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APPENDIX A 1

CLINICAL OBSERVATION : SUMMARY, MOUSE : MALE

(2-WEEK STUDY)



STUDY NO. : 0333
ANIMAL ~ : MOUSE Crj:BDF1
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 1
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APPENDIX A 2

CLINICAL OBSERVATION @ SUMMARY, MOUSE : FEMALE

(2-WEEK STUDY)



STUDY NO. : 0333
ANIMAL © MOUSE Crj:BDF1
REPORT TYPE : A1l 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 2

Clinical sign

Group Name

Administration Week-day
1-2 1-4 1-7

2~3

2-7

DEATH

TREMOR

IRREGULAR BREATHING

Oppm

62, 5ppm
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500, Oppm
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125.0ppm
250, Oppm
500, Oppm
1000. Oppm

Oppm
62.5ppm
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APPENDIX B 1

BODY WEIGHT CHANGES :SUMMARY, MOUSE : MALE

(2-WEEK STUDY)



STUDY NO. : 0333 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL + MOUSE Crj:BDF1 ALL ANINALS
UNIT t g
REPORT TYPE : A1 2
SEX : MALE PAGE : 1
Group Name Administration week-day.
0-0 1-2 1-4 1~7 2-3 2-7
Oppm 22.6+ 0.8 23.2%t 1.1 23.8+ 1.0 24.5+ 0.8 24.7% 1.1 25.2+ 1.4
62.5ppm 22,6+ 0.9 22,7+ 1.4 23.1+ 1.6 23.5+ 1.6 23.6+ 1.3 23.8+ 1.5
125.0ppm 22.6% 0.9 22.9+ 0.7 23.2+ 1.0 23.1& 0.9 23.3% 1.2 23.3% 0.9«
250.0ppm 22.6+ 0.9 22.3% 1.0 22.8+ 1.2 23.9% 1.5 25.3+ 1.8 26,7t 1.6
500. 0ppm 22.5+ 0.8 20.24  1.4%x 18.2+ 0.6 17,7+ 1.5 ? - -
1000. Oppm 22.6%+ 0.9 - - - - -
Significant difference : *: P = 0.05 ** : P S 0.01 Test of Dunnett
7 ¢ Significant test is not applied,because No. of data in this group is less than 3.
(HAN260) BAIS3



APPENDIX B 2

BODY WEIGHT CHANGES @ SUMMARY, MOUSE : FEMALE

(2-WEEK STUDY)



STUDY NO. : 0333 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL ¢ NOUSE Crj:BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day.
0-0 1-2 1-4 1-7 2-3 2-7
Oppm 18.6% 0.6 18.9+ 0.9 18,5+ 1.1 18.8+ 1.1 20,1+ 1.1 20.2+& 0.9
62.5ppm 18.6%+ 0.6 18,1+ 0.7 18.94+ 0.6 18.6%+ 0.7 18,9+ 1.0 19.9%+ 0.8
125, Oppm 18.6% 0.6 18.6+ 0.8 1.1+ 0.5 18.4+ 0.6 18.6+% 0.8 20.4+ 0.5
250 Oppm 18.5+ 0.7 18.2+ 0.5 18.2+ 0.7 20.2%+ 0.6 21.5% 0.9xx 21.0% 0.8«
500.0ppm 18.5+ 0.6 17,81 0.6%x 17.4+  0.8%x 17.64+ 1.5% - -
1000. Oppm 18.6% 0.6 16.8  1.1xx 15,1 0.0 7 - - -
Significant difference ; * ¢ P = 0,05 ** P = 0.01 Test of Dumnett

?7 ¢ Significant test is not applied,because No. of data in this group is less than 3.

(11AN260)

BAIS3



APPENDIX C 1

FOOD CONSUMPTION CHANGES : SUMMARY, MOUSE : MALE

(2-WEEK STUDY)



STUDY NO. : 0333
ANIMAL  : MOUSE Crj:BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT T g
REPORT TYPE : A1l 2
SEX : MALE PAGE ¢+ 1
Group Name Administration week-day{effective)
1-7(8) 2-7(7)
Oppm 4.7+ 0.3 4.2+ 0.4
62.5ppm 4.3+ 0.4 3.9+ 0.4
125.0ppm 4.3+ 0.4 4.2+ 0.b
250. Oppm 4.0 0.4%x 4,84 0.4«
500. Oppm 1.5+ 0.8 7 -
1000. 0ppm - -
Significant difference ; *x: P = 0.05 = 1 P £ 0.01 Test of Dunnett
? ¢ Significant test is not applied,because No. of data in this group is less than 3.
(HAN260) BAIS3



APPENDIX C 2

FOOD CONSUMPTION CHANGES : SUMMARY, MOUSE : FEMALE

(2-WEEK STUDY)



STUDY NO. : 0333 FOOD CONSUMPTION CHANGES (SUMMARY)

ANTHMAL ¢ NOUSE Crj:BDF1 : ALL ANIMALS
UNIT i g
REPORT TYPE : A1 2
SEX : FEMALE PAGE ¢ 2
Group Name Adninistration week-day(effective)
1-7(6) 2-7(7)
Oppm 3.8+ 0.8 3.6 0.2
62.5ppm 3.8+ 0.2 3.4+ 0.2
125, 0ppm 3.8+ 0.3 3.6+ 0.2
250. Oppm 4.0+ 0.3 4,.2%  0.2%x
500. Oppm 3.04%  0.4xx -
1000. Oppm - _
Significant difference * 3 P = 0.05 ** 1 P = 0,01 Test of Dunnett

(HAN260) BAIS3



APPENDIX D 1

HEMATOLOGY @ SUMMARY, MOUSE : MALE

(2-WEEK STUDY)



STUDY NO. : 0333

ANINAL + MOUSE Crj+BDF1

MEASURE. TIME ¢ 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 3W)

