ® W o ® ® W
{Hematopoietic system]
thymus <2 <2
atrophy 0 0 0 0 1 0 1 0
oo o0 (80) ¢ 0) (50) ( 0)
[Digestive system]
Liver <D <

herniation

N R 0o 0 0 0
toctoloCo oo (0o

necrosis: focal 0 0 0 0 0 2 0 0
cocnCn o0 €0 (100 C O (O
necrosisisingle cell 2 0 0 0 0 0 0 0
(ro0) C 0) C 0 ( O (RO N Q) B Q) B Q)
fibrosis 0 0 0 0 0 2 0 0
(0000 010 o) (0
[Reproductive system]
testis <2 <D
germ cell necrosis 0 0 0 0 1 1 0 0
oo o (o0 (50) (50) C 0) C 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/ax*100
(1IPT150)

BAIS3



STUDY NO.  : 0263 ISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT 1344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : A
SEX ¢ MALE PAGE : 3
Group Name Cantrol 100 ppm 200 ppm 400 ppm
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® & & o ® | ® o W ® ®» W @ ® W o

[Repraductive system]

epididymis <2 < 2> <2 <2
dscreased: sperma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 ORI B G ) B G ) (o0 o (0o lo
debris of spermatic elements 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

oo 0o (otocolo oo oo (otoColo0

Grade 1t Stight 2 ¢ YHoderate 3 ¢ Marked 4 : Seuere
<a> a * Number of animals examined at the site

b b Number of animals with lesian
(c) c:b/ax100

(1IPT150) BAIS3



STUDY NO. & 0263

TISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © RAT F344 SACRITICED ANINALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 4
Group Name 800 ppm 1600 ppm
No. of Animals on Study 2 2
Grade 1 2 3 4 1 2 3 4
Organ Findings W & & O @ ® & o
[Reproductive system]
epididymis <D <2
decreased: sperma 0 0 0 0 0 0 1 0
oo (o0 00 (50 (0
debris of spermatic elements 0 0 0 0 1 1 0 0
(o0 (50) (500 ( 0) ( 0)
Grade 1 ¢ Slight 2 % Moderate 3 ¢ Marked 4 i Severe
<Ca> a ' Number of animals examined at the site
b b * Number of animals with lesion
(¢) c:b/ax100
(1PT150) BAIS3



APPENDIX A 9-2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

RAT : FEMALE : SACRIFICED ANIMALS



STUDY NO. @ 0263

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL t RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE @ Al
SEX : FENALE PAGE: 5
Group Name Control 100 ppm 200 ppm 400 ppm
No, of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® w ®» W @ o & W @ o & o @ ®m & W
{llematopoistic system]
thymus <2 (> <D <D
atrophy 0 0 0 V] 0 ] 0 9 I} 0 0 0 0 0 ¢ 0
(oo coCon (OCoC0Co OO0 0OCo o0 (0
[Circulatory system]
heart <D <2 <D <2
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
CoC0Cn o0 o000 OO0 0 (000
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (o0 (o0 0 C0Co0 (o0 0OCoO 00
[Digestius system]
Liver <> < <2 <
increase in mitosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oo o0 00 (0 (o0 0CoC0 (0
necrosis: focal 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
CoCoCo o0 (o Co 0o 0 CoCoo o0 0O Co oo
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 i Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*100
(IIPT150) BAIS3



STUDY NO.  : 0263

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTNAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : A1

SEX : FENALE PAGE : 86
Group Name 800 ppm 1600 ppm
No. of Animals on Study 2 2
Grade 1 2 3 4 1 2 3 4

Organ_____ Findings ® & & O ® ® & ™

[Hematopoietic system]

thymus <2 <2

atraphy 0 0 0 0 0 2 0 0

[Circulatary system]

heart
necrasis: focal

granulation

[Digestive system]

