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(Study No 0104)

TABLE 1 EXPERIMENTAL DESIGN AND MATERIALS AND METHODS
IN THE 2-YEAR INHALATION STUDY OF TETRACHLOROETHYLENE

<Method of Administration>
Inhalation
<Number of Groups>
Male 4, Female 4
<Size of Groups>
50 males and 50 females of each group
<Animals>
Strain and Species
F344/DuCrj(Fischer)rat
Animal Source
Charles River Japan, Inc
Duration Held Before Study
2wk
Age When Placed on Study
6 wk
Age When Killed
110~111 wk
<Doses>
Male and Female
0, 50, 200 or 6Q00ppm
<Duration of Dosing>
6 h/d, 5 dfwk for 104 wk
<Animal Maintenance>

Feed
CRYT-1 (Oriental Yeast Co., Ltd.)
Sterilized by ¥ -ray
Available ad libitum

Water

Filtrated and sterilized by ultraviolet ray
Automatic watering system
Available ad libitum
Animal per Cage
Single (stainless steel wire)
Animal Reom Environment
Barrier system

Temperature : 2442°C
Fluorescent light 12 h/d
Air changes :15~17 time/h

Chamber Environment
Barrier system

Temperature : 24+2°C
Humidity : 55£10%

Air changes : 9 time/h
Pressure :0~-15mmAqg

<Type and Frequency of Observation>

Clinical Sign
Observed 1 per day for mortality, Detailed clinical observation performed on
once weekly before exposure.

Body Weight
Weighed 1 per wk for 14wk
Weighed 1 per 4wks thereafter and 104wk

Food Consumption
Weighed 1 per wk for 1dwk
Weighed 1 per 4wks thereafter and 104wk




{Study No 0104)

TABLE 1 EXPERIMENTAL DESIGN AND MATERIALS AND METHODS
(Continued) IN THE 2-YEAR INHALATION STUDY OF TETRACHLOROETHYLENE

<Urinalysis>
Urinalysis performed on all animals that survived to end of dosing period using
fresh urine collection.
The following measurement parameters were examined;
pH, Protein, Glucose, Ketone body, Bilirubin, Occult blood, Urobilinogen.
<Hematology>
Hematological examination performed on scheduled sacrificed animals.
The following measurement parameters were examined;
Red blood cell (RBC), Hemoglobin, Hematoerit,
Mean Corpuscular Volume (MCV),
Mean Corpuscular hemoglobin (MCH),
Mean Corpuscular hemoglobin concentrate (MCHC),
Platelet, White blood cell (WBCQC), Differential WBC.
<Biochemistry>
Biochemistrical examination performed on scheduled sacrificed animals.
The following measurement parameters were examined;
Total protein, Albumin, A/G ratio,
Total bilirubin, Glucose, Total cholesterol, Triglyceride, Phospholipid,
Glutamic oxaloacetic transaminase (GOTY,
Glutamic pyruvic transaminase (GPT),
Lactate dehydrogenase (LDH),
Alkaline phosphatase (ALP),
v -Glutamyl transpeptidase (v -GTP),
Creatine phosphokinase (CPK),
Urea nitrogen, Creatinine, Sodium, Potassium, Chloride,
Calcium, Inorganic phosphorus.
<Necropsy>
Necropsy performed on all animals
<QOrgan Weight>
Organ weight measurement performed on scheduled sacrificed animals.
The following organs were weighed;
adrenal, testis, ovary, heart, lung, kidney, spleen, liver, brain.
<Histopathologic Examination>
Histopathologic examination performed on all animals.
The following organs were examined;
skin, nasal cavity, nasopharynx, larynx, trachea, lung,
bone marrow, lymph node, thymus, spleen, heart, tongue,
salivary gland, esophagus, stomach, small intestine,
large intestine, liver, pancreas, kidney, urinary bladder,
pituitary, thyroid, parathyroid, adrenal, testis, epididymis, seminal vesicle,
prostate, ovary, uterus, vagina, mammary gland,
brain, spinal cord, peripheral nerve, eye, Harderian gland, muscle, bone,
other organsftissues with gross lesions.




(Study No. 0105)

TABLE 1 EXPERIMENTAL DESIGN AND MATERIALS AND METHODS
IN THE 2-YEAR INHALATION STUDY OF TETRACHLOROETHYLENE

<Method of Administration>
inhalation
<Number of Groups>
Male 4, Female 4
<Size of Groups>
50 males and 50 females of each group
<Animals>
Strain and Species
Crj:BDF, mouse
Animal Source
Charles River Japan, Inc.
Duration Held Before Study
2wk
Age When Placed on Study
6wk
Age When Killed
110~111 wk
<Doses>
Male and Female
0, 10, 50 or 250ppm
<Puration of Dosing>
6h/d, sd/wk, for 104wk
<Animal Maintenance>

Feed
CRF-1 (Oriental Yeast Co., Ltd.)
Sterilized by ¥ -ray
Available ad Iibitum

Water

Filtrated and sterilized by ultraviolet ray
Automatic watering system
Available ad libitum
Animal per Cage
Single (stainless steel wire)
Animal Room Environment
Barrier system

Temperature : 2442°C
Fluorescent ight  :12h/d
Air changes :15~17 time/h

Chamber Environment
Barrier system

Temperature ; 2442°C
Humidity : 55+10%

Air changes 19 timefh
Pressure 1 0~-15mmAq

<Type and Frequency of Observation>

Clinical Sign
Observed 1 per day for mortality, Detailed clinical observation performed on
once weekly before exposure.