SEX : MALE REPORT TYPE : Al PAGE: 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV HCH MCHC PLATELET
Animals 108,/18 g/ d4 % o Pg g/t 103/u8
Oppm 5 11,02+  0.52 16.5% 0.4 51.84 2.1 47,04 2.1 15.0% 0.5 31.8% 0.6 13824 87
62.5ppm 5 10,95+  0.51 16.7% 0.7 52.0% 1.6 47.5% 0.9 15.2% 0.3 32.0+% 0.5 1286+ 135
125. 0ppm 5 10,57+  0.23 16.0% 0.5 50.2+ 1.4 47.5% 0.3 15.2% 0.2 31.8+ 0.4 1264+ 148
250, Oppm 5 9.47+  0.40%x 14.4% 0,6%% 48,7k 2,1%x% 49,3% 0.2% 15.2+ 0.1 30.8%+ 0, 3%x 1481+ 53
500. Oppm 0 - - - - - - -
1000.Oppm 0 - - - - - - -
Significant difference 5 * : P = 0.05 #= 1 P = 0.01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0333
ANIMAL ¢ MOUSE Crj:BDF1
MEASURE. TINE : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 3W)

SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of WBC Differential WBC (%)
Animals 10312 N-BAND N-SEG EOSING BASO HONO LYNPHO OTHERS
Oppm 5 1,13+ 0.71 0t 0 26+ 12 1% 1 0t 2+ 71+ 13 0% 0
62.5ppm 5 1.10%  0.98 1% 1 32+ 17 0t 1 0 2+ 65+ 16 0% 0
125.0ppm 5 0.70+ 0.4 1+ 1 27+ 9 0 0 0t 1+ 70+ 9 0t 0
250, Oppm 5 1,124+ 0.41 24 1 17+ 3 3+ 2 0t 1+ 77+ 6 0t 1
500.0ppm 0 - - - - - - - _
1000. Oppm 0 - - - - - - - -
Significant difference 5 * : P = 0.05 ¥ 1 P = 0.01 Test of Dunnett

(HCLO70)

BAIS3



APPENDIX D 2

HEMATOLOGY : SUMMARY, MOUSE : FEMALE

(2-WEEK STUDY)



STUDY NO. : 0333
ANIMAL : MOYSE Crj:BDF1
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 3W)

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MOV MCH MCHC PLATELET
Animals 108/18 g /48 % f2 PE g/ dt 10°/118
Oppm 5 10.78+ 0.44 16.5% 0.5 50.7% 2.5 47.0% 0.6 15.3% 0.3 32.6% 1.0 1178% 37
62.5ppm 5 10.53+  0.42 16.0% 0.5 49.1% 1.8 46.7% 0.7 15.2+% 0.8 32.6+% 1.8 1144+ 106
125.0ppm 5 10.87  0.30 16.0% 0.2 49.1% 2.5 45.2% 3.3 14.74 0.5 32.7+ 1.6 1120k 90
250. Oppm 5 9.12%  0.18%x 14,1+ 0.3%x 45,9+ 0.7%x% 50.4% 0.4% 15.4+ 0.1 30.6+ 0.3% 1414+ 53%x
500. Oppm 0 - - - - - - -
1000. Oppm 0 - - - - - - -
Significant difference 3 x : P = 0.056 xx 1 P S 0.01° Test of Dunnett
(HCLOT70) BAIS3



STUDY NO. : 0333 HENATOLOGY (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 ALL ANIMALS ( 3W)
HEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of WBC Differential WBC (%)
Animals 103,18 N-BAND N-SEG EOSINO BASO HONO LYMPHO OTHERS
Oppm 5 0.67+ 0.35 1+ 1 16+ 3 1+ 1 0% 0 3t 1 79+ 3 0t 0
62.5ppm 5 0.76% 0.20 1+ 1 18k 3 1+ 1 0t 0 3+ 2 78+ 3 [V 0
125.0ppm 5 0.75t 0.30 0% 1 17+ [ 1+ 1 0t 0 2+ 1 80% 6 0k 0
250. Oppm 5 1.23% 0.70 1+ 1 10+ 2 2% 1 0t 0 3+ 1 84+ 3 0t 1
500. 0ppm 0 - - - - - - - -
1000, Oppm 0 - - - - - - - -
Significant difference 5 * : P < 0.05 = P = 0.01 Test of Dumnett

(licLO70) BAIS3



APPENDIX E 1

BIOCHEMISTRY : SUMMARY, MOUSE : MALE

(2-WEEK STUDY)



STUDY NO. : 0333
ANIMAL ¢ HOUSE Crj:BDF1
MEASURE. TIME : 1

BIOCHEXISTRY (SUMMARY)
ALL ANIMALS ( 3W)

SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUNIN A/G RATIO T-BILIRUBIN GLYCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/dt g./d8 ng./de ng/d2 ng/ 42 ng/ d4
Oppm 5 5.6+ 0.5 3.1k 0.0 1.2+ 0.2 0.17+  0.01 218+ 42 102+ 38 40+ 23
62.5ppm 5 5.3+ 0.4 3.0+ 0.2 1.3+ 0.1 0,18+  0.04 193+ 8 82+ 21 20+ 8
125.0ppm 5 5.1+ 0.4 2.8k 0.1 1.4+ 0.3 0.22+ 0.05 196+ 11 784 33 18+ 13
250, Oppm 5 5.0+ 0.1 2.8k 0, 1xx 1.3+ 0.1 0,30  0.02%x 225+ 16 99+ 6 24+ 4
500. Oppin 0 - - - - - - -~
1000. Oppm 0 - - - - - - -
Significant defference 5 % : P = 0.05 #x 1 P =< 0,01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0333
ANIHAL : MOUSE Crj:BDF1
MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al

BIOCHENISTRY (SUMMARY)
ALL ANIMALS ( 3W)

PAGE : 2
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals ng/d4 1U/8 1u/8 1U/8 1U/8 1U/8 1/
Oppm 5 202+ 50 41+ 3 19+ 2 255+ 53 273+ 76 2+ 75+ 26
62.5ppm 5 161% 37 43+ 6 18+ 2 317+ 98 296+ 29 1+ 84+ 39
125.0ppm 5 142+ 34 45+ 4 23+ 5 339+ 133 259+ 73 1+ 66+ 20
250. Oppm 5 175+ 10 60k 29 35k 18 ZéZ:t 29 214+ 18 1+ 38+ 7
500. Oppm 0 - - - - - - -
1000, Oppm 0 - - - - - - -
Significant defference 5 * : P = 0,05 * ! P = 0.01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0333
ANIMAL  : MOUSE Crj:BDF1
MEASURE. TIME ¢ 1

