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CLINICAL OBSERVATION (SUMMARY)
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STUDY NO. : 0098
ANTMAL + MOUSE BDF1
REPORT TYPE : Al 13

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANTMALS
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STUDY NO. : 00898

CLINICAL OBSERVATION (SUMNARY)

ANIHMAL : MOUSE BDF1 ALL ANIMALS
REPORT TYPE : Al 13
SEX : MALE PAGE : 2
Clinical sion Group Name Administration Week-day
0-0 1-7 2-7 3~7 4-7 5-7 6-7 7-7 87 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
SOILED PERI GENITALIA 0 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
' 12 ppm 0 0 1 0 0 0 0 0 0 0 0 0 0 0
25  ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 ppm 0 - - - - - - - - - - - - -
100 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 ppm 0 - - - - - - - - - - - - -
DEFECT OF TEETH 0  ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
12 ppm 0 0 0 0 0 0 1 0 0 0 0 0 0 0
25  pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50  ppm 0 - - - - - - - - - - - - -
100 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200  ppm 0 - - - - - - - - - - - - -

(HAN190)

BAIS2
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STUDY NO. : 0097 BODY WEIGHT CHANGES (SUMMARY)
ANTMAL ¢ RAT F344 ALL ANIMALS
UNIT t g
REPORT TYPE : Al 13
SEX : MALE PAGE : 1
Group Name Administration week-day,
0-0 1-7 2-7 3-7 4-7 5-7 6-7
0  ppm 126% 4 157+ 4 1874 7 213+ 8 236+ 7 256+ [ 272+ 6
25  ppm 126+ 4 149+ 5% 178k 8 201k 11 223+ 13 243+ 13 256+ 14
50  ppm 126 % 4 144+ 4xx 171+ 5¥x 1834 7x 215%  10%x 236+ 12% 247k 11%x
100 ppm 126k 4 145% BESS 172% Okx 193+ 12% 211 15%xx 2324k 16%% 245+  18%x
200 ppm 126k 4 137+ BES] 1584 8k 1794+ 8xx 196+ 1l 2214%  13%x 231  13=%x
400 ppm 126+ 4 132+ Gk 1494 13%x 164+  18%x 1774 19%x 206k  19%x 2124 19%x
Significant difference 3 x 1 P = 0.05 x 1 P £ 0.01 Test of Dunnett
(HAN260) BAIS 2



STUDY NO. : 0097 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344 ALL ANIMALS
UNIT t g
REPORT TYPE : Al 13
SEX : MALE PAGE ¢ 2
Group Name Administration week-day
-7 8-7 9-7 10-7 11-7 12-7 13-7
0  ppm 286+ 6 302k 8 315+ 10 324+ 10 333+ 11 340 13 348+ 15
25  ppm 270  15% 282+ 17x 296+  17x 306+ 1% 316 18 3244+ 20 331 20
50  ppm 261+ 12%x 272+ 14xx 286k  1b=xx 296+  1bxx 306 1Bxx 313+ 1bxx 3194 15w«
100 ppm 256+ 17#x 268+  16xx 279k  16%x 288+  16%x 208k 16xx 3044 17xx 310 17#x
200 ppm 240 12%x 247E£ 13%x 254+ 14%x 262 14%x 271+ 14*x 275+ 12%x 279+ 13#x
400 ppm 212+ 17%x 216k 17xx 223%  16%x 227+ 17xx 234+ 18%x 235+ 17xx 240+ 19%x
Significant difference ; *: P = 0,05 ** ! P = 0.01 Test of Dunnett
(HAN260)

BAIS 2
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BODY WEIGHT CHANGES @ SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL 3 RAT F344 ALL ANIMALS
UNIT
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 3
Group Name Administration week-day,
0-0 1-7 2-7 3-7 4=7 5-7 6-7
0 ppm 103+ 117+% 5 131+ 7 144+ 8 153+ 8 164% 8 170+ 8
25  ppm 103% 112+ 4 123t 4x 134% Bx 143% 7x 155+ 8. 158+ 8%
50  pem 103+ 111+ 5% 120 4xx 129% Sxx 137 4xx 148% 4oex 1534 Axx
100 ppm 103+ 108+ 4x 120 Sk 130% Bx 140% Txx 150+ 8k 156+ 8xx
200 ppm 103+ 103+ S 109+ Txx 120+ 8x 129+ O 148+ 1lxx 148+  11xx
400  ppm 1031 99+ 5xx 1054 8xx 116+ 8xx 121+ Gxx 1384 10=x 135 10%x
Significant difference ; * 3 P = 0,05 wx ¢ P £ 0.01 Test of Dunnett

(HAN260)

BAIS2



STUDY NO. : 0097 BODY WEIGHT CHANGES (SUMNARY)
ANIMAL : RAT F344 ALL ANIMALS
UNIT
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Administration week-day.
7-17 8-7 9-7 10-7 11-7 12-7 138-7
0  ppm 176 % 8 1804 9 186+ 10 180+ 11 195+ 12 200 11 202+ 11
25  ppm 165+ T* 170+ 7 176+ 10 183+ 11 185+ 12 190+ 11 192 14
50  ppm 158+ Sk 1624 Sxx 168+ Sk 170+ Bxx 173t Tk 175+ T 1764+ 11xx
100 ppm 161% Tk 187+ 8% 172% Ok 174+ Gk 178+ 8xx 1804 8xx 183+ 8k
200 ppm 154+  13%x 158+  15%x 162+  14%x 165+  14xx 169+ 14x%x 173+ 15%x* 176+ 15%x*
400 ppm 140+ 1lsx 143+ 10%x 1451  11%x 148+ 11%x 1524+ 10%+ 1554%  1l#¢ 1554 10#x
Significant difference ; *: P = 0.05 w3 P = 0.01 Test of Dunnett

(HAN260)

BAIS2
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STUDY NO. : 0098 BODY WEIGHT CHANGES (SUMMARY)
ANIHAL : MOUSE BDF1 ALL ANIMALS
UNIT T g
REPORT TYPE : Al 13
SEX : MALE !
Group Name Administration week-day.
0-0 1-7 2-7 3~7 4-7 57 6-7
0  ppm 23.4+ 0.9 24,7+ 1.0 25,1+ 1.6 26.2+ 1.2 27.3% 1.1 27.9+ 1.5 28.9+ 1.7
12 ppm 23.4+ 0.9 22.6% 0.8xx 24.2+ 0.8 25.7x 1.0 26.8+ 1.0 26.6+ 1.0 27.6+ 1.0
25 pom 23.4% 1.0 18.9t 0.0 ? 23.7+ 0.0 25.4%+ 0.0 26.0+ 0.0 26.1x 0.0 26.9¢ 0.0
50  ppm 23.4%+ 1.0 - - - - - -
100 ppm 23.4+ 0.8 17.6+ 0.5 22.8% 1.2 23.84+ 1.1 25.5% 1.1 25.2% 1.1 26.6% 0.8
200  ppm 23.4+ 0.8 - - - - - -
Significant difference ¥ P = 0.05 ** P = 0.01 Test of Dunnett

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

(HAN260)

BAIS2



STUDY NO. : 0098 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL ¢ MOUSE BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 13
SEX : MALE PAGE : 2
Group Name Administration week~day.
7-7 8-7 9-7 10-7 11-7 12-7 13-7
0  ppm 29.9+ 1.6 30.7+ 1.9 3.0+ 2.0 32.0% 2.2 33.1x 2.2 34,2+ 2.5 35.2%+ 2.5
12 ppm 27.8%F 1.3%x 28.2EF 1.3%x 28.5% 1.4%x 29.2%  1.5%x 28,4+ 1.7xx 30.3%  1.7%x 31.2%  1.8%x
25  pem 27.8% 0.0 7 27.9% 0.0 ? 28,2 0.0 ? . 28.2% 0.0 7 28.7£ 0.0 ? 30.5% 0.0 ? 31.0+ 0.0 7
50 ppm - - - - - - -
100 ppm 26.9+ 1.0 ? 27.5+ 1.5 7 27,1+ 0.8 ? 27.5+ 0.8 ? 28.2+ 1.3 7 28.2+ 1.6 ? 28.8+ 1.6 7
200 ppm - - - - - - -
Significant difference ; * 1 P = 0.05 ¥x 1 P = 0.01 Test of Dunnett

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

(HAN260) BAIS2
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STUDY NO. : 0098 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : MOUSE BDF1 ALL ANIMALS
UNIT g
REPORT TYPE : Al 13
SEX : FEMALE PAGE : 3
Group Name Administration week-day.
0-0 1-7 2-7 3-7 4-7 5-7 6-7
0 ppm 18.8% 0.8 18.3% 1.0 20.3t 0.9 20.5% 1.1 21.7% 1.2 22.0+ 1.2 22.4% 0.9
12 ppm 18.8+ 0.8 18.5% 0.9 20.3% 0.8 20.7+ 0.8 22.3+ 0.8 22.3+ 0.9 22.6+ 0.8
25  ppm 18.7£ 0.8 19.6£ 1.2 20.1+ 0.8 21,44+ 1.2 22.1+ 0.7 22.4+ 1.1 23.3= 0.9
50 ppm 18.7% 0.8 18.1£ 1.1 19.9+ 0.8 20,7+ 0.9 21,7+ 1.2 21,7+ 1.0 22.5+ 0.8
100 ppm 18.7£ 0.8 8.5+ 0.7 19,7 0.7 20.6% 0.7 22.1& 0.8 21.6%& 0.7 22.4% 0.8
200 ppm 18,7 0.8 17,2+ 1.3%x 18,8 1.2%x 20.4% 1.1 22,7+ 1.2 22.3% 0.8 23.2% 0.8
Significant difference ; *x: P = 0,05 ¥x 1 P = 0,01 Test of Dunnett
(HAN2B0) BAIS2



STUDY NO. : 0098 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL + MOUSE BDF1 ALL ANIMALS
UNIT
REPORT TYPE : Al
SEX : FEMALE PAGE ¢+ 4
Group Name Administration week-day.
7-7 8-7 9-7 10-7 11-7 12-7 13-7
0 ppm 22.7+ 1.1 23.2& 1.1 23.6 0.8 23.5% 0.8 24.3% 1.1 24,24+ 1.1 25.1+ 1.3
12 pem 23.4+ 1.0 23.8+ 0.5 24,1+ 0.7 24.4%+ 0.8 24.3 0.7 24.8+ 1.1 25.0% 0.5
25 ppm 23.6%+ 0.9 24,4 1.4 24,8 1.1x 24.5+ 1.0% 25,1 1.1 25.4& 0.9% 26,1 1.4
50  ppm 23.1t 1.1 23.8% 1.0 23.9+ 1.3 24.0& 1.0 24.6+ 1.3 24.84% 1.0 25,0 1.4
100 ppm 23.1& 0.7 23.2 0.7 24.0+ 0.5 24,3 0.7 24,7+ 0.4 24.4% 0.9 25.4% 0.8
200 ppm 23.7f 0.8 24.1x 0.7 24.5+ 0.7 25,14 1.1xx 25.1+ 0.7 25.7%  1.0%x 26.0+ 0.9
Significant difference ; * 1 P = 0.05 ®* P = 0,01 Test of Dunnett

(HAN260)

BAIS2
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STUDY NO. : 0097
ANTMAL ¢ RAT F344

FOOD  CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT :
REPORT TYPE : A1 13
SEX : MALE PAGE + 1
Group Name Administration week-day(effectiue)
1-7(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 8-7(7) 7-7(7)
0  ppm 15.2+ 0.9 17.4+ 1.6 18.1+ 1.9 18.4% 1.5 18.3 1.3 17.2+ 0.5 17.6+ 0.8
25  ppm 18.6F 0.7%x 15.9+ 0.9 16.6+ 1.8 16.8+ 1.8 17.8+ 1.6 17.1£ 1.4 17.0£ 1.1
50  ppm 12,9 0.7xx 15.1&  0.8%x 168.1+ 1.4 17.2+& 1.7 18.3+ 1.7 6.8+ 1.2 16.8+% 0.7
100 ppm 12,6+ 0.5xx 15.6£ 1.0 16.2+ 1.5 16.6% 1.6 17.8% 1.9 16,7+ 1.5 16.4+ 1.3
200 ppm 12.1F  1.0%x 14,84+  1.4xx 16.7£ 1.8 18.4+ 1.7 18.0+ 1.8 17.6£ 1.5 18,6 1.4
400 ppm 11,894+ 1.3 16,7+ 3.4 19.2+ 3.9 20.6t 2.4 20.2+ 2.3 21,74 3.7 25.1+ 5.9%x
Significant difference ; x P = 0.05 > 1 P < 0.01 Test of Dumnett

(HAN280)

BAIS2



STUDY NO. = 0097

FOOD CONSUMPTION CHANGES (SUMMARY)

ANTMAL ¢ RAT F344 ALL ANIMALS
UNIT
REPORT TYPE : Al 13
SEX : MALE PAGE : 2
Group Name Administration week-day(effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)
0  ppm 17.8% 0.8 17.4% 0.8 17.3% 0.7 16.6% 0.8 16.4% 1.0 18,74 1.8
25  ppm 6.6+ 1.2 17.6% 0.7 17.3+ 0.9 16,8 1.1 17.2% 1.4 17.24+ 1.0
50  pom 17.2% 1.3 17.5% 1.2 18.7 1.8 17.5+ 1.6 17.64& 1.8 18.3+ 1.3
100 ppm 17.2+ 1.3 17.44 1.5 1771 1.8 17.3+ 1.4 7.1+ 1.7 17.7+ 1.5
200 ppm 18.4%+ 1.7 19.8% 2.0x 20,61 2.1%x 20,81 2.6%x 21.24+ 2.9%x 21.3% 3.5%x
400  ppm 24,0+ 5.1x 24.6%  4.6%x 25,94 7.4%x 23.7 5.3x%x 23.6+ B.5xx 24,0k 5.9%x
Significant difference ; * 1 P = 0.05 t P = 0.01 Test of Dunnett

(1AN260)

BAIS2



APPENDIX B 3-2

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097
ANINAL '+ RAT F344
UNIT T g
REPORT TYPE : Al 13