Body Weight
Weighed 1 per wk for 14wk
Weighed 1 per dwks thereafter and 104wk

Food Consumption
Weighed 1 per wk for 14wk
Weighed 1 per 4wks thereafter and 104wk




{Study No. 0105}

TABLE 1 EXPERIMENTAL DESIGN AND MATERIALS AND METHODS
(continued) IN THE 2-YEAR INHALATION STUDY OF TETRACHLOROETHYLENE

<Urinalysis>
Urinalysis performed on all animals that survived to end of dosing period using
fresh urine collection.
The following measurement parameters were examined;
pH, Protein, Glucose, Ketone body, Occult blood, Urobilinogen.
<Hematology>
Hematological examination performed on scheduled sacrificed animals.
The following measurement parameters were examined;
Red blood cell (RBC), Hemoglobin, Hematocrit,
Mean Corpuscular Volume (MCV),
Mean Corpuscular hemoglobin (MCH),
Mean Corpuscular hemoglebin concentrate (MCHQC),
Platelet, White bleod cell (WBC),
Differential WBC.
<Biochemistry>
Biochemistrical examination performed on scheduled sacrificed animals.
The following measurement parameters were examined;
Total protein, Albumin, A/G ratio,
Total bilirubin, Glucose, Total cholesterol, Triglyceride,
Glutamic oxaloacetic transaminase (GOT),
Glutamic pyruvic transaminase (GPT),
Lactate dehydrogenase (LDH),
Alkaline phosphatase (ALP),
Creatine phosphokinase (CPK),
Urea nitrogen, Sodium, Potassium, Chloride,
Calcium, Inorganic phosphorus.
<Necropgy>
Necropsy performed on all animals,
<Organ Weight>
Organ weight measurement performed on scheduled sacrificed animals.
The following organs were weighed;
adrenal, testis, ovary, heart, lung, kidney, spleen, liver, brain.
<Histopathologic Examination>
Histopathologic examination performed on all animals.
The following organs were examined;
skin, nasal cavity, nasopharynx, larynx, trachea, lung, bone marrow,
lymph node, thymus, spleen, heart, tongue, salivary gland, esophagus,
stomach, small intestine, large intestine, liver,gall bladder, pancreas,
kidney, urinary bladder, pituitary, thyroid, parathyroid, adrenal, testis,
epididymis, seminal vesicle, prostate, ovary, uterus, vagina,
mammary gland, brain, spinal cord, peripheral nerve,
eye, Harderian gland, muscle, bone other organs/tissues with gross lesions.




(Study No.0104,0105)
TABLE 10 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE RAT

(THO-YEAR STUDIES)

Conmtrol . 50  ppm 200 pem 6500  pom
Mo bt. Yo.of Au. Wit Yof Ho.of JTREE ¥ of Fo.of FURSR Y of Ho.of
Yeck Suruiv, cont.  Surviu, cont, Surviu. cont. Suuiu,