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS ( 3

W)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of UREA NITROGEN SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mg/ d2 mEq/ & mEq/ 0 mEq/ £ ng/ d# ng/ d8
Oppm 5 31.3% 4.5 152+ 4.2+ 0.2 118+ 3 9.4+ 0.8 7.0+ 1.3
62.5ppm 5 30.3%+ 6.4 151% 4.5+ 0.2 120% 3 9.0% 0.7 6.5+ 1.7
125.0ppm 5 28.2+ 6.1 152+ 4.4+ 0.5 121t 8.8t 0.4 6.6k 1.5
250. Oppm 5 13.5% 0.5%x 1514 4.7 0.3 120+ 8.0k 0.1 6.5+ 1.0
500. 0ppm 0 - - - - - -
1000. Oppm 0 - - - - - -
Significant defference 5 * : P = 0.05 = P = 0,01 Test of Dunnett

(HCLOT4)

BAIS3






STUDY NO. : 0333
ANIMAL ¢ MOUSE Crj:BDF1
MEASURE. TIME : 1

BIOCHEHISTRY (SUMMARY)
ALL ANIMALS ( 3W)

SEX : FEMALE REPORT TYPE : Al PAGE = 4
Group Name NO. of TOTAL PROTEIN ALBUNIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ d? g/de ng/de ng./ d% ng/ d4 ng/ 42
Oppm 5 5.4+ 0.2 3.5+ 0.2 1.8+ 0.1 0.17+  0.01 175+ 23 671 8 18k 7
62.5ppm 5 5.2+ 0.2 3.1+ 0, 1xx 1.5% 0.1%x 0.21+ 0.12 180k 27 71+ 9 174 3
125.0ppm 5 5.3+% 0.1 3.2+ 0.1x 1.6% 0.1% 0.19+ 0.01 197+ 23 744 4 17+ 3
250. Oppim 5 5.1+ 0.2% 3.1+ 0.1%x 1.64% 0.1%x 0.30+  0.02%x 217+ 24 85 5%x 13% 2
500. 0ppm 0 - - - - - - -
1000. Oppm 0 = - - - - - -
Significant defference 5 % : P = 0.05 ** P =< 0.01 Test of Dunnett

(CLo74)

BAIS 3



STUDY NO. : 0333
ANIMAL  : MOUSE Crj:BDF1
MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al

BIOCHEMISIRY (SUMMARY)
ALL ANTMALS ( 3W)

PAGE : B
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals ng,/ d4 1U/8 1U/¢9 1U/8 IU/9 1U/% 1U/%
Oppm 5 140+ 20 55+ 22+ 4 235+ 22 490+ 57 1+ 69% 20
62.5ppm 5 142+ 12 534 20k 3 325+ 182 436k 41 1+ 94k 25
125. Oppm 5 147k 11 50+ 21k 2 266+ 53 418% 20% 0k 74% 13
250. 0ppm 5 149k 7 46k 18+ 1 222k 28 324k 16%x 2+ 41+ 7
500, Oppm 0 - - - - - - -
1000. Oppm 0 - - ~ - - -~ -
Significant defference ;3 * : P = 0.05 x : P = 0.01 Test of Dunnett
(HCLO74)

BAIS3



STUDY NO. : 0333
ANIHAL  MOUSE Crj:BDF1
MEASURE. TIME : 1

BIOCHENISTRY (SUMMARY)
ALL ANIMALS ( 3W)

SEX : FEMALE REPORT TYPE : Al 6
Group Name NO. of UREA NITROGEN SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals ng/ d2 mEq/ & mEq/ 0 mEq/ 8 ng,/ de ng/ d4
Oppm 5 26.2+ 2.2 153k 4.8+ 0.5 122+ 1 g.1% 0.2 6.9% 1.5
62.5ppm 5 24.0% 3.6 1524 4.1 0.3% 121% 1 9.1+ 0.2 6.3t 1.0
125. Oppm 5 26.1% 3.8 152% 4.2+ 0.1% 120+ Lox g.1% 0.2 6.5k 1.7
250. 0ppm 5 13.74 1.5%x 151+ 4.3% 0.4 120+ 1x 9.1k 0.1 6.4k 1.2
500. Oppm 0 - - - - - -
1000. Oppm 0 - - - - - -
Significant defference 5 * : P = 0.05 x% 1 P = 0,01 Test of Dunnett
(HCLO74) BAIS3



APPENDIX F 1

GROSS FINDINGS : SUMMARY, MOUSE @ MALE
DEAD AND MORIBUND ANIMALS

(2-WEEK STUDY)



STUDY NO.  : 0333

GROSS FINDINGS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1
Group Name Oppm 62.5ppm 125. 0ppm 250. Oppm

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

kidney white zone - (9 - (=) - () - (9

(HPT080) BAIS3



STUDY NO. @ 0333 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ MOUSE Crj:BDF1 DEAD AND NORIBUND ANIMALS (0- 3W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 2
Group Name 500. Oppm 1000, Oppm

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

kidney white zone 1 (10) 0 (0

(1PT080) BAIS3



APPENDIX F 2

GROSS FINDINGS : SUMMARY, MOUSE : MALE SACRIFICED ANIMALS

(2-WEEK STUDY)



STUDY NO. @ 0333 GROSS FINDINGS (SUMMARY)

ANINAL ¢+ MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)

REPORT TYPE : Al

SEX ¢ MALE PAGE+ 1
Group Name Oppm 62.5ppm 125. Oppm 250. Oppm

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

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

Kidney hydronephrosis 1 (10) 2 (20 0 (0 1 (10)

(HPT080) BAIS3



STUDY NO. = 0333 GROSS FINDINGS (SUMMARY)

ANIHAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)

REPORT TYPE : AL

SEX ¢ MALE PAGE : 2
Group Name 500, Oppm 1000. Oppm

Organ, Findines NO. of Animals 0 (%) 0 (%)

spleen black zone - (9 - (")

kidney hydronephrosis - () - (9

(HPT080) BAIS3



APPENDIX F 3

GROSS FINDINGS : SUMMARY, MOUSE @ FEMALE
DEAD AND MORIBUND ANIMALS

(2-WEEK STUDY)



STUDY NO.  : 0333 GROSS FINDINGS (SUMMARY)