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

SEX ¢ FEMALE PAGE ¢ 3
Group Name Administration week-day{effective)
1-7(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
0 ppm 12.2£ 1.0 12,7+ 1.1 12.3% 1.0 12.2& 0.7 12.3+ 0.9 12.0L£ 0.8 11.8% 1.0
25  ppm 10.8  0,7xx 11.4% 0.7 11.4% 0.8 11.2+ 0.8 12.3+ 1.0 1.6+ 1.0 11.4£ 1.0
50  ppm 10,1 0.8%x 11.3+ 0.7% 11.0+ 0.8 11.0+  0.4x 12.0+ 0.8 11.4%+ 0.8 11,1+ 0.8
100 ppm 10,0+ 0.8%x 11.4+ 1.0 1.6+ 1.1 12,0+ 0.8 12.2+ 0.8 12,6+ 1.0 13.1+& 1.8
200  ppm 9.7 0.7xx 11.9+ 0.9 12.8% 1.6 13.5% 1.3 13.6 1.8 13.5%+ 1.7 15.2+ 2.1%
400 ppm 9.1 0.8%x 12.7+ 1.9 14,8+ 2.9 14.7+ 2.6 13.8+ 1.7 13.6% 2.3 6.0+  2.7xx
Significant difference * 1P =0.05 *x 1 P £ 0.01 Test of Dunnett
(HAN260) BAIS2



STUDY NO. : 0097
ANIMAL ~ « RAT F344

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT g
REPORT TYPE : Al 13
SEX ¢ FEMALE PAGE ¢ 4
Group Name Adninistration week-day(effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)
0  ppm 11.7+ 0.8 12.0% 1.1 12,1 1.0 11.5%+ 1.0 11.8%+ 0.8 1.6 0.8
25 ppm 12,0+ 1.0 12.3+ 1.8 12,6+ 1.7 11.5% 0.8 12.4%+ 1.4 12.7£ 2.2
50  ppm 11.6x 0.7 12.24+ 0.9 12.4+ 1.3 11.7+£ 1.0 12.0% 1.1 12,7+ 2.5
100 ppm 13.6+ 1.8 4.1+ 3.0 13.5+ 1.1 13.8%+ 2.0x 13.64+ 1.9 13.8+ 1.9
200 ppm 15.3% 2.6xx 16.3+  2.0%x 16,1k 2.5%x 14.8%  2.0%x 15.3% 2.8%x 16,14 3.2%x%
400 ppm 16.81% 3.1xx 18.1 5.0%x 17.4%  4.4x%x 16,5 3.8%x 16.31+ 4.4%x 15.64+ 3.3%x%
Significant difference ; ¥x ! P = 0,05 ¥ 1 P = 0,01 Test of Dunnett
(HAN260) BAIS2



APPENDIX B 3-3

FOOD CONSUMPTION CHANGES : SUMMARY, MOSUE : MALE

(13Week STUDY)



STUDY NO. : 0098

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL ¢ MOUSE BDF1 ALL ANIMALS
UNIT :
REPORT TYPE : Al 13
SEX : MALE PAGE : 1
Group Name Administration uweek-day{effective)
1-7(7) 2-7(T) 3-7{T) 4-7(7) 5=7(T) 6-7(7) 7-7(7)
0 ppm 4,24 0.3 3.8+ 0.3 4.2+ 0.3 4.2+ 0.2 4.2+ 0.3 4.3+ 0.3 4.4+ 0.4
12 ppm 3.5+ 0.4%x 4.6 0.3 4.3+ 0.3 4.7+ 0.3xx 4.2+ 0.3 4,3+ 0.2 4.3+ 0.1
25  ppm 2.0+ 0.0 6.5+ 0.0 ? 4.6+ 0.0- 4.2 0.0 ? 4.2 0.0 4.2+ 0.0 4.4+ 0.0 ?
50  ppm - - - - - - -
100 ppm 1.7 1.0 4.7 0.4 ? 4.9 1.0 4.6 0.6 7 3.8+ 0.1 4.7+ 0.4 4,7 0.4 7
200 pom - - - - - - -
Significant difference ; *x: P = 0.05 xx ¢ P < 0,01 Test of Dumnett

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

(HAN260)

BAIS2



STUDY NO. : 0098

FOOD CONSUMPTION CHANGES (SUMMARY)

ANTHAL : MOUSE BDF1 ALL ARIMALS
UNIT :
REPORT TYPE : Al
SEX : MALE PAGE ¢ 2
Group Name Administration week-day(effective)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)
0 ppm 4.5+ 0.3 4.4% 0.8 4.4+ 0.4 4.6 0.5 4.7+ 0.4 4.7 0.4
12 ppm 4,2+ 0.1 4.4+ 0.2 4.3+ 0.2 4.4+ 0.2 4.5+ 0.2 4.5 0.1
25  ppm 4.2+ 0.0 ? 4.3 0.0 ? 4.3+ 0.0 4.0 0.0 4.4+ 0.0 4.5+ 0.0
50 pom - - - - - -
100 ppm 4.6+ 0.3 7 4.4+ 0.1 ? 4.3 0.2 4.7 0.0 4.7 0.2 4.7+ 0.4
200 pem - - - - - -
Significant difference x P = 0.05 *x ! P £ 0,01 Test of Dunnett

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

(HAN260)

BAIS2



APPENDIX B 3-4

FOOD CONSUMPTION CHANGES : SUMMARY, MOSUE : FEMALE

(13Week STUDY)



STUDY NO. : 0098
ANIMAL : MOUSE BDF1

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT )
REPORT TYPE : A1 13
SEX : FEMALE PAGE : 3
Group Name Administration week-day(effectiuve)
1-7(7) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
0  ppm 3.1+ 0.3 3.2+ 0.2 3.6% 0.2 3.8% 0.2 3.8+ 0.3 4.1+ 0.3 4.2+ 0.2
12 ppm 3.2 0.2 3.3% 0.3 3.6 0.3 4.0+ 0.2 3.9% 0.2 4.1 0.2 4.3+ 0.2
25 ppm 3.1+ 0.3 3.4+ 0.2 3.9+ 0.3 4.0+ 0.2 4.1+ 0.3 4.4+ 0.5 4.6 0.4%
50 ppm 3.1+ 0.5 3.3 0.2 3.7 0.3 3.8 0.4 3.9+ 0.4 4.2+ 0.4 4.4+ 0.3
100 ppm 2.9 0.4 3.8%F 0.5%x 4.3E  0.7xx 4.2+ 0.3k 4.1 0.4 4.3 0.3 4.8+ 0.5%
200 ppm 3.0 0.5 4.3+ 0.8xx 4.3+ 0,3#x 4.4 0,3xx 4.4+ 0, 3#x 4,84 0.2%x 4.9%  0.3x%x
Significant difference 3 * 1P = 0.05 ** 1 P = 0,01 Test of Dunnett

(HAN260)

BAIS2



STUDY NO. : 0098
ANIHAL + MOUSE BDF1
UNIT g

REPORT TYPE : A1 13

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANTHALS

SEX : FEMALE PAGE : 4
Group Name Administration week-day(effectiuse)
8-7(7) 9-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)
0 ppm 4.1+ 0.2 4,24 0.3 4.2+ 0.2 4.4% 0.2 4.4% 0.2 4,3+ 0.3
12 ppm 4.3 0.3 4.5 0.2 4.4+ 0.4 4.4+ 0.3 4.6+ 0.3 4.6+ 0.3
25 ppm 4.7 0.4xx 4,9%  0.5xx 4.7+ 0.4xx 5.1+ 0.4%x 5.1%  0.5%x 5.3% 0.6%x
50  ppm 4.4+ 0.3 4,5+ 0.3 4.4+ 0.4 4.6 0.4 4.6+ 0.4 4.9+ 0.7
100 ppm 4,64 0.3% 4.8%  0.4%x 4.7 0.4%x 4.9%  0.4%x 4.7 0.4 4.6 0.5
200 ppm 4.8+  0.3%x 4,9+ 0.3*x 4.8+ 0,2%x 5.2 0.4%x 5.24 0.3xx 5.1 0.3xx
Significant difference ; * 1 P = 0.05 *x 1 P = 0.01 Test of Dunnett
(HAN260) BAIS2



APPENDIX B 4-1

HEMATOLOGY @ SUMMARY, RAT : MALE

(13Week STUDY)



STUDY NO. : 0087 HEMATOLOGY (1) (SUMMARY)

ANTHAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCY MCH MCHC PLATELET
Animals 108/u8 g /de % £ Pg g/ dd 10%/u8
0 ppm 10 10.14+  0.20 17.4+ 0.3 48,6+ 1.3 47.8% 0.5 17.2% 0.2 35.9+% 0.8 811+ 42
25 pom 10 10.08+  0.39 17.5% 0.6 48,6k 1.9 48.1% 0.4 17.3+ 0.3 36.0% 0.6 844+ 47
50 ppm 10 9.88+ 0.32 17.4% 0.4 48,1+ 1.6 48.6% 0.6%x 17.6% 0.3%x 36.1% 0.8 844+ 47
100 ppm 10 9.72+%  0.40 17.4% 0.5 47.3% 2.1 48.6% 0, 4%x 17.9+ 0, 3% 36.7L 0.7 863 L 34%
200 ppm 10 9.96%x 0.34 17.5% 0.5 48.0+% 1.5 48.1+% 0.5 17.6% 0.3xx 36.5% 0.8 908+ 49%x
400 ppm 9 10.17+  0.55 17.1£ 0.9 48,1k 2.6 47.24+ 0.5 16.9% 0.2 35,7+ 0.6 307+ 35%x
Significant difference 5 * : P = 0.05 *¥ 1 P = 0,01 Test of Dunnett
(HCL070)

BAIS2



STUDY NO. : 0097 HEMATOLOGY (2) (SUMMARY)

ANIMAL : RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE PAGE = 1
Group Name NO. of WBC Differential WBC (%)
Animals 103/ N-BAND N-SEG EOSINO BASO HONO LYHPHO OTHER
0 ppm 10 5.64+ 1.90 0+ 0 21+ 4 24 1 0% 0 2% 2 754 5 0% 0
25  ppm 10 5.8+ 2.37 0+ 0 21% 8 1£ 1 0% 0 3t 2 8L g 0t 0
50 ppm 10 6.51+ 2.90 0t 0 18% 4 2% 1 0 0 3+ 1 77x 5 0% 0
100 ppm 10 6.25+ 2.62 0k 0 17+ 5 1+ 1 0k 0 3+ 1 8% 5 0% 0
200 ppm 10 5.86+& 1.88 0t 0 24+ 7 1+ 1 0t 0 3+ 1 72+ 7 0k 0
400  ppm 9 4,64+ 1.47 0x 0 27x 7 1+ 1 0x 0 3+ 1 63 % 7 0+ 0
Significant difference : ¥ 1P = 0.05 *x 1 P = (.01 Test of Dunnett

(JCL71A) BAIS2



APPENDIX B 4-2

HEMATOLOGY : SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097
ANIMAL * RAT F344
REPORT TYPE : Al
SEX © FEMALE

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

PAGE : 2
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH NMCHC PLATELET
Animals 108,/ u8 g/de % £ Pg g/ df 10318
0 ppm 10 9,23+ 0.22 17.3%+ 0.3 47.3% 1.5 51.1k 0.5 18.7% 0.3 36.6% 0.7 845+ 52
25  ppm 10 9.12+  0.43 17.24 0.8 46.8+ 2.1 51.3% 0.5 18.8% 0.2 36.7% 0.6 8621 61
50  ppm 10 8.15% 0.23 17.4+ 0.2 46.8% 1.2 51.1% 0.4 18.0% 0.3% 37.2% 0.7 873+% 34
100 ppm 10 g.22+  0.22 17.4% 0.4 46.9+ 1.0 50.7+ 0.5 18.8% 0.2 37.1% 0.5 885k 44
200 ppm 10 8.57+  0.38 17.3% 0.7 47,1k 1.5 49.2% 0.5%% 18.1% 0. 2x%x 36.8%+ 0.6 948+ 45%x
400  ppm 10 9.88%* 0.66 17.0+ 1.1 47,7+ 3.5 48,2+ 0.5%x 17.2% 0.2%x 35.6k 0.6%x 948+ 60%x
Significant difference 5 * : P = 0.05 ** : P = 0.01 Test of Dunmnett

(HCLO70)

BAIS2



STUDY NO. : 0097 HEMATOLOGY(2) (SUMMARY)

ANIMAL * RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 2
Group Name NO. of WBC Differential WBC (%)
Animals 108,/18 N-BAND N-SEG EOSING BASO HONC LYMPHO OTHER
0 ppm 10 3.42+ 1.2 0t 0 20% 7 1+ 1 0k 0 2+ 1 77+ 7 0t 0
25  ppm 10 3.42x  1.24 0 0 19+ 6 1+ 1 0% 0 2+ 2 784 7 0% 0
50  ppm 10 3.33x%  0.76 0% 0 21t 5 1+ 1 0t 0 2+ 2 75+ 5 0k 0
100 ppm 10 3.96+ 1.33 0x 0 15% 5 1+ 1 0% 0 2% 1 81k 5 0+ 0
200 ppm 10 4.28% 1.81 0x 0 21+ 10 2% 1 0t 0 2+ 2 5% 10 0% 0
400 ppm 10 2.96+ 1.01 0x 0 24k 9 14+ 1 0% 0 3+ 2 73% 9 0k 0
Significant difference ; * P = 0.05 *»* : P = 0.01 Test of Dunnett

(JCL714) BAIS2



APPENDIX B 4-3

HEMATOLOGY @ SUMMARY, MOSUE : MALE

(13Week STUDY)



STUDY NO. : 0098

HEMATOLOGY (1) (SUMMARY)

ANIMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV MCH MCHC PLATELET
Animals 108/ 8 g/ de % fe PE g /d2 103,/
0 ppm 10 11.48%+ 0.31 16.5% 0.4 49,7+ 1.2 43.2+ 0.5 14.4% 0.1 33.2% 0.3 1416+ 126
12 ppm 8 11.44%  0.30 16.6% 0.6 43,8+ 1.4 43.5+ 0.3 14.5% 0.1 33.2% 0.3 1477% 76
25  ppm 1 11,08+  0.00 ¢ 16,9+ 0.0 48.44 0.0 ? 43,7+ 0.0 14,4+ 0.0 32.9% 0.0 1515+ 0 ?
50  ppm 0 - - - - - - -
100 ppm 2 11.284+  0.40 ? 16.5% 0.3 49,4+ 1.1 ? 43.8% 0.6 14.7% 0.2 33.4:% 0.1 1542+ 81 ?
200  ppm 0 - - - - - - -
Significant difference 5 * : P = 0.05 % ¢ P = 0,01 Test of Dunnett

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

(HCLO70)