o Study <50% <50 <50 50
0 127 (30) 50/50 127 (50) 160 50/50 127 (50) 100 50750 127 (50) 100 50/50
1 160 (80) 50/50 160 (50) 100 50/50 158 (50) 93 50/50 158 (50} 89 50/50
2 195 (50} 50/50 183 {50) 88 50/50 193 (50} a3 50/50 183 (50 93 54/50
3 223 (503 50/50 221 (50) 69 50/5¢ 219 {50} ) 50/5¢ 220 (50) 8g $0/50
4 247 {50) 50/50 244 (50} 88 50/50 242 (50} o5 50/50 243 (50} 88 §0/50
5 266 {50) 50/50 263 {50} e 50/50 261 (50) 88 50/50 252 {59) g8 50/50
B 282 (503 50/50 279 (50) 89 50/50 218 (50) 98 50/50 277 (50) ] 50/50
7 209 (30) S0/50 286 {50} 99 50/50 283 (50) 98 50/50 292 (30} 98 50/50
8 314 (50) 50/50 a11 (s0) 89 50/50 307 {50) 9 50/50 305 (50} 97 56/50
9 328 (50} 50/50 325 (59) 89 50/5¢ 318 {50) g7 50/50 318 {50} 97 56/50
10 338 (50) 50/50 335 (50} 1 50/50 329 {30} &7 50/50 328 (50) 87 50/50
1 346 {50) 50/50 344 (50} 89 58/50 337 (50} 97 50/50 338 {50) 28 50/50
12 355 {50) 50/50 353 (50) 89 50/50 348 (50) 98 80/50 347 {59) 98 50/50
13 364 {50) 50/50 352 (50) ag 50/50 as7 (50) 98 50750 355 (34) 83 50/50
14 371 (50) 50/50 368 (50) 89 50/50 3s4 (50) 98 50/50 - 351 (50) g7 50/50
16 as2 (50) 59/50 a8t (50) 100 50/50 379 (50) 9 50/50 373 (50} a8 50/50
i8 303 (50) 50/50 293 {50) 100 50/50 330 {50) g9 50/50 335 (50) 58 50/50
20 405 {50) 50/50 404 (50} 160 50/50 400 (50} g9 50/50 352 {50) 87 50/50
22 417 {30) 50/5% 414 (50) 9g 56/50 411 (50) 99 §0/50 403 {50) 7 50/50
24 A25 (50) 58/50 422 {50) 99 50/50 419 {50 99 50/50 113 (50) a7 50/50
26 432 (50) 50/50 431 {50} 100 50/50 426 (50) 4g 50/50 418 (50} g7 50/50
28 437 (30) 50/50 437 {50) 100 50/5% 431 {50) ] 50/50 420 (50} 96 50/50
30 447 (500 50/50 445 (50) 100 50/50 438 {50) ;) 50/50 427 (50) g5 50/50
kY2 485 (50) 50/50 455 (50) 100 50/50 447 (50} 88 50/50 437 {50) 85 50/50
a1 460 {50} 50/s0 461 {50) 100 50/50 452 (50) 98 50/50 442 (50) 95 50/50
35 465 (58) 50/50 466 (50) 100 50/50 458 (50) 28 50/50 443 (50) a7 §0/50
38 A71 (50) 50750 472 {503 100 50/50 481 (50) 88 50/50 454 (30) 86 50/50
40 475 {50} 50/50 477 (50) 100 50/50 4865 {(30) o8 50/50 457 (50) o6 50/50
a2 480 (500 50/50 480 {50%  10% 56/50 468 (50} 98 50/50 452 {50} g5 50/50
a4 488 {50) 56/50 485 (50) 99 50/50 475 (50) 97 50/50 457 (50) 85 50/506
45 487 (50) 50/50 486 {50} 100 50/50 476 (50) 98 50750 467 (50} o5 50/50
48 484 (50} 50/50 484 (50) 100 50/50 477 (50) 89 50/50 468 (50) 7 50/50
50 430 {50) 50/5¢ 489 (50} 108 50/50 480 (50} 98 56/50 471 {50} 85 50/50
52 280 (50) 50/50 487 {500 98 50/50 478 (s0) 98 50/50 471 (56) 95 50/50
54 491 {50) 50/50 487 {50} 99 50/56 481 (50) 93 50/50 475 {50} g7 50/80
56 495 (50} 50/50 492 (50) 88 50/50 485 (50) o8 50/50 476 (50) g6 50/50
58 500 {50) 5/80 485 (50) 99 50/50 488 (50} 88 50/50 478 {30) 6 50/50
B0 503 (30) 50/50 498 {50} a9 50,50 430 (30) g7 50/50 479 (50) 95 50/5¢
52 505 (50) 50/58 503 (50} 100 50/50 483 (50} 98 50/50 480 (50} 95 50/50
64 507 {50) 50/50 502 (50) 98 50/50 484 {50) g7 50/50 481 (49) 85 48/50
&6 508 {50) 56/50 505 {48) 93 49/50 496 (50} g7 50/50 482 {49) g5 49/5%
58 508 (50} S0/50 507 (48) 100 48750 457 (50) 98 50/50 432 (49} g5 48/30
bit] 510 (50} 50/50 507 {48) 99 48/50 499 (49 e 49/50 484 (49) 85 49/50
12 508 (50} 50/50 507 {48) 100 48/50 498 (49} a8 49/30 484 {49) 93 48/30
74 508 (50} 50/50 506 (48) 100 48/50 501 (4B) 9g 48/50 483 (49) g5 43/30
16 507 (50) 50/50 547 (48} 160 48/50 506 (28) 100 4B/50 485 (49) 95 48/50
78 499 {50) 50/50 801 {48) 100 48/50 488 (47 88 47/50 476 {49) 95 49/50
89 495 (50) 56/50 487 (48) 100 48/50 487 (48} 93 46750 469 (49) 85 48/50
B2 491 (36) 50750 491 (a7) 109 A1/50 484 (46) 99 18/50 457 (48) 95 4G/30
B4 491 (48) 4B/50 488 {47} a9 47750 481 (48} a7 46/50 457 (45} 95 A3/50
86 493 (47) 47/5% 485 (a7) 98 47750 479 {4%) g7 43/50 481 (43) 94 A44/50
88 489 {48) 4G/50 483 {47) 99 47/50 479 (43) 98 45155 452 (44) 84 44/50
80 487 (45} 45/50 482 (48) a9 4B/50 472 (45} g7 43/30 481 {43) 95 43/50
! 478 {44). 43/50 480 (44) 100 44/50 467 (44) g7 44/50 458 (42) % 42/50
a4 A81 {11} 41/50 477 (a4} gg 44750 457 (a4) 95 44/50 448 {42} 93 a2/50
93 A77 (41) 41750 a74 (44} 89 44/50 453 (42) g5 41/50 443 (39) k] 39/50
53 478 {40) 40/50 458 (43} % 43/50 453 {40) 25 40/50 423 {31} 22 38/30
100 474 {40) 40/50 461 {42) g7 41/50 445 (38} o1 37/50 434 (34) 9z 33/50
102 467 (40} 40/50 454 (N g7 37/50 456 (33) 98 33/50 433 (a2} a3 32/50
104 456 {38) 31/50 a15 (35} 87 31/50 454 (32) 99 30/50 435 (28) g5 28/50

