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STUDY NO. : 0316 CLINICAL OBSERVATION (SUMMARY)
ANTHAL  RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 13

SEX : MALE PAGE : 1

Clinical sign Group Name Administration Week—day
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APPENDIX A 2

CLINICAL OBSERVATION : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)
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STUDY NO. : 0316
ANINAL + RAT F344/DuCr
REPORT TYPE : A1 13

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

SEX : FEMALE PAGE : 3
Clinical sion Group Name Administration Week-day
1-7 2-7 37 4-7 5-7 6-7 7-7 8~7 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1
ABNORMAL RESPIRA.SOUND Oppm 0 0 0 [ 0 0 0 0 0 0 0 0 0
10ppm 0 0 0 0 0 0 0 0 0 0 0 0 0
20ppm 0 0 [ 0 0 0 0 0 i} 0 0 0 0
40ppm 0 0 0 0 0 4} 0 0 0 0 0 0 0
80ppm 0 0 0 0 0 0 0 0 0 0 0 0 0
160ppm 1 0 0 0 V] 0 0 0 0 0 0 0 0
(HAN130) BAIS3



APPENDIX B 1

BODY WEIGHT CHANGES :SUMMARY, RAT : MALE

(13 - WEEK STUDY)



STUDY NO. : 0316 BODY WEIGHT CHANGES (SUNMARY)
ANIMAL : RAT F344/DuCri ALL ANIHALS
UNIT g
REPORT TYPE : A1 13
SEX : MALE PAGE : 1
Group Name Administration wesk-day.
0-0 1-7 2-7 3-7 4-7 5-7 6-7
Oppm 1074+ 4 135+ 7 163+ 8 183+ g 202+ g 218t 10 231+ 11

10ppm 107+ 4 134t 8 162+ 7 182+ 8 199+ 9 215+ 8 2264 8

20ppm 107 4 133+ 5 1614 8 180+ 10 197+ 12 211+ 12 222+ 12

40ppm 107 4 1304 6 158+ 8 1784+ g 185+ 10 210+ 11 220+ 12

80ppin 1074 4 1254 Sk 150+ Txx 170+ 10% 1874 12xx 201+ 13%x 213 14%x

160ppm 107+ 4 100+ Txx 99+  12%x 106 & 8xx 1134 10%x 1144 14*x 1224 18**

Significant difference : ¥t P =0.05 xx 1 P £ 0,01 Test of Dunnett

(HANZ60) BAIS3



STUDY NO. : 0316 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL t RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : A1 13

SEX : MALE PAGE : 2

Group Name Administration week-day,

77 8-7 9-7 10-7 11-7 12-7 13-7
Oppm 243+ 13 255+ 14 266+ 14 274+ 17 281+ 17 283+ 17 284+ 18
10ppm 236+ 8 247+ 8 257+ 8 264+ 8 271+ 10 276+ 10 280+ 12
20ppm 231+ 14 240+ 14 251+ 14 260+ 15 265+  15% 270+ 18% 274+ 16%
40ppm 228+ 12 240+ 12 248+ 14x 2554 13x 262+  14x 267+ 15%x 274+ 16%
80ppm 219+ 13%x 227+ 1ox 236t 13%x 242+ 14%x 246+ 13xx 251%  13%x 255+  12%x
160ppm 1224 25%x 134+ 13%x 137+ 11xx 141+ 14xx 141+ 13#x 142+ 16%x 142+ 17%x
Significant difference : ¥ P =0.05 *x 1 P S 0.01 Test of Dunnett

(HANZB0)

BAIS3



APPENDIX B 2

BODY WEIGHT CHANGES : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0316 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : A1 13

SEX : FEMALE PAGE : 3

Group Name Administration week-day.

0~0 1-7 2-7 37 4-7 5-7 6-7
Oppm g4+ 3 112+ 3 126+ 4 135+ 3 142+ 5 1494 5 1534+ 5
10ppm 94+ 3 110+ 3 123+ 4 130+ 6 138+ 7 143% 8 147+ 7
20ppm 95+ 3 1084 3 121+ 4 128+ 4 133% 6% 139+ Bk 142+ Bkx
40ppm 9%+ 2 109+ 4 122+ 4 128% 5 134+ 5 137+ 6xx 1394 6xx
80ppm 95+ 3 104+ 3xx 116+ 4¥x 124+ 4xx 129+ 4xx 134+ Bxx 138+ B¥x
160ppm g5+ 3 83+ Bxx 78+ ¥k 81k  1lxx 83+  15¥x 88+ 8xx 88+t  14xx
Significant difference ; ¥ 3 P = 0.0 ** 1 P < 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0316 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : Al 13

SEX : FEMALE PAGE ¢ 4

Group Name Administration week-day.

7-7 8-7 9-7 10-7 11-7 12-7 13-7
Oppm 156 6 162+ 6 164k 7 169+ 7 173+ 8 175+ 8 178+ 8
10ppm 1504 7 153+ 8x 186t g 160 10 162% gx 165+ 9x 1664+  10%
20ppm 147+ 6% 150+ Bxx 152+ 8x¥x 155+ Tk 157+ Bk 159+ Txx 162+% ¥x
40ppm 143+ Txx 145+ 6%x 149+ Tk 152+ THx 153% 8xx 155+ 8xx 156 % 8k
80ppm 141+ Txx 142+ THx 148+ xx 148+ 8¥x 152t Txx 152+ 8¥x 153+ Oxx
160ppm 91+ I8¢ 99+ 1 7 101L 3 ? 105L 17 99+ 0 104+ 17 100L 17
Significant difference ; * 1 P = 0.05 x> 1 P £ 0,01 Test of Dumnett

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

(HAN260)

BAIS3



APPENDIX C 1

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



STUDY NO. : 0316

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : Al 13

SEX : MALE PAGE : 1

Group Name Administration week-day(effective)

1-7(6) 2-7(7) 3-71(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Oppm 18.2+ 1.1 14.3+ 0.9 15.4% 1.2 6.2+ 1.4 15.8+ 0.8 5.6+ 1.2 16,0 1.2
10ppm 13.0& 0.6 14,0+ 0.7 15.3f 0.5 15,41 0.7 5.0+ 0.8 14.7& 0.7 15.3% 1.3
20ppm 13.2+ 1.0 14.3+ 1.2 15.8+ 1.7 16.0+ 1.5 5.1+ 1.3 15,0+ 1.4 15.3t 1.7
40ppm 12.1+ 0.8x 13.6+ 0.8 14,7+ 1.2 15.5% 1.3 14.9+ 0.9 4.8+ 1.1 4.7 1.2
80ppm 11.2+ 0.9 13,0+ 0.7x 14,7+ 1.3 15,0+ 1.0 14.6% 0.7% 5.3 1.5 4.2+ 1.0%
160ppm 6.31 1.0%x T.4% 1.6%x 8.4% 0.5%x 9.6k 1.6%x 8.6F 1.4x%x 9.0 1.3xx 8.6 1.8%x
Sionificant difference ; ¥ P = 0.05 *»* : P = 0,01 Test of Dunnett

{11AN260)

BAIS3



STUDY NO. : 0316 FOOD CONSUMPTION CHANGES (SUMMARY)

ANTHMAL ¢ RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : A1 13

SEX : MALE PAGE : 2

Group Name Administration wesk-day{effectius)

8-7(7) 8-7(7) 10-7(7) 11-7(7) 12-7(7) 13-7(7)
Oppm 15,3+ 0.9 15.6& 1.1 16.0£ 1.0 15.3% 0.8 5.5+ 0.9 5.2+ 1.1
10ppm 14,4+ 0.4 14,5+ 0.6 14,4+ 0.7*x 14,6+ 0.6 4.2+ 0.6% 4.1+ 0.8
20ppm 14,5+ 0.8 14.4+ 0.9 14,31 1.0%x 4.5+ 0.7 14,2+ 0.9% 4.1+ 1.2
40ppm 14.6+ 0.9 14.64& 1.4 14.2%  1.0%x 14.24 1.2% 14,1+ 1.0%x 14,5+ 1.1
80ppm 4.6+ 1.1 14.2+ 0.7x 14,1 1.1 13.84  1.2%x 13.9+  0.8%x 13.6+1 0.8xx
160ppm 9.2+ 0.7xx 9.0k  0.3%x 9.81% 1.2%x 9.3 0.5%x 9.7+ 1.2%x 9.3+ 1.1xx
Significant difference : ¥ 1P = 0,05 ** { P 5 0.01 Test of Dunnett

(HAN250)

BAIS3
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FOOD CONSUMPTION CHANGES : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0316

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS

UNIT t g

REPORT TYPE : Al 13

SEX : FEMALE PAGE : 8

Group Name Administration week-day(effective)

1-7(6) 2-7(7) 3-7(7) 4-7(7) 5-7(7) 6-7(7) 7-7(7)
Oppm 11.8% 0.4 1.4+ 0.7 11.4% 0.5 11.5% 0.7 11,2+ 0.6 10.9+ 0.8 10.8+ 0.7
10ppm 10.3% 0.5 10.8% 0.8 10.8+ 0.9 “il.1+ 0.7 10.5+ 0.8 10.1&£ 0.7 10.0+ 0.8
20ppm 10.8+ 0.8 1.0+ 0.5 10.9+ 0.7 10.8%t 0.6 10.3%  0.5% 10.24& 0.7 10.2+ 0.6
40ppm 10.3+% 0.7 10.8+ 0.4 10.7£ 0.6 10.9+ 1.0 10,2 1.0%x 9.8% 0.7%x 9.9+ 0.3«
80ppm 9.0k 1.0%x 10.3%=  0.5% 10.7+ 0.4 10.7£ 0.5 10.2+ 0.6% 10.2+ 0.7 9.6+ 0.6%x
160ppm 4.8% 1.4%x 5.8% 1.4%x 6.6 1.5%x T.14& 1.6%x 6.7+ 0.5%x 7.0 0.8%x 6.3t 1.9%x
Significant difference 3 *x 1 P = 0.05 ** : P =5 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0316 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL + RAT F344/DuCri ALL ANIMALS
UNIT g
REPORT TYPE : Al 13
SEX : FEMALE PAGE : 4
Group Nams Administration week-day(effectiue)
8-7(7) g-7(7) 10-7(7) 11-7(7) 12-7(7) 18-7(7)
Oppm 10.6%+ 0.8 10.94+ 0.8 10,6+ 0.7 11.0%& 0.8 10.8% 0.7 11.3+ 0.8
10ppm 9.7+ 0.9% 10.1+ 0.9 9.6+ 1.0% 9.9% 0.7%x 10.2+ 0.5 9.84 0.7%x
20ppm 9.9+ 0.8 9.9+ 1.2 9.4% 0.5%x 9.4+ 0.4%x 9.8+ 0.5%x 9.9 0.9xx
40ppm 9.4+ 0.7%x 9.8+ 0.8 9.4+ 0.6xx 9.1+ 0.7%x 9.6+ 0.8%x 9.4%  0.7%x
80ppm 9,7+ 0.8% 9,9+ 0.8 9.3 0.7%x 9.4% 0,9%x .41 0.7%x 8.5+ 1.1%x
160ppm 6.6+ 0.6 ? 6.7+ 0.4 ? 7.5+& 0.3 7?7 6.7 0.0 ? 7.6 0.4 7 6.6+ 0.1 ?
Significant difference ; ¥ P = 0.05 x> P £ 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 D 1