(ool (0 (100) ( 0) ( 0

e

<2 <2
0 0 0 0 10 0 0
oo (500 C 0 C O (O

0 00 10 0 0
ool (50) ¢ 0 C 0 (O

Liver <2 <@
increass in mitosis 0 0 0 0 0 1 0 0
(oo (0 (80) ( 0) C 0
necrosis: focal 0 0 0 0 0 2 0 0
oo o (o0 (0 (0 ( 0 (0
Grade 11 Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<ag> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢c) c:ib/ax100
(HPT150) BAIS3



STUDY NO. ¢ 0263 HISTOLOGICAL FINDINGS :+NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 7
Group Name Controt 100 ppm 200 ppm 400 ppm
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings & & ® o @ W & O | ® ®» W @ ® ® o
[Digestius system]
Liver <2 <D <2 <
necrosisisingle cell 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
oo oo (00 (o0 (GO RGN B Q) I )]
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
coco (o (o0 (o0 Co0 co oo (OO0
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*l00
(HPT150)

BAIS3



STUDY NO.  : 0263

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE @ A1

SEX : FENALE PAGE: 8
Group Name 800 pom 1600 ppm
No. of Animals on Study 2 2
Grade 1 2 3 4 1 2 3 4

Organ Findings, @ ®» ®m W @ o W ™

[Digestive system]

Liver <2 <2
necrosisisingle cell 1 1 0 0 0 0 0 0
(50) (50) ( 0) ( 0 oo o (o0
fibrosis 0 0 0 0 1 1 0 0
(oo oo {50) (50) ( 0) ( 0)
Grade 1t Slight 2 ¢t Noderate 3 + Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ¢ib/ax100
(HPT150)

BAIS3



APPENDIX A 9-3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

RAT : MALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0263

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0~ 2W)
REPERT TYPE : Al
SEX ¢ HALE PAGE ¢ 1
Group Name Controt 100 ppm 200 ppm 400 ppm
No. of Animals on Study 0 0 0 0
Grade 1 2 3 4 1 2 3 4 1 2 3 [ 1 2 3 4
Oroan_____ Findings @ o o’ W ® & ®» W ® ® W ® o ® W ®
[Hematopoietic system]
bone marrow <0 < <O <®
congestion - - - - - - - - - - - - - - - -
(2202009 (2009 D=9 -
hemorrhage - - - - - - - - - - - - - - - -
(00 (0300 SO0 =00
thymus <o <o <o e
hemorrhage - - - - - - - - - - - -~ - - - -
(=Y~ (G I G0 B G B G S0 G B G B G
karyorrhexis - - - - - - - - - - - - - - - -
(309 (2000 S0 D= ()
spleen <O <O < 0> <0
karyorrhexis - - - - - - - = = - - - - - ~ -
(30200 (30009 S0 009 D000
[Circulatory system]
heart <0 < <0 <0
hemorrhage - - - - - - - - - - - - - - - -
(=000 (0020 =009 o B G B G IR G
Grads 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/ax100
(HPT150)

BAIS3



STUDY NO. : 0263 HISTOLOGICAL FINDINGS :NON-NIEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX v MALE PAGE ¢ 2
Group Name 800 ppm 1600 ppm
No. of Animals on Study 0 1
Grade 1 2 3 4 1 2 3 4

Organ Findings ® @& W o @ & ® o

{Hematopoietic system]

bone marrow <0 <D
congestion - - - - 0 1 0 0
(=000 {0y (100) ¢ 0) ( 0)
hemorrhags - - - - 1 0 0 0
(0009 (100) ¢ 0 C 0 C O

thymus <M <D
hemorrhage - - - - 1 0 0 0
(000 (1w ¢ 0 C o (o0

karyarrhexis - - - - 0 1 0

0
(=020 0 { 0 (100) ( 0)

spleen <0 <D
karyorrhexis - - - - 1 0 0 0

(22022002 (100) ¢ 0) ¢ 03 ( O

[Circulatory system]

hsart <0 <D
hemorrhage - - - - 1 0 0 0
(2009 (100) ¢ 0) ¢ 03 ( 0)
Grade 1 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/ax*100