¢ :itlo of effective animals,{ ):lo of meamused aninals Nty



(Study No. 0104, 01058)
TABLE 11 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT

(TWO-YEAR STUDIES)

Cotrot 50 ppm 200 ppm 800 pom
Au Wt Ko.of Au. lit. % of Ho.of JATR % of Ho.of A Wt ¥ of Ho.of
Yeek Suruiu, cont.  Surviw, cont.  Suruiuy, cont.  Surviuv,

on Study 50> <50 50> <50
0 101 {50) 50/50 101 {50) 100 50/50 101 (50} 100 50/50 101 (0} 100 50/50
1 116 {50) 50/50 116 (50) 100 50/50 115 (50) 4] 50/50 114 {50} 93 50/50
2 131 {50) 50/50 139 (50} 89 50/50 130 (50} ] 50/50 129 (50) 98 ., 50/50
3 143 {50) 50/5¢ 142 (50} 93 50/50 140 (50} S8 50/50 140 {50} 83 % 50/50
4 153 {50) 50/50 150 (50} 88 50/50 148 (50} g7 50/50 148 (30} 97 50/50
5 161 (50) 50/50 158 (50} a8 50/50 157 (50} a8 50/50 158 (50} 28 50/50
[ 168 (50) 50/50 165 {58} 45 50/50 163 (50) g1 S0/50 164 (50} 98 50/30
7 174 (58) 54/50 172 (56} 89 50/50 169 (50) g7 §0/50 171 (50) a8 50/50
8 179 (58) 80/50 117 (50} 89 50/50 174 (50) 97 50/50 176 (50} 98 50/50
9 184 (80) 50/50 184 (50) 180 50/50 17¢ (50) g7 50/50 181 (50) aa 50/50
16 189 (50) 50/50 188 (50) 59 50/50 184 (50) g7 50/50 185 (50) o8 50/50
11 192 (80) 58750 191 (50) gele! 50/50 188 (50} g7 50/50 189 {50) 88 50/30
' 186 (50) 50/50 18 (503 100 50/50 182 (50) 98 50/50 193 (50) 8 50/50
" 13 183 (50) 50/50 200 (50) 101 50/50 185 (50) a8 50/50 186 {50) g8 50/50
14 202 (50) 50/50 202 (30) 100 50/50 188 (50) 98 50/50 188 (50) ga 50/50
15 207 (50} 50/80 207 {50) 100 50/50 203 (50) a8 50/50 204 (50) 89 50/50
16 211 (50) 56/50 212 (50} 100 50/50 207 {50) a8 50/50 2186 (50) 100 50/50
20 216 (50) S0/50 218 {50) 101 50/50 212 {50) 98 50/50 212 (50) 88 50/50
22 222 (50} 50/50 224 {50) 101 50/50 218 (50) 98 50/50 218 (50) 2 50/50
2 226 (50} 50/50 228 {50) 101 50,50 222 (50) 98 50750 225 (50) 100 50/50
26 230 (30} 50/50 233 (50 101 50/50 225 (50) 98 50/50 226 {50} 28 50/50
28 232 (50} 50/50 233 {(50) 100 50/50 226 (50) o7 50/50 227 (50) a8 50/50
30 235 (50% 50/50 237 {50) 100 50/50 230 {50) a7 50/50 231 (50) 28 50/30
32 241 {50} 50/50 241 {50) 100 50,50 233 {50) o7 50/50 235 (50) 88 50750
K1 245 (50} 50/50 246 {50) 100 50/50 237 (50) 57 50/50 237 (50) g7 50/50
3% 248 (50} 50/50 250 {50) 100 50/50 240 (50} 95 50/50 241 (50) g7 50/50
a3 252 {50} 50/50 254 (50)  10% 50/50 243 (50) a6 50/50 244 (50) 97 50/50
40 255 (50} 50/50 256 {50} 100 50/50 243 (50} 85 50/50 245 (50) 95 53/50