HEMATOLOGY : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



STUDY NO. : 0316
ANIMAL . : RAT F344/DuCrj
MEASURE. TIME : 1

HEMATOLOGY (SUNMARY)
ALL ANIMALS ( 14W)

SEX : FEMALE REPORT TYPE : Al PAGE : 4

Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV HCH MCHC PLATELET
Animals 108/14 g/ d2 % o Pg g/ dk 103/u4

Oppm 10 8.61% 0.28 16.4% 0.2 45,9+ 1.5 53.3%+ 1.0 19.0% 0.6 3B.7L 1.0 743% 46

10ppm 10 8.51+ 0.27 16,2+ 0.2 45,0t 1.5 52.8% 0.7 19.1% 0.6 36.1+ 1.1 758+ 46

20ppm 10 8.61x= 0.26 16.2% 0.4 45,84 1.5 53.1%+ 0.6 18.8% 0.2 35.4% 0.5 774+ 37

40ppm 10 8.27+ 0.46 15.8%+ 0.2%x 43.9+ 2.3 53.1% 0.9 18.24 1.4 3.1 2.4 7734+ 58

80ppm 10 7.76%1  0.43xx 15.1% 0.4xx 42.1%+ 2.4xx 54,2+ 1.0 19,5k 1.1 35.9% 2.1 794+ 78

160ppm 2 7.83% 0.47 ? 14.7% 1.1 7 43.2% 3.7 556.2% 1.3 18.8% 0.3 3.1+ 0.3 771+ 42

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

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

(HCLO70)

BAIS3



STUDY NO. : 0316
ANINAL : RAT F344/DuCrj
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)

ALL ANIMALS ( 14W)

SEX : FEMALE REPORT TYPE : Al PAGE : B
Group Name NO. of RETICULOCYTE PROTHROMBIN TIME APTT
Animals Yo sec sec
Oppm 10 21+ 7 11.5% 0.5 18.2+ 1.7
10ppim 10 23£ 3 11.8+ 0.5 18.4+ 0.7
20ppm 10 27+ 4x 11,74 0.5 18,4+ 0.6
40ppm 10 24+ 4 11.6& 0.4 18.3 0.7
80ppm 10 29+ Sxx 11.7£ 0.4 18.4+ 0.8
160ppm 2 24+ 2 12.1£ 0.0 18.1% 1.3
Significant difference ; * : P < 0.05 ¥ 1 P = 0,01 Test of Dunnett

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

(HCLO70)

BAIS3



STUDY NO. : 0316 HEMATOLOGY (SUNMARY)

ANINMAL : RAT F344/DuCrj ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 6

Group Name NO. of WBC Differential WBC (%)

Animals 103/u8 N-BAND N-SEG EOSING BASO MONO LYNPHO OTHERS
Oppm 10 3.31+ 1.22 [1hend 0 22+ 6 2+ 1 0% 0 4+ 2 721 6 0t 0
10ppm 10 3.75+ 1.39 0t 0 22+ 6 1+ 1 0% 0 4+ 2 72+ 5 0t 0
20ppm 10 4.08t 1.76 0k 0 244 8 1+ 1 0% 0 [ 2 71+ 7 oL 0
40ppm 10 3.14%+ 0.43 0t 0 25k 5 1+ 1 0% 0 3+ 1 714 5 0x 0
80ppm 10 3.5 0.53 0t 0 26+ 6 1£ 1 0L 0 4t 1 69+ 5 0+ 0
160ppm 2 4,20 0.73 7 0t 0 ? 434 23 7 1+ 17 0 0?7 24 17 554 23 7 0% 0
Significant difference 5 * : P = 0.05 ** : P £ 0,01 Test of Dumnett

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

(HCLO70) BAIS3
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HEMATOLOGY : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0316
ANIMAL + RAT F344/DuCrj
HEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 14W)

SEX : MALE REPORT TYPE : Al PAGE + 1

Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCY MCH MCHC PLATELET
Animals 108/ue g/ d2 % fo pPg g/ 103114

Oppm 10 9.32+ 0.36 16.4% 0.3 46.8% 2.0 50.2& 0.5 17.6& 0.7 36.2% 1.7 711+ 42

10ppm 10 9.21+ 0.40 16.3% 0.3 46,1+ 2.0 50.0% 0.7 17.8% 0.8 35.6% 1.6 697+ 50

20ppm 10 9.34+  0.26 6.3 0.2 47.0% 1.8 50.3+ 0.7 17.5& 0.5 34.7% 1.2 7084 45

40ppm 10 9.38+ 0.28 16.1% 0.2 47.1% 1.6 50.2 0.8 17.2k 0.5 34.3% 0.8 7104 48

80ppm 10 8.89%  0.34x 15.6%  0.3%x 4.8+ 1.7 50.4t 0.9 7.6 0.8 34.9% 1.3 769+ 41

160ppm 5 8.08+  0.52%x 14.6% 0, 7xx 43,2+ 3.6%x 53.5% 1.3%x 18.0% 0.3 33.8% 1.3 712+ 86

Significant difference : *x : P = 0.05 ®»* 1 P S 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0316

HEMATOLOGY (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE ¢+ 2
Group Name NO. of RETICULOCYTE PROTHROMBIN TIME APTT
Animals %o sec sec
Oppm 10 27+ 14.8% 3.1 23.9% 2.4

10ppm 10 23& 14.9+ 2.2 24,9k 2.1

20ppm 10 23+ 14.4% 2.6 23.5% 3.0

40ppm 10 28% 15.1% 3.1 24,5+ 1.5

80ppm 10 27% 12,9% 1.2 23.2% 0.8

160ppm 5 30+ 13.2% 2.6 22.8+ 3.5

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

(HCLO70)

BAIS3



STUDY NO. : 0316
ANIMAL : RAT F344/DuCrj
MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS ( 14W)

SEX : MALE REPORT TYPE : Al PAGE : 3

Group Name NO. of WBC Differential WBC
Animals 103/u8 N-BAND N-SEG EOSINO BASO HONO LYNPHO OTHERS

Oppm 10 6.35x 0.91 0% 0 25+ 4 1+ 1 0k 3% 71+ 4 0% 0

10ppm 10 6.49+ 1.20 0t 0 24+ 5 2+ 1 0% 3t T+ 7 0t 0

20ppm 10 6.84%+ 1.21 0t 0 25+ 6 1+ 1 0k 3+ 71t 7 0+ 0

40ppm 10 6.15+  1.07 0k 0 27T+ 6 1% 1 0t 3k 69 6 0t 0

80ppm 10 7.37+  2.04 0% 0 30k 8 1+ 1 (s 4+ 65+ 7 0 0

160ppm 5 4.10£  1.99% 0k 0 39+ 10%x 1+ 1 0k 4t 56+ Gx 0+ 0

Significant difference ; x : P = 0.05 *»* P S 0,01 Test of Dumnett

(HCLO70)

BAIS3



APPENDIX E 1

BIOCHEMISTRY @ SUMMARY, RAT : MALE

(13 - WEEK STUDY)



STUDY NO. : 0316 BIOCHEMISTRY (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : At PAGE : 1

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

Animals g /d8 g/ dt ng/ d4 mg/ d¢ g,/ de g,/ d2
Oppm 10 6.3+ 0.1 3.9% 0.1 1.7% 0.1 0.13  0.01 183+ 11 57+ 7 62+ 13
10ppm 10 6.3% 0.1 4.0% 0.1 1.7% 0.1 0.14% 0.01 182+ 17 624+ 6 52+ 11
20ppm 10 6.3t 0.1 4.0+ 0.1 1.8% 0.1 0.13+  0.01 178+ 8 58k 7 51+ 18
40ppm 10 6.3+ 0.1 4.0% 0.1 1.8+ 0.1 0,13 0.01 181+ 7 64k 6 56k 15
80ppm 10 6.4% 0.2 4.1+ 0.1x 1.7+ 0.1 0.14+ 0.0l 175+ g 874 O 53+ 9
160ppm 5 6.3% 0.1 4,1+ 0, 1%x 1.9% 0.1 0.14%  0.01 41t Bk 704 Bxx 24+ Txx
Sionificant defference 5 * : P = 0.05 ** { P 50,01 Test of Dunnett

(HCLO74) BAIS3



STUDY NO. : 0316 BIOCHEMISTRY (SUMMARY)

ANTMAL + RAT F344/DuCri ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX @ MALE REPORT TYPE : Al PAGE @ 2

Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK

Animals ng/ d2 1U/8 1U/4 1U/8 1U/8 1U/9 1U/9
Oppm 10 107+ 8 68+ 5 43+ 3 1554 27 2971 24 2% 1 111£ 6
10ppm 10 112+ 6 78+ 20 45+ 8 184+ 62 276 % 18 3+ 1 109+ 10
20ppm 10 109+ 10 73+ 14 42k 7 170+ 35 287+ 18 2+ 1 106+ 12
40ppm 10 114+ 7 78+t 20 44+ 10 187+ 56 284+ 14 24 1 113+ 18‘
80ppm 10 119+ 11% 66% 11 38k 4 172+ 33 283+ 26 3+ 1 100+ 6
160ppm 5 123% 13% 68+ el 36+ 3 249+ 48xx 322+ 35 24 1 116% 13
Significant defference 5 * : P = 0.05 ** P < 0,01 Test of Dunmnett
(HCLO74)

BAIS3



STUDY NO.
ANIMAL

MEASURE. TIME : 1

+ 0316

© RAT F344/DuCrj

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS ( 14W)

SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of UREA NITROGEN CREATININE SODIUM POTASSIUN CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals ng/d2 ng/d? mEq/ 0 mEq/ § mEq/ 0 ng/d4 g/ d4