ANIMAL s MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)
REPORT TYPE : Al
SEX . FEMALE PAGE: 3
Group Name Oppm 62.5ppm 125.0ppm 250. Oppm
Organ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 0 (%)
lung red - {9 - (=) - () - ("
red zone - () - (=) - () - (=)

(HPTO80) BAIS3



STUDY NO.  : 0333 GROSS FINDINGS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 4
Group Name 500. Oppm 1000. Oppm
Organ, Findings, NO. of Animals 10 (%) 10 (%)
lung red 0 (0 1 (10)
red zone 1 (10) 0 (0
(HPT080)

BAIS3



APPENDIX F 4

GROSS FINDINGS : SUMMARY, MOUSE : FEMALE SACRIFICED ANIMALS

(2-WEEK STUDY)



STUDY NO. ¢ 0333

GROSS FINDINGS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 3
Group Name Oppm 62.5ppm 125. Oppm 250. Oppm

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

spleen black zone 2 (20) 0 (0 2 (20) 0 (0

kidney hydronephrosis 0 (0 1 (10) o (0 0 (0

(HPT080) BAISS



STUDY NO. ¢ 0333

GROSS FINDINGS (SUMMARY)

ANIHAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 4
Group Name 500. Oppm 1000, Oppm

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

spleen black zone - (=) - (")

kidney hydronephrosis - (9 - (=

(HPT080) BAIS3



APPENDIX G 1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOUSE @ MALE

(2-WEEK STUDY)



STUDY NO. : 0333
ANTHAL : MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 3W)

SEX : MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight THYHUS ADRENALS TESTES HEART LUNGS
Animals
Oppm 5 20,9+ 0.8 0.046%  0.006 0.008+  0.001 0,179+  0.006 0.133+  0.008 0.141%&  0.010
62.5ppm 5 19.5+& 0.7 0.037+1  0.007 0.009+  0.001 0,175+ 0,027 0.128+  0.008 0.134+ 0.006
125.0ppm 5 19.4+ 1.1% 0.028%  0.008%x 0.008+  0.002 0.168+  0.016 0.119+  0.007 0.137+  0.006
250, Oppm 5 21.6+ 0.7 0.027+  0.004%x 0.0084  0.002 0.1844+ 0.018 0.129+ 0.014 0.1574  0.015%
500. Oppm 0 - - - - - -
1000. 0ppm 0 - - - - - -
Significant difference ; P = 0.05 % P =< 0,01 Test of Dunnett

(HCLO40)

BAIS3



STUDY NO. : 0333 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANTHAL + MOUSE Crj:BDF1 SURVIVAL ANIMALS ( 3W)

REPORT TYPE : Al

SEX : MALE

UNIT: g PAGE : 2

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals
Oppm 5 0.397+ 0.081 0.051%& 0.015 0.935%+ 0,063 0.430+ 0.018

62.5ppm 5 0.470t 0.164 0.0484+  0.012 0.863+  0.064 0.435+  0.007
125.0ppm 5 0.422+ 0.115 0.039+  0.007 0.859+  0.047 0.438+ 0.019
250.0ppm 5 0.421+  0.020 0.044+  0.003 0.977+  0.106 0.429+  0.010
500. Oppm 0 - - - -

1000, Oppm 0 - - - -

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

(HCLO40) BAIS3



APPENDIX G 2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOUSE : FEMALE

(2-WEEK STUDY)



STUDY NO. : 0333

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SURVIVAL ANIMALS ( 3W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals
Oppm 5 17.3+ 0.9 0.0574&  0.009 0.011&  0.002 0,022+ 0.002 0.112+  0.009 0.1264+ 0.005
62.5ppm 5 16,6 0.6 0.065+ 0.011 0.0124+ 0.002 0.0224+  0.007 0.1044%  0.008 0.1264 0,007
125.0pom 5 17.0+ 0.5 0.066+&  0.008 0.010&  0.002 0.019+ 0,004 0.108+  0.009 0.124+  0.008
250. Oppm 5 17.1+ 0.5 0.046  0.008 0.014+  0.003 0.0174+  0.001 0.105:k  0.007 0.132+&  0.008
500. Oppm 0 - - - - - -
1000. Oppm 0 - - - - - -
Sionificant difference ; *: P S 0.05 : P = 0.01 Test of Dunnett
(HCL040) BAIS3



STUDY NO. : 0333
ANIMAL : MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMNARY)
SURVIVAL ANIMALS ( 3W)

SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Oppm 5 0.254%  0.012 0,045  0.004 0.759+ 0.048 0.436%+ 0.015
62.5ppm 5 0,313 0.137 0.044%  0.008 0.708 0.036 0.433%  0.004
125.0ppm 5 0.260x  0.008 0.047L 0,007 0.771+  0.052 0.436+ 0.014
250, Oppm 5 0.273+  0.012 0.048%  0.001 0.804% 0.026 0.420+ 0.018
500. Oppm 0 - - - -
1000, Oppm 0 - - - -
Siognificant difference ; : P =0.05 = ! P = 0,01 Test of Dumnett
(HCLO40) BAIS3



APPENDIX H 1

ORGAN WEIGHT, RELATIVE : SUMMARY, MOUSE : MALE

(2-WEEK STUDY)



STUDY NO. : 0333

ANIMAL  : MOUSE Crj:BDF1

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS ( 3W)

SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)
Oppm 5 20.9+ 0.9 0.2184+ 0.024 0.043+ 0,005 0.8594 0.058 0,637+ 0.027 0.674% 0.053
62.5ppm 5 18.5+ 0.7 0.180+% 0.034 0,045+ 0.007 0.8394 0.163 0.662+ 0.032 0.688% 0.041
125.0ppm 5 19.4+% 1.1 0.147% 0.03b%x 0.043% 0.010 0.8674 0.087 0.615+ 0.058 0.710% 0.036
250. Oppm 5 21.6+ 0.7 0.127£ 0.017*x 0.039:+ 0.007 0.853+ 0.068 0.597% 0.048 0.725% 0.059
500. Oppm 0 - - - - - -
1000. Oppm 0 - - - - - -

Significant difference 3

*: P S 0.05 ** 1 P = 0.01

Test of Dunnett

(HCL042)