BAIS2



STUDY NO. : 0098
ANTHAL
REPORT TYPE : Al

 HOUSE BDF1

HEMATOLOGY (2) (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : MALE PAGE : 1
Group Name NO. of WBC Differential WBC (%)
Animals 10312 N-BAND N-SEG EOSINO BASO MONO LYNPIO OTHER
0 ppm 10 1.51%  0.65 0% 0 19+ 6 1+ 1 0k 0 2+ 1 78+ 6 0L 0
12 pem 8 .34+  0.62 0k 1 16+ 4 1+ 1 0% 0 it 1 82+ 4 0+ 0
25  ppm 1 0.70+  0.00 ? 0t 07 7+ 0 ? 1z 07 0t 07 1£ 07 9l (4 0 07?
50 ppm 0 - - - - - - - -
100 ppm 2 1.154& 1.06 ? 0+ 07? 10 47 2+ 17 0k 07 1+ 17 88% 47 1+ 17
200 ppm 0 - - - - - - - -
Significant difference ; * 1P = 0.05 * ¢ P = 0.01 Test of Dunnett

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

(JCL718)

BAIS2



APPENDIX B 4-4

HEMATOLOGY : SUMMARY, MOSUE : FEMALE

(13Week STUDY)



STUDY NO. : 0098
ANIMAL : MOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE

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

PAGE ¢ 2
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV MCH HCHC PLATELET
Animals 106/us g/ d2 % fe PE g/ ds 103/u8
0 ppm 10 11.50+  0.31 16.8% 0.4 50.1%: 1.3 43,54 0.6 14.7% 0.2 33,84 0.2 1348+ 45
12 ppm 9 11.66+  0.21 16.9% 0.1 50.5+ 0.7 43,61 0.5 14,7+ 0.2 33.6% 0.4 1308+ 71
25 pom 9 11.56+ 0.28 17.1+ 0.4 50.8% 1.4 44.0% 0.5 14.8+ 0.2 33.7 0.4 1380+ 82
50  ppm 10 11.67+  0.57 17.2% 0.6 50.7% 2.0 43,5+ 2.5 14,7 0,9x% 33.9% 0.3 1489+ 128%
100 ppm 10 11.86%  0.31 17.4% 0.7% 51.7& 2.1 43.6+ 2.5 14.7x 0.9 33,7 0.2 1608 104%x
200 ppm 10 11,33 0.52 16.7% 0.4 48.8% 1.7 44,0+ 2. 4%x 14.7% 0.8% 33.5x 0.3 1588+ 164%%

Significant difference 5 * : P = 0.05 ** 1 P S 0.01

Test of Dunnett

(HCLO70)

BAIS2



STUDY NO. : 0098 HEMATOLOGY (2) (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE : 2
Group Name NO. of WBC Differential WBC (%)
Animals 103/ue N-BAND N-SEG EOSING BASO MONO LYMPHO OTHER
0  ppm 10 1.17£  0.89 0+ 0 19+ 4 0+ 1 0t 0 1 1 80£ 4 0t 0
12 ppm g 1.00+ 0.76 0% 0 234+ 7 0t 1 0t 0 1+ 1 76L& 8 0% 0
25 ppm 9 0.92+ 0.56 0k 0 21% 5 1+ 1 0k 0 1+ 1 it 6 ot 0
50  ppm 10 1.04+  0.97 0+ 0 17+ 7 0% 0 0% 0 1£ 1 82+% 7 0t 0
100 ppm 10 0.80% 0.48 0t 0 19+ 6 0t 0 0£ 0 1+ 1 80+% 8 0t 0
200  ppm 10 1.07+  0.87 04 0 16k 6 0+ 0 0x 0 1% 1 834 6 0% 0
Significant difference : x 1 P = 0.05 *x 1 P = 0.01 Test of Dunnett
(JCL714)

BAIS 2






STUDY NO. : 0097

BIOCHENISTRY (SUMMARY)

ANTHAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE
SEX : HALE PAGE ¢ 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /de g/ de ng,/ 2 mg,/ d4 ng,// d8 ng,/ d4
0 ppm 10 6.7k 0.1 3.8t 0.1 1.8+ 0.1 0.17  0.02 176 & g 54+ 3 924 13
25  ppm 10 6.8% 0.1 3.9% 0.1 1.3+ 0.1 0.17  0.02 172+ 12 55+ 4 7% 13%
50  ppm 10 6.8+ 0.1 3.8% 0.1 1.3+ 0.0 0.17&  0.02 163+ 11% 574 5 69t 13k
100 ppm 10 7.0% 0.2% 4.0% 0.1xx 1.4+ 0.1%x 0.18%  0.02 159+ 10%x 68+ 10%% 57+ Qe
200 ppm 10 7.0% 0,2%x 4.1% 0. 1xx l.4% 0. 0%x 0.19+  0.03 141+ 13%x 63+ 8% 43+ 8
400  ppm 10 6.9% 0.3 4.0% 0.1%x 1.4+ 0. 0xx 0.20+  0.04 117 Gxx 63+ Box 41+ 8%
Significant difference 5 * : P = 0.05 xx : P = 0,01 Test of Durnett

(HCLO74)

BAIS2



STUDY NO. : 0087 BIOCHENISTRY (SUMMARY)

ANTMAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP LAP G-GTP
Animals mg,/d2 Iu/¢ 1U/¢ 1U/¢ 1U/¢ 1u/¢ 1U/¢
0 ppm 10 105% 6 75+ 16 25+ 4 122+ 33 299+ 16 56k 1 0k 0
25  ppm 10 104+ 6 68+ 7 22% 3 1124 20 282+ 20 56k 1 0x 0
50  ppm 10 104% 10 70+ 13 23+ 4 118% 36 276k 15 554 1 0t 0
100 ppm 10 116% 16 6L 31 24+ 7 126% 47 ) 271+ 23 56+ 2 0% 0
200 ppm 10 105+ 14 644 5 25+ 8 114+ 26 324+ 19 64t 8 = 1
400 ppm 10 105% 8 75+ 16 38k 21 1680+ 102 371t 44% 75+ 16%x 4+ 2%
Significant difference 5 * : P = 0.05 *»* ¢ P £ 0,01 Test of Dunnett
(HCLOT74)

BAIS2



STUDY NO. : 0097

BIOCHEMISTRY (SUMMARY)

ANIMAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE PAGE ©' 3
Group Name NO. of CPK UREA NITROGEN CREATININE SODIUN POTASSIUN CHLORIDE CALCIUN
Animals 1u/¢ g,/ d¢ rg,/ <8 mEq/ ¢ mEq/ ¢ mEq,/ 2 mg,/ 44
0 ppm 10 72+ 8 17.8% 1.5 0.5+ 0.1 141+ 3.7 0.2 105+ 1 10,24 0.2
25  ppm 10 78+ 4 18.6+ 1.0 0.5+ 0.0 142+ 3,7+ 0.2 105% 1 10.24+ 0.2
50 pem 10 80k 5 17.9+ 2.4 0.5% 0.0 142+ 3.8+ 0.2 105+ 1 10,2+ 0.1
100 ppm 10 77+ 4 18.3:% 1.9 0.5+ 0.1 142+ 3.7k 0.3 105+ 1 10.4% 0.2
200 ppm 10 79+ g 17.8% 2.1 0.5+ 0.1 142+ 3.7 0.2 103k 2 10.6£ 0.3%x
400  pem 10 87k 22 16.2+ 1.5 0.5 0.1 41t 3.8+ 0.3 1024+ 2xx 10,4+ 0.2
Significant difference 5 * : P = 0.05 *% : P = 0,01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0097 BIOCHEMISTRY (SUMMARY)

ANTMAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX ¢ MALE : PAGE : 4
Group Name NO. of INORGANIC PHOSPHORUS
Animals ng/ <2
0 pom 10 5.0% 0.8
25 ppm 10 5.2+ 0.6
50  ppm 10 5.7+ 0.7
100 ppm 10 5.6 0.6
200 ppm 10 6.4+ 1. 1xx
400  ppm 10 7.3% 1.1%x
Significant difference 5 % : P £ 0.05 ! P £ 0,01 Test of Dunnett

(HCLO74) BAIS2



APPENDIX B 5-2

BIOCHEMISTRY : SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097

~—

BIOCHEMISTRY (SUMMARY)

ANIMAL © RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE : 5
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ de g/ d8 mg,/ d4 ng,/ 4 mg,/ d2 g,/ df
0  ppm 10 6.5+ 0.1 3.8% 0.1 1.44 0.1 0.19+ 0.02 138+ 5 724 5 41+ 5
25 ppm 10 6.4+ 0.2 3.6% 0.1%x 1.3% 0.1 0.20%& 0.07 1334% 11 78% 7 41+ 7
50  ppm 10 6.4+ 0.2 3.6 0.1%x 1.3+ 0.1 0.18+  0.02 126+ 12 80k Bx 41+ 5
100 ppm 10 6.4+ 0.1 3.7t 0.1 1.4% 0.1 0.20 0.03 125+ 10 78+% 6 40+ 5
200  pom 10 8.7% 0.1x 3.9+ 0.1 1.4+ 0.1 0.20+  0.03 121+% 15%x% 714 4 37+ 5
400  ppm 10 6.6% 0.2 3.9+ 0.1 1.4+ 0.1 0.20%  0.03 109+ Gk 634 12 42+ 10
Significant difference 5 * ¢ P = 0.05 ** ! P = 0,01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0097
ANTHAL © RAT F344
REPORT TYPE : Al

- SEX : FENALE

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 13)

PAGE : 6
Group Name NO. of PHOSPHOLIPID GOT GPT LDy ALP LAP G-GTP
Animals ng/de 1U/¢ 1/ I1U/¢ 1U/¢ I1U/¢ IU/2
0 ppm 10 137+ 9 74+ 22 25+ 10 121+ 34 208+ 21 S57% 2 1+ 1
25 ppm 10 148+ 11 1% 25 30E 23 124% 67 209+ 19 58k 3 1+ 1
50  ppm 10 144+ 7 68+ 8 24t 6 113+ 26 218+ 19 60t 2 2t 1
100 ppm 10 141£ 10 Bl 4 19+ 2 120+ 41 223+ 24 83% 5 2+ 1
200 ppm 10 125+ 6% 673 8 21+ 6 117+ 32 274+ 42%% 70+ 11% foan 3ex
400  ppm 10 111+ 13%x 69+t 13 23+ g 171+ 125 ‘ 344+ B7%x 78+ 20%x 11+ 8k
Significant difference ;5 * : P < 0.05 ¥ 1 P < 0,01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0097

BIOCHEMISTRY (SUMMARY)

ANINMAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE = 7
Group Name NO. of CPK UREA NITROGEN CREATININE SODIUN POTASSTUN CHLORIDE CALCIUM
Animals I1U/¢ ng,/ g rg,/ df mEq,/ ¢ mEq/ ¢ mEq/ ¢ mg,/ dd
0 pem 10 71x 9 18.1+ 1.9 0.5% 0 141 3.5% 0.2 108+ 2 9.9+% 0.2
25  ppm 10 75+ 14 18.9% 3.0 0.5% 0 142+ 3.7+ 0.5 107% 1 10.0£ 0.3
50  ppm 10 72+ 9 19,3+ 1.3 0.5% ¢ 141£ 3.5% 0.2 107 1 10.04 0.2
100 ppm 10 68+ 11 18.0% 2.4 0.5% 0 141+ 3.6% 0.1 106 % 1 10,2+ 0.3
200 ppm 10 74+ 12 19.0% 2.0 0.5% 0 141% 3.5% 0.2 105£ 2% 10.2% 0.3
400 ppm 10 85+ 31 18.7% 2.1 0.5% 0 141+ 3.5% 0.4 103£ xx 10.2% 0.2
Significant difference 5 * : P = 0.05 ¥x 1 P = 0.01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0097 BIOCHEMISTRY (SUMMARY)

ANIMAL ¢ RAT F344 SURVIVAL ANINALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 8
Group Name NO. of INORGANIG PHOSPHORUS
Animals ng/d8
0  ppm 10 4.3% 1.3
25 ppm 10 5.0& 1.0
50  ppm 10 5.0+ 1.1
100 ppm 10 5.5+ 1.5
200 ppm 10 6.3+ 1.4%x
400 ppm 10 6.9+ 1. 1xx
Significant difference 5 * : P = 0.05 #x : P £ 0,01 Test of Dunnett

(HCLO74) BAIS2



APPENDIX B 5-3

BIOCHEMISTRY : SUMMARY, MOSUE : MALE

(13Week STUDY)



STUDY NO. : 0088 BIOCHENISTRY (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/d8 g./de mg/d8 ng,/d4 ng,/d8 ng,/d8
0  ppm 10 5.4% 0.1 3.0% 0.0 1.3% 0.1 0.48%  0.08 196+ 45 80% 5 71E g
12 ppm 8 5.3 0.2 2.9% 0.1 1.2% 0.0 0.40x 0.15 1724 45 87k 12 65+ 15
25  ppm 1 5.2+ 0.0 7 2.9+ 0.0 7 1.3+ 0.0 7 0,35k  0.00 206t 0 7 96+ 0 ? 67+ 0 ?
50 pem 0 - - - - - - -
100 ppm 2 5.6% 0.1 7 3.2% 0.0 7 1.4% 0.1 ? 0.33  0.03 192% 58 ? 80£ 18 ? 36+ 8 7
200 ppm 0 - - - - - - -
Significant difference 5 * : P = 0.05 ** 1 P = 0,01 Test of Durnett

7 : Significant test is not applied,because No. of data in this group is Lless than 3.