(1IPT150) BAIS3



STUDY NO.  : 0263

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 100 pxﬁm 200 ppm 400 pom
No. of Animals on Study 0 0 0 0
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W W W @ | ® W ® & ® O & o W »
[Digestive system]
Liver <O <O <M <0
necrosisicentral - - - - - - - - - - - - - - - -
(0209 (=00 (02009 S =) (9)
{Reproductive system]
testis <0 <O <0 [
hemorrhage - - - - - - - - - - - - - - - -
(D09 (=009 (D000 == 09)
germ cell necrosis - - - - - - - - - - - - - - - -
(020209 (009 (02009 D09
epididymis <0 <0 <0 <0
debris of spermatic elements - - - - e - - - - - - - - - - -
(=009 (0009 (220209 =) =) A)
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/ax*100
(HIPT150)

BAIS3



STUDY NO, & 0263 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : M

SEX ¢ MALE PAGE ¢+ 4
Group Name 800 pom 1600 ppm
No. of Animals on Study 0 1
Grade 1 2 3 4 1 2 3 4

Organ Findings & ® M W & ® ® W

{Digestive system]

Liver <O <

necrosis:central

{Repraductive system]

- - - - 0 0 1 0
(20009 (0 C 0 (00 (o

~

testis < <D
hemorrhsage - - - - 1 0 0 0
02009 100y C ) ( 0 ( 0
germ cell necrosis - - - - 1 0 0 0
(=009 (100) ¢ 0y C 0) ( O
epididymis <0 <D
debris of spermatic elements - - - - 0 1 0 0
(0200 (0 (0 ( 0y ( 0)
Grade 1 : Stight 2 i Moderate 3 3 Marked 4 i Severe
<ad> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100
(PT150) BAIS3



APPENDIX A 9-4
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

RAT @ FEMALE : DEAD AND MORIBUND ANIMALS



STURY NO.  : 0263

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢+ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX t FEMALE PAGE: 5
Graup Name Control 100 ppm 200 ppm 400 ppm
No. of Animals on Study 0 0 0 0
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® & & o & ® ® O @ o ® W @ M W W
{Respiratory system]
lung <m <0 <O <O
congestion - - - - - - - - - - - - - - - -
(2030 00 S0 S0
{Hematapoietic system]
bone marrow <O <0 <0 <0
congestion - - - - - - - - - - - - - - - -
(209 S 09 SO0 D0 0n)
hemorrhage - - - - - - - - - - - - - - - -
(009 S0 0 LG B GRS BN G D009
thymus W [ <O <O
hemorrhage - - - - - - - - - - - - - - - -
(20020 00 D B GO I G S0 -
karyarrhexis - - - - - - - - - - - - - - - -
(20300 B G0 B QI IR G S I G B G B G D00
spleen <0 <0 < <0
karyorrhexis - - - - - - - - - - = - - - - -
(300209 D009 0 B B QIS B G D009
Crade 1 : Slight 2 ¢ Moderate 3 ¢ Marked Seuare
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100
(HPT150)

BAIS3



STUDY NO.  : 0263 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANINAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0- 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢+ 6
Group Name 800 pem 1600 ppm
No. of Animals aon Study 0 1
Grade i 2 3 4 1 2 3 4

Organ Findings @ W & W M m ® W

{Respiratary system]

lung <o <D
congestiaon - - - - 1 ) 0 0
(0= {100y ¢ 0) € 0) ( 0)
[Hematopoistic system)
bone marrow <O <D
congestion - - - - 0 1 0 0