Oppm 10 19.0+ 1.3 0.5 0.0 141+ 1 3.5+ 0.2 103+ 1 0.3+ 0.2 5.8 1.0

10ppm 10 18.0+ 2.0 0.5+ 0.0 141+ 1 3.6 0.4 103+ 1 10.2+ 0.2 5.8% 1.0

20ppm 10 18.2+ 0.9 0.5+ 0.1 141 1 3.6+ 0.2 1034 1 10.3+ 0.2 5.9£ 0.9

40ppm 10 18.8+ 1.2 0.5% 0.1 141+ 1 3.5+ 0.2 104+ 2 10,2+ 0.1 5.8+ 0.8

80ppm 10 18.1% 1.4 0.5+ 0.1 141t 1 3.6+ 0.2 104+ 1 10.3& 0.2 5.9 0.7

160ppm 5 18.1+ 1.9 0.4+ 0.1 140+ 1 3.9+ 0.2 1054 1 10,0 0.3%x 6.0+ 0.8

Significant defference 5 % : P £ 0.05 ** 1 PS5 0.01 Test of Dunnett

(HCLO74)

BAIS3



APPENDIX E 2

BIOCHEMISTRY : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0316

BIOCHEMISTRY (SUMNARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 4

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

Animals g/d2 g/dt ng/ d2 ng/d2 mg/ d4 mg,/ d4
Oppm 10 6.2+ 0.2 3.9% 0.1 1.7 0.1 0.15& 0.0l 137+ g 1% [ 14+ 2
10ppm 10 6.0+ 0,2% 3.8+ 0.1 1.7 0.1 0.164& 0.01 133k 15 71+ 8 15+ 2
20ppm 10 6.1+ 0.1 3.9% 0.1 1.7+ 0.1 0.16& 0.0l 135k g 724 6 16+ 3
40ppm 10 6.0+ 0.2% 3.9+ 0.1 1.8% 0.1 0.16%  0.01 1384 12 71+ 11 154 3
80ppm 10 6.0+ 0.1x 3.8+ 0.1 1.8+ 0.1 0.16&  0.01 133+ 11 72+ 8 184 4
160ppm 2 5.8+ 0.1 3.7 0.3 1.8% 0.4 0.16%  0.01 116 g 9%6x 13 29+ 4 ?
Significant defference 5 * : P = 0.05 x* : P < 0,01 Test of Dunnett

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

(HCLO74)

BAIS3



STUDY NO. : 0316
ANIMAL * RAT F344/DuCrj
MEASURE. TINE : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS ( 14W)

SEX : FEMALE REPORT TYPE : Al PAGE: 5
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals ng,/ <2 1U/8 IU/8 1U/8 IU/8e IU/8 I1U/8
Oppm 10 133+ 8 72+% 10 39+ 11 309+ 106 205+ 32 3t 140+ 24
10ppm 10 129+ 12 644 3 32+ 4 283+ 61 200 24 2% 127+ 17
20ppm 10 135+ 10 69+ 5 36t 4 246+ 31 219+ 16 3% 122+ 17
40ppm 10 130+ 13 71+ 6 37+ 5 265+ 40 203+ 23 3t 123% g
80ppm 10 134+ 13 65+ 5 32+ 5 293+ 98 217+ 31 3+ 128+ 29
160ppm 2 177+ & 7 81+ 2 7 39+ 1 7? 359+ 33 311+ 3 6+ 121+ 4
Significant defference ;7 * : P = 0.05 x> : P 50,01 Test of Dunnett

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

(HCLO74)

BAIS3



STUDY NO. : 0316
¢ RAT F344/DuCrj
MEASURE. TIME : 1

ANINMAL

BIOCHENISTRY (SUMMARY)
ALL ANIMALS ( 14W)

SEX : FEMALE REPORT TYPE : Al PAGE: &
Group Name NO. of UREA NITROGEN CREATININE SODIUY POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals ng/d¢ ng/d2 meq/ mEq/ 9 mEq,/ ng./de g,/ d2

Oppm 10 19,2+ 2.3 0.6+ 0.1 141+ 2 3.5k 0.3 106+ 10.1% 0.2 5.0% 1.5

10ppm 10 17.7x 1.3 0.5% 0.0 140+ 2 3.6k 0.2 104% 10.0% 0.1 4.9t 1.4

20ppm 10 17.9% 1.6 0.5+ 0.0 140t 1 3.5k 0.2 104+ 10.0% 0.2 5.0% 1.2

40ppm 10 17.9% 1.2 0.5% 0.0% 141% 1 3.3+ 0.3 105+ 9.9% 0.1 5.1k 0.8

80ppm 10 17.0% 2.3 0.5% 0. 0%x 141+ 1 3.5+ 0.2 106+ 8.9% 0.2 5.7k 1.1

160ppm 2 15.6% 0.4 0.4% 0.0 138+ 17 4.0k 0.3 102+ 9.7+ 0.2 5.5% 0.8

Significant defference 5 * : P < 0.05 ** 1 P < 0,01 Test of Durnett

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

(HCLO74)

BAIS3






STUDY NO. : 0316 URINALYSIS
ANIMAL * RAT F344/DuCrj
MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al ) PAGE : 1
Group Name NO. of pli Protein Glucase, 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+ CHl — % + 2+ 3+ 4+ CHI — + 2+ 3+ CHI
Oppm 10 0 1 1 3 2 2 1 0532400 100 0000 810000 10 0 0 0
10ppm 10 6o 1 0 3 2 4 0 153100 100060000 721000 100 00
20ppm 10 0 0 0 3 3 3 1 01 8900 0 =x 10 0 0 0 0 0 730000 100 0 0
40ppim 10 6 ©06 ¢ 1 3 5 1 0730600 1000000 820000 10 0 00
80ppm 10 o o o0 0 2 5 3 0352100 10000000 4656100090 100 0 00
160ppm 5 o 6 ¢ 0 0 2 3 000500 = 500000 022 100 = 5000
Significant difference * 1 P S 0.05 ** ¢ P = 0,01 Test of CHI SQUARE

(HCL101) ) _ BAIS3



STUDY NO. : 0316 URINALYSIS
ANTHAL : RAT F344/DuCrj
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Groun Name NO. of Occult blood Urobi Linogen
Animals — & + 2+ 3+ CHI + + 2+ 3+ 4+ CHI
Oppm 10 10 0 0 0 0 100 0 00

10ppm 10 100 0 0 0 10 0 0 0 0

20ppm 10 30100 10 0 0 0 0

40ppm 10 1000 0 00 10 0 0 0 0

80ppm 10 8 10 01 10 0 0 0 0

160ppm 5 50000 50000

A
o
1=
153

Significant difference * P

PP =0.01

Test of CHI SQUARE

(HCL101)

BAIS3



APPENDIX F 2

URINALYSIS : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0316 URINALYSIS
ANIMAL : RAT F344/DuCrj
MEASURE. TIME ¢ 1

SEX : FEMALE REPORT TYPE : Al PAGE : 3
Group Name NO. of ph 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 — £ + 2+ 3+ 4+ CHI — + 2+ 3+ CHI
Oppm 10 0 0 1 0 2 6 1 4 4 2 0 00 100 0 0 00 000000 00 00
10ppm 10 0 1 0 0 1 6 2 343000 10 00 00 0 10 0 0 00 0 10 0 0 0
20ppm 10 0 0 0 0 5 3 2 271000 1000000 10000 00 10 0 0 0
40ppm 10 0 0 0 6 2 2 0 * 172000 1000000 100 00 0 0 100 0 0
80ppm 10 0 0 0 2 1 4 3 3619000 1000000 1000000 10000
160ppm 2 0 1 1 0 0 0 0 ? 002000 ? 200000 ? 100100 ? 2000 ?
Significant difference 3 * 1P = 0.05 *»* P 50,01 Test of CHI SQUARE

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

(HCL101) BAIS3



STUDY NO. : 0316 URINALYSIS
ANIMAL ¢ RAT F344/DuCrj
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Occult bloond Urobi Linogen
Animals — & + 2+ 3+ CHI + + 2+ 3+ 4+ CHI
Oppm 10 100 0 090 10 0 6 0 0
10ppm 10 10 0 0 0 O 106 0 0 0 0
20ppm 10 10 0 0 0 0 19 0 0 0 0
40ppm 10 10 0 0 0 0 10 0 6 00
80ppm 10 10 0 0 0 0 160 0 0 0 0
160ppm 2 20000 ? 2 0000 ?
Significant difference ¥ P = 0.05 ** ¢ P S 0.01 Test of CHI SQUARE

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

(HcL101)

BAIS3



APPENDIX A 1

CLINICAL OBSERVATION : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX A 2

CLINICAL OBSERVATION : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX B 1

BODY WEIGHT CHANGES :SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX B 2

BODY WEIGHT CHANGES : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX C 1

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX C 2

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX D 1

HEMATOLOGY : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX D 2

HEMATOLOGY : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX E 1

BIOCHEMISTRY @ SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX E 2

BIOCHEMISTRY : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)






APPENDIX F 2

URINALYSIS : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX G 1

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

(13 - WEEK STUDY)



APPENDIX G 2

GROSS FINDINGS : SUMMARY, RAT : MALE : SACRIFICED ANIMALS

(13 - WEEK STUDY)



APPENDIX G 3

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

(13 - WEEK STUDY)



APPENDIX G 4

GROSS FINDINGS : SUMMARY, RAT @ FEMALE : SACRIFICED ANIMALS

(13 - WEEK STUDY)



APPENDIX H 1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX H 2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX I 1

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



APPENDIX I 2

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



APPENDIX J 1
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
RAT : MALE : DEAD AND MORIBUND ANIMALS

(13 - WEEK STUDY)



APPENDIX J 2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ MALE: SACRIFICED ANIMALS

(13 - WEEK STUDY)



APPENDIX J 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : DEAD AND MORIBUND ANIMALS

(13 - WEEK STUDY)



APPENDIX J 4
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : SACRIFICED ANIMALS

(13 - WEEK STUDY)



APPENDIX K 1

IDENTITY OF GLYCIDOL IN THE 13 - WEEK INHALATION STUDY



APPENDIX K 2

STABILITY OF GLYCIDOL IN THE 13 - WEEK INHALATION STUDY



APPENDIX L 1

CONCENTRATION OF GLYCIDL IN THE INHALATION CHAMBER

OF THE 13-WEEK INHALATION STUDY



APPENDIX L 2

ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER IN THE

13 - WEEK INHALATION STUDY OF GLYCIDOL



APPENDIX M 1
METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS

IN THE 13 - WEEK INHALATION STUDY OF GLYCIDOL



APPENDIX M 2

UNITS AND DECIMARL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY IN THE

13 - WEEK INHALATION STUDY OF GLYCIDOL



STUDY NO.  : 0316

GROSS FINDINGS (SUMKARY)