42 257 (50} 50/%0 259 {50} 101 50/50 248 (50) 26 50/50 248 (50) 95 50/50
44 263 (50} 50/50 262 (50) 100 50/50 249 (50) 85 50/50 252 (50) a7 50/50
45 263 {50) 50/5% 265 (503 1;y 50/50 252 {56) 95 50/50 253 {50) 95 50/50
48 261 {50) 56/50 263 {50) 101 50/50 252 {50) g7 50,50 254 {50) g7 50750
50 267 {50) 58/50 268 (50) 100 50/50 255 (50} as 50/50 255 {50) g5 50/30
52 271 (50) S50/50 272 (50) 100 50/50 259 (30} 5 50/50 259 (58) 85 50/50
54 274 (59) s0/s50 273 (50) 100 50/50 263 (50} c6 50/5¢ 262 {56} 86 50750
56 279 (50) 50/50 278 {50) 100 50/50 266 (50} 85 50/50 264 (50} g5 50/30
58 282 (50) 50/50 283 (50} 100 50/50 270 (50} 85 50/5¢ 267 (50} 55 50/50
£0 285 (50) 50/50 285 (50) 100 50/50 271 (50} g5 50/50 269 (50} 94 50/50
52 289 (80) 50/50 289 (50) 100 50/50 2714 (50} 93 50/5¢ 271 (50} 84 50/50
61 281 (80) 50/50 289 (50) 99 50/50 275 (50) 95 50/58 273 (50) 94 50/30
66 285 {(50) 50/50 285 (49) 100 48/50 275 (50) g5 50/3¢ 277 (50} 94 50/50
68 298 {50} 50/50 208 (49) 100 48/50 281 (50) a4 50/50 278 (50) 93 50/50
70 13 (50) 50/50 302 (48) 100 4B/50 285 (48) 494 48/50 283 {49) 83 48/50
72 apa {30) 50/50 304 (48} 100 48/50 285 (48) 94 48/50 285 (48) 81 .. A8/50
74 307 (50) 50/50 306 (A7) 100 47/80 289 (47) 04 47450 284 (49) 93 48/30
6 308 (50) 58/50 307 (A7) 100 47/50 288 (47 a3 47/50 287 (48) 93 49/50
78 303 (50) s50/%0 302 {47 100 47/50 281 (47) 93 47/50 217 {49) H 43/50
80 301 (50} 50/50 304 (46) 101 46/50 278 (46) g2 46/50 274 {48) ay 18/50
82 299 (49) 49/50 300 (48) 100 46/50 278 (46) 92 46/59 272 {47} 81 47/50
B4 299 (49) 48/50 300 {46) 100 46/50 275 {49) g2 45/50 273 (48} 31 16/50
B5 301 {48) 48/50 298 (48) 99 15/50 217 {45) 92 45750 272 (45} 80 45/30
86 311 (49) 49/50 303 (43) 97 A550 283 {45) g1 45750 288 (45) a3 45/30
80 37 (49} 49/50 314 (a2) g9 22750 292 {42) g2 42/50 285 (45) g1 45750
7 318 (49} 49/50 318 (42} 106 22150 294 {41) g2 44/50 298 (aq) 93 447350
T 322 (48} 4B/50 318 (41} 88 41/50 295 (40} 82 40/50 281 (a2) 90 42/50
85 323 (48) 48/50 317 (41} e A0/50 295 (39} g2 38/50 200 (42) 80 42/50
a8 322 (48) 48/50 38 (37) g9 37/56 30t (38} 83 36/50 283 (41) 89 41/50
100 328 (46} 46/50 317 (3N 97 37/50 302 {37) az 38/50 284 (38) h) 38/50
102 328 (45} 45/50 314 {an 86 a1/ 305 (36) a3 25/50 295 (36) 90 36/30
104 326 {43) 42/%0 a21 (34) a8 34/50 303 (35} 83 34750 289 (34) 92 34/50