(220202209 0o (0o

hemorrhage - - - - 1 0 0 0

(22022009 (100) 0 (C 0 (C O

thymus <0 <
hemorrhage - - - - 1 0 0 0

(202009 100y ¢ 00 C 0 ( 0

karyarrhexis - - - - 0 1 0

0
(2020209 (0 0 (0 (0

splesn . <0 <D
karyorrhexis - - - - 1 0 0 0

(20220209 ) (0 0o

Grade 13 Slight 2 1 Moderate 3 + Marked 4 : Severe
<a> a * Number of animals examined at the sits

b b ! Number of animals with lesion
(c) c:b/ax100

(HPT150) BAIS3



STURY NO. @ 0263 HISTOLOGICAL FINDINGS :NON-NEOPLASTIGC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : M
SEX ¢ FEMALE PAGE ¢ 7
Group Name Control 100 ppm 200 ppm 400 ppm
No. of Animals on Study 0 0 0 0
Grade 1 2 3 4 1 2 3 4 1 2 3 1 1 2 3 4
Organ Findings @ o ® W @ @® ® W @ & & o ® o ®»

[Circulatary system]

heart W < < 0> <
hemorrhage - -

(202009 (202009 (02009 (22009

[Digestiue system]

Liver <0 <0 <O <o
necrosisicentral - -

(2020209 (20«

- () (2029 (=200
[Neruous system]
brain <0 <® <0 <O
hemorrhage - - - - - - - - - - - ~ - - - -
=9 (2009 (009 (=09
Grade 1 Slight 2 * Moderate 3 ¢ Marked 4 1 Seuere
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
{(c) ctb/ax100

(KPT150) BAIS3



STUDY NO.
ANTHAL

+ 0263
¢ RAT F344

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 8
Group Name 800 ppm 1600 ppm
No. of Animals on Study 0 1
Grade 1 2 3 4 1 2 3 4

Organ Findings ® & W O ® ® ®m

[Circulatary system]

heart <0 <D

hemorrhage

{Digestive system]

Liver

necrosisicentral

[Neruous system)

1 0 0
(202020 (o) ( 0 (00

<

<0 <
o0 1 0
(2020209 oo 0o

fhad

brain <0 <D

hemorrhage - - - - 1 0 0 0

(223009 (100) C 0) C 0) C 0)
Grade 1 : Slight 2 ¢ Moderate 3 1 Marked 4 1 Seuere
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion

(¢) citb/ax100
(11PT150) BAIS3



APPENDIX A 9-5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

MOUSE : MALE @ SACRIFICED ANIMALS



STUDY NO.  : 0264 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + HOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 1
Group Name Cantrol 100 ppm 200 ppm 400 ppin
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines m o ®» o ® ® & W ® ® ® & M @® W

[Respiratory system]

lung < 2> <2 <2 <2
hemarrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(80) ( 0) C O (0 (oco0Con () I G 1) B Q) I Q)] CoCo0 o0 (o

[Hematopoistic system]

thymus < < < <2
atrophy 60 0 0 00 0 0 0
(oot (oot Con oo o ot Co o0

[Digestive system]

Liver <2 < <2 <2
necrosis: facal 0 0 0 0 0 0 0 0 0 0

0 0 0 0 1
(ool (o oo (o0 (50 COC0C0 (oo

necrosisisingle cell 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0
oo oo oo oo (OO Cn (0 CocoCo o
degeneration:central 0 0 0 0 0 0 0 0 1 1 [\ 0 0 2 0 0
() B G ) B G ) B Q)] (ocooCcoCon (50) (50) ( O ( O 0o (0
Grade 1t Slight 2 ¢ Moderate 3+ Marked 4 3 Severs
<a> a + Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax*x100

(1PT150) BAIS3



STUDY NO. = 0264

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : HOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 2
Group Name 800 ppm 1600 ppm
No. of Animals on Study 2 2
Grade 1 2 3 4 1 2 3 4

Organ Findings ® ® W O @ ®» & M

[Respiratory system]

tung <D <

hemorrhage

[Hematopnietic system)