BAIS3



STUDY NO. ¢ 0333
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS ( 3W)

SEX : MALE
UNIT: % PAGE ¢ 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animats
Oppm 5 1.816+ 0.464 0.247% 0.082 4,479+ 0.116 2.061% 0.084
62.5ppm 5 2.436% 0.924 0.254% 0.066 4.424% 0,189 2.237% 0.078
125.0ppm 5 2.198+ 0,675 0.204+ 0.036 4.441% 0.249 2,273+ 0.197%
250. Oppm 5 1.9474+ 0.044 0.2054+ 0.011 4,519+ 0.403 1.9854 0.066
500. Oppm 0 - - - -
1000, Oppm 0 - - - -
Significant difference ; * 3 P = 0.05 x* 1 P S 0.01 Test of Dunnett

(fIcL042)

BAIS3



APPENDIX H 2

ORGAN WEIGHT, RELATIVE : SUMMARY, MOUSE : FEMALE

(2-WEEK STUDY)



STUDY NO. : 0333 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SURVIVAL ANINALS ( 3W)

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE: 3

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

Animals (g)
Oppm 5 17.3 0.9 0.3254 0.045 0,063+ 0.009 0.128+ 0.010 0.646+ 0,044 0.7274+ 0.038

62.5ppm 5 16.6% 0.6 0.394+% 0.062 0.071+ 0,009 0.1331+ 0.038 0.627% 0.044 0,762+ 0.042
125. Oppm 5 17.0+ 0.5 0.3884 0.036 0.0564 0.010 0.112:+ 0.023 0.635% 0.048 0.728% 0,033
250. Oppm 5 7.1+ 0.5 0.269% 0.047 0.0784 0.015 0.101% 0.007 0.6124% 0.042 0.771% 0,052
500. Oppm 0 - - - - - -

1000. Oppm 0 - - - - - -

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

(HCL042) BAIS3



STUDY NO. : 0333
ANINAL : MOUSE Crj:BDF1
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUNMMARY)
SURVIVAL ANIMALS ( 3W)

SEX : FEMALE
WIT: % PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Oppm 5 1.4664 0.028 0.258% 0.017 4,378+ 0.203 2.518% 0,127
62.5ppm 5 1.885+ 0.801% 0,265+ 0.047 4,277+ 0.161 2.617+ 0.074
125.0ppm 5 1.528% 0.019 0.276% 0.034 4,521% 0,232 2.5574 0,062
250. 0ppm 5 1.596% 0.092%* 0.2834 0.005 4,705+ 0,207 2.454% 0.107
500. Oppm [ - - - -
1000. Oppm 0 - - - -
Significant difference ; * 1 P 5 0.05 w>* : P < 0,01 Test of Dunnett

(HCLO42)

BAIS3



APPENDIX I 1

HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE : DEAD AND MORIBUND ANIMALS

(2-WEEK STUDY)



STUDY NO. ¢ 0333

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Oppm 62.5ppm 125, 0ppm 250. Oppm
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 @ ® o’ ®
[Respiratory system]
nasal cavit <0 < 0> <0 <0
necrosisiolfactory epithelium - - - - - - - - - - - - - - - -
(2009 (D200 S =09 S0 =09
lung <O <0 <0 <
congestion - - - - - - - - - - - - - - - -
5,4 (02020 (=)= SO 00 S0
hemorrhage - - - - - - - - - - - - - - - -
o (30009 (20209 S0 09 S 09
edema - - - - - - - - - - - - - - - -
A (009 (=220 == ) S0 009
[Hematopoietic system]
thymus <0 <0 <O <W®
atrophy - - - - - - - - - - - - - - - -
(=002 09 (=3 (a0 S0 S0 09
karyorrhexis - - - - - - - - - - - - - - - -
(33009 (22020209 S0 S =009
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
(¢) cib/ax100
(HPT150) BAIS3



STUDY NO.  : 0333
ANIMAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND HORIBUND ANIMALS (0- 3W)

SEX ¢ MALE PAGE ¢ 2
Group Neme 500. Oppm 1000.Oppm
No. of Animals on Study 3 2
Grade 1 2 3 4 1 2 3 4

Organ Findings, ® ®» & o @ ® o’ O

[Respiratary system]

nasal cavit

necrosistolfactory epithelium
lung

congestion

hemorrhage

edema

[Hematopoietic system]

<P <2
2 0 0 0 6 0 0 0
(60 (0 (0Co0 (oo
< <2

10 0 0 2 0 0 0
(a3 (000 (o) ¢ 0 C ) C 0

1 0 0 0 -1 0 0 0
(33 (O (0 (0 (s (000

0 0 0 0 1 0 0 0
(oo (50) ( ®»C 0 (0

thymus <2 <D
atrophy 0 0 1 0 0 0 0 0
00 (80 (0 (ocodCnCo0
karyorrhexis 1 0 1 0 1 0 0 0
(50) ( 0) (50) ( 0) (50) ( O C 0 (C®
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/ax100
(HPT150) BAIS3



STUDY NO. ¢ 0333
ANINAL : MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANINALS (0- 3W)

SEX : MALE PAGE : 3
Group Name Oppm 62.5ppm 125. Oppm 250. Oppmn
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 o @ ® & W
{Hematopoistic system]
spleen <0 <0 < <»
atrophy - - - - - - - - - - - - - - - -
(=209 (2009 =) ) (9) (=009
congestion - - - - - - - - - - - - - - - -
(=200 (=200 S ) S 0= ()9
karyorrhexis - - - - - - - - - - - - - - - -
(=329 (3020209 S =007 D=0
extramedullary hematopoiesis ~ - - - - - - - - - - - - - - -
(320209 (22320209 SO0 I I G B
[Circulatory system]
heart <O <0 <® <O
necrosis - - - - - - - - - - - - - - - -
(=200 (202009 SC= 009 S )9
[Digestive system]
stomach <O < <0 <®
hyperplasia: forestomach - - - - - - - - - - - - - - - -
(0 (Y (2 SO 009 S0
Grade 1t Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax*100
(HPT150) BAIS3