¢ Yillo.of sffective animals,{ }:Ho.of measured animals Mt g



TABLE 14

FOOD CONSUMPTION IN

MALE RAT (TWO-YEAR STUDIES!

Controf 50 pom 200 pom 600  pom
hu FC. Ho.of hu.FC. % of lo.of 4. FC, % of Ho.of  FC. % of Ho.of
Week Surviu, cont.,  Surviu. cont, Surviv, cont. Suuiv.

o Study <50 50 50) 50>
i 15.1 (50} 50/50 14.8 (50) 28 50/50 14,5 (50} 98 50/50 14.3 {50) g5 50/50
2 17.3 (56} 50/50 16.9 {500 88 50/50 16.6 (30} 95 50/50 15.9 {49 a8 50/50
3 18.1 (50% 50/50 17.8 (50 98 50/50 17,1 (50) 84 56/50 17.4 {50 86 .. 50/50
4 18.5 (80} 50/50 18.4 (50) 99 50/50 17.7 (50 95 56/50 18,3 {50 997" 50750
s 18.9 (50} 50/50 18.6 (50} g8 50/50 18.1 (500 8 50/50 18.6 {50 98 50/50
8 18.5 (36) 50750 18.2 {50} 23 50/50 18.0 (50} gt 50/50 18.4 {50 93 50450
7 18.9 (50} S50/50 18.6 {50) a8 50/50 18.0 (50} g5 50/50 18.3 {50 97 50/50
| 18.% (561 50/50 18.4 (50} 7 50/50 18.1 {50} g5 50/50 18.5 {50 93 50/50
2 19.0 (50) 50750 18.5 (50 47 50/50 18.0 {50} 95 58/50 18.2 (50) 6 56/50
16 18.8 (50) 50/50 18.5 (50} a8 50/50 17.8 (50} 95 50/50 18.5 {50) o 50/50
11 18.4 (30) 50/50 17.8 (30) 87 50/50 17.9 (50) 97 50/50 18.5 {50) 1 88/50
12 18.4 (50) s0/50 18.3 {500 88 50/50 18.2 (50} 99 56/50 18.7 (300 102 50/99
13 18.8 (56} 50/50 18.2 {50} &7 50/50 8.1 (50} 95 50/50 18,2 {50) a1 50/50
1 14 17.9 {56) 50/50 17.6 {50 98 50/50 17.7 {50% 99 50/50 17.8.{50) 100 20/50
18 18.6 (50} S0/50 18.2 {30) a8 50/50 18.0 (50} 97 50/50 (18,5 {50) 49 50450
22 19.1 (50} 50/50 18.6 {50 97 50/50 18.2 (50 g5 50/50 18.3 (50 96 56/50
26 18,8 (507 50/50 18.8 {50 93 50/50 18.5 {50 93 50/50 18.6 (50) o8 56/50
30 18.4 {50Y 50/59 18.1 {50} 98 50/50 1.0 (50 48 50/50 18,7 (50} 9 56/5¢
k! 18.1 {50) 50/59 12,8 (50) 98 50/50 18.0 {50} 59 50/50 18.6 (30} 99 50/50
38 18.7 (507 50/50 18.6 (30 a3 50/50 18.0 {50} 5 50/50 18.5 (503 99 50/50
42 19.3 {500 s¢/50 18,8 (50) 97 50759 18.8 {50 g1 50/50 19.0 (50 o5 50/50
46 18.1 {50) 50/50 18.0 (50) 99 50/5¢ 1.1 (30) 100 50/50 18.1 (500 100 50/50
50 18.4 (50} 50/50 18.5 (55 10t 50/50 18.3 (30) g8 50/50 18.0 (507 98 50/50
52 17.9 {50) s4/30 17.5 (50) 98 50/50 17.9 (39) 100 50/50 18.0 (503 101 50/50
81 17.8 {50) S0/50 17.6 (50} 19 50/50 18.0 (300 101 50/50 18.1 {500 102 50/50
58 18.5 {50) s0/s0 18.5 (s0) 100 “50/5¢ 18,5 (86) 160 50/50 18.0 (50} 97 50/50
52 19.0 (50) 30/50 18.8 {50 99 50/50 18.7 (50) 28 50/58 18,2 (50) 95 50/50
&6 19.0 (50) s50/50 18.8 {49 99 48750 18.7 (50) a8 50/560 18.3 (49 95 49/50
70 18,7 (50) 50/50 18,7 (48) 100 18/50 18.4 (49) e 48/50 18.5 {49) a9 49/50
74 18,7 (50} 50/50 18.5 {48) 9% 18/56 18.5 (48) g9 48750 18.8 (49} 101 48/50
78 17.8 (507 S0/50 17.6 {48} g8 48150 17.7 (45} 99 41750 17.6 (4% k] 48/50
g2 17.5 {507 50/50 17.7 (41 1 47/50 17.9 (46} 102 A8/50 16.9 (48) §7 46/50
86 17.4 (48) 47/50 17.5 (4N 161 47750 17.7 (46) 102 15/50 17.4 {45) 100 aa/50
90 18.G {46} 45/59 18.3 (46} 98 16750 17.8 (45) 95 45/30 18.2 (43) 85 13/50
%4 16.9 {42} 11/390 18,6 {44} 107 44/50 17.0 (44) 101 /50 17.2 {42y 102 42/50
3 17.8 (40} 40/50 15.8 (43} a4 43/50 17.3 (40 a7 40450 17.1 (37 6 36/50
102 17.2 {40) 44/30 16.7 {39} a7 37/50 17.5 (33 102 33/59 17.4 (32 101 32/50
104 16.4 {38} 37/50 17.5 (357 107 34750 17,7 (320 108 30/50 17.4 (28) 106 28/50

¢ >:lo.of effective amimals,(

):Ho.of moasured animals

MWFC.ig

(S0T0 ‘015 ON ApPMIG)



TABLE 15

FOOD CONSUMPTION IN FEMALE RAT

(TWO-YEAR STUDIES}

Controt 50  ppm 200 pom 600 pee
Au,FC. Ho.of Ay, FC, Y of Ho.of iu.FC. % of Ho.of A, FC. % of Ho.of