1 0 0 0 0
(60) (O C O (O (o000

thymus <2 <2
atrophy 0 0 0 0 2 0 0 0
(O Ccn o0 (100) ¢ 03 ( 0 ( 0
[Digsstive system)
Liver <2 <2
necrosis: focal 0 0 0 0 0 0 0 0
(0CCo o CoCoCo (o0
necrosisisingle cell 0 0 0 0 1 1 0 0
Q) I G 1) B G ) I Q) (50) (80) ( 0) ( 0)
degeneration:central 0 2 0 0 0 1 1 0
0y (100) ¢ 0) ( 0) ( 0) (50) (50 ( 0
Grade 1 ¢ Stight 2 1 Moderate 3 ¢ Marked 4 3 Severe
{a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100
(IPT150) BAIS3



STUDY NO. & 0264 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS {SUMMARY)
ANTHMAL + MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢+ 3
Group Name Control 100 ppm 200 ppm 400 ppm
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W | ® & ® W W wm M o’ o @ m®m ® W
[Digestive system]
Liver <2 < 2> <2 <2
granulation 1 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(50 C 0) C 0) C 0) (100) C 0 C 0) ( 0 (503 C 0) C 0) (0 {100y ¢ 0) C & (0
Grade 1 ¢ Slight 2 ¢ Hoderate 3 ¢ Marked 4 : Sevsre
<a> a * Number of animals examined at the site
b b Number of animals with lesion
{c) c:b/ax100
(IPT150)

BAIS3



STUDY NO. @ 0264 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANTMALS ( 2W)

REPORT TYPE : Al

SEX + HALE PAGE ¢ 4
Group Name 800 ppm 1600 ppm
Na. of Animals on Study 2 2
Grade 1 2 3 4 1 2 3 4

Organ Findings ® ® ® W & ® ®

[Digestive system]

Liver <2 <2
granulation 2 0 0 1 0 0 0

0
10y ¢ 0 C 0 (¢ 0 (500 C (00

Grade 1 * Slight 2  Moderate 3 1 Marked 4 3 Severe
<a> a ! Number of animals examined at the site
b b : Nuwber of animals with lesion
(c) ctb/ax100
(1IPT150)

BAIS3



APPENDIX A 9-6
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS
(TWO-WEEK STUDY: SUMMARY)

MOUSE : FEMALE : SACRIFICED ANIMALS



STUDY NO. @ 0264 IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESTONS (SUMMARY)
ANTHAL ¢ HOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE: &
Group Name Cantrot 100 pom 200 ppm 400 ppm
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® ® @ & & W ® & & & m ® & o
{Respiratory system]
lung <2 <D <D <D
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(50) C 0) C ) C 0 (OO0 0 Co (0o 0000
pleuritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 o0 (oo o (o 00 0 Co 0o
[llematopoistic system}
thymus < 2> <D <2 <2
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(OCo oo (00 OCoO o0 (O NEQIE) B B )
[Circulatory system]
heart <2 <2 <2 <2
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oCoCoCon (ool (ORI G I Q)] 0o o0
[Digestive system]
Liver <2 <22 < < 22
necrosisisingle cell 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo colo (0o 0 CoC0 (o0 V000
Grade 1 : Slight 2 ¢ Noderate 3 ¢ Marked 4 ; Severse
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
(1IPT150) BAIS3



STUDY NO.  : 0264
ANTHAL : HOUSE BDF1
REPORT TYPE : A1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 2W)

SEX ¢ FENALE PAGE ¢ 6
Group Name 800 ppm 1600 pem
No. of Animals an Study 2 2
Grade 1 2 3 4 1 2 3 4
Organ Findings ® ® O o ® & & 0
[Rsspiratofy systen])
lung < <2
hemorrhage 0 0 0 0 0 0 0 0
oo 0o (o CoCo0 (o0
pleuritis 0 9 0

[Hematopoistic system]

thymus
atrophy

{Circulatary system]