(HCLO74)

BAIS2



STUDY NO. : 0098

BIOCHEMISTRY (SUMMARY)

ANTHAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name NO. of GOT GPT LDH ALP CPK UREA NITROGEN SODIUH
Animals 1u/¢ 1U/¢ 1U/¢ IU/¢ Iu/¢ mg,/ d& mEq,/ ¢
0 ppm 10 45+ 7 10+ 359k 94 184+ 7 56% 14 32.6% 4.8 150+ 2
12 ppm 8 41+ 5 11+ 290+ 78 1924 14 56+ 24 28.2% 2.3 148% 2
25 ppm 1 40+ 0 12+ 278+ 0 7 190+ 0 7 101% 0 28.9+ 0.0 148+ 0 7
50  pem 0 - - - - - - -
100 ppm 2 b2+ 13 2+ 360+ 112 7?7 2644 23 7 122+ 45 34,7+ 2.7 151:& 2 7
200 ppm 0 - - - - - - -
Sionificant difference 5 * : P = 0.05 w2 P = 0,01 Test of Dunnett

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

(HCLO74)

BAIS2



STUDY NO. : 0098 BIOCHEMISTRY (SUMMARY)

ANIMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name NO. of POTASSIUN CHLORIDE CALCIUN INORGANIC PHOSPHORUS
Animals mEq,/ ¢ mEq,/ & g,/ de mg,/ <4
0  ppm 10 5.0% 0.3 120+ 2 8.7+ 0.3 7.4+ 1.2
12 ppm 8 5.2+ 0.6 120 2 8.8% 0.3 7.4% 2.0
25  ppm 1 5.3+ 0.0 7 122+ 0 7 8.7+ 0.0 ? 5.7% 0.0 7
50  ppm 0 - - - -
100 ppm 2 4,9+ 0.3 7 122+ 4 7 9.0 0.1 7 7.6 0.5 7
200 ppm 0 - - - -
Significant difference 5 * : P = 0.05 *x ¢+ P = 0.01 Test of Dunnett

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

(HCLO74) BAIS2



APPENDIX B 5-4

BIOCHEMISTRY @ SUMMARY, MOSUE : FEMALE

(13Week STUDY)



STUDY NO. : 0098

BIOCHEMISTRY (SUMMARY)

ANIMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/ de g /de mg,/ 4 mg,/ d8 mg,/ de mg,/ de
0 ppm 10 5.4 0.2 3.2& 0.1 1.5+ 0.1 0.45+  0.08 1524 15 86 £ 5 43+ 4
12 ppm g 5.4% 0.1 3.2% 0.1 1.4+ 0.1 0.40%+  0.10 1680+ 18 65+ 7 41+ 7
25 ppm 10 5.4+ 0.2 3.2& 0.1 1.4+ 0.1 0.44+ 0.12 186+ 21% B85+ 9 38k g
50  ppm 10 5.5+ 0.2 3.3% 0.1 1.6+ 0.1 0.36 0.08 1864 31x 68+ 9 29+ Tex
160 ppm 10 5.7+ 0.2%x 3.5% 0. 1xx 1.5% 0.1 0.40%+ 0.08 176+ 42 63+ 7 26+ Bwx
200 ppm 10 5.8k 0,2%x% 3.5+ 0. 1%x 1.5% 0.0 0.38+ 0.08 172+ 39 69% 11 37+ 12
Significant difference 5 * : P = 0.05 xx : P = 0.01 Test of Dunnett

(HCLO74)

BAIS2



STUDY NO. : 0098

ANIMAL

REPORT TYPE : Al

: MOUSE BBF1

BIOCHEMISTRY (SUMMARY)
SURVIVAL ANIMALS ( 13)

SEX : FEMALE PAGE = 5
Group Name NO. of GOT GPT LDt ALP CPK UREA NITROGEN SODIUN
Animals 1U/¢ iu/¢ IU/¢ 1U/¢ Tu/¢ ng,/d4 mEq,/ £
0  ppm 10 584 15 4% 5 348+ 81 327+ 30 57+ 22 24.3% 1.7 150+ 2
12 ppm 9 66+ 21 4% 4 340+ 131 350 34 79+ 42 25.2+ 2.8 148+ 2
25  ppm 10 161+ 330 48+ 113 538+ 708 316+ 36 85k 69 25.4% 3.0 148+ 2
50  ppm 10 60+ 16 14+ 4 297+ 66 333% 36 72% 38 29.3% 3.3 148+ 2
100 ppm 10 86+ 25 17+ 3 425+ 155 349+ 53 130+ 85 33.5+ 3.2%x% 148+ 2
200 ppm 10 113+ 24%x 39+ Ox 451+ 150 375+ 48% 123+ 103 28.7% 4.1x 148+ 2
Significant difference ;5 * : P = 0.05 % P = 0.01‘ Test of Dumnett

(HCLO74)

BAIS2



STUDY NO. : 0098 BIOCHEMISTRY (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : FEMALE PAGE : 6
Group Name NO. of POTASSIUN CHLORIDE CALCIUN INORGANIC PHOSPHORUS
Animals mEq,/ & mEq/ & mg,/ d4 g,/ d8
0  pem 10 4.6% 0.4 121+ 2 8.6+ 0.3 6.2+ 0.8
12 ppm g 4.6+ 0.4 121+ 1 8.5+ 0.2 6.3+ 0.7
25 ppm 10 4.6k 0.4 120+ 2 8.7+ 0.3 6.4+ 1.1
50  pem 10 4,4+ 0.4 120 2 8.6k 0.3 5.7+ 1.0
100 ppm 10 4.4% 0.4 121% 2 8.7k 0.3 6.2+ 0.6
200 ppm 10 4.3+ 0.3 120k 2 8.8k 0.2 8.2+ 0.8
Significant difference 5 % : P = 0.05 ** ¢ P = 0,01 Test of Dunnett

(HCLO74) BAIS2



APPENDIX B 6-1

URINALYSIS : SUMMARY, RAT : MALE

(13Week STUDY)



STUDY NO. : 0097 URINALYSIS
ANIMAL ¢ RAT F344

SAMPLING DATE : 013-7

SEX : MALE REPORT TYPE : Al

PAGE + 1
Group Name NO. of pH Protein Glucose Ketone bady. Bilirdbin
Animals 5.0 6.0 6.5 7.0 7.5 8.0 8,5 CHI - £ + 2+ 3+ 4+ Cll — & + 2+ 3+ 4+ CHI - £ + 2+ 3+ 4+ CHI — + 2+ 3+ ClI
0 pem i0 0 0 1 1 3 5 0 018100 1000000 00909000 0000
25  ppm 10 0 0 1 2 5 2 0 0 34300 00006000 301000 100 0 90
50  ppm 10 0 0 1 0 6 3 0 025300 100 00 00 6 0400 0 = 100 00
100 ppm 10 0 0 3 1 6 0 0 006 400 1000 0 00 901000 0 0 00
200 ppm 10 0 0 2 3 5 0 0 008 2 00 730000 8 02 000 100 00
400 ppm 10 0 0 3 3 4 0 0 003 3 40 x 2 232 10 = 5 05 0 0 0 = 100 0 0
Significent difference : ¥ P = 0.05 *x 1 P = 0.01 Test of CHI SQUARE
(JOL101)

BAIS2



STUDY NO. : 0087
ANINAL ¢ RAT F344
SAMPLING DATE : 013-7

URINALYSIS

SEX : MALE REPORT TYPE : Al PAGE = 2
Group Name NO. of Occult blood Urobi Linogen
Animals — & + 2+ 3+ CHl + + 2+ 3+ 4+ CHI
0  ppm 10 91000 10 0 0 0 OI
25  ppm 10 8200 0 100000
50  pem 10 37 0 0 0 = 100000
100 pom 10 37 00 0 = 100000
200  ppm 10 010 0 0 0 100 0 00
400  ppm 10 1 90 0 0 = 100000
Significent difference *: P = 0.05 *>* P = 0,01 Test of CHI SQUARE

(JCL101)

BAIS2



APPENDIX B 6-2

URINALYSIS : SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097 URINALYSIS
ANTHAL : RAT F344
SAMPLING DATE : 013-7

SEX : FEMALE REPORT TYPE : Al PAGE ¢ 3
Group Name NO. of pl Protein Glucose Ketone body__ Bilirubin
Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI — + + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — 4+ + 2+ 3+ 4+ CHI — 4+ 2+ 3+ CHl
0  ppm 10 6 0 o0 0 3 7 0 180100 0000000 8 ¢ 2000 000 0
25 pem 10 6 0o 2 2 3 3 0 6 4 00 00 10 0 0 0 0 0 100 000 0 0000
50  pem 10 o 1 4 2 2 1 0 x 343000 100 0 000 000000 100 00
100 pem 10 0 1 2 4 3 0 0 *% 26 2000 0 00000 10 0 0 0 0 0 16 0 0 0
200 ppm 10 0 4 1 1 2 2 0 0072 010 g 0090180 10 00 0 0 O 10 0 0 0
400  ppm 10 0 4 3 2 1 0 0 *x 05410090 01 2 5 2 0 = g 019000 10 0 0 0
Significent difference *: P < 0.05 ¥ : P = 0.01 Test of CHI SQUARE
{JCL101)

BAIS2



STUDY NO. : 0097 URINALYSIS
ANIMAL ¢ RAT F344
SAMPLING DATE : 013-7
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Occult blood Urabi Linogen
Animals — % + 2+ 3+ CHI + + 2+ 3+ 4+ CHI
0 ppm 10 100 0 0 0 10 0 0 00
25  ppm 10 100 0 0 ¢ 100000
50  ppm 10 10 0 0 0 0 00 0 0 0
100 ppm 10 16 06 0 0 0 10 0 0 0 0
200  ppm 10 4 6 0 0 0 =x 0 00 00
400  ppm 10 37 00 0. % 10 0 0 0 0
Significent difference * 1P = 0.05 > ¢ P = 0,01 Test of CHI SQUARE

(JcL1o1)

BAIS2



APPENDIX B 6-3

URINALYSIS : SUMMARY, MOSUE @ MALE

(13Week STUDY)



STUDY NO. : 0088 URINALYSIS
ANINAL + MOUSE BDF1
SAMPLING DATE : 013-7

SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of pl Protein Glucose Ketone body Occult blood
Animals 5.0 6.0 6,5 7.0 7.5 8.0 8.5 CiHI — % + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — + 2+ 3+ CHI — & + 2+ 3+ CHI
0  ppm 10 0 0 0 0 2 8 0 00 8 2 00 10 00 0 0 0 27 10 10 0 0 0 0
12 ppm 8 0 0 0 2 2 4 0 0 0 0 6 2 0 = 8 000 00 1700 8 00 0 0
25  pem 1 0 0 0 0 0 1 0 ? 001000 ? 100000 ? 01 ¢ 0 ? 1 0000 ?
50 pem 0 e - - - - - = - - - - - - - - - - - - - - -
100 pom 2 0 0 0 0 0 2 0 ? 0002900 ? 200000 ? 01190 ? 20000 ?
200 ppm 0 - - - - - - - - - - - - = - - - - - - - - - - - - - - =
Significent difference ; ¥t P = 0.05 ** : P = 0,01 Test of CHI SQUARE

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

(JcLiol)

BAIS2



STUDY NO. : 0098 URINALYSIS
ANIHAL : MOUSE BDF1
SAMPLING DATE : 013-7

SEX : MALE REPORT TYPE : Al PAGE ¢ 2
Group Name NO. of Urabi Linogen
Animals + + 2+ 3+ 4+ CHI
0 ppm 10 100 0 0 0
12 ppm 8 8 0 0 00
25 ppm 1 10000 7
50  ppm 0 - - - - -
100 ppm 2 20000 ?
200 ppm 0 - - - - =
Significent difference x: P = 0.0 ** P = 0,01 Test of CHI SQUARE

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

(JCL101)

BAIS2



APPENDIX B 6-4

URINALYSIS : SUMMARY, MOSUE @ FEMALE

(13Week STUDY)



STUDY NO. : 0098 URINALYSIS
ANINAL + MOUSE BDF1
SAMPLING DATE : 013-7

SEX : FEMALE REPORT TYPE : Al PAGE : 8
Group Narie NO. of pH Protein Glucose Ketone bady Occult blood
Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI — + + 2+ 3+ 4+ CHI — £ + 2+ 3+ 4+ CHI — + 2+ 3+ CHl — & + 2+ 3+ ClHI
0 ppm 10 0 0 0 1 1 6 2 026 200 1000 00 0 6 4 0 0 100 0 0 0
12 pom 10 0 0 1 3 2 2 2 222 2 20 1006 0 0 0 0 6 4 0 0 g 1000
25  pem 10 6 0 1 2 1 6 0 0 343¢00 10000000 55 00 100 00 0
50  ppm 10 o 0 5 2 1 2 0 007 300 100006 00 0 4 6 00 100 000
100 ppm 10 0 0 0 1 1 8 0 007 300 100 6 0 0 © 55 0 0 10 0 6 0 0
200  ppm 10 0 0 1 3 4 2 0 635110 100006000 3610 1000 0 0 0
Significent difference * 3 P = 0.05 ¥ 1 P < 0.01 Test of CHI SQUARE

(JcLio1) BAIS2



STUDY NO. : 0088

URINALYSIS
ANIMAL : MOUSE BDF1
SAMPLING DATE : 013-7
SEX : FEMALE REPORT TYPE : Al PAGE = 4
Group Name NO. of Urabi Linogen
Animals + 4+ 2+ 3+ 4+ CHI
0  ppm 10 10 0 0 0 O
12 ppm 10 100 0 00
25  ppm 10 10 0 0 06 0
50  ppm 10 1000 00
100 ppm 10 100 0 00
200 ppm 10 100000 ’
Significent difference *¥: P = 0.05 *% ¢ P = 0.01 Test of CHI SQUARE

(JCL101)

BAIS2



APPENDIX B 7-1

GROSS FINDINGS : SUMMARY, RAT : MALE : SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO. @ 0097 GROSS FINDINGS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS ( 13W)

REPORT TYPE : Al

SEX : MALE PAGE : 1
Group Name 0  ppm 25  ppm 50  pem 100 ppm

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

thymus red zone 2 (20) 3 {30) 1 (10) 0 (0

Liver herniation 0 (0 2 (20 0 (0 0 (0

kidney pale 0 0 0 (0 0 ( 0) 0 (0

adipose rodule 0 (0 0 (0 1 (10) 0o (0

(1PT080)

BAIS2



STUDY NO. @ 0097 GROSS FINDINGS (SUMMARY)

ANTMAL : RAT F344 SACRIFICED ANIMALS ( 13W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 2
Group Name 200 ppm 400 ppm

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

thymus red zone 2 (20 3 (30)

Liver herniation 0 (0 0 (0

kidney pale 3 (30 g (90

adipose nodule 0 (0 0 (0

(HPT080) BAIS2



APPENDIX B 7-2

GROSS FINDINGS : SUMMARY, RAT : FEMALE @ SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO. & 0097 GROSS FINDINGS (SUMMARY)

ANTHNAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 3
Group Name 0 ppm 25  ppm 50  ppm 100 ppm

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

thymus red zone 1 (10 0 (0 o (0 1 (10

spleen red zone 0 (0 0 {0 0 (0 1 (10

Liver herniation 2 (20 1 (10) 0 (0 0 (0

kidney pale 0 (0 o0 0 (0 1 (10

ovary cyst 0 (0 0 (0 0 (0 0 (0

uterus dilated Llumen 4 (40) 1 (10 2 (20) 3 (30

(HPT080) BAIS2



STUDY NO.  : 0097 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4
Group Name 200 ppm 400 ppm

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

thymus red zone 0 (0 o0 (0

spleen red zone 0 (0 0 ( 0)

Liver herniation 2 (20) (G )

kidney pale 4 (40) 10 (100)

ouary oyst 1 (10) o (0

uterus dilated Lumen 1 (10) o0 (0

(HPT080) BAIS2



APPENDIX B 7-3

GROSS FINDINGS : SUMMARY, MOSUE : MALE :DEAD AND MORIBUND ANIMALS

(13Week STUDY)



STUDY NO. : 0088 GROSS FINDINGS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name 0  ppm 12 ppm 25 ppm 50  ppm