ANTMAL © RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14H)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1
Group Name Oppm 10ppn 20ppm 40ppm

Organ Findings ¥0. of Animals 0 (%) 0 (%) 0 (%) 0 (%)

thymus atrophic - () - (9 = (- - (9

(HPT080) BAIS3



STUDY NO. : 0316

GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14W)

REPORT TYPE : Al

SEX : MALE PAGE : 2
Group Name 80ppm 160ppm

Organ, Findings NO. of Animals 0 (%) 5 (%)

thymus atrophic - (=) 1 (20

(HPT080) BAIS3



APPENDIX G 2

GROSS FINDINGS : SUMMARY, RAT : MALE : SACRIFICED ANIMALS

(13 - WEEK STUDY)



STUDY NO. ¢ 0316

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX : MALE PAGE : 1
Group Name Oppm 10ppm 20ppm 40ppm

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

Lymph node enlarged 0 (0 0 (0 0 (0 0 (0

Liver herniation 0 (0 1 (10) 0 (0 0 (0

(HPT080)

BAIS3



STUDY NO.
ANIMAL

: 0316
+ RAT F344/DCrj

REPORT TYPE : Al

GROSS FINDINGS (SUMMARY)
SACRIFICED ANIMALS ( 14W)

SEX : MALE PAGE ¢ 2
Group Name 80ppm 160ppm

Organ Findings NO. of Animals 10 (%) 5 (%)

Lymph node enlarged 1 (10) 0 (0

Liver herniation 0 (0 0 ( 0)

(HPT080)

BAIS3



APPENDIX G 3

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

(13 - WEEK STUDY)



STUDY NO. : 0318

GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 3
Group Name Oppm 10ppm 20ppm 40ppm

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

thymus atrochic - (= - (=) - () (=)

urin bladd urine:marked retention - (= - (=) - (") (=)

(HPT080) BAIS3



STUDY NO. : 0316 GROSS FINDINGS (SUMMARY)

ANIMAL * RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0~ 14W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢+ 4
Group Name 80ppm 160ppm

Organ_____ Findings NO. of Animals 0 (%) 8 (%)

thymus atrophic - (= 3 (38

urin bladd urine:marked retention - (=) 1 (13

(HPT080) BAIS3



APPENDIX G 4

GROSS FINDINGS : SUMMARY, RAT @ FEMALE : SACRIFICED ANIMALS

(13 - WEEK STUDY)



STUDY NO. ¢ 0316 GROSS FINDINGS (SUMMARY)

ANIMAL * RAT F344/DCrj SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 3
Group Name Oppm 10ppm 20ppm 40ppm

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

Liver herniation 0 (0 1 (10) 1 (10) 0 (0

uterus nodule 0 ( 0) 0 (0 1 (10) 0 (0

oye uhite 0 (0 0 (0 1 (10) 0 (0

(HPT080) BAIS3



STUDY NO. ¢ 0316 GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4
Group Name 80ppm 160ppm

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

Liver herniation 3 (30) 0

uterus nodute [ Q)] o0

eye white 0 (0 (o0

(HPTO80) BAIS3



APPENDIX H 1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



STUDY NO. : 0316

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCrj SURVIVAL ANIMALS ( 14W)

REPORT TYPE : Al

SEX : MALE

UNIT: g PAGE : 1

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

Animals
Oppm 10 273+ 18 0.218%  0.029 0.050+  0.008 2,908+  0.113 0.9004+  0.073 0.940+  0.069
10ppm 10 260% ] 0.212+ 0.022 0.050+ 0,007 2,806t 0.099 0.853%f  0.033 0.895+  0.038
20ppm 10 254+  16% 0,205+  0.030 0.051% 0.008 2.844+ 0,092 0.837+  0.069 0.916+  0.039
40ppm 10 251+ 14%x 0.193f  0.026 0.051%  0.004 2.850+  0.150 0.863Ft  0.064 0.915+&  0.047
80ppm 10 233+ 1lxx 0.176+  0.024x%x 0.052&  0.004 2.654+  0.496 0.870+ 0.028 0.9374  0.056
160ppm 5 128+  15%x 0.085%  0,027*x 0.0404+  0.002%x 0.890%  0.058%x 0.583%f  0.047#x 0.719%  0.072*x
Significant difference ; *x P = 0.05 ** 1 P S 0.01 Test of Dunnett

(HCLO40)

BAIS3



STUDY NO. : 0316
ANINMAL : RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 14W)

SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Oppm 10 1.683%+  0.086 0.495+  0.046 6,773+  0.446 1,847+  0.040

10ppm 10 1.657+  0.056 0.479%+  0.023 6,512+ 0.348 1.853t  0.046

20ppm 10 1.682+ 0.096 0.484+  0.041 6.443%  0.488 1.826%+  0.051

40ppm 10 1.684% 0,092 0.493+  0.040 6.561+  0.313 1.820+  0.054

80ppm 10 1.777%  0.115 0.496%  0.026 6.432+  0.448 1,794+  0.038

160ppm 5 1.409%  0.087xx 0.281F  0.058x%x 4,047 0.478%x 1.5661  0.064x%x

Significant difference ;

¥ P = 0.0

*x 1 P = 0.01

Test of Dunnstt

(HCL040)

BAIS3



APPENDIX H 2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0316

ANIMAL  : RAT F344/DuCrj

REPORT TYPE : A1

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS ( 14W)

SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals
Oppm 10 163+ 8 0.181+ 0.013 0.058%t  0.011 0.1064+ 0,018 0.602% 0,032 0.731+  0.046
10ppm 10 153+ 9% 0.1724+  0.012 0.054x  0.006 0.085f 0.010 0.585+  0.036 0.716t  0.052
20ppm 10 148+ 8xx 0.164%+  0.021 0.051%  0.008 0,087+ 0.014 0,605+  0.062 0.676+  0.029%x
40ppm 10 1424 8xx 0.154%  0.021%x 0.064%  0.007 0.094+ 0.015 0.569+  0.039 0.697+  0.032
80ppm 10 140+ Tk 0.148%  0.034*x 0.049%  0.008 0,099+ 0.019 0.572+  0.031 0.699+  0.030
160ppm 2 91+ 1 0,080+ 0,012 ? 0.043%+ 0,001 7 0,045+  0.001 7 0.502+ 0,049 ? 0,583 0.046 7
Significant difference : *: P = 0.0 ** ! P < 0.01 Test of Dunnett

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

(HCLO40)

BAIS3



STUDY NO. : 0316 ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANTHAL * RAT F344/DuCrj SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN
Animals
Oppm 10 1.0571  0.047 0.353f 0.015 3.849%  0.265 1.698+ 0.135
10ppm 10 1.085+  0.068 0.353+ 0.021 3.631% 0.246 1.73¢+  0.038
20ppin 10 1.0864+  0.042 0.342+ 0.030 3.606% 0.217 1.699+  0.033
40ppm 10 1.119%  0.043 0.33+ 0.023 3.467%  0.148%x 1.692%  0.017x
80ppm 10 1,207 0.077=x 0.347£  0.026 3.649%t  0.286 1.687E  0.030%x
160ppm 2 1.246%+  0.047 7 0.2224+ 0.010 ? 2.855+ 0.054 7 1,468+  0.030 ?
Significant difference ; *: P = 0.05 x> P 5 0.01 Test of Dumnett

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

(HCL040) BAIS3



APPENDIX I 1

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : MALE

(13 - WEEK STUDY)



STUDY NO. : 0316

ANIMAL © RAT F344/DuCri

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 14W)

SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)
Oppm 10 273+ 18 0.081+% 0.008 0.018% 0,003 1.070% 0.066 0.3304 0.012 0.3454 0,015

10ppm 10 260+ g 0.082+ 0.008 0.018% 0.003 1.0794 0.030 0.328% 0.010 0.345+ 0.015

20ppm 10 254+  15% 0.081+ 0.011 0,020+ 0,003 1.125% 0.074 0.354% 0.022 0.362+ 0.015

40ppm 10 251+ 14xx 0.077% 0.008 0,020k 0.002 1.137% 0.056 0.344% 0.018 0,365% 0.011

80ppm 10 233%  1ixx 0.075% 0.008 0.023% 0.002%x* 1.1404 0.217% 0,374+ 0,013 0.4024 0.021%x

160ppm 5 128+ 16%x 0.066+ 0.014 0,032+ 0.003%x 0.704% 0.088 0,467+ 0.043%x 0.565+ 0.029%x

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

(HCL042) BAIS3



STUDY NO. : 0316 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANINAL ¢ RAT F344/DuCrj SURVIVAL ANINALS ( 14W)

REPORT TYPE : Al

SEX : MALE

UNIT: % PAGE : 2

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals
Opprm 10 0.818+ 0.023 0.181+ 0.007 2,486+ 0.046 0.680+ 0.037
10ppm 10 0.637% 0.015 0.184+ 0.004 2.5034 0.078 0.713% 0.019
20ppm 10 0.664% 0.022% 0.191+% 0.008 2.538% 0.072 0.721% 0.036
40ppm 10 0.672% 0.015%x 0.187% 0.013% 2.616% 0,054xx 0.727+ 0.034
80ppm 10 0.762% 0.027%x 0.2131% 0.007xx 2,758+ 0.114%x 0.771% 0.032%x
160ppm 5 1.111%+ 0.089%x 0.218% 0.022%x 3.173% 0.099xx 1.235% 0.080%x
Significant difference 3 * 1P = 0,05 ** : P £ 0.01 Test of Dunnett

(HCLO42) BAIS3



APPENDIX I 2

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : FEMALE

(13 - WEEK STUDY)



STUDY NO. : 0318

ANIMAL  RAT F344/DuCrj
REPORT TYPE : Al

SEX : FEMALE

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS ( 14W)

UNIT: % PAGE : 3
Grou Name NO. of Body Weight THYHUS ADRENALS OVARIES HEART LUNGS
Animals (g)
Oppm 10 163+ 8 0.1114 0,007 0,035k 0.006 0,065t 0.010 0,369% 0.021 0,448+ 0,025

10ppm 10 153+ 9% 0,113 0.010 0,0354 0,004 0.0624 0.007 0,390+ 0.024 0.469% 0,023

20ppm 10 148+ 8xx 0.110% 0,013 0,035 0,005 0.065% 0.008 0,408+ 0.023%x 0.458% 0.022

40ppm 10 142+ 8xx 0.108% 0.015 0.038+ 0.005 0.066% 0.010 0.402£ 0.015x 0,493% 0.028xx

80ppm 10 1404 Txx 0.106% 0.025 0.035t 0.005 0.071% 0.015 0.410E 0.020%x 0.501% 0.018x%x

160ppm 2 91+ 1 0.088+% 0.012 7 0.0474+ 0.001 ? 0,049+ 0,001 7 0.551+ 0.045 7 0.641% 0.080 7

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

? ¢ Significant test is not applied,because No. of data in this

group is less than 3.