00 1 0 0
(oo (0 (000

<2 <
o 0 0 0 to0 00
oo (s0) € 0 C 0 (O

heart <2 <2
inflammation 1 0 0 0 0 0 0 0
(60) C O ( 0 ( O (0o
[Digestive system]
Liver <2 <2
necrosistisingle coell 0 0 0 0 0 1 1 0
(oo (0 (80 (50) ( 0)
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 ¢ Severs
<a> a ¢ Number of animals examined at the site
b b ! Number of animals with lesion
(c) c:b/ax100
(HPT150)

BAIS3



STUDY NO. ¢ 0284

NISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + HOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢+ 7
Group Name Control 100 ppm 200 ppm 400 ppm
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ, Findings ® W ® o @ % ®m ™ & ® W o @ W & o

{Digestive system)

Liver <2 <2 <2 <
degeneration:central 0 0 0 0 0 0 0 0 2 0 0 0 [ 2 0 0
oo oo (oo (o0 (100) C 3 C ) C 0 ¢ 0) (100) ¢ 0 C 0
granulation 2 0 0 4} 2 0 0 0 2 0 0 0 1 0 0 0
(100) ¢ 0 C 0 ( 0 (10) ¢ O C 0 ( O (100) ¢ 0 C O (C O (80) C 00 C OO C 0
Grade 1+ Slight 2 : NHoderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b 3 Number of snimals with lesiaon
(c) cib/ax100
(IiPT150)

BAIS3



STUDY NO. @ 02684 [HISTOLOGICAL FINDINGS tNON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE @ 8
Group Name 800 pem 1600 ppm
No. of Animals on Study 2 2
Grade 1 2 3 4 1 2 3 4

Organ Findings ® o & W ® W & o

[Digestius system]

Liver < 2> <2
degeneration:central 2 0 0 0 1 1 0 0
(100) C 0 C 0y ( 0) (80) (50) ( 0) C 0
granulation 2 0 0 0 0 0 0 0
(100) C 0y C O ( O cococo o
Grade 1 ¢ Stight 2 : Moderate 3 ¢ Marked 4 1 Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/axl100
(HPT150)

BAIS3



APPENDIX A 10-1

IDENTITY OF N, N-DIMETHYLFORMAMIDE (TWO-WEEK STUDY)



IDENTITY OF N, A-DIMETHYLFORMAMIDE(TWO-WEEK STUDIES)
Lot no. PTE4986
1. Spectral data

Mass Spectrometry

Instrument : Hitachi ¥-80B Yass Spectrometer
lonization : EI Electron lonization)
lonization Voltage : T0eV ..
100 73 44
i 73
50:
3 28
15
o t . [l II,I 1” N l‘ L — .
! 50 _ oo
¥/Z

Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

Determined Values Literature Values”
Fragment Peak(M/Z) Fragment Peak(M/Z)
15 15
28 28
44(Base Peak) 44(Base Peak)
73 73

(*EPA/NIH Mass Spectral
Data Base (1978) Vol. 1,
p. 20.)



Infrared Spectrometry

Instrument - Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Yedium

254m - . - 12 131815
ST S N |

-

—

IR R

oy

i

ik akibhde el

fE Joat e nagad

581

ey phepe g -

oy _1man 3900 2500 200 1300
WAYTEIANITER CM Y . .

Infrared Spectrum of Test Substance

1602

Results: The infrared spectrum was consistent with literature spectrum.

Literature Values®*
¥ave Number(ecm™')

Determined Values
¥ave Number(cm™')

650~ 680 650~ 680
850~ 890 850~ 890
920~1030

1030~1150 1030~1150
1220~ 1280 1220~ 1280
1350~ 1430 1350~ 1430
1430~ 1480 1430~ 1480
1480~1540 1480~ 1540
1600~ 1760 1600~ 1760
2800~3000 2800~3000
3100~3650 3100~3700

(4Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.>

9. Conclusions: The test substance was identified as N, N-Dimethylformamide, by the
mass spectrum and the infrared spectrum.