Organ Findings NO. of Animals 0 (%) 2 (%) 8 (%) 10 (%)

tung red - (= 1 (50 5 (56) 4 40)

spleen black zone - (= 0 (0 0o (0 o (0

gl stomach red patch/zone - (=) ) 0o (0 o (0
fluidired - () ¢ (0 o (0 1 (10

Liver pale - (=) 2 (100) 8 (89) 8 (90)

kidney pale - (=) 0 (0 1 (1 o (0

(HPTO80) BAIS2



STUDY NO. : 0098 GROSS FINDINGS (SUMMARY)
ANINAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 13W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name 100 ppm 200 ppm
Organ Findings, ¥0. of Animals 8 (%) 10 (%)
lung red 5 (63 8 (80)
spleen black zone 0 (0 1 (10)
gl stomach red patch/zone 2 (25) 2 {20)
fluid:red 0 (0 0 (0
Liver pale 8 (75) 6 {60)
kidney pale 0 (0 0 (0
(HPT080) BAIS2



APPENDIX B 7-4

GROSS FINDINGS : SUMMARY, MOSUE @ MALE : SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO. & 0098 GROSS FINDINGS (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)

REPORT TYPE : Al

SEX : MALE PAGE : 1
Group Name 0 ppm 12 ppm 25  ppm 50 ppm

Organ, Findings NO. of Animals 10 (%) 8 (%) 1 (%) 0 (%)

spleen black zane 2 (20) 0 (0 0 (0 - (=)

kidney hydronephrosis 1 (10) 0 (0 0 (0 - (9

(HPTO80) BAIS2



STUDY NO.
ANIMAL

: 0098
+ MOUSE BDF1

GROSS FINDINGS (SUMMARY)
SACRIFICED ANIMALS ( 13W)

REPORT TYPE : Al

SEX : MALE PAGE : 2
Group Name 100 ppm 200 ppm

Organ Findings NO. of Animals 2 (%) 0 (%)

spleen black zane 1 {50) - (-

kidney hydronephrosis 6 (0 - ()

(HPT080) BAIS2



APPENDIX B 7-5

GROSS FINDINGS : SUMMARY, MOSUE : FEMALE : SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO.  : 0098

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name PPm 12 ppm 25 ppm 50 ppm
Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)
spleen black zone 1 (10) 2 {20) 3 (30) 2 (20)
Liver  uhite 0 (0 0 (0 ()] 0 (0
uhite zone 0 (0 0 {0 1 (10) 0 (0
auary cyst 0 (0 1 (10) ()] 0 (0
uterus dilated lumen 0 ( 0) 0 (0 0 (0 ¢ (0
(HPT080) BAIS2



STUDY NO.  : 0098 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 4
Group Name 100 pom 200 ppm
Organ Findings NO. of Animals 10 (%) 10 (%)
spleen black zone 2 {20) 1 (10)
Liver white 0 (0 9 (90)
uhite zone 0 (0 0 (0
ouary cyst 0 { 0 0 (0
uterus dilated Lumen 1 (10) 3 (30)
(HPT080) BAIS2



APPENDIX B 8-1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : MALE

(13Week STUDY)



STUDY NO. : 0097

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIHAL : RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE ¢ 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals
0 ppm 10 R7 13 0.285+t 0,025 0.052  0.004 2.867+  0.157 0.850+  0.107 1.046% 0,083
25 ppm 10 302+  19%x 0.234%  0.042%x 0.051k  0.004 2.8584+  0.088 0.974+  0.056 1.020+  0.063
50  ppm 10 296 13xx 0.235k  0.027xx 0.054+  0.006 2.860t 0.076 0.933+  0.064 1.040%  0.084
100 ppm 10 2891  18%x 0.2174  0.024=%x 0.052  0.004 2.841x  0.088 0.8304  0.052 0.984k  0.074
200  ppm 10 2681%  12%x 0.210&  0.019%x 0.056+  0.008 2.840+  0.120 0.807x  0.084xx 0.882+ 0.079
400  ppm 10 227+ 16xx 0,171  0.020%x 0.062+  0.004 2.658%  0.094xx 0.7534  0.042%x 0.934+  0.083%
Significant difference ; ¥ P = 0.05 w1 P =< 0,01 Test of Dunnett

(HCLO40)

BAIS2



STUDY NO. : 0097
ANTHAL © RAT F344
REPORT TYPE : A1

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

SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0  ppm 10 1.880+  0.112 0.567+  0.031 8.113+  0.515 1.886+  0.053
25  ppm 10 1.852+  0.107 0.544%+  0.034 7.887  0.559 1.883+  0.042
50 ppm 10 1.948+  0.113 0.546%  0.031 7.808%+ 0.412 1.887%  0.057
100 ppm 10 1,927+ 0.128 0.536%  0.045 7.837+  0.582 1.872+  0.044
200  ppm 10 1.982+  0.160 0.483+  0.049*x 7.344%  0.488%x 1.854%+ .0.015
400 ppm 10 2.023%  0.234 0.442+  (.052%x 6.834%  0.593*x 1.779E1  0.048%x
Significant difference ; *: P = 0.0 % ! P £ 0,01 Test of Dunnett

(HCL040)

BAIS2



APPENDIX B 8-2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097
ANIMAL ¢ RAT F344
REPORT TYPE : Al

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

SEX @ FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight THYNUS ADRENALS OVARIES HEART LUNGS
Animals
0  pom 10 187+ 11 0.2084+ 0,013 0.059+  0.005 0.101+  0.009 0.650%  0.040 0.778%f  0.043
25  ppm 10 177+ 12 0.198%  0.022 0.058+  0.005 0.102%&  0.013 0.645+  0.032 0.786+  0.072
50  ppm 10 165% 8k 0.175+  0.014%x 0.059L+  0.003 0.1024 0,009 0.610+  0.044 0.755+  0.047
100 ppm 10 169+ Txx 0.179%  0.011x 0.062+  0.003 0.099%  0.009 0.640+  0.042 0.770+  0.042
200  ppm 10 1621  14xx 0.180%  0.029%x 0.058+t  0.003 0.086+  0.013 0.620+&  0.048 0.752%t  0.058
400  ppm 10 1464+ 10%x 0.166+  0,017%x 0.053t  0.006%x 0.087+  0.014x 0.581%  0.033%x 0.714%  0.048
Significant difference ; * 1P =0.05 *x 1 P = 0.01 Test of Dunnett
(HCL040) BAIS2



STUDY NO. : 0087
ANTHAL + RAT F344
REPORT TYPE : Al

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

SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0  ppm 10 1,219+ 0.049 0.393+  0.025 4.418% 0,240 1.774+  0.038
25  ppm 10 1.2694+  0.098 0.388+  0.036 4,514+  0.343 1.770  0.035
50  pem 10 1.266  0.058 0.355+  0.020% 4,371+  0.215 1.7634%  0.042
100 ppm 10 1.3451+  0.084% 0.370+  0.024 4,710+ 0,241 1.727+  0.083
200 ppm 10 1.461%  0.159%x 0.356+  0.034x 5.228%  0.424%x% 1,721 0.043%
400 ppm 10 1.493% 0.178xx 0.311+  0.036%x 4,908+  0.427%x 1.671%  0.035%x
Significant difference : * P = 0.05 % : P < 0,01 Test of Dunnett

(HCLO40)

BAIS2



APPENDIX B 8-3

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOSUE : MALE

(13Week STUDY)



STUDY NO. : 0088

ANINMAL

REPORT TYPE : Al

+ HOUSE BDF1

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS ( 13)

SEX : MALE
UNIT: g PAGE ¢ 1
Group Name NO. of Body Weight THYNUS ADRENALS TESTES HEART LUNGS
Animals
0 ppm 10 31.6+ 2.3 0,037t  0.006 0.009%f  0.002 0.2194+  0.030 0.161%  0.021 0.163+  0.011
12 ppm 8 27.2% 3.3 0.038+  0.009 0.010%£  0.002 0.203f 0,038 0.146%  0.006 0.164%  0.011
25  ppm 1 28.2+ 0.0 0.041+  0.000 0.007x£  0.000 0.228+  0.000 0.153%+  0.000 0.188%  0.000
50  pem 0 - - - - - -
100 ppm 2 26,0+ 1.6 0.0354+  0.007 0,008 0.001 0.187+ 0.101 0.1354+  0.013 0.1624+ 0,012
200 ppm 0 - - - - - -
Significant difference : x 1P =0.05 *x 1 P = 0.01 Test of Dunnett

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

(HCLO40)

BAIS 2



STUDY NO. : 0098

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANTHMAL ¢ NOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE ¢ 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0 ppm 10 0,466+  0.016 0.052  0.010 1,235+  0.074 0.448% 0,015
12 ppm 8 0,430+  0.018 0.057+  0.006 1.1974&  0.061 0.445%  0.017
25  ppm 1 0,448+  0.000 ? 0.066+  0.000 1.270+  0.000 ? 0.444%  0.000
50 ppm 0 - - - -
100 ppm 2 0.402+ 0.022 ¢ 0.053+  0.013 1.154+  0.153 ? 0.450  0.009
200  ppm 0 - - - -
Significant difference * 1P £ 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.

(HCL040)

BAIS2



APPENDIX B 8-4

ORGAN WEIGHT, ABSOLUTE : SUMMARY, MOSUE : FEMALE

(13Week STUDY)



STUDY NO. : 0098 ORGAN WEIGHT:ABSOLUTE (SUMMARY)
ANIMAL : HOUSE BDF1 SURVIVAL ANINMALS ( 13)

REPORT TYPE : Al

SEX : FEMALE

UNIT: g PAGE : 3
Group Name NO. of Body Weight THYNUS ADRENALS OVARIES HEART LUNGS
Animals
0  ppm 10 20,6+ 1.0 0.041+  0.005 0.013+  0.002 0.032+  0.006 0.1294+  0.012 0.148%  0.007
12 ppm 10 20.4+& 0.7 0.038+  0.008 0.013x  0.001 0.031+&  0.007 0.1284+  0.009 0.1544+  0.008
25  pem 10 21.2+ 0.9 0.037+  0.008 0.013+  0.001 0.028%  0.002 0.1344+  0.012 0.159+  0.011
50  ppm 10 20.5+& 1.2 0,037+ 0.007 0.013+  0.002 0.026%  0.004 0.130+  0.008 0.150%  0.010
100 pom 10 20.1& 0.7 0.035%  0.003 0.013%+  0.001 0.023%&  0.002%x 0.126%  0.008 0.150+  0.008
200 ppm 10 21.5% 1.4 0.041+  0.008 0.013%&  0.001 0.024%  0.004%x 0.125+  0.008 0.155+ 0.014
Sionificant difference ; x P =0.05 x 1 P = 0,01 Test of Dunnett
(HCL040) BAIS2



STUDY NO. : 0098
ANIMAL : MOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE

UNIT: g

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

PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0 ppm 10 0.296+  0.007 0.055%=  0.005 0.893+  0.055 0.462+  0.010
12 ppm 10 0.307+  0.015 0.057t  0.008 0.945+  (0.056 0.461+  0.012
25 ppm 10 0.316  0.024 0.059+  0.008 0.960+  0.087 0.459+  0.014
50  ppm 10 0,317+ 0.020 0.054%  0.010 0.922+  0.083 0.456+  0.010
100 ppm 10 0.303+  0.022 0.055+  0.007 0.891f  0.077 0.456+  0.013
200 ppm 10 0.337L  0.014xx 0.065+  0.010% 1,280  0.131%x 0,454+  0.013
Significant difference ; ¥ P = 0.05 ¥x 1 P £ 0,01 Test of Dunnett
(HCL040)

BAIS2



APPENDIX B 9-1

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : MALE

(13Week STUDY)



STUDY NO. : 0097

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANINAL ¢ RAT F344 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYNUS ADRENALS TESTES HEART LUNGS
Animals (g)
0  ppm 10 327& 138 0.087+ 0.006 0.016% 0.001 0.878% 0.038 0,291+ 0.031 0.320% 0.022
25 ppm 10 302+ 19xx 0.077+% 0.010% 0.017x 0.001 0.947% 0.048% 0.323% 0.020% 0.3384 0.020
50  ppm 10 2964 13%x 0.0794 0.008 0.018% 0,002 0.967+ 0.038%x 0.315% 0.017 0.351% 0.022%
100 ppm 10 289+  18%x 0.075% 0.005%x 0.018+ 0.002 0.9864 0.065%x 0.308+ 0.010 0.341£ 0.018
200  ppm 10 261+ 12%x 0.080% 0.007 0.022E 0.003%x* 1.0894 0.055%x 0.309% 0.033 0.376L 0.022%x
400  ppm 10 227+ 16%x 0.075% 0.006%x 0.0234: 0.003%x 1.1734 0.052%x 0.3324 0.017x%x 0.412% 0.028%x
Significant difference ; * P = 0.05 ¥x 1 P = 0,01 Test of Dunnett

(HCL042)

BAIS2



STUDY NO. : 0097
ANIMAL * RAT F344
REPORT TYPE : Al

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

SEX : MALE
UNIT: % PAGE ¢ 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0  ppm 10 0.575% 0.019 0.174% 0.005 2.481% 0,058 0.578£ 0.015
25  ppm 10 0.646+ 0.024 0.180% 0.006 2.611% 0.084 0.628% 0.034x%x
50  ppm 10 0.658% 0.026% 0.185% 0.009 2.671% 0.050% 0.6384 0.022%x
100 ppm 10 0.667% 0,029« 0.185% 0.008x 2.745% 0,085%x 0.649% 0.038xx
200 ppm 10 0.760% 0.061%x 0,188+ 0.014% 2.8154 0.157%x 0.711% 0.031%x
400 ppm 10 0.891+ 0.090%x 0.194 0.017%x 3.0104% 0.187=#x 0.7861% 0.043%x
Significant difference ; ¥ P = 0.05 *x 1 P < 0.01 Test of Dunnett

(HCL042)

BAIS 2



APPENDIX B 9-2

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : FEMALE

(13Week STUDY)