STUDY NO. @ 0333

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL + MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name 500. Oppm 1000. Oppm
No. of Animals on Study 3 2
Grade 1 2 3 4 1 2 3 4
Organ_____ Findings, @ o & W ® & W
[Hematopoietic system]
spleen <D <2
atraophy 1 0 0 0 0 0 0 0
(83 (0 (00 (0000
congestion 1 0 0 0 2 0 0 0
(3 (o (o0 (100) ( 03 C 0y ( 0
karyorrhexis 1 0 0 0 2 0 0 0
(33 (000 (00) ¢ 00 C 0 ( 0

extramedullary hematopoiesis

[Circulatory system]

heart
necrosis

[Digestive system]

0 1 0 0 0 0 0
03 (00 ({0

<D <2
o 0 1 0 R
oo (3 (0 N0l

ford
—~

stomach <3 <2

hyperplasiatforestomach 0 1 0 0 0 0 0 0

ORI EE) EE)] (o0l
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/ax100
(HPT150) BAIS3



STUDY NO.
ANIHAL

1 0333
: MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS {SUMMARY)
DEAD AND MORIBUND ANINALS (0- 3W)

REPORT TYPE : Al
SEX ¢ HALE PAGE: 5
Group Name Oppm 62.5ppm 125. Oppm 250. Oppm
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 @ & & o @ o % ®
[Urinary systen]
kidney < 0> < 0> <® <0
tubular necrosistproximale tubule - - - - - - - - - - - - - - - -
(=020 (=009 S0 009 D I
[Reproductive system]
testis <0 <o < <0
germ cell necrosis - - - - - - - - - - - - - - - -
(=020 (302009 S0 S 9
epididymis < 0> <0 <0 <O
debris of spermatic elements - - - - - - - - - - - - - - - -
(=200 (=020 I G I G B G S =09
Grade 1 ¢ Slight 2 * Hoderate 3 ¢ Marked 4 : Severe
{a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢c:b/ax100
(1IPT150) BAIS3



STUDY NO. @ 0333

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)
REPORT TYPE : Al
SEX : MALE PAGE : 6
Group Name 1000. Oppm
No. of Animals on Study 2
Grade 1 4 1 2 3 4
Organ, Findings 03] ® m o o o
[Urinary system]
kidney < 2>
tubular necrosis:proximale tubule 0 0 0 0 0 0
(0wen (o0 (ool
[Reproductive system}
testis <2
germ cell necrosis 1 0 0 0 0 0
(33) (33) (0 (0 (00
epididymis <2
debris of spermatic elements 2 0 0 0 0 0
(87 ¢ 0 ( 0) (000
Grade 1 ¢ Slight 2 ¢ Noderate 3 : Marked 4 3 Severe
<a> a ¢ Number of animals examined at the site
b b : Nuwber of animals with lesion
(c) ¢c:b/ax100
(HPT150) BAIS3



APPENDIX I 2

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : MALE: SACRIFICED ANIMALS

(2-WEEK STUDY)



STUDY NO. ¢ 0333 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Oppm 62.5ppm 125.0ppm 250. 0ppi
No. of Animals on Study 2 2 2 2
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o % W @ ® & O @G & & @ W oM ®
[Hematopoietic system]
spleen <2 <2 <2 <2
deposit of melanin 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 (o0 (0 (50 (0 (0 (OCo 00
{Urinary system]
kidney < 2> <2 < <2
hydronephrosis 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
0 (80 (0)( O (00 0y {50y ( 0) ( 0 (ool
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/ax100

(HPT150) BAIS3



STUDY NO.

+ 0333

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)
REPORT TYPE : Al
SEX ¢ HALE PACE ¢ 2
Group Name 500.0ppm 1000, Oppm
No. of Animals on Study 0 0
Grade 1 2 3 4 1 2 3 4
Organ, Findings @ & & o @ & & o
[Hematopoietic system]
spleen <O <O
deposit of melanin - - - - - - - -
(0209 (=200
{Urinary system]
kidney <o <0
hydronephrosis - - - - - - - -
(=009 (=000
Grade 13 Slight 2 ¢ Moderate 3 & Marked 4 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with Llesion
(¢) cib/ax100
(HPT150) BAIS3



APPENDIX I 3

HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE : DEAD AND MORIBUND ANIMALS

(2-WEEK STUDY)



STUDY NO. @ 0333

HISTOLOGIGAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 DEAD AND MORIBUND ANINALS (0- 3W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 7
Group Name © Oppm 62.5ppm 125, Oppm 250. Oppm
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 m o m & ® o @ W & o M ® B O
[Respiratory system]
nasal cavit <0 <0 <0 <0
necrosisiolfactory epithelium - - - - - - - - - - - - - - - -
(2020209 (0009 S 009 D=9
lung <0 <0 <0 e
congsestion - - - - - - - - - - - - - - - -
(330209 (22020209 S 009 S0 009
hemarrhage - - - - - - - - - - - - - - - -
(230209 (220209 D= =09 D020
edema - - - - - - - - - - - - - - - -
(=300 (=020 SO0 09 I I G I
[Hematopoietic system)
twomus <0 <0 <0 <0
atrophy - - - - - - - - - - - - - - - -
(D009 (=229 S0 S =009
karyorrhexis - - - - - - - - - - - - - - - -
() (009 S0 S0
Grade 1 ¢ Stight 2 : Noderate 3 ¢ Marked 4 : Severs
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax*100
(HPT150) BAIS3



STUDY NO. @ 0333 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Grj:BDF1 DEAD AND MORIBUND ANIMALS (0~ 3W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 8
Group Name 500. Oppm 1000. Oppm
No. of Animals on Study 2 3
Grade 1 2 3 4 1 2 3 4
Organ_____ Findings, @ ®» & o @ o & o
[Respiratory system]
nasal cavit <2 <3
necrosis:olfactory epithelium 2 0 0 0 3 0 0 0
(100 ( 0 C 0 ( O (100) ¢ 00 C 0 ( O
tung <2 <
congestion 1 0 0 0 1 0 0 0
(50 ( 0 C 0)( 0 (33 (o) (0 (0
hemorrhage 0 0 0 0 0

0 0 1
(ool (3 (0 (0o

edema 1 0 0 0 1 0 0 0
(50 ¢ & (0 (0 (33 (0000
[Hematopoietic system)
tiymus <D <3
atrophy 0 0 1 0 0 0 1 0
0 Co o (0 (000
karyorrhexis 0 0 0 0 0 1 1 0
(000 (0 (33 (33 (0
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:ib/ax*l100