(HCLO42)

BAIS3



STUDY NO. : 0316

ANIMAL : RAT F344/DuCrj

REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMHARY)

SURVIVAL ANINALS ( 14W)

SEX ¢ FEMALE

UNIT: % PAGE ¢ 4

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN

Animals
Oppim 10 0.648+ 0.031 0.2204 0.014 2.358+ 0.103 1.0424 0.094
10ppm 10 0.7114% 0.029%x 0.231+ 0.015 2,376 0.061 1,138+ 0.066%x
20ppm 10 0.735% 0.028%x 0.231+ 0.023 2.436+ 0.042 1.151% 0.062x%x
40ppm 10 0.7924 0.034*x 0.2371 0.012 2.453% 0.091 1.199+ 0.058%x*
80ppm 10 0.865% 0.027xx 0,249 0.014%x 2.614% 0.116%x 1.2114 0.044xx
160ppm 2 1,369+ 0.030 7 0.244% 0.014 ? 3.1374 0.011 ? 1.6164 0.008 7
Significant difference : ¥ 1 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.

(HCL042)

BAIS 3



APPENDIX J 1
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
RAT : MALE : DEAD AND MORIBUND ANIMALS

(13 - WEEK STUDY)



STUDY NO.
ANIMAL

: 0316
+ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

DEAD AND MORIBUND ANIMALS (0- 14W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Oppm 10ppm 20ppm 40ppm
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 ® ® B o @ ® ® o @ ® W W w & o o
[Respiratory system]
nasal cauit < 0> <0 < <o
adhesion - - - - - - - - - - - - - - - -
(202009 D000 S0 5009
inflammatory infiltration - - - - - - - - - - - - - - - -
(20 S =009 S0 09 D09
respiratory metaplasiatolfactory epithelium - - - - - - - - - - - - - - - -
(200 S0 0= D00
saquamous cell metaplasiairespiratory epithelium - - - - - - - - - ~ - - - - - -
(009 I I G B G S0 009 L I G B G
atrophy: turbinate - - - - - - - - - - - - - - - -
(0= D)) D)) S =0 0n)
ulcer:respiratory epithelium - - - - - - - - - - - - - - - -
(3030209 D009 S =009 (009
atrophy:olfactory epithelium - - - - - - - - - - - - - - - -
(20209 S0 09 I O B G B G 00
erosionirespiratory epithelium - - - - - - - - - - - - - - - -
(32209 SO 09 ) D09
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(e) c:b/ax100
(HPT150) BAIS3



STUDY NO.
ANIMAL

1 0316
+ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0- 14%)

REPORT TYPE : Al
SEX T MALE PAGE ¢+ 2
Group Name 80ppm 160ppm
No. of Animals on Study 0 5
Grade 1 2 3 4 1 2 3 4
Organ, Findings ® o o o @ & ®
[Respiratory system]
nasal cavit < 0> < 5>
adhesion - - - - 1 0 0 0
(2009 (20 C O (0 (0
inflammatory infiltration - - - - 3 2 0 0
(320209 (80) (40) C 0) ( O)
respiratory metaplasiatolfactory epithelium - - - - 0 1 0 0
(2009 o2 0o
squamous cell metaplasiatrespiratory epithelium - - - - 0 5 0 0
(22302020 (0 (100 C 0 ( 0
atrophy:turbinate - - - - 1 3 0 0
(=009 (20) (60) ( 0) C )
ulcer:respiratory epithelium - - - - 0 2 0 0
(22020 (004 C 0o
atrophy:olfactory epithelium - - - - 0 5 0 0
(2000 (0 (1o0) C 0 C O
erosion:respiratory epithelium - - - - 2 0 0 0
(=000 (400 C OO C 0 C O
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b bt Number of animals with lesion
(¢) cib/ax100
(HPT150) BAIS3



STUDY NO. : 0316

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Oppm 10ppm 20ppm 40ppm
No. of Animals on Study 0 0 0 0
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O @ ® & o @ & & O ® ® & W
[Respiratory system}
nasal cavit <0 <0 <0 [
necrosisirespiratory epithelium - - - - - - - - - - - - - - - -
(=000 (202009 SO0 S RO B G B G
lung <C® <0 <P <o
congsstion - - - - - - - - - - - - - - - -
(302009 (220209 I I G B G D)9
edema - - - - - - - - - - - - - -~ -~ -
(22020209 (22000 D G N G| S0
[Hematopoietic system]
thymus <O <0 < <0
atrophy - - - - - - - - - - - - - - - -
(2200 (220C20C9 =00 S0
spleen <0 <0 <O [Q>
deposit of hemosiderin - - - - - - - - - - - - - - - -
(2= (2020 L IR G B QI SO 009
[Endocrine system]
adrenal <0 <O <0 <»
congestion - - - - - - - - - - - - - - - ~
(202009 (0= 0= S0 A) D09
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO. = 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14W)

REPORT TYPE : Al

SEX : MALE PAGE : 4
Group Name 80ppm 160ppm
No. of Animals on Study 0 5
Grade 1 2 3 4 1 2 3 4

Organ, Findings w ® % W ® ® o o

[Respiratory system]

nasal cavit < 0> < b
necrosis:respiratory epithelium - - - - 0 1 0 0

(202009 o200 (0 ( 0

lung <0 <5
congestion - - - - 5 0

0
(20230209 (100) € 0 C 0 C 0

edema - - - - 4 0 0 0
(220209 (80) C O C OO

[Hematopoietic system]

thymus < < 4>
atrophy - - - - 0 1

0
(2030209 (002 (0

spleen <® <
deposit of hemosiderin - - - - 1 0 0 0
(000 (20) C ) C0) (0

{Endocrine system]

adrenal <O <
congestion - - - - 5 0 0 0
(3009 (100 00 (0

Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined.at the site

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

(HPT150) BAIS3



STUDY NO.
ANINAL

: 0316
: RAT F344/DuCri

—

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0- 14W)

PAGE ¢ 5

REPORT TYPE : Al
SEX : MALE
Organ Findings

40ppm

4
®

[Reproductive system]

testis
germ cell nscrosis

epididymis
decreased:sperma

debris of spermatic elements

[Neruous systenm]

Group Name Oppm ' 10ppm
No. of Animals on Study 0 0
Grade 1 2 3 4 1 2 3 4
@ ® & O ® & ® o
<0 <0

1

3 ¢ Marked 4 & Severe

brain
degeneration:granular cell
Grade 1 : Slight 2 Noderate
<a?> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
(HPT150)

BAIS3



STUDY NO.  : 0316

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0~ 14W)
REPORT TYPE : Al
SEX : MALE PAGE: &
Group Name 80ppm 160ppm
No. of Animals on Study 0 5
Grade 1 2 3 4 1 2 3 4
Organ______ Findings ® ® W O ® ® ® O
{Reproductive system]
testis <0 ' <
germ cell necrosis - - - - 4 0 0 0
(2302009 (80) ( ) CO) (O
epididymis <O <5

decreased: sperma

debris of spermatic elements

[Nervous system]

- - - - 2 1 2 0
(202009 (40) (20) (40) ( ©

=

<

2 3 0
(00209 (40) (60) ( 0) (0

g

brain <O < 5>

degenerationigranular cell - - - - 0 3 0 0

(220202209 (0 (80 0)( 0O
Grade 1 : Stight 2 : Moderate 3 ¢ Marked 4 1 Severs
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) cib/ax100
(HPT150) BAIS3



APPENDIX J 2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ MALE: SACRIFICED ANIMALS

(13 - WEEK STUDY)



STUDY NO.
ANIMAL

¢ 0316
* RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Oppm 10ppnm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®m & o @ & & o ® & W o @ @ ® W
[Respiratory system]
nasal cavit <10 <100 <10 <10
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 lon (Ol (GO R QIO B QIO B Q)] Q) I G () I G ) B Q)|
erosion:squamous epithelium 0 0 0 0 0 0 4} 0 0 0 0 0 0 0 0 0
(GO RE QIO B GO B )] (o ooy (o000 (ool
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (0000 (OO0 () R G ) B ) R Q)]
saquamous cell metaplasiasrespiratory epithelium 0 0 0 0 0 0 0 0 4 0 0 0 g 1 0 0 *x
(0000 (GO B G B Q) B V)] (40) C 00 C ) ( O (80) (100 ¢ 0) ( O
atrophy: turbinate 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 LG B QI ) B ) B Q)] Q)G ) B Q) B Q1)) (OO0
uleer:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (0000 (oo {0 oo o0
atrophy:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (o000 ool (ool
erosionirespiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G RGN G B Q)] (000 QIO B QI ) B QR ) B Q)] (ool
Grade 1 : Slight 3 : Marked 4 : Severs
<a> a + Number of animals examined at the site
b b ¢ Number of animals with lesion
(e) ¢:b/a*100

Significant difference

*x 1 P S 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. ¢ 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX s MALE PAGE @ 2
Group Name 80ppm 160ppm
No. of Animals on Study 10 5
Grade 1 2 3 4 1 2 3 4

Organ Findings ® ® & W ® @ & O

{[Respiratory system]

nasal cauvit <10> <

inflammatory infiltration 5 5 0 0 *x 2 3 0 0 *x

(50 (50) ( 0 (0 (40) (60} ( 0) ( 0

erosion:squamous epithelium 0 0 0 0

1 0
oo o0 lo0 (20 C 0 C OO (C O

respiratory metaplasia:olfactory epithelium 0 1 0 0 1 2 0 0 x
(0 (00 (20) (40) C 0) ( O
squamous cell metaplasiairespiratory epithelium 0 10 0 0 xx 0 5 0 0 *x

(0 (100 ( 0 (0 0@ oo

atrophy: turbinate 10 0 0 0 *x 3 2 0 0 *x*
(xooy ¢ 03 C 0 C O (80) (40) C 0) ( O}

ulcer:olfactory epithelium

2 0 0
(0 (o (00 (0o Con

atrophy:olfactory epithelium 0 10 0 0 *x 2 3 0 0 *x
¢ 0) (100 ( 0) ( O (40) (80) ( 0 ( O}