STUDY NO. : 0097 ORGAN WEIGHT:RELATIVE (SUMMARY)
ANIMAL ¢ RAT F344 SURVIVAL ANIMALS ( 13}

REPORT TYPE : Al

SEX : FEMALE

UNIT: % PAGE @ 3
Group Name NO. of Body Weight THYNUS ADRENALé OVARIES HEART LUNGS
Animals (g)
0 ppm 10 187+ 11 0.112% 0.008 0.082% 0.003 0.054+ 0.004 0.348+ 0.018 0.417+ 0.016
25  ppm 10 177+ 12 0.112% 0.010 0.033% 0.002 0.058+ 0.004 0.3654 0.017 0.444% 0.027
50 ppm 10 165t 8¥x 0.106+ 0.607 0.036+ 0.002xx 0.062+ 0.008 0.370+ 0.014x 0.4591 0.014%x
100 pem 10 169t  Txx 0.1064% 0.007 0.037+ 0.003xx 0.059+ 0.008 0.379+% 0.021%x 0.456 0.027*x
200 ppm 10 162+  14%x 0.111£ 0.012 0.036E 0.002%x 0.059+ 0.006 0.383% 0.018%x 0.46854% 0.032x%x
400  ppm 10 1464 10%x 0,114+ 0.008 0.0364 0.002%x 0.060+ 0.009 0.3994 0.016%x 0.490% 0.016%x
Significant difference : X P = 0.05 *% 1 P = 0,01 Test of Dunnett

(HCL042) BALIS2



STUDY NO. : 0097
ANIHAL * RAT F344
REPORT TYPE : Al

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

SEX ¢ FEMALE
UNIT: % PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0  ppm 10 0.654+ 0.032 0.211% 0.011 2.3684 0.049 0.954+ 0.084
25  ppm 10 0.7164 0.033 0.220% 0.013 2.5494 0,108 1.002% 0.053
50  ppm 10 0.770% 0.033% 0.216+ 0.007 2.657+£ 0.075 1.073% 0.041xx
100 ppm 10 0.796% 0.069%x 0.219+ 0.010 2.785% 0.085%x 1.0224 0.049
200  ppm 10 0.903+% 0.083xx 0.220% 0.017 3.231% 0.177%x 1.0684 0.082%*
400 ppm 10 1,027+ 0.121%% 0.213% 0,015 3.374% 0.275%x 1.150E 0.083%x
Significant difference * 1 P = 0,05 *x 1 P £ 0,01 Test of Dunnett
(HCLO42)

BAIS2



APPENDIX B 9-3

ORGAN WEIGHT, RELATIVE : SUMMARY, MOSUE : MALE

(13Week STUDY)



STUDY NO. : 0098 ORGAN WEIGIIT:RELATIVE (SUMMARY)

ANIMAL : MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYNUS ADRENALS TESTES HEART LUNGS
Animals (g)
0 ppm 10 31.5%+ 2.8 0.1184 0.014 0.029% 0.007 0.700+ 0.108 0.514% 0.069 0.520% 0,048
12 ppm 8 27.2+ 3.3 0.1434+ 0.022 0.037+ 0.005 0.7534 0.146 0.543% 0.064 0.6084 0.068
25  pom 1 28.2%+ 0.0 ? 0.1454 0.000 ? 0.025% 0,000 7 0.8084 0.000 ? 0.543%+ 0.000 7 0.598% 0.000 ?
50 pem 0 - - - - - -
100 ppm 2 26.0% 1.8 ? 0,135+ 0.019 7 0.033% 0,001 7 0.732+ 0.436 7 0.520%+ 0.016 7 0.6224 0.007 7
200 pem 0 - - - - - -
Significant difference 3 x: P = 0.05 x 1 P = 0,01 Test of Dumnett

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

(HCLO42) BAIS2



STUDY NO. : 0098

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SURVIVAL ANIMALS ( 13)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
0 ppm 10 1,485+ (.084 0.166+% 0.034 3.927+ 0.184 1.430% 0.142
12 ppm 8 1.597+ 0.168 0.2124+ 0.021 4,446+ 0.472 1.857+ 0.188
25 ppm 1 1.58%% 0.000 ? 0.234% 0.000 4.504% 0.000 7 1.574% 0.000
50  ppm 0 - - - -
100 ppm 2 1.548% 0.012 ? 0,201+ 0.040 4,436+ 0.313 7 1.737% 0.144
200  ppm 0 - - - -
Significant difference 3 * 1P = 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.

(HCL042)

BAIS2



APPENDIX B 9-4

ORGAN WEIGHT, RELATIVE : SUMMARY, MOSUE : FEMALE

(13Week STUDY)



STUDY NO. : 0088
ANTHAL < NOUSE BDF1
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 13)

SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals (g)
0  ppm 10 20.6% 1.0 0.186% 0.022 0.064% 0.010 0.154% 0.022 0.623% 0.048 0.725% 0.041
12 ppm 10 20.4%f 0.7 0.1874 0.035 0.0614& 0.006 0.154x 0.040 0.625+ 0.058 0.756& 0.045
25  ppm 10 21.24+ 0.9 0.175% 0.027 0.061% 0.005 0.1324+ 0.014 0.632% 0.042 0.748+ 0.034
50  ppm 10 20.5%+ 1.2 0.181% 0.028 0.062% 0.008 0.1264 0.017 0.633% 0.029 0.734% 0.036
100 ppm 10 20,1+ 0.7 0.1754 0.015 0.0834 0.005 0.118% 0,011xx% 0.629+ 0.027 0.745+ 0.024
200 pom 10 21.5+ 1.4 0.180% 0.023 0.0611& 0.006 0.110£ 0.016%x* 0.581% 0.029 0.721% 0.044
Significant difference * 1 P = 0.05 *x 1 P £ 0,01 Test of Dunnett

(HCLO42)

BAIS2



STUDY NO. : 0098
ANINAL : HOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 13)

UNIT: % PAGE : 4
Group Name N0, of KIDNEYS SPLEEN LIVER BRAIN
Animals
0 ppm 10 1.4394 0.073 0.265+ 0.018 4,330% 0.121 2.246%+ 0.106
12 ppm 10 1.503k 0.064 0.2804 0.038 4,627+ 0.286 2.259+% 0.071
25  ppm 10 1.481+ 0.082 0.278%+ 0.028 4,525+ 0,328 2.1664 0.085
50 ppm 10 1.544% 0.086%x 0.264% 0,031 4,489+ 0.258 2.227x 0.125
100 ppm 10 1.508% 0.074 0.271£ 0.028 4,435+ 0,322 2.272+ 0.081
200 ppm 10 1.570% 0.056%x 0.301+ 0.032 5.9504 0.519%x 2.117% 0.096%
Significant difference ; * 1 P = 0.05 *x 1 P = 0.01 Test of Dunnett
(HoL042) BAIS2



APPENDIX B 10-1
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ MALE : SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO. = 0097 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL s RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 1
Group Name Control 25  ppm 50  ppm 100 ppm
No. of Animals 10 10 10 10
1> <2 & b Q> <2 & b 1> 2> B> b 1> 2> (& b
Organ Findings ® ® oW & ® ® o O ® & @® O @ & & W
 [Respiratory system]
nasal cavit nineralization 0 0 0 0 10 0 0 0 *x 4 6 0 0 *x 8 1 0 0 *x
(0000 1wy (000 (40) (80) ( O)-( O (90) (100 C 0 ( O
ecsinophi lic change:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 (0000 (1 (000 (10 C 00 C 0 (0
atrophy:olfactory epithelium 0 0 0 0 7 0 0 0 *xx 10 0 0 0 *xx 10 0 0 0 *x
(o0 (700 C ) C ) (O (o) ( 00 C 0 (O oy (o (0 ( O
necrosistolfactary epithelium 0 0 0 Y 0 0 0 0 0 0 0 0 0 0 0 0
(0o (n (oo o (oo con (000
Larymx inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

[Circulatory system]

heart granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

[Digestive system]

Liver deposit of ceroid 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
collapse:central 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
vacwlic change:central 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

[Urinary system]

kidney vacuolic change:proximal tubule

0 0 4] 0 0 0 0 0 0 4] 0 0 0 0 0 0
(oo (oo (OO0 (OO o0
Sisnificant difference ; *x 1 P=0.06 *:P =001 Test of Chi Square {1>:Slight {2>:Noderate {3>:Harked <4>:Severe

fmeriray RATQO



STUDY NO.  : 0087
ANINAL : RAT F344

REPORT TYPE : Al

SEX * MALE

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

PAGE : 2
Group Name 200 ppm 400 ppm
No. of Animals 10
1> 2> <3 b KI> <2> <3 <&
Organ, Findings @ % W @ @ & o
[Respiratary system]
nasal cavit mineralization 7 3 0 0 %% ] 1 0 0 *x
(70) (30) ( ) ( O (90) C10) C 0) ( O
eosinophilic change:olfactory epithelium 0 0 0 0 0 0 0 0
00 0) ( 0) (oo (o
atrophy:olfactory epithelium -8 0 0 0 *x 6 4 0 0 *x
(80 ( 0 C ) (O (60) (40) C 0) ( O
necrosistolfactory epithelium 8 0 0 0 xx 10 0 0 0 xx
(80 C O (o ( o a0 ( 0 C (0
larynx inflammation 1 0 0 0 0 0 0 0
(10 C O C 0O (0 Q) B G B Q) B Q)]
[Circulatory system)
heart grarulation 0 0 0 0 0 0 0 0
(0000 oo oo
[Digestive system]
Liver depasit of ceroid 0 0 0 0 10 0 0 0 %k
QIO B QIR ) B G 1) B Q)] (00 ( 00 C 0O (O
collapse:central 10 0 0 0 *x 8 2 0 0 *x
(100) ( 0 0 (0 (80) (200 ( 0 C O
vacuolic change:central 1 0 0 0 0 0 0 0
(10 C 0 0 (0 (0000
[Urinary system]
Kidney vacuolic change:proximal tubule 3 0 0 0 4 0 0 0
(300 (0 (0 (0 (40) ¢ @ C 0 (0
Significant difference ; x: P = 0.05 *x 3 P = 0,01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Marked <4>:Severe




STUDY NO. @ 0097 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Contrrol 25  ppm 50  ppm 100 ppm
No. of Animals 10 10 10 10
Q> 2> K3 b A> 2> B D 1> 2> & Kb 1> 2> K3 <D
Organ Findings @ ® & O ® & o’ O ® & & O ® W & O

[Endocrine system]

pituitary Rathke pouch 0 0 0 4] 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (100 C 000 (OO0 (O I G ) B Q) B G 1))

[Special sense organs/appandage]

nasolaor d inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(oo (1 (00 o000 oo o

Significant difference 3 *: P = 0.05 **x : P < 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO,  : 0087
ANIXAL ¢ RAT F344
REPORT TYPE : Al

SEX ¢ MALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIXALS ( 13W)

PAGE : 4
Grroup Name 200 ppm 400  ppm
No. of Animals 10 10
A> @ 3 b A> 2> B b
Organ Findings @ B & o ® & ®» O
[Endocrine system)
pituitary Rathke pouch 0 0 0 0 0 0 0

[Special sense organs/appandags]

nasolacr d inflammation

(0 (000

0

0

0

0

(oo

1
(1 o Colo0

00 0
(oo

Significant difference *: P = 0.0 > ! P £ 0,01

Test of Chi Sauare

<1>:Slight

<2>:Moderate

<3>:Harked

<4>:Severe

(HPT150)

BAIS2



APPENDIX B 10-2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO. & 0097 HISTOLOGICAL FINDINGS : NON-NEOPLASTIG LESIONS (SUKMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 5
Group Name Control 25  ppm 50  ppm 100 ppm
No. of Animals 10 10 10 10
1> <2 B3> b <> 2> <3 <& KI> 2> <3» <K& KI> 2> <3 <&
Organ Findings @ ® W O @ & W ® @ ® & W @ ® & o
[Respiratory system]
nasal cavit mineralization 0 0 0 0 g 1 0 0 xx 8 2 0 0 xx 8 1 1 0 *x
(o000 (80) (10 C 0) ( O (80) (200 ( O ( O (80) (10) (10) ( 0)
atrophy:olfactory epithelium 0 0 0 0 10 0 0 0 xx 10 0 0 0 *x 10 0 0 0 *x
(0000 (160) ¢ O C 0 ( O 100y ¢ © C 0 ( 0 (0 ( 0 ( ) ( O
necrosistolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) B QI ) B QI ) R Q)] (ocoCn o0 (OO0 (o000
[Digestive system]
Liver deposit of ceroid 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) I G ) B G ) B Q)] (G RGN ) B Q) B Q)] (OO0 (RO B G B Q) B )]
caollapse:central 0 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0 %
(oo o0 (00 (000 (80) ¢ ) (O C(C 0
vacuolic change:central 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(OO0 QOB G 1) B ) R Q)] (000 (ool
{Urinary system]
kidney vacuolic change:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(00 (oo (o0 (000 (200 C oy C 0 ( O
[Reproductive system]
ovary cyst 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 ] 0
(GO B G B G I Q1) (oo ) B G B ) B Q)] (00
uterus dilatation 3 0 0 0 1 0 0 0 1 0 0 0 3 0 ¢ 0
(3 oo (0 (I (OO0 (10 00 (3 (0 ( O (0
Significant difference P = 0.05 ** ! P S 0,01 Test of Chi Square <1>:Slight <2>:Moderate <{3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0087
ANTMAL : RAT F344
REPORT TYPE : Al

SEX ¢ FEMALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANINALS ( 13W)

PAGE: 6
Group Name 200  ppm 400 ppm
No. of Animals 10 10
1> <2 <3 & 1> <2 <3 &b
Organ Findings ® ® % W @ ® & o
[Respiratory system]
nasal cavit mineralization 10 0 0 0 ®x 8 2 0 0 *x
100y ¢ O C 0 ( O (80) (200 ( ) C O
atrophy:olfactory epithelium 10 0 0 0 ®x 8 2 0 0 xx
ooy ¢ 0) ( 0 ( 0 (80) (200 C 0) ( O
necrosis:olfactory epithelium 0 0 0 0 1 0 0 0
(o0 (0 (10 C 0 C 0 (0
[Digestive system]
Liver deposit of ceroid 8 0 0 0 *x 10 0 0 0 xx
(80) C (0 (O (100) ¢ 0 C 0) ( 0
collapseicentral 8 1 0 0 *x 8 1 0 0 *x
(80) (100 ( ) ( O (80) (10) ( 0 ( O
vacualic changs:central 2 0 0 0 0 0 0 0
(200 C ) C O (O (0000
{Urinary system]
kidney vacuwolic change:proximal tubule 1 3 2 0 x 2 2 1 0
(10) (30) (200 ( O) (20 (200 (100 ( O
{Reproductive system]
ovary cyst 1 0 0 0 0 0 0 0
(1) 000 (o (oo
uterus di latation 1 0 0 0 0 0 0 0
(10 C 00 (oo Cn
Significant difference *: P = 0.05 ** ! P S 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0087

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUNMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 7
Group Name Controt 25 ppm 50  ppm 100 ppm
No. of Animals 10 10 10 10
A> <25 B3> <D 1> <2> <3 b > 2> <3 <L 1> 2> B3> b
Organ Findines @ o o o ® W & o @ ® o’ o @ & & O
[Special sense organs/appandags]
Harder gl lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1) C o (00 (0000 (o0 (000
Significant difference *: P = 0,05 xx 1 P S 0,01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Narked <4>:Severe
(HPT150) BAISZ