Heek Suiv. cont.  Surviu, cont.  Suviu. cont.  Surwiu,

tn Study $50> <50 50> 50>
i 11.3 (50) 50/50 15,0 (30) 97 50/50 10.8 (50} 95 50/50 10,7 (30} g5 50/50
2 11.7 {50y 50/ 11.5 (50} 93 56/50 11,3 {50) g1 50/50 11.5 {50} 93 50/50
3 11.7 (50) 50/50 11.5 {50 58 50/50 1.2 {50 96 50/50 11.3 {50} 87 . 50/50
4 11.9 (50) 50/50 11.6 (50 a1 50/50 1.4 &0 g6 50/50 11.8 {59 100 50/50
5 11.8 (43) 50/50 11.7 {50 99 50/50 11,5 (49) 97 50/50 11.7 (58 99 50/50
& 12.0 {50) 50/5¢ 11.5 {50 g5 50/50 11.6 {50} 97 50/50 11,6 (50} 97 50450
7 12.6 (56) 50/50 1.8 (30} 93 50/50 11.4 {50 5 50/50 11.6 {49) 87 50/50
3 11.8 {50} 50750 11.5 (503 93 50/50 11.4 (50 g7 50/50 11,7 {50 99 50/50
9 11.8 (500 50/50 12.2 (50) 103 50/50 11.6 (50) a8 58/50 11,8 (30} 100 50/5¢
19 11.9 (50) 50/50 11.9 {500 100 50/50 11.4 {49) 9% 50/50 11,7 (50} 93 50/5¢
11 11,2 (50) 50/50 13 {500 1 50/50 11.0 (50} 98 50/50 113 (50) 101 50/50
12 12.0 {50} 56/5¢ 12,3 {50} 183 50750 11.8 (50 98 50/50 12.2 (s0) 102 56/50
13 12.0 {50 s&/50 12,3 (50) 103 50/50 12.1 {s0) 101 50/50 11.9 (50} 89 56/50
14 12.0 {50) 50/50 11.6 (50) 97 50/50 1.7 (50 98 50/50 11.6" {50} g7 50/50
18 12.8 (50) 50/50 12.3 (300 103 50/59 12.0 {500 100 50/50 12,3 (50) 103 50/50
22 12.5 (50} 50/50 12.8 (50} 101 56/50 12.1 {50 7 50/50 12.4 {50 98 50/50
26 12,8 (500 50/50 13.2 (507 103 50/56 12.2 (53) i 50/50 12.5 (50) 98 50/50
30 12.5 {500 50/50 12.5 (500 101 50750 12.5 (500 100 50/50 12.4 (50} 99 50/50
el 12.8 (50) 58/50 13.0 {50) 102 50/50 12.9 {50} 101 50/50 12.4 (50} g7 50/50
a8 12.7 {50} 56/50 13.0 {50} 102 50/50 12.2 (49 9% 50/50 12,3 (50} 97 50/50
42 12.5 {50) 50/%0 12.5 (s6) 100 50/50 12.0 {50 96 50/50 12.6 {50) 101 50/5¢
46 12.5 {58) 50/50 12,9 (49) 102 50/50 12.3 {50 %8 50/50 12.2 (50} 98 50756
50 12.4 (50) 50/50 13.5 (80) 104 50/50 12.8 {50 g8 50/5¢ 12.3 {50 85 50/50
52 12.8 (50} 50/50 12.6 (503 100 50/50 12.4 {50) 98 50/50¢ 12,5 (50 89 56/50
54 12,1 {50} 50/50 12,2 {50) 101 50/56 12.4 (50) 102 .50/50 2.4 (48 102 50/50
58 12.6 (50) 50/50 12.9 {500 102 50/50 12,9 (38) 102 50/50 12,7 (50% 101 50/50
52 13.0 {50} %6/50 13.3 {50y 102 50/50 13.0 (500 100 50/50 13.0 {50) 100 50/50
56 13.2 (50)  56/50 13.2 () 160 49/50 13.2 (56} 100 50/50 13.4 (500 102 50/58
70 13,7 (507 50/50 13.6 (49} 99 48/50 12.9 (49 94 48/50 13.6 {30 93 49/50
74 13.3 {497 50/50 13.5 (47) 102 47/50 13.5 4N 102 47750 13.4 (4% 101 49750
73 11.9 (50) 50/50 1.8 (48) 100 47/50 11,7 {47 a8 47/50 11.5 {49) o7 49/50
8z 12.4 {49) 49/50 12.8 {46} 103 45/50 12.4 {46) 100 48/50 12.5 {43 10 47/50
85 12.5 (48) 48/50 12.5 {46) a7 46750 12.7 {10 98 45/50 12.7 (48} 98 45/50
90 14,8 (49} 48/50 14,5 (43) 93 42750 14.0 (43 85 2[5 4.8 (45) 100 45/50
94 14.3 {48) 48/50 11.5 (403 10% 41/50 1.0 {40} a8 40/50 14.4 (42) 101 42/50
48 13.6 (48) 48/50 14.5 (38} 107 37450 14.2 (387 164 38/50 “13.7 (A1) 101 41/50
102 13.3 (46) 45/50 12.7 (38 103 31/50 13.9 (36} 105 38/50 13,5 37y 102 36/50
104 12.9 {44) 42/50 14.6 (35} 113 34/50 14.3 (35 111 34/50 14.2 (33) 110 34/50

z

{ »ilo.of effective animals,(

1illg.of measursed animals

W g

(8070 ‘¥010 "oN £pnig)



(Study No.0104,0105)
TABLE 29 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE MOUSE

(TWO-YEAR STUDIES)