4 0 0 0 1 1 0 0
(40 C O C 0 C 0 (200 (200 C 0) C O

erosion:respiratory epithelium

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
(¢) cib/ax100

Significant difference : ¥x 1 P = 0.05 ** 1 P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANIMAL

¢ 0316
¢ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name 10ppm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® %) @ ® @® o @ ® o W ® ® B O
[Respiratory system)
lung <10> <10> <10> <10>
edema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (0000 (o0 (oo (n
[Hematopoietic system]
spleen <10> <16> 10> <10>
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo oo oo oo (oo
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0000 (0000 (oo o (GO GO G O RG]
[Digestive system]
Liver <10> <10 <10> <L
herniation 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (10 C O 00 (000 (OO0
[Urinary system]
kidney <10 <10> <16> <10>
eosinophilic body 10 0 0 10 0 4} 0 10 0 0 0 10 0 0 0
1w oo (o (100 C 00 (0 10 ( 00 0 ( 0 (100) C 0y C O ( 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/ax*100

Significant difference ;

*: P = 0.06 ** ! P S 0,01 Test of Chi Saquare

(HPT150)



STUDY NO. : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Group Name Oppm 10ppm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings W o & o @ & & o @ ® o W ® ® & W
[Respiratory system]
tung <10> 10> <10 <10>
edema 0 0 0 0 ¢ 0 0 0 0 0 0 Q 0 0 0 0

o000 o (oo oo (o

Nl
—~

0 (0000

[Hematopoietic system]

spleen <10> <10> <10 <10>
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0

0 0 0
(0o oo (0 (ool (oo {09

extramedul lary hematopoiesis 0 0 0 0 0 0 0 0

0 0 0 0 0
(oo o (o0 oo o oo o

[Digestive system]

Liver <10 10> <10 <10>
herniation 0 0 0 0

1 0 0 0 0
(0 (0Cn (100 C 0 C 00 (SN GRV I GRON G oo o

Rl

{Urinary system]

kidney <10> <10> <10> <10>
eosinophi lic body 10 0 0 0 10 0 0 0 10 0 0 0 10 0 0 0
10 ( 00 C 0 (0 10 C 0 C 0o (100) C 00 C 0) ( O (100) C O C OO (O
Grade 1 : Slight 2 Moderate 3 Marked 4 : Severe
<a> a ¢ Number of animals examined at ths site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference ; *: P = 0.05 ** 1 P S 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO.

: 0316

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL + RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX T MALE PAGE ¢+ 4
Group Name 80ppm 160ppm
No. of Animals on Study 10 5
Grade 1 2 3 4 1 2 3 4

Organ Findings @ o o o @ ® & o

[Respiratory system]

lung <10> < 5>

edema 0 0 0 0 1 0 0 0

[Hematopoietic system]

spleen

deposit of hemosiderin

extramedullary hematoppiesis

[Digestive system]

Liver

herniation

{Urinary system]

(oo o

P

(200 ( 0 C 0 (0

<10> <

0 0 0 3 0
(o0 (600 C O (COCO

0 0 0 0 2
(oo (a0 C 9 0 (0

<10> <5

0 0 0
(00000 (oo o

Rl

kidney <10> <5
eosinophilic body 10 0 0 0 3 0 0 0
100) C 0 C O ( O (60) ( ) C O) ( O
Grade 1 : Slight 2 ¢ Moderate 3t Marked 4 ¢ Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference : * 3P = 0.05 *x 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANTHAL
REPORT TYPE :

1 0316
: RAT F344/DuCrij

Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXXARY)
SACRIFICED ANIMALS ( 14W)

SEX : MALE PAGE :
Group Name Oppm 10ppm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ & o o @ o o ® ® ® O @ % W o
[Endocrine system]
adrenal <10> <10> <10> <10>
micro vesicular fatty change 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(ocoC0Co (OO0 0CoColo0 OO0
[Reproductive system]
testis <10> <10> <10> Ao
germ cell necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oo 0ol 0 C 0 (0 (o0
epididymis <10> <10> <10> <10
decreased: sperma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) IR QIO B QI ) I Q1)) (ocoCo o 0000 00 (00
debris of spermatic elements 0 0 0 0 0 0 0 0 0 4 0 0 0 0 0 0
(o000 (OO0 O 0o OCo 0o
[Nervous system]
brain <10 <10> <10> <10>
degenerationigranular cell 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO B GO 1) B QI () B Q1)) (000 0o o0 0o 0o
Grade 1+ Slight 2 * Moderate 3 : Marked 4 1 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100

Significant difference :

*: P = 0,05

*% 1

P = 0.01

 Test of Chi Sauare

(HPT150)



STUDY NO.
ANINAL

: 0318
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 8
Group Name 80ppm 160ppm
No. of Animals on Study 10 5
Grads 1 2 3 4 1 2 3 4

Organ Findings @ ® & O @ ® ® o

{Endocrine system]

adrenal <10 <5

micro vesicular fatty change 0 0 0 0 5 0 0 0 *x

[Reproductive system]

testis

epididymis

germ cell necrosis

decreased:sperma

(OO0 (o

Dl

(00) ¢ O C 0 ( O

10> < B>
0 1 0 0 0 3 2 0
oo ¢ 0 (60 (40 ( 0)

<10 <5
1 0 0 0 0 2 3 0 xx
(1) C oy (00 (0 (40) (80) ( 0)

debris of spermatic elements 0 1 0 0 2 3 0 0 xx
cocw oo (40) (80) ( O) ( O
[Neruous system]
brain <10 <5
degeneration:granular cell 0 0 0 0 1 3 0 0 *x
(GO R G ) B IR O B )] (20) (60) C O C O
Grade 1@ Slight 2 : MNoderate 3 ¢ Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference : ¥ P = 0.05 ** 1 P = 0,01 Test of Chi Square
(HPT150) BAIS3



STUDY NO.  : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Oppm 10ppm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & o ® & ®» & ® & & O @ ® o o
{Special sense organs/appandage]
Harder sl <10 <10> <10 <10>
granulation 0 0 0 0 1 0 0 0 1 4} 0 0 0 0 ¢ 0

(oo (o0l (10 C 0 (0 C 0 (o0

[Body cavities]

mesenterium <10> <10> <10> <10
foreign body granuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

0
(oo o0 (oo Co (0o (o (ool

=

Grade 1+ Stight 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

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

(HPT150) BAISS



STUDY NO. ¢ 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name 160ppm
No. of Animals on Study 5
Grade 1 1 2 3 4
Orsan Findinos (¢3] @ & & W
[Special sense organs/appandage]
Harder gl <5
granulation 0 0 0 0 0
(o0 (GO R QIO B ) B Q0]
[Body cauities]
mesenterium <5
foreign body granuloma 1 0 0 0 0
(1 oo (o0 (D B B G ) B Q)
Grade 1+ Stight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Sienificant difference

* 1

P = 0.05

*x 1 P £ 0,01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX J 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : DEAD AND MORIBUND ANIMALS

(13 - WEEK STUDY)



STUDY NO.
ANIMAL
REPORT TYPE :

+ 0316
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0- 14W)

Al

SEX + FENMALE PAGE : 7
Graup Name Oppm 10ppm 20ppm 40ppm
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 @ ® W W ® W & W @ ® & W
[Respiratory system]
nasal cavit <0 <0 <0 <0
achesion - - ~ - - - - - - - - - - - - -
(22020209 D009 S 009 S0 009
inflammatory infiltration - - - - - - - - - - - - -~ - - -
(220029 () D)) S0
respiratory metaplasiatolfactory epithelium - - - - - ~ - - - - - - - - - -
(000 D00 D09 D0
squamous cell metaplasiasrespiratory epithelium - - - - - - - - - - - - - - - -
(D000 o IR G B G B G S0 009 o I O B G B
atrophy:turbinate - - - - - - - - - - - - - - - -
(30009 0 G B D B G G I G B G D009
ulcer:respiratory epithelium - - - - - - - - - - - - - - - -
(200209 SO S0 009 D))
atrophy:olfactory epithelium - - - - - - - - - - - - - - - -
(02009 I I G B G S0 009 LG B G B G
erosion:respiratory epithelium - - - - - - - - - - - - - - - -
(020209 S0 009 S0 D9
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.  : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuGri DEAD AND MORIBUND ANINALS (0- 14W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 8
Group Name 80ppim 160ppm
No. of Animals on Study 0 8
Grade 1 2 3 4 1 2 3 4

Organ Findings ® & & O ® ® & W

{Respiratory system]

nasal cauit [ <8
adhesion - - - - 0 1 0 0
(a0 (GO B &) I Q) B Q)]

inflammatory infiltration - - - - 2 4 0 0
(22020209 (25) (50) ¢ O ( O

respiratory metaplasiatolfactory epithelium - - - - 1 0 0 0

(2020209 (o0l

squamous cell metaplasiatrespiratory epithelium - - - - 0

8
(2020209 (0 ({00

atrophy:turbinate - - - - 0 7 1
(22022 (0)(8) (13)( 0

ulcer:respiratory epithelium - - - - 0 1 1 0

(20230209 Co(13) (13 (0

atrophy:olfactory epithelium - - - - 0 8 0 0
(=000 (0@ (0o

erosion:respiratary epithelium - - - - 3 0 0 0

(202009 (s (000

Grade 1 @ Slight 2 ¢ Moderate 3 Marked 4 % Severe
<ad a : Number of animals examined at the site
b b Number of animals with lesion
(c) c:ib/ax100
(HPT150) BAIS3



STUDY NO,
ANINAL

: 0316
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND XORIBUND ANIMALS (0- 14W)

REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 8
Group Name Oppm 10ppm 20ppm 40ppm
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 ® ® B O ® W W O @ & & »
[Respiratory system]
nasal cavit <® W <0 <0
necrosis:respiratory epithelium - - - - - - - - - - - - - - - -
(0300 (2020209 (30009 S0 009
lung < <O < 0> <
congestion - - - - - - - - - - - - - - - -
(2030 (22030209 (0009 D09
edema - - - - - - - - - - - - - - - -
(02009 (200 (=009 S
deposit of hemosiderin - - - - - - - - - - - - - - - -
(303009 (202009 (=09 o B G B G B G
[Hematopoietic system]
thymus <0 <O <O <0
atrophy - - - - - - - - - - - - - - - -
(0202 (2020209 (=200 D=0
spleen <O <0 <0 <M
atrophy - - - - - - - - - - - - - - - -
(0009 (== 0 (220002 SO0
Grade 1 % Slight 2 * Moderate 3 * Karked 4 : Ssvere
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/a*100
(HPT150) BAIS3