(HPT150) BAIS3



STUDY NO. & 0333 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL : KOUSE Crj:BDF1 DEAD AND MORIBUND ANINALS (0- 3W)
REPORT TYPE : Al
SEX . FENALE PAGE : 8
Group Name Oppm 62.5ppm 125. 0ppm 250.0ppm
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 o ® ® ® @ ® - o m ® B W
{Hematopoietic system]
spleen <o <o < <O
atrophy - - - - - - - - - - - - - - - -
(3020309 (020 =009 S0 09
congestion - - - / - - - - - - - - - - - - -
()09 (2029 S0 S A
karyorrhexis - - - - - - - - - - - - - - - -
(=009 (3300 D009 S0
extramedul lary hematopoiesis - - - - - - - - - - - - - - - -
(=009 (0202 S0 9 SO 09
[Urinary system]
kidney < <o <O <0
tubular necrosis:proximale tubule - - - - - - - - - - - - ~ - - -
(220209 (22209 =0 09) D020
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/ax*100
(HPT150) BAIS3



STUDY NO. ¢ 0333

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 DEAD AND MORIBUND ANIMALS (0- 3W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 10
Group Name 500. Oppm 1000. Oppm
No. of Animals on Study 2 3
Grade 1 2 3 4 1 2 3 4
Organ Findings ® & ® W @ ® ®» W
[Hematopoietic system]
spleen <2 <3
atrophy 0 0 0 0 0 1 0 0
oo C0(3) (o0l
congestion 0 0 0 1 0 0 0

karyorrhexis

0
(o0 ({00

0 0 0 0 2 0 0 0
(oo (e (03 (03 (0

extramedul lary hematopoiesis 0 2 0 0 0 0 0 0
0y (1o0y ¢ 0y { O QOB QI ) B G ) B Q)]
[Urinary system]
kidney <2 <3
tubular necrosis:proximale tubule 0 0 0 0 2 0 1 0
(ocoCn 0 (67 ( 0) (83) ( 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) cib/ax100
(HPT150) BAIS3



APPENDIX I 4

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOUSE : FEMALE: SACRIFICED ANIMALS

(2-WEEK STUDY)



STUDY NO. : 0333
ANINAL ¢ MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NECPLASTIC LESIONS (SUNMARY)
SACRIFICED ANIMALS ( 3W)

SEX : FEMALE PAGE ¢ 3
Group Name Oppm 62.5ppm- 125.0ppm 250, Oppm
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
[Respiratory system}
tung <2 <2 <2> <2
perivascular inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (oo 0 (500 (O (00O (oo (o0
[llematopoietic system]
spleen <2 <2 <2 <
deposit of melanin 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (o0 (50) C 0 (C 0y (O (000
[Digestive system]
stomach <2 < 2> <2 <2
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (oo (oo (50) ( 0 C 0)( 0
hyperplasia: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool (000 (0o 0 0 (50 (00
Grade 1 : Slight 2 ¢ Noderate 3 ¢ Marked 4 % Severe
<a» a ¢ Number of animals examined at the site
b b Number of animals with Llesion
(¢) ctb/a%100
(HPT150) BAIS3



STUDY NO. @ 0333

HISTOLOGICAL FINDINGS :NON-NEOPLASTIGC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS ( 3W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 4
Group Name 500. Oppm 1000. Oppm
No. of Animals on Study 0 0
Grade 1 2 3 4 1 2 3 4

Organ Findings ® & & O @ & & O

[Respiratary system]

lung <0 <O

perivascular inflammation

[Hematopoietic system]

spleen
deposit of melanin

[Digestive system]

(20202209 (202200

<o <0

(20009 (23020209

stomach <0 <0
erosion: forestomach - - - - - - - -
(=209 (0209
hyperplasiat forestamach - - - - - - - -
(220092 (009
Grade 1 @ Stight 2 ® Moderate 3 ¢ Marked 4 : Sevsre
<a?> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ¢ b/ ax100
(HPT150) BAIS3



APPENDIX J 1

IDENTITY OF ALLYL CHLORIDE

IN THE 2-WEEK INHALATION STUDY



(Study ¥o0.0333)

IDENTITY OF ALLYL CHLORIDE IN THE 2-WEEK INHALATION STUDY
Test Substance : Allyl chloride(Wako Pure Chemical Industries, LTD.)

Lot No. : SKLA453

1. Spectral data

Mass Spectrometry

Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI(Electron lonization)
Ionization Voltage : 70eV
100 31
50 ‘
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] 28
3 76
1 43
e 'l; ,.{‘ ! H l [ .,iYL:.... et ‘.:! S : -
20 30 40 SO 60 70 80 sQ 100

Mass Spectrum of Test Substance m/Z

41
[Soey
5608
4 =<
e |
| %, = |
o i el | L b
D Y 40 50 &0 70 &8 vz

Mass Spectrum of Allyl chloride(Literature data™)

Results: The mass spectrum was consistent with literature spectrum.

*Wiley 138K Mass Spectral Data Base Entry Number 1989(1990)
John Wiley aund Sons Inc.,U.K.



(Study No.0333)

Infrared Spectrometry

Instrument : Shimazdu FT-IR 8200PC Infrared Spectrometer

Cell : KBr

#7
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Infrared Spectrum of Allyl chloride(Literature data*)
*Performed by Wako Pure Chemical Industries, LTD.

Results: The infrared spectrum was consistent with literature spectrum.

2. Conclusions: The test substance was identified as Allyl chloride, by the mass spectrum and
the infrared spectrum.






(Study No.0333)

STABILITY OF ALLYL CHLORIDE IN THE 2-WEEK INHALATION STUDY
Test Substance  : Allyl chloride(Wako Pure Chemical Industries, LTD.)
Lot No. : SKI1A4453

1.Sample: This lot was used from 1997.4.9 to 1997.4.22. Test substance was stored at room
temperature .