APPENDIX A 10-2

STABILITY OF N,N-DIMETHYLFORMAMIDE (TWO-WEEK STUDY)



STABILITY OF N, N-DIMETHYLFORMAMIDE(TWO-¥EEK STUDIES)

Lot no. PTE4986

1.Sample: This lot was used from 1994.3.22 to 1994.4.12.
stored at room temperature .

2. Infrared Spectrometry

Instrument

Cell

Slit
acinlta The recenlt nf
noeouL Lo Ll FAREN I VN S v AV Y
after studies

3. Gas Chromatography
Instrument:
Colunmn:
Column Temperature:
Flow Rate:
Detector:

Injection Volume:

: Hitachi 270-30 Infrared Spect

: KBr

1994. 03. 09(date analvzed)

Test substance was

rometer

1994. 04. 13(date analvzed)

¥ave Number(cm™' )
650~ 680
850~ 890
920~ 1030
1030~1150
1220~1280
1350~ 1430
1430~ 1480
1480~ 1540
1600~ 1760
2800~3000

3100~3650

Hewlett Packard 58904 Gas Chro
[NNOYax(0. 2mm @ X 50m)

150°C

I ml/min

FID(Flame lonization Detector)

1 ul

¥ave Number(cm™ ')
650~ 680
850~ 890
920~1030
1030~ 11590
1220~ 1280
1350~1430
1430~ 1480
1480~ 1540
1600~ 1760
2800~3000

3100~3650

matograph



Results: Gas chromatography indicated one major peak(peak No.l) analyzed
at 1994. 3.9 and one major peak(peak No.[) analvzed at 1994.4.13.

No new treace impurity peak in the test substance analyzed at
1994. 4. 13 was detected.

Retention Area Count
Date Peak No. Time(min)
1994.03. 09 1 6.012 28976
(date analyzed)
1994.04.13 1 6.012 29129

(date analyzed)

4. Conclusions: The test substance was stable for about ! months in the dark at
room temperature.



APPENDIX A 11-1

STABILITY OF BIPHENYL AT THE JAPAN BIOASSAY LABORATORY

(TWO-WEEK STUDY)



CONCENTRATION OF N,N-DIMETHYLFORMAMIDE

IN INHALTION CHAMBER
(RJAxT : TYAVTO_‘YAYTEEK STUDY)
Concentration (ppm)
Group Name Mean * S.D.
Control 0.0 = 0.0
100ppn 9%.5 + 3.1
200ppm 197.6 * 4.6
400ppm 392.2 + 10.2
800ppm 779.1 =+ 18.7
1600ppn 1554.4 + 40.4
CONCENTRATION OF N,N-DIMETHYLFORMAMIDE
IN INHALTION CHAMBER

Concentration (ppm)

Group Name Mean =+ S.D.
Control 0.0 = 0.0
100ppm 101.1 =+ 1.8
200ppm 203.6 = 5.0
400ppm 407.9 + 6.1
800ppm 806.6 =+ 9.8

'
-+

1600ppm 1623.8 £ 17.7




APPENDIX A 11-2
ENVIRONMENT OF INHALATION CHAMBER

(TWO-WEEK STUDY)



ENVIRONMENT OF

INHALATION CHAMBER (RAT:TWO-WEEK STUDY)

Temperature(C)

Humidity(%)

Ventilation Rate(L/nin)

Room Air Change(tine/h)

Group Name Mean £ S.D. Mean =+ S.D. Mean == S.D. Mean
Control 23.0 = 0.1 h4.6 = 1.1 211.7 = 0.7 12.0
100ppm 22.4 + 0.3 3.7 £ 2.1 211.8 = 0.9 12.0
200ppm 22.7 £ 0.2 53.3 + 2.6 210.8 = 0.9 11.9
400ppm 22.7 = 0.2 48.7 £ 2.4 212.5 = 0.7 12.0
800ppm 23.3 £ 0.3 48.0 * 3.2 211.9 £ 1.1 12.0
1600ppm 22.4 * 0.1 49.1 = 3.4 212.8 £ 1.5 12.0