STUDY NO.  : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCri DEAD AND MORIBUND ANIMALS (0~ 14W)

REPORT TYPE : Al

SEX s FEMALE PAGE ¢ 10
Group Name 80ppm 160ppm
No. of Animals on Study 0 8
Grade 1 2 3 4 1 2 3 4

Organ Findings ® & o O @ & ® W

[Respiratory system]

nasal cavit <0 B
necrosis:respiratory epithslium - - - - 1 2 1 0

(200209 (13) (25) (13) ( O

lung <0 <&
congsestion - - - - 7 0 0 0

(30009 (8 (O (0

edema - - - - 4 0 0 0
(2202009 (500 C OO (C 0O (CO0

deposit of hemosiderin - - - - 1 0 0 0

(20202209 (13000

{Hematopoistic system)

thymus <O <8
atrophy - - - - 0 5 0 0
(=220 (0 (8 (0 (0

spleen <O <8
atrophy - - - - 1 0 0 0
(=009 (1000

Grade 1 @ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site

b b : Number of animals with Llesion
(c) cib/ax100

(HPT150) BAIS3



STUDY NO.  : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14W)
REPORT TYPE : Al
SEX : FEMALE PAGE @+ 11
Group Name Oppm 10ppm 20ppm 40ppm
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 ®m @ o o @ ® & O ® ® B ® ® ® ®» W
[Hematopoistic system]
spleen <0 <O <o <»

deposit of hemosiderin -

[Urinary system]

uin bladd [ <0 <0 < 0>
di latation -

(D(((  (D(CACD (A (D (D

[Neruous system]

brain <0 < 0> <O <o
degeneration:granular cell -

(DCACCD (DA (D (A(A(a  (9(9(9(

Grade 1 : Slight 2 : Noderats 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



STUDY NO.  : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0- 14W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 12
Group Name 80ppm 160ppm
No. of Animals on Study 0 8
Grade 1 2 3 4 1 2 3 4
Oroan_____ Findines @ ® & o @ & & W
{Hematopoistic system]
spleen ' <0 <8
deposit of hemosiderin - - - - 3 0 0 0
(2220209 (3 ( O C 00
{Urinary system]
uin bladd <O <&
dilatation - - - - 1 0 0 0
(=200 (B0
[Neruvous system]
brain <0 <8
degenerationigranutar cetl - - - - 0 5 3 0
(20209 ( 0 (63) (38 ( 0)
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
(HPT150) BAIS3



APPENDIX J 4
HISTOLOGICAL FINDINGS @ NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : SACRIFICED ANIMALS

(13 - WEEK STUDY)



STUDY NO.
ANINAL

: 0316
: RAT F344/DuCri

—

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al
SEX © FENALE PAGE : 8
Group Name Oppm 10ppm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® B o ® O B o ® & & W @ @& O W
[Respiratory system}
nasal cavit <10> <10 <10> <10>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
QIO B QI O I G O B Q)] (o0 o0 (oo (ool
squamous cell metaplasiatrespiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 7 0 0 0 xx
(o000 (OO C0 o0 (000 (7 ¢ 000
squamous cell metaplasiaiolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (o0 (OO0 (0000 (0o
atrophy:turbinate 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo oo oo o000 (oo o0
atrophy:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (0 (o0 (OO0 o (GO RGN B G I QY|
erosionirespiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO B G ) I G B G ) (oo (o (oo (000
[Hematopoietic system}
bone marTow <10> <10> <10> <16>
granulation 3 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(3 C & C 0 (O (200 C O C O (0 (10 ¢ 00 C o0 (20) C ) C 0) ( O
Grade 1 ¢ Slight 2 : Moderate 3 Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference *: P =0.05 ** 1 P S 0.01 Test of Chi Sauare

(HPTlSO)

BAIS3



STUDY NO. : 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS ( 14W) ’

REPORT TYPE : Al

SEX : FEMALE PAGE : 10
Group Name 80ppm 160ppm
No. of Animals on Study 10 2
Grade 1 2 3 4 1 2 3 4

Organ Findings ® & ® o ® & ® O

[Respiratory system]

nasal cavit <10 <2
inflammatory infiltration 8 2 0 0 *x 0 2 0 0 7
(80 (200 ( 0) ( O (0o (ol

squamous cell metaplasiatrespiratory epithelium 0 10 0 0 *x 0

2
(0 (o) ( 0 (0 (0@ (0o

1 0 0 0 0 0
(1 oo (0 (ool

squamous cell metaplasiatolfactory epithelium

atrophy:turbinate 10 0 0 0 *x 0 2 0 o 7
o) ( B 0O (Y 0 oo ¢ 0 (0

atrophy:olfactory epithelium 1 2 0 0 0 2 0 0 7
(100 (200 ( ) ( O 0 @n oo

erosion:respiratory epithelium 0 0

0 0
(0o (50 C 0 (C0Co

[Hematopoietic system]

bone marrow <10> [
granulation 0 0 0 0 0 0 0 [
(0000 (GO N G ) B GO B 1))
Grade 1+ Slight 2 * Noderate 3 ¢ Marked 4 ¢ Severs
<a?> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference *: P = 0.05 ** 1 P = 0.01 Test of Chi Sauare
7 ¢ Significant test is not applied,because No. of data in this group is less than 3.

(HPT150) BAIS3



STUDY NO.
ANINAL

: 0316
¢ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al
SEX + FEMALE PAGE @ 11
Group Name Oppm 10ppm 20ppm 40ppm
No. of Animals on Study 10 10 10 10
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o & o ® ® & W M ® & o @ ® & O
[Hematopoietic system]
spleen <10> <10> <A <10
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (0 (00 (oo (oo
extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO GI ) BE Q) I Q)] (o0 (o0 (o0
[Digestive system]
Liver <10> <10> <10 <o
herniation 0 0 0 0 1 ¢ 0 0 1 0 0 0 1 0 0 0
o000 (1 O 00 (1000 (10 ¢ 0 C o) (0
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (0000 (000 (ool
[Urinary systen]
kidney <10> <10> <10> <10>
mineralization:cortex 0 0 0 0 1 0 0 0 0 0 4} 0 0 ¢ 4 0
(GO RGO B G ) B Q)] (1) 000 (OO0 (oo
Grade 1 Slight 2 : Noderate 3 : Marked 4 : Severse
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference ;

* 1 P = 0.05

** 1 P S 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO, & 0316 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 12
Group Name 80ppm 160ppm
No. of Animals on Study 10 2
Grade 1 2 3 4 1 2 3 4

Organ Findings w w ® o ® W ® W

[Hematopoietic system]

spleen <10 <2

deposit of hemosiderin 0 0 0 0 1 0 0 0 ?

(o000 (500 C 0y (0OCO

extramedullary hematopoiesis 0 0 0 0 0 0 ?

1 0
(1 (0o (o0

[Digestive system]

Liver <10> <2
herniation 3 0 0 0 0 0 0 0 7
(3 C 0y C 0 (0 (GO R G ) B Q) B Q)]

epidermal cyst 0 0 0 0

0 0 0
(oo (ool

[Urinary system)

kidney <10 <2
mineratization:cortex 0 0 0 0 0 0 0 o 7
(o0 (0000
Grade 1 ¢ Slight 2 : Moderate 3 ' Marked 4t Severs
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:ib/ax100

Significant difference ; ¥ :P 006 xx:P=0.01 Testof Chi Squars
? ¢ Significant test is not applied,because No. of data in this group is less than 3.

(HPT150) BAIS3



STUDY NO.  : 0316

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANINALS ( 14W)

ANTHAL : RAT F344/DuCrj
REPORT TYPE : Al

SEX ¢ FEMALE

Organ Findings.

[Reproductive systeml]

uterus
epidermal cyst

[Neruous system]

brain
degeneration:granular cell

[Special sense organs/appandage]

Group Name Oppm 10ppm
No. of Animals on Study 10 10
Grade 1 2 3 4 1 2 3 4
@ & & O @ @ & W
[$11) <10>
0 0 0 0 0 0 0 0

(o0 (oo lon

<10 <10»
0O 0 0 00 0
(oo (ocoCcoCo

<
Rl

<L0> <10>
00 0 0 00 0
(oot (oo do

g

10> <10
R 000
(oo (oo lo

<
Nl

3 : Marked 4 : Severe

(=}
Rl

<

oye
cataract
Harder gl
granulation
Grade 1 : Stight 2 : Moderate
<a> a : Number of animals examined at the site
b b * Number of animals with lesion
(c) c:b/ax100

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

Test of Chi Saquare

(HPT150)



STUDY NO. : 0316

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS ( 14W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 14
Group Name 80ppm 160ppm
No. of Animals on Study 10 2
Grade 1 2 3 4 1 2 3 4
Organ, Findings ® & & W @ & ® »
{Reproductive system)
uterus <10> <
epidermal cyst 0 0 0 0 0 0 0 0
(o000 (0O ln

[Neruous system]

brain
degenerationigranular cell

[Special sense oreans/appandage]

<10> <2
00 00 2 0
todtatoCo o (o aw o

Dl

eys <10> <2
cataract 0 0 0 0 0 0 0 0
(oo Coolon (o Co oo
Harder gl <10 <2
granulation 1 0 0 0 0 0 0 0
(1 (0 (00 (ococo o
Grade 1 : Slight 2 : Noderate 3 ¢ Marked 4 : Severe
<a»> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference ; ¥ 1P = 0.05 *x 1 P = 0,01 Test of Chi Sauare

0.
? ¢ Sionificant test is not applied,because No. of data in this group is less than 3.