2. Gas Chromatography

Instrument : Hewlett Packard 6890

Column : Hewlett Packard INNOWAX(0.53mm @ X 60m)
Column Temperature : 50°C

Flow Rate : 10 ml/min

Detector : FID(Flame Ionization Detector)

Injection Volume 1 oul

Results : Gas chromatography indicated one major peak(peak No.3) and three
impurities(peak No.1,2,4 < 2% of total area) analyzed at 1997.3.24 and
one major peak(peak No.3) and three impurities(peak No.1,2,4 < 2% of
total area) analyzed at 1997.4.25. It was identified only by comparing its
gas chlomatograph with that of the 1-chloropropene(peak No.l) and
1,5-hexadiene(peak No.2) and 2-propanol(peak No.4) in the allyl chloride,
the amount in the test substance were 0.22% and 0.51% and 0.007%
at 1997.3.24. No new trace impurity peak in the test substance analyzed
at 1997.4.25 was detected.

Date Peak No. Retention AREA(%)
(date analyzed) Time(min)
1997.03.24 1 2.540 0.700

2 2.888 0.919

3 3.313 98.369

4 5.482 0.012
1997.04.25 1 2.541 0.695

2 2.888 0918

3 3.315 98.375

4

5.484 0.012

3. Conclusions: The test substance was stable for about 1 month in the dark at room temperature.



APPENDIX K 1

CONCENTMOUSEION OF ALLYL CHLORIDE IN THE

INHALATION CHAMBER OF THE 2-WEEK INHALATION STUDY



CONCENTRATION OF ALLYL CHLORIDE IN THE INHALATION CHAMBER OF THE 2-WEEK INHALATION STUDY

Concentration(ppm)

Group Name Mean = S.D.
Oppm(Control) 0.0 =+ 0.0
62.5ppm 62.4 £ 0.3
125.0ppm 125.0 = 0.7
250.0ppm 248.6 = 2.0
500.0ppm 498.1 + 1.8
1000.0ppm 1001.0 = 5.2

(cc€0 "oN Apmis)



APPENDIX K 2

ENVORONMENTAL CONDITIONS OF INHALATION CHAMBER

IN THE 2-WEEK INHALATION STUDY OF ALLYL CHLORIDE



ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER IN THE 2-WEEK INHALATION STUDY OF ALLYL CHLORIDE

Temperature("C) Humidity(%) Ventilation Rate(L/min) Air Change(time/h)
Group Name Mean = S.D. Mean = S.D. Mean + S.D. Mean
Oppm(Control) 22.1+0.1 51.1 £ 05 104.9 £ 0.3 12.1
62.5ppm 222+ 0.1 493 £ 05 104.6 = 0.2 12.1
125.0ppm 218 £ 0.1 51.9 + 0.6 1052 £ 0.2 12.1
250.0ppm 217 £ 0.1 512 £ 05 104.9 = 0.4 121
500.0ppm 213+£03 50.7 = 0.7 1055 = 0.3 12.2
1000.0ppm 212103 50.3 + 0.7 103.7 + 0.6 12.0

(cce0 oN Apmis)



APPENDIX L 1

METHODS FOR HEMATOLOGY AND BIOCHEMISTRY IN THE

2-WEEK INHALATION STUDY OF ALLYL CHLORIDE



(Study No. 0333)

METHODS FOR HEMATOLOGY AND BIOCHEMISTRY IN THE
2-WEEK INHALATION STUDY OF ALLYL CHLORIDE

Item Method
Hematology
Red blood cell (RBC) Light scattering method
Hemoglobin (Hgb) Cyanmethemoglobin method

Hematocrit (Hct)
Mean corpuscular volume (MCV)
Mean corpuscular hemoglobin (MCH)

Mean corpuscular hemoglobin concentration (MCHC)

Calculated as RBC X MCV/10

Light scattering method
Calculated as Hgb/RBC X 10

Calculated as Hgb/Het X 100
Y

]

)

Platelet Light scattering method

White blood cell (WBC) Light scattering method

Differential WBC Pattern recognition method

(May-Grunwald-Giemsa staining)

Biochemistry

Total protein (TP) Biuret method

Albumin (Alb) BCG method

A/G ratio Calculated as Alb/(TP—Alb)

T-bilirubin

Glucose

T-cholesterol

Triglyceride

Phospholipid

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

¥ -Glutamyl transpeptidase (¥ -GTP)
Creatine phosphokinase (CPK)

Urea nitrogen

Sodium

Potassium

Chloride

Calcium

Inorganic phosphorus

Alkaline azobilirubin method
3)

Enzymatic method (GLK-G-6-PDH)
Enzymatic method (CE-COD-POD)
Enzymatic method (LPL-GK-GPO-POD)
Enzymatic method (PLD-COD-POD)
UV -Rate method

UV Rate method

UV - Rate method

3)

3)

p-Nitrophenylphosphate method
L-7 -Glutamyl-p-nitroanilide method
UV-Rate method

Enzymatic method (Urease - GLDH)
3)

3)

Ion selective electrode method
Ion selective electrode method
Ion selective electrode method
OCPC method

Enzymatic method (PNP-XOD-POD)

1) Automatic blood cell analyzer (Technicon H+1 : Technicon Instruments Corporation,USA)

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

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.,Japan)



APPENDIX L 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

IN THE 2-WEEK INHALATION STUDY OF ALLYL CHLORIDE



(Study No. 0333)

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

IN THE 2-WEEK INHALATION STUDY OF ALLYL CHLORIDE

Item Unit Decimal
place

Hematology

Red blood cell (RBC) X10%/uL 2
Hemoglobin g/dL 1
Hematocrit % 1
Mean corpuscular volume (MCV) fL 1
Mean corpuscular hemoglobin (MCH) pg 1
Mean corpuscular hemoglobin concentration (MCHC) g/dL 1
Platelet X10°/uL 0
White blood cell (WBC) x10°/uL 2
Differential WBC % 0
Biochemistry

Total protein g/dL 1
Albumin g/dL 1
A/G ratio - 1
T-bilirubin mg/dL 2
Glucose mg/dL 0
T-cholesterol mg/dL 0
Triglyceride mg/dL 0
Phospholipid mg/dL 0
Glutamic oxaloacetic transaminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IU/L 0
Lactate dehydrogenase (LDH) TU/L 0
Alkaline phosphatase (ALP) IU/L 0
v -Glutamyl transpeptidase (77 -GTP) IU/L 0
Creatine phosphokinase (CPK)' IU/L 0
Urea nitrogen mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