ENVIRONMENT OF

INHALATION CHAMBER (MOUSE:TWO-WEEK STUDY)

Temperature(C)

Humidity(%)

Ventilation Rat e(L/nin)

Room Air Change(tine/h)

Group Name Mean =+ S.D. Mean =+ S.D. Mean + S.D. Mean
Control 21.9 + 0.2 3.5 £ 1.2 104.8 *+ 0.5 12.1
100ppm 21.9 + 0.2 50.9 = 1.9 104.7 + 1.1 C12.1
200ppm 22.1 + 0.1 50.2 *+ 1.8 106.1 = 1.4 12.1
400ppm 22.4 * 0.1 48.8 = 2.0 104.5 * 0.6 12.1
800ppm 23.1 £+ 0.1 46.8 *+ 1.9 104.3 = 1.1 12.0
1600ppm 22.7 = 0.1 43.7 + 1.7 104.0 + 1.5 12.0
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METHODS FOR HEMATOLOGY AND BIOCHEMISTRY (TWO-WEEK STUDIES)

Item

Method

Hematology

Red blood cell (RBC)

Hemoglobin (Hgb)

Hematocrit (Hct)

Mean corpuscular volume (MCV)

Mean corpuscular hemoglobin (MCH)

Mean corpuscular hemoglobin concentration

(MCHC)

Platelet

Reticulocyte

Prothrombin time
Activated partial thromboplastin time (APTT)

White blood cell (WBC)
Differential WBC

Light scattering method "
Cyanmethemoglobin method Y
Calculated as RBCXMCV/10
Light scattering methed v
Calculated as Hgb/RBCX10 Y
Calculated as Hgb/Hetx 100 Y

Light scattering method “
Pattern recognition method ¥
(New methyleneblue staining)
Quick one stage method
Ellagic acid activated method 2

Light scattering method ¥
Pattern recognition method ¥’
(May-Grunwald-Giemsa staining)

Biochemistry

Total protein (TP)

Albumin (Alb)

A/G ratio

T-bilirubin

(lucose

T-cholestersl

Triglyceride

Phospholipid

Glutamic oxaloacetic transaminase (GOT)
Glutamic pyruvic transaminase (GPT)
Lactate dehydrogenase (LDH)
Alkaline phosphatase (ALP)

v -Glutamyl transpeptidase (G-GTP)
Creatine phosphokinase (CPK)

Urea nitrogen

Creatinine

Sodium

Potassium

Chloride

Calcium

Inorganic phosphorus

Biuret method *

BCG method ¥

Calculated as Alb/(TP-Alb) ¥

Michaelson method *

Enzymatic method (HK-G-6-PDH) *

Enzymatic method (CEH-COD-POD) ¥

Enzymatic method (GK-GPQ-POD) ¥

Enzymatic method (PLD-COD-POD) ¥

Karmen method *

Karmen method ¥

Wroblewski-LaDue method *

GSCC method *

L-¥ -Glutamyl-p-nitroanilide substrate method *
GSCC method ¢

Enzymatic method (Urease-GLDH) *

Jaffe metod *

Flame photometry °
Flame photometry °’
Coulometric titration
0CPC method ¥
Enzymatic method (SPL-PGM-G-6-PDH)

5)

1) Automatic blood cell analyzer (Technicon H-1 : Technicon Instruments Corporation,USA)
2) Automatic coagulometer (Sysmex CA-5000 : Toa Medical Electronics Co.,Ltd.,Japan)

3) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.,Japan)

4) Automatic analyzer (Hitachi 705 : Hitachi,Ltd.,Japan)

5) Flame photometer (Hitachi 750 : Hitachi,Ltd.,Japan)