(HPT150)

BAIS3



APPENDIX K 1

IDENTITY OF GLYCIDOL IN THE 13 - WEEK INHALATION STUDY



IDENTITY OF GLYCIDOL IN THE 13-WEEK INHAIATION STUDY
A. Test Substance Lot No.: LER5803

1. Spectral data

ectrome

Instrument : Hitachi M-80B Mass Spectrometer

Ionization : EI (Electron lonization)

Ionization Voltage : 70eV

100 e
] 31 57
50 3
— ’ 75
1 T 11
10 20 36 40 50 60 70 g0
m/z
Mass Spectrum of Test Substance
. . *k
Determined erature e
Peak(m/z) Peak(m/z)

31 31
43 43
44 44
57 57
73 73

75
Results: The mass spectrum was consistent with literature spectrum.

(*Fred W. McLafferty (1994) Wiley Registry of Mass Spectral Data, 6th edition.
John Wiley and Soms, Inc. (U.S.), Entry Number 1733)

(Study No.0316)



(Study No.0316)

Infrared Spectrometry
Instrument : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell
Resolution : 4 cm’
70 —
4T
60 —
50
40
30 —
T T T T [ T T T T I T T T T ! T T T T ] T T T T l
4000 3000 2000 1500 1000 500
cn!
Infrared Spectrum of Test Substance
= 100 T L i ihi i if! RIANA ; W
] gt HiLIL - S T
. YT 5B L V) FTE T R 8
8o I T‘ﬁ?};:#l——
£ so !
: -
§ a0
20 sithil]
S T 52
l, v il 7 o A B A0 ! gl 1
° P 1O IS O R S i B S sl s B H H B3 0N LRT] R BN O S PR ! !
4000 3500 00 1800 1600 1400 1200 1000 800 600
© SARTLIN RESEANCH LARDAATOMES, ME .
PLADRLIWA, P4 10 UBA oM e

Infrared Spectrum of Glycidol (literature spectrum™)

Results: The infrared spectrum was consistent with literature spectrum.

(*William W. Simons (1978) The Sadtler Handbook of Infrared Spectra.
Sadtler Research Laboratories, Inc. (U.K.), pp.480)

2. Conclusions: The result of the mass spectrum and the infrared spectrum agreed with the literature values.
Consequently, the test substance was identified as glycidol.



B. Test Substance Lot No.: LEQS5980

1. Spectral data

100 ]

50

Mass Spectrometry

Instrument : Hitachi M-80B Mass Spectrometer

Jonization : El (Electron Ionization)

Ionization Voltage : 70eV

43

3 31

] 57

_ 7s

] 2

e [,., Hd e !,’. Horry II 151 ‘,IJ’.. errr
10 20 30 40 50 60 70 80
m/z
Mass Spectrum of Test Substance
Determined ite
Peak(m/z) Peak(m/z)

31 31
43 43
44 44
57 57
73 73
75

Results: The mass spectrum was consistent with literature spectrum.

(*Fred W. McLafferty (1994) Wiley Registry of Mass Spectral Data, 6th edition.

John Wiley and Soms, Inc. (U.S.), Entry Number 1733)

(Study No.0316)



(Study No.0316)

Infrared Spectrometry
Instrument : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell
Resolution : 4 cm®
70 —
%7 |
60 —
50 —]
40 —
T T T T [ T T T T ] T T T T l T T T T l T T T T !
4000 3000 2000 1500 1000 500
cn™!
Infrared Spectrum of Test Substance
Te0 T T T 1 TH M EI W R AR O f:‘;'-'n':z Al ','J'u K| B 30 NI T
L A n SABGIN e (| P
1 T
0 e
i I
f 40
Tt
20 I
: - Bl
1 i3 ] e GH i shili
o 6 O P O R e BT B 18 i G :
4000 3500 2000 1800 1600 3400 1200 1000 800 600
© SABTLER RELEANCH LABDAATONES, G o
PRLABELAWA, P4 19 UBA cn a

Infrared Spectrum of Glycidol (literature spectrum®)

Results: The infrared spectrum was consistent with literature spectrum.

(*William W. Simons (1978) The Sadtler Handbook of Infrared Spectra.
Sadtler Research Laboratories, Inc. (U.K.), pp.480)

2. Conclusions: The result of the mass spectrum and the infrared spectrum agreed with the literature values.
Consequently, the test substance was identified as glycidol.



APPENDIX K 2

STABILITY OF GLYCIDOL IN THE 13 - WEEK INHALATION STUDY



(Study No.0316)

STABILITY OF GLYCIDOL IN THE 13-WEEK INHALATION STUDY

A. Test Substapnce Lot No.: LERS803

1.Sample: This lot was used from 1996.9.3 to 1996.10.14. Test substance was stored at room temperature.

2. Gas Chromatography

Instrument : Hewlett Packard 6890

Column : Methyl Silicone (0.53 mm@ X 60 m)

Column Temperature : 150°C

Flow Rate : 10 ml/min
Detector : FID (Flame lonization Detector)
Injection - Volume : 1 uL

Results: Gas chromatography indicated one major peak (peak No.3) and two impurities
(peak No.1,2 < 1% of total area) analyzed at 1996.8.30 and one major peak
(peak No.3) and two impurities (peak No.1,2 < 1% of total area) analyzed at
1996.10.15. No new trace impurity peak in the test substance analyzed at

1996.10.15 was detected.

Date Peak No. Retention Area (%)
(date analyzed) Time (min)
1996.08.30 1 1.89 0.15
2.12 0.23
3 2.52 99.62
1996.10.15 1 1.90 0.14
2 2.13 0.23
3 2.52 99.63

4. Conclusions: The results indicated that the test substance did not change when stored
at room temperature during this period (for about 2 months).



B. Test Substance Lot No.: LEQS5980

(Study No.0316)

1.Sample: This lot was used from 1996.10.15 to 1996.12.2. Test substance was stored at room temperature.

2. Gas Chromatography

Instrument : Hewlett Packard 6890

Column : Methyl Silicone (0.53 mm@ X 60 m)

Column Temperature : 150°C

Flow Rate : 10 ml/min
Detector : FID (Flame Ionization Detector)
Injection Volume : 1 pL

Results: Gas chromatography indicated one major peak (peak No.3) and two impurities
(peak No.1,2 < 1% of total area) amalyzed at 1996.10.11 and one major peak
(peak No.3) and two impurities (peak No.1,2 < 1% of total area) analyzed at
1996.12.11. No new trace impurity peak in the test substance analyzed at

1996.12.11 was detected.

Date Peak No. Retention Area (%)
(date analyzed) Time (min)
1996.10.11 1 1.82 0.14
2.12 0.23
3 2.52 99.63
1996.12.11 1 1.89 0.14
212 - 0.23
3 2.52 99.63

4. Conclusions: The results indicated that the test substance did not change when stored
at room temperature during this period (for about 2 months).



APPENDIX L 1

CONCENTRATION OF GLYCIDL IN THE INHALATION CHAMBER

OF THE 13-WEEK INHALATION STUDY



CONCENTRATION OF GLYCIDOL IN THE INHALATION CHAMBER OF THE 13-WEEK INHALATION STUDY

Concentration(ppm)

Group Name Mean £ S.D.
Control 0.0+ 0.0
10.0ppm 10.1% 0.1
20.0ppm 19.8+ 0.3
40.0ppm 39.6+ 0.6
80.0ppm 79.8+ 1.2
160.0ppm 159.6 + 2.4

(91€0°ON £pmig)



APPENDIX L 2

ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER IN THE

13 - WEEK INHALATION STUDY OF GLYCIDOL



ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER IN THE 13-WEEK INHALATION STUDY OF GLYCIDOL

Temperature(°C) Humidity(%) Ventilation Rate(L/min) Air Change(time/h)

Group Name Mean = S.D. Mean + S.D. Mean = S.D. Mean
Control 22,6 = 0.1 55.5 £ 0.6 2124 + 1.1 12.0
25ppm 225 %01 56.6 £ 1.3 2121+ 1.1 12.0
50ppm 226 £ 0.1 556 = 1.5 2115+ 13 12.0
100ppm 226 £ 0.1 545+ 20 212.0 £ 1.1 12.0
200ppm 226 £02 545+ 29 2117 £ 1.1 12.0
400ppm 21.8 £ 0.2 533+33 2119 £ 1.1 12.0

(9T£0°ON ApmIS)



APPENDIX M 1
METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS

IN THE 13 - WEEK INHALATION STUDY OF GLYCIDOL



(Study No. 0316)

METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS
IN THE 13-WEEK INHALATION STUDY OF GLYCIDOL

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

Hematocrit (Het)

Mean corpuscular volume (MCV)

Mean corpuscular hemoglobin (MCH)

Mean corpuscular hemoglobin concentration (MCHC)
Platelet

Reticulocyte

Prothrombin time
Activated partial thromboplastin time (APTT)

Calculated as RBC X MCV/10

Light scattering method
Calculated as Hgb/RBC X 10
Calculated as Hgb/Het X 100
Light scattering method

Y
9]

Pattern recognition method
(New methyleneblue staining)

Quick one stage method 2

Ellagic acid activaterd method

White blood cell (WBC) Light scattering method
Differential WBC Pattern recognition method P
(May-Grunwald-Giemsa staining)

Biochemistry

Total protein (TP) Biuret method

Albumin (Alb) BCG method *

AJG ratio Calculated as Alb/(TP—Alb)

T-bilirubin Alkaline azobilirubin method

Glucose Enzymatic method (GLK-G-6-PDH) *

T-cholesterol Enzymatic method (CE-COD-POD)

Triglyceride Enzymatic method (LPL-GK-GPO-POD) *

Phospholipid Enzymatic method (PLD-COD-POD) ?

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

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

Urea nitrogen

Creatinine

Sodium

Potassium

Chloride

Calcium

Inorganic phosphorus

UV-Rate method Y

UV-:Rate method

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

Enzymatic method (Urease- GLDH)
Jaffe method

Ton selective electrode method

4)

LY

Ton selective electrode method
4
Ion selective electrode method )

OCPC method
Enzymatic method (PNP-XOD-POD)

49

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

Urinalysis reagent paper method

1) Automat'ic blood cell analyzer (Technicon H-1 : Technicon Instruments Corporation,USA)

2) Automatic coagulometer (Sysmex CA-5000 : Toa Medical Electronics Co.,Ltd.,Japan)
3) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.,Japan)

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

5) Ames reagent strips for urinalysis (Multistix : Bayer-Sankyo Co.,Ltd.,Japan)




APPENDIX M 2

UNITS AND DECIMARL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY IN THE

13 - WEEK INHALATION STUDY OF GLYCIDOL



(Study No. 0316)

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

IN THE 13-WEEK INHALATION STUDY OF GLYCIDOL

Ttem Unit Decimal
place

Hematology

Red blood cell (RBC) x10%/ 4L 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 X102 /uL 0
Reticulocyte %o 0
Prothrombin time sec 1
Activated partial thromboplastin time (APTT) sec 1
White blood cell (WBC) X102 /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) TU/L 0
Glutamic pyruvic transaminase (GPT) TU/L 0
Lactate dehydrogenase (LDH) TU/L 0
Alkaline phosphatase (ALP) IU/L 0
v -Glutamyl transpeptidase (y -GTP) IU/L 0
Creatine phosphokinase (CPK) TU/L 0
Urea nitrogen mg/dL 1
Creatinine mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