STUDY NO. : 0097

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 8
Group Name 200 ppm 400  ppm
No. of Animals 10 10
1> 2> <3 <L 1> &> B3> b
Organ_____ Findings @ W w W @ ® W o
[Special sense organs/appandage]
Harder gl lymphoeytic infiltration 0 0 0 0 0 0 0 0
(oo (00
Significant difference 5 . * ¢ P < 0.05 ** : P = 0.01 Test of Chi Square <1>:Stlight <2>:Moderate 8> Marked {4>:Severe
BAIS2

(HPT150)



APPENDIX B 10-3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : MALE : DEAD AND MORIBUND ANIMALS

(13Week STUDY)



STUDY 0. : 0088
ANINAL : MOUSE BDF1
REPORT TYPE : Al

SEX : MALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0- 13W)

PAGE : 1
Group Name Control 12 ppm 25  ppm 50  ppm
No. of Animals 0 2 g 10
> 2> B3> Wb > 2> <3 b 1> 2> 3 D 1> 42> 3> &>
Organ, Findings @ & o W @ & & & @ ® W W @ o W o
[Respiratory system]
nasal cauit degeneration:olfactory epithelium - - - - 2 0 0 0 2 3 0 0 5 2 0 0
(230209 (100 ( O C O ( O (22) (33) ( 0 (0 (50 (200 C O ( 0
lung ~ congestion - - - - 0 0 0 0 ] 0 0 0 9 0 1 0
(2202 (oo o0 (e (000 (80) ¢ 0) (10 € O)
hemarrhage - - - - 4} 0 0 0 3 0 0 0 3 1 0 0
(2202029 QO B G () I G 1) B Q1)) (a3 (000 (30) (100 ¢ O ( 0)
inflammation - - - - 1 0 0 0 4 0 0 0 4 0 0 0
(- =) (=) =) ( 50) 0 (0 (0 (4 C 00 C O ( 0 (40 C 00 C 0 ( 0)
[Hematopoietic system]
tymeh node karyorrhexis - - - - 0 0 0 0 1 7 0 0 6 3 0 0
(009 (oo o0 (1) (78) C O ( 0 (60) (303 C O C O
thymus karyorrhexis - - - - 0 0 0 1 0 0 2 7 0 0 0 10
(2= 000 (50 (0 (0 (22) (78 0 C0 (0 (100
spleen melanin R - - - 0 0 0 0 0 0 0 0 0 0 0 0
(=009 (oo o (oo (0 (0000
atrophy - - - - 0 0 2 0 0 0 g 0 1 0 9 0
(202 0 (0o (o0 0 (0 (w0 ( 0 (100 € 0) (90 ( 0
[Digestive system]
stomach utcer:forestomach - - - - 1 0 0 0 0 0 0 0 0 0 o 0
(D009 (50) C (00 (oo lon oo
Liver necrosis: focal - - - - 0 0 0 0 0 0 0 0 1 0 0 0
(02009 (oo 0 (oo (0 (1 (00
<1>:Stight <2>:Moderate <3>: Harked <4>:Severe
(HPT150) BAIS2



STUDY NO. = 0098 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND HORIBUND ANIMALS (0~ 13W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name 100 ppm 200  ppm
No. of Animals 8 10
1> <2> & b 4> 2D <3 Wb
Organ Findings @ o o W @ ® o O

[Respiratory system]

nasal cavit degenerationiolfactory epithelium 2 4
(25) (50 ( 0 ( O (10) (80) C 0) ( O

lung congestion 8 0 0 0 8 2 0 0
00 ( O (0 (0 (80) (200 C 0) ( O

hemorrhage 1 0 0 0 0 0 0 0

(1B (000 (OO0 n

inflammation 0 0 0 0 0 0

4 5
(s C 03 C 0) (O (500 C 00 (C0(CO

{Hematopoietic system]

lymph node karyorrhexis 2 6 0 0 8 2 0 0
(258) (78) ( O) ( O) (80) (200 C 0) C O

thymus karyorhexis 0 0 1 7 0 0 0 10
0 (0 (13 (88 000

spleen melanin 0 0 1 0 1 0 0 0
(0013 (0 (100 C ) C 0) C O

atrophy 0 0 0 0 0 10 0

[Digestive system]

stomach ulcer: forestomach 0 0 0 0 0 0 0 0

Liver necrosis:facal 0 0 0 0 0 0 0 0

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

(HPT150) BAIS2



| STUDY NO.  : 0088

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Group Name Control 12 ppm 25 ppm 50 ppm
No. of Animals 0 2 9 10
<I> 2> <3 WD 1> <2> <3 <L 1> 2> & D > <@ 3> D
Organ Findings, @ & o o @ B & o ® o & o ® o m® o
[Digestive system]
Liver swelling:central - - - - 0 0 0 0 0 0 0 0 0 0 0 0
(02009 (0000 (ool (o0
[Urinary system]
kidney degeneration:proximal tubule - - - - 0 1 1 0 3 8 0 0 0 10 0 0
(2 (2009 (0 (80 (50) ( O (3) (67 ( O ( O (0 o) ( 00
tubular necrosistproximale tubule - - - - 0 1 1 0 0 0 9 0 0 0 10 0
(22020209 ¢ 0) (50) (50) ( O) 00 a0 (0 00 @y (0
[Reproductive system]
testis germ cell necrosis - - - - 2 0 0 0 7 2 0 0 10 0 0 0
(029 w0 ( 0 (0O (0 (78 (22) ( O ( O 1w (00 (0
<1>:Slight <2>:Moderate <3>:Harked <4>:Severe
(HPT150) BAIS2



STUDY NO. = 0098

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name 100 ppm 200  ppm
No. of Animals 8 10
A> <2 B W KD B> B W
Organ______ Findings @ o o o @ & & o™
[Digestive system]
Liver swelling:central 0 0 0 0 1 4 5 0
(GO R QI B G ) B Q)] (10 (40) (80) ( ©0)
[Urinary system]
kidney degenerationtproximal tubule 5 3 0 0 0 10 0 0
(63) (38) () (0O ¢ 0) (100) ( 0 ( 0
tubular necrosis:proximale tubule 0 0 8 2 0 0 10 0

[Repraductive system]

testis germ cell necrosis

(000 (7 (25 ¢ 0 (0100 (0

=

8 0 0 0 10 0 0 0
1oy ¢ 0 C o) ( 0 10y C O (0 (0

g

<1>:Slight

<4>:Severe

(HPT150)

BAIS2



APPENDIX B 10-4
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : MALE : SACRIFICED ANIMALS

(13Week STUDY)



STUDY NO. ¢ 0098
ANTHAL + MOUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE

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

PAGE : 1
Group Name Cantrol 12 pom 25  ppm 50  ppm
No. of Animals 10 8 1 0
<I> 2> 3> b > 2> <3 b A> @ 3 L A> 2> 3 b
Organ Findings @ o & o @ & o o @ ® W @ & & o
[Respiratory system]
nasal cavit osseous metaplasia 0 0 0 0 7 0 0 0 xx 1 0 0 0 - - - -
(000 (8) C O (00 (100) ( 0 C 0 C O D009
eosinophi lic change:olfactory epitheliun 0 0 0 0 0 0 0 0 0 0 0 0 - - - -
(000 (0 C0 (0 (ococo 0 D009
eosinophilic changetrespiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 - - - -
(ocoCn (0 QI RGO B ) B Q)] (000 S0 9
lung congestion 0 0 0 0 0 0 0 0 0 0 0 0 - - - -
(oo 0 (oo (000 S0 009
hemorrhage 0 0 0 0 1 1 0 0 0 0 0 0 - - - -~
o oo o (13) (13 C 0 ( O (0000 S0
[Hematopoietic system]
spleen melanin 1 0 0 0 0 0 0 0 0 0 0 0 ~ - - -
(10 (000 (oo Cn (GRORE Q) RGN RGO S0
[Urinary system]
kidney basophilic change 0 0 0 0 8 0 0 0 *x 1 0 0 0 - - - -
(000 wn (0000 @wo) ( 000 S0
vacuolization of proximal tubule 6 3 0 0 0 0 0 0 *x 0 0 0 0 - - - -
(60) (30) ( ) ( O (GO Q) B Q1) I Q0] (000 S0 =09
hydronephrosis 0 0 1 0 0 0 0 0 0 0 0 0 - - - -
(0010 (oo (0 (o0 SO0
Significant difference *:P=0.05 x:P =001 Testof Chi Square <1>:Slight <2>:Hoderate <8>:Harked <4>:Severe

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

(HPT150)

BAISZ



STUDY NO, @ 0088 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUKMARY)
SACRIFICED ANIMALS ( 18W)

ANINAL ¢ ¥OUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2
Group Nams 100  ppm 200 ppm
No. of Animals 2 0
> K2 3 b 1> <2 <3 <&
Organ Findings ® ® o W ® & & W
[Respiratory system]
nasal cavit osseous metaplasia 1 0 0 0 ? - - - -
(80) C ) C0) (0 (09 -
eosinophi lic change:olfactory epithelium i 0 0 0 7 - - - -
(s0) C 0y C O (0 (302009
eosinophilic changs:respiratory epithelium 1 0 0 0 7 - - - -
(500 (00 (0O (0 (=220
lung congestion 1 0 0 [V - - - -
(500 (0 (0 (0 (20209
hemarrhage 0 0 0 0 7 - - - -
(OO0 (2009
{Hematopaietic system]
spleen melanin 0 0 0 o ? - - - -
(G IR G ) IR Q) B Q)] (=009 -)
[Urinary system)
kidney basophi Lic change 2 0 0 0 7 - - - -
(o) ¢ o) ( 0) ( O (02020
vacwolization of proximal tubule 0 0 0 0 7 - - - -
(000 (=09 -)
hydronephrosis 0 0 0 [V - - - -
(oo (=200 -)
Significant difference i x: P < 0,05 ** ¢ P S 0,01 Test of Chi Square <1>:Stight <2>:Moderate <{3>:Harked <4>:Ssvere

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

(HPT150)

BAIS2



STUDY NO. : 0098
ANINAL + MOUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE

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

PAGE : 3
Group Name Control 12 ppm 25  ppm 50  pem
No. of Animals 10 8 1 0
A> 2> <3 <L KI> <25 <3 &b <I> <2 <3 W 1> 2> (K3 b
Organ Findings, @ & & o @ & @ » ® o & o @ m m W
[Urinary system]
kidney mineralizationipapilla 0 0 0 0 0 0 0 0 0 0 0 0 - - - -
(G B QY B Q) B Q)] (000 (oo (0 D00
tubular necrosisiproximale tubule 0 0 0 0 5 0 0 0 * 1 0 0 0 - - - -
(ool (83 C 00 C 0 (0 (x00) ¢ 0) C 0 ( 0) SO0
[Reproductive system]
testis germ cell necrosis 0 0 0 0 1 0 0 0 0 0 0 0 - - - -
(OO0 (13000 (000l S 9
Significant difference ; *x ! P = 0.01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Harked <4>:Severe

? & Sisnificant test is not applied,because No. of data in this growp is less than 3.

(HPT150)

BAIS2



STUDY NO.  : 0098 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name 100 ppm 200 ppm
No. of Animals 2 0
1> @ B> b > 2> B3> b
Organ Findings; ® ® & O @ ® & o

[Urinary system]

kidney mineralization:papilla 1 0 0 0 7 - ~ - -
(50) C O C 0O (22020
twbular necrosis:proximale tubule 1 0 0 0 7 - - - -

(500 C 00 (0 (O (20230209

[Reproductive system]

testis germ cell necrosis 2 0 0 0 7 - - - -
(00) ¢ 0) C 0 ( O) (00209
Significant difference 3 * P = 0.05 *% 1 P S 0.01 Test of Chi Squars <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

? : Significant test is not applied,because Na. of data in this group is less than 3.

(HPT150) BAIS2



APPENDIX B 10-5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : FEMALE : SACRIFICED ANIMALS

(13Week STUDY))



STUDY NO.  : 0098

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢+ MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 5
Group Name Control 12 ppm 25 pem 50  pem
No. of Animats 10 10 10 10
A> 2> <3 b 1> <2 <& b I> 2> K3 b 1> 2> B3> b
Organ Findings ® ® & W ® ® o0 ® @ & % o @ ® & O
[Respiratory system)
nasal cauit osseous metaplasia 0 0 0 0 7 0 0 0 *x 10 0 0 0 *x g 0 0 0 *x
(000 (7 000 100) ( 0 C 0 ( 0 (go) ( 0 C O (C 0
eosinophilic changetalfactory epithelium 0 0 0 0 7 0 0 0 *x 8 1 0 0 *x 4 4 0 0 *x
(000 (700 C OO0 (80 (100 C ) C O (40) (40) ( ) ( O)
eosinophilic change:respiratory epithelium 0 0 0 0 8 0 0 0 xx 8 0 0 0 *x 7 0 0 0 *x
(o0 (8 C 0y (00 (80 C ) C 0) ( O (700000
lung thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o oy (o0 ool o (ool
[Hematopoietic system]
spleen melanin 0 1 0 0 2 0 0 0 3 0 0 0 2 0 0 0
Q) B G §1) B Q1) B Q1)) (20 C ) C O (0 (30 C O C 000 (200 C ) C ) ( O)
[Digestive system]
Liver cell atypia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 cocofo0 o (000 0) oo
necrosis:central 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (0 (0000 CoCncCon (o0
necrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO R G ) B Q) B G0)] (OO0 (000 (OCCo o
vacuolic change:central 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 ooy (GO G B Q) B QD) (G G ) B G B G )
[Urinary system]
kidney basophi lic change 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 0
oo (000 (o0 (oo
Significant difference 3 *x: P S 0,05 =% P < 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe




STUDY NO.
ANIHAL

+ 0088
¢ MOUSE BDF1

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

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 6
Group Name 100 ppm 200  ppm
No. of Animals 10 10
1> 2> <3 b 1> 2> <3 <K&
Organ Findings ® & o O @ @ & O
[Respiratory system]
nasal cavit osseous metaplasia 9 0 0 0 *x 9 0 0 0 *x
(80 0 C 0y (0 (s C 0 C 0 (O
eosinophilic change:olfactory epithelium 5 4 0 0 *x 10 0 0 0 *x
(50) (40) ( O ( O ) (000
eosinophilic change:respiratory epithelium 7 0 0 0 *x 8 0 0 0 *x
(700 (000 (8 (OO0
lung ‘thrombus 0 0 0 0 1 0 0 0
Q) BN Q) I Q) I Q)] (1 C 0 (00
[Hematopoistic system]
spleen melanin 2 0 0 0 1 0 0 0
(200 C ) C ) C O (1 C O 00
{Digestive system)
Liver cell atypia 10 0 0 0 xx 10 0 0 0 *x
(oo ¢ o) ¢ 0 ( O (o) ¢ 0 ( 0 ( 0
necrosis:central 0 0 0 0 2 8 0 0 *x
(oo (20 (80 ( 0 ( 0
necrosis:focal 1 0 0 0 0 0 0 0
(10 C 00 (0 (GO B QI 1) B GO B )]
vacuolic change:central 0 0 0 0 1 1 0 0
(GO RGO B Q) B Q)] (10) (100 C 0) C O
[Urinary system]
kidney basophi Lic change 1 0 0 0 0 0 0 0
(1 (000 (o oo (o0
Significant difference ; x: P = 0.0 ** 1 P =S 0,01 Test of Chi Saquare <1>:Slight {2>:Moderate (3> Marked {4>:Severe



STUDY NO. : 0098

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 7
Group Name Control 12 ppm 25 ppm 50  ppm
No. of Animals 10 10 10 10
I> <@ <3 b 1> <25 <& b 1> 2> K3 <& 1> 2> <3 <&
Organ Findings @ & O o @ & & O ® & ® o @ @® & O
[Urinary system]
kidney mineralization:papilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (oo n (0COCo o0 (o0
{Reproductive system]
ovary cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO B QI ) B ) B Q)] (10 C 0O C 00 (00 (o0 (on
Significant difference ®* P < 0,01 Test of Chi Square <1>:Stlight {2>:Moderate <{3>:Marked <4>:Severe
(HPT150) BAIS2



STUDY NO.  : 0098 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 13W)
REPORT TYPE : Al
SEX s FEMALE PAGE: 8
Group Name 100 ppm 200 ppm
No. of Animals 10 10
<I> 2> <& <D 1> <2> K3 b
Organ_____ Findings @ ® & M ® & & o
[Urinary system]
kidney mineralization:papilla 0 0 0 0 0 0 0 0

[Reproductive system]

ovary cyst

(000l (00

00 0 0 0 0 0 0
(oo COCo0 oo

Significant difference ;

*: P = 0.05

** : P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Narked <4>:Severs

(HPT150)

BAIS2



APPENDIX B 11-1

IDENTITY AND PURITY OF CHLOROFORM

PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(13Week STUDY)



IDENTITY AND PURITY OF CHLOROFORM PERFORMED AT THE JAPANBIOASSAY LABORATORY
(THIRTEEN-WEEK STUDY)

Lot no.TLK0986
1. Spectral data

(1) Mass Spectrometry

Instrument: Hitachi M-80B
Ionization: EI (Electron Ionization)
Ionization Voltage: T0eV
100 5= T 7
|
&
2 )
SO 7] 2 -~
] i ,
: | 5 if
i L W
o T [ AL g
s} 100 203

Mass Spectrum of CHLOROFORM

Result:

Molecule Weight

Theoretical Value 117.91(Calculated)

Determined 117.9



(2) Infrared Spectrometry

Instrument

Cell

Slit

Results

: Hitachi 270-30
: KBr(Liquid Cell)

: Mediunm

Infrared Spectrum of CHLORCFORM

Determines

: Wave Number
(cM 1)

660~ 700

720~ 820

1200~ 1260

Literature Values

660~ 700
720~ 820
1200~1260

{Sadtler Handbook
by Sadtler Research
Laboratories, Inc.)



2. Gas Chromatography

Instrument: Hewlett Packard 58904

Column: Methyl Silicone (0.2mm ¢ X 50m)
Column Temperature: 80°C

Flow Rate: 1 ml/min

Detector: FID (Hydrogen Flame Ionization)
Injection Volume: 1 #¢1

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to (Percent of
Peak No. Time (min) Major Peak Major Peak)
1 2.243 0.86 0.97
2 2.602 1.00 100

3. Conclusions: The result of the mass spectrum agreed with the theoretical
value and the infrared spectrum agreed with the literature values. Gas
chromtography indicated one impurity with concentration totaling <1% of
the major peak.



APPENDIX B 11-2

STABILITY OF CHLOROFORM AT THE JAPAN BIOASSAY LABORATORY

(13Week STUDY)



STABILITY OF CHLOROFORM AT THE JAPAN BIOASSAY LABORATORY (THIRTEEN-WEEK STUDY)

Lot no.TLK0986

1.Sample storage: Chloroform was stored for about 13 weeks at 5°C.

2. Infrared Spectrometry
Instrument
Cell
Slit

Results

2. Gas Chromatography
Instrument:
Column:
Column Temperature:
Flow Rate:
Detector:

Injection Volume:

: Hitachi 270-30

: KBr(Liquid Cell)

: Medium
03/09/88 07/04/88
: Wave Number
(CH™ 1)
660~ 700 660~ 700
720~ 820 720~ 820
1200~ 1260 1200~1260

Hewlett Packard 58304

Methyl Silicone(0.2mm ¢ X50m)
80°C

1 ml/min

FID (Hydrogen Flame Icnization)

1 ¢l

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to {Percent of
Date Peak No. Time(min) Major Peak Major Peak)
03/09/88 1 2.243 0.86 0.97
2 2.602 1.00 160
07/04/88 1 2.238 0. 86 0.98
2 2.593 1.00 100

3. Conclusions: The results of the infrared spectrum agreed with the previous
determine of test values.Gas chromtography indicated one impurity with
concentration totaling <1% of the major peak.

Consequently, Chloroform was stable as the chemical when stored for about 13

weeks at 5°C.



APPENDIX B 12-1

CONCENTRATION OF CHLOROFORM IN INHALATION CHAMBER

(13Week STUDY)



CONCENTRATION OF CHLOROFORM IN INHALATION CHAMBER .
(RAT : THIRTEEN-WEEK STUDY)

Concentration(ppm)

Group Name Mean =+ S.D.
Control 00 £ 00
25ppm 249 = 0.1
50ppm 499 =*= 03
100ppm 99.6 * 04
200ppm 1994 = 1.0
400ppm 3990 * 17

CONCENTRATION OF CHLOROFORM IN INHALATION CHAMBER
(MOUSE : THIRTEEN-WEEK STUDY)

Concentration(ppm)

Group Name "Mean £ S.D.
Control 00 * 0.0
12ppm 120 *= 01
25ppm 250 = 0.1
50ppm 50.1 £ 0.1
100ppm 100.2 = 0.3

H

200ppm 200.2 0.5




APPENDIX B 12-2

ENVIRONMENT OF INHALATION CHAMBER

(13Week STUDY)



ENVIRONMENT OF INHALATION CHAMBER IN CHLOROFORM STUDIES

(RAT : THIRTEEN-WEEK STUDY)

TEMPERATURE(C) HUMIDITY(%) VENTILATION RATE( /min) ROOM AIR CHANGE(time/h)
Group Name MEAN *+ 8.D. MEAN £ S.D. MEAN £ S.D. MEAN
Control 241 £ 0.2 553 = 15 2105 £ 086 11.9
25ppm 236 £ 02 547 £ 09 2096 * 04 11.9
50ppm 242 * 02 569 * 1.2 2105 = 05 11.9
100ppm 240 £ 0.2 550 * 07 2120 £ 03 12.0
200ppm 245 = 04 551 £ 1.0 209.2 £ 07 11.8
400ppm 240 £ 0.2 540 £ 09 210.1 = 04 11.9

ENVIRONMENT OF INHALATION CHAMBER IN CHLOROFORM STUDIES

(MOUSE : THIRTEEN-WEEK STUDY)

TEMPERATURE(C) HUMIDITY(%) VENTILATION RATE( /min) ROOM AIR CHANGE(time/h)
GroupName  MEAN * S.D. MEAN * S.D. MEAN *+ S.D. MEAN
Control 227 * 02 555 * 08 1052 * 04 12.1
12ppm 228 * 0.1 562 + 1.2 1059 * 03 12.2
25ppm 225 * 0.1 577 * 0.9 105.4 * 03 12.2
50ppm 226 * 0.1 584 *+ 1.0 1065 * 0.2 12.3
100ppm 232 * 0.1 558 + 1.3 1048 = 03 12.1
200ppm 227 + 0.1 566 * 14 105.7 * 03 12.2
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METHODS FOR HEMATOLOGY, BIOCHEMISTRY

AND URINALYSIS

Item Method Unit
Hematology
Red blood cell (RBC) Aperture impedance method 1’ X108/ u
Hemoglobin (Hgb) Cyanmethemoglobin method 1’ g/dl
Hematocrit (Hct) Calculated as RBCXMCY. /10 V? %
Mean corpuscular volume (MCV) Aperture impedance method 1’ fi
Mean corpuscular hemoglobin (MCH) Calculated as Hgb/RBCX10 1? pg
Mean corpuscular hemoglobin
concentration (MCHC) Calculated as Hgb/HctX 100 v’ g/ dl
Platelet Aperture impedance method '’ X103/ p |
White blood cell (WBC) Aperture impedance method v’ X103/ 1
Differential WBC Pattern recognition method & %
(Wright staining)
Biochemistry
Total protein (TP) Biuret method 3’ g/ dl
Albumin (Alb) BCG method = g/ dl
A/G ratio Calculated as Alb/ (TP—Alb) ®
T-bilirubin Michaelson method mg./dl
Glucose Enzymatic method (HK<G-6-PDH) = mg./ dl
T-cholesterol Enzymatic method (CEH-COD-POD) =° mg/ d}
Triglyceride Enzymatic method (GK-GPO-POD) =’ mg/dl
Phospholipid Enzymatic method (PLD-COD-POD) = mg./dl
Glutamic oxaloacetic transaminase (GOT) Karmen method = /1
Glutamic pyruvic transaminase (GPT) Karmen method =’ /1
Lactate dehydrogenase (LDH) Wroblewski-LaDue method = /1
Alkaline phosphatase (ALP) GSCC method = 1
Leucine aminopeptidase (LAP) L-Leucyl-p-nitroanilide substrate A1
method 3’
7 -Glutamy! transpeptidase (G-GTP) L-7 -Glutamyl-p-nitroanilide substrate 1
method =’
Creatine phosphokinase (CPK) GSCC method =’ /1
Urea nitrogen Enzymatic method (Urease-GLDH) 3’ mg./ dl
Creatinine Jaffe method &’ mg./ di
Sodium Flame photometry #’ mEq,/ |
Potassium Flame photometry * mEg./ |
Chloride Coulometric titration % mEqg./ ]
Calcium 0CPC method =’ mg./ d}
Fiske-Subbarow method &’ mg./ dl

Inorganic phosphorus

Urinalysis
pH, Protein, Glucose, Ketone body,
Bilirubin, Occult blood, Urobilinogen

Urinalysis reagent paper method R

1) Automatic blood cell analyzer (Coulter counter SP :
2) Automatic blood cell differential analyzer (Hematrak 580 :
lHitachi,Ltd.)
Hitachi,Ltd.)

5) Ames reagent strips for urinalysis (Multistix, Uro-lLabstix !

3) Automatic analyzer (Hitachi 705 :
4) Flame photometer (Hitachi 750 :

Coulter Electronics fnc.)

Miles Sankyo Co.,Ltd.)

Geometric Data a Smithkline Company)




APPENDIX C 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



UNITS AND DECIMNAL PLACE FOR HEMATOLOGY AND BIQCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X10%/ul
Hemoglobin 1 g/dl
Hematocrit 1 9
MCV 1 fl
MCH 1 pg
MCHC -1 g/dl
Platelet 0 X103/l
White blood cell 2 X103/ ul
Differntial WBC 0 %
BIOCHEMISTRY Total protein 1 g/d1
Albumin 1 g/dl
A/G ratio 1
T-bilirubin 2 mg/dl
Glucose 0 mg/d1l
T-cholesterol 0 ng/dl
Triglyceride 0 mg/dl
Phospholipid 0 mg/d1l
GOT 0 1U/1
GPT 0 1U/1
LDH 0 1U/1
ALP 0 1U/1
LAP 0 1U0/1
y -GTP 0 10/1
CPK 0 1U/1
Urea nitrogen 1 mg/d1
Creatinine 1 mg/dl
Sodium 0 mEq/1
Potassium 1 mEq/!
Chloride 0 nEq/1
Calciunm 1 mg/dl
Inorganic phosphorus 1 mg/d1
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Table 1 CONCENTRATION OF CHLOROFORM
IN INHALATION CHAMBER

(28-DAY STUDIES)

FIRST TWO WEEKS SECOND TWO WEEKS

TARGET CONC. MEASURMENT (ppm) TARGET CONC. MEASURMENT (ppm)
(ppm) MEAN + SD (ppm) MEAN + SD
5 5.0+ 0.0 30 30.0 £ 0.1
90 90.0 + 0.2
10 10.0 £ 0.0 . 30 30.0 £ 0.1
90 90.0 £ 0.2
15 15.0 + 0.1 90

90.0£0.2




Table 2 SURVIVAL ANIMAL NUMBERS IN
28-DAY STUDY

FIRST TWO WEEKS SECOND TWO WEEKS
DOSE NUMBER OF DOSE - NUBMER OF
GROUP SURVIVAL GROUP SURVIVAL
5 10/10 30 4/5
90 1/5
10 10/10 30 5/5
90 5/5
15 6/10 90 6/6

Number of survival/Number of effective animals



Table 3

BODY WEIGHT CHANGES IN 28-DAY STUDIES

FIRST TWO WEEKS SECOND TWO WEEKS

GROUP NAME 0 7 14 21 28  (DAY)
CONTROL 23.3+1.0(10)  25.0£1.0(10)  25.9+1.1(10)  27.1 +1.0(10)  27.9 +1.2(10)
5ppm 23.3+0.9(10)  23.9+0.9(10)  24.9+1.0(10)

5-30ppm 229+0.7( 5  23.8+07(5 251+0.7(5) 242+1.3(4) 23.6+2.8( 4)

5-90ppm 237+0.9( 5 241+1.1(5  248+1.2(5)  20.0+0.0( 1) 21.8+0.0( 1)
10ppm 23.3+0.9(10)  23.0+1.2(10)  24.7 +0.8(10)

10-30ppm 23.0+0.9( 5) 23.0:£0.6(5) 24.7+0.8(5 252+0.9(5  25.6+0.7( 5)

10-90ppm 23.4+0.8( 5) 23.0+£1.7( 5  247+0.8( 5  24.4+12(5) 24.3+1.3( 5)
15-90ppm 23.3+1.0(10)  19.6+£2.7( 6) 23.4+1.1(6) 23.7+1.4(6) 24.8+0.8( 6)

():Number of animals

Mean + SD