Controt 10 ppm 50  ppm 250 pm
bt Ho.of Au. Bt %$of  Mo.of hu lit, %of  No.of du bt %of  No.of
Week Surutu, cnt. Surviu. cont.  Surulw, cont.  Surviv,

on Sty <5 <50> <50y <500
¢ 22.7 {50) S0/50 22.7 (50) 100 50/50 22.7 (50) 160 50/30 22.7 (80% 100 50/50
i 24.6 (50) 50/50 24.4 (50) 95 50/50 24.4 {50) g9 50/50 24.4 (50} a9 50/50
i 25.3 {50) 50/50 24.8 {50) 98 50/50 25.3 (50) 160 50/50 25.3 (80 100 50/50
3 26.3 (50} s0/50 25.8 (50) a8 50/50 26.0 (50) ele 50/50 25.8 (43) ) 50/50
4 27.0 (50) 50/50 26.4 (50) 98 50/50 26.6 (50) 93 50/50 26.4 (50) o8 50/50
5 27.8 (50) 50/50 27.4 (50) 99 50/50 27.7 {50 100 50/50 27.2 (50} 98 50/50
8 28,5 (50} 50/50 27.8 (50} g8 50/50 25,3 {50) 99 50/50 27.6 (50) 97 50/50
7 29.0 (30) 50/50 28.0 (500 a7 50/50 28.8 {50) a9 50/50 28.2 (50) g7 50/50
8 29,8 (50) 50/50 28.6 (50) 98 50/50 29.6 {50) 99 50/50 28.5 (50) 95 50/50
g 30.2 (80) 50/50 28,0 (50) g 850/50 30.2 {50) 100 50/50 28.¢ (50) 85 50/50
10 30,7 (50) 50/50 29.6 (50) g5 50/50 30,9 {50) 10% 50/50 28.4 (50) 95 50/50
it 31.5 (50) 50/50 30.5 (50) a7 50/50 31.4 {50) 100 50/50 30.¢ {50) 85 50/50
12 32.2 (50) 50/50 30.9 (50) g5 50/50 31.8 {50) g9 50/50 30.3 (50) 94 50/50
13 32.9 (50) 50/50 31.8 (50} g7 50/50 32.5 (50) 89 50/50 30.6 (50) 83 50/50
14 33.4 (500 50/50 32.4 (50) g7 50/50 33.2 (30} 98 50/50 31.2 (50) 83 50/50
15 a4.9 (50) 50/50 33.8 (80} a7 50/50 34.5 (50) [ 50/50 32.7 (50) 94 50/50
18 35.3 (80} 50/50 35.5 {50) a8 50/50 36.1 (50} 59 50750 3.9 (50) 93 50/50
20 a7.% (50} 50/80 36.6 (50) 98 50/50 37.1 (50 100 50/56 35.5 (50) 85 50/50
22 37.5 (50) 50/80 37.2 (50) g8 50/50 8.0 (503 10 50/30 35,7 {50) g5 50/50
24 38.2 (50) 50/50 8.2 (50) 100 56/50 3g.8 (50 102 50/50 35.1 {50) 83 50/50
26 39.3 (50) 50/50 29.3 {50) 100 50/50 398.8 {50) 101 50/50 36.7 {30) 83 50/50
28 39.9 (50) 489/50 4.7 (59) 102 54/50 40.9 (50) 103 50/30 38 ¢ {50) g3 50/50
30 41.5 (49) 49/50 a1.1 (50 59 5050 £1.7 {50) 100 56/50 38.0 {50) g2 50/50
a2 41.9 {48) 49/50 42.1 (80 100 50/56 42.4 (50) 101 50/50 39.0 (48) 83 48/50
34 43.0 (48) 49/50 42.7 (50} 88 50/50 43.3 (50} 101 50/50 39.4 (49} a 18/50
3 43.3 (48) 49/50 43.2 (50) 100 50/50 43.9 (50) 101 50/50 39.8 (49} g2 49/30
kY] 44.3 (48) 48/50 44.0 (50} 89 50/50 44.5 {50) 100 50/50 41.5 (48) at 49/30
0 44.9 (49) 48/50 45.1 (49) 160 18/50 44.8 (50) 100 50/50 41.6 (48) 93 49/50
42 45.9 (48) 48/50 46.0 (48) 100 49/50 B.4 {48 108 49/50 42.2 {49) 92 19/50
44 46.4 (48) 48/50 16.9 (48) 101 43/50 45.8 {49)  10% 43/50 42.9 (49) 9z 49/50
a6 46.6 (48) 48/50 47.3 (43 102 48/50 47,2 {49) 104 49/50 43.1 (49) 92 49/58
a8 47.6 (A7) 47/50 47.9 (49) 101 49/50 47.6 (48) 100 49/50 43.5 (49) )| 49/50
50 48.0 (48) 4B/50 48.4 (43) 101 45/50 48.0 (49) 100 49/50 43.6 (49) 8] 48/30
52 48.5 (48) 46/50 48,0 {49) 0 48/50 48.4 (48} 100 48/50 44.4 (49) gl 48/50
54 48.4 (46} 46/50 48.8 {48) 101 49/50 48.3 (48 100 48/50 44.4 (49) 92 43/50
86 48 .4 (a6} 46/50 42.0 {48) 101 48/50 48.5 (48 100 48/50 44.5 (49) 9z 48/50
58 48.5 (4B) 46/50 13.2 {48) 101 48/50 48.7 (48) 100 48/50 44.3 (49) g1 48/50
0 18.6 (46) 46/50 48.6 {48) 100 48/56 48.3 (48) 9 48/50 43.9 (49) 80 49/30
g2 4B.5 (46) 46/50 48.4 {48) 100 48/50 48.2 (48) 9g 48/50 44.0 (48) 91 48/50
L 48.9 {46) 46/50 48.8 {47y 100 47/50 48.6 (4T} g9 47750 49,0 (49) 80 48/50
5 43.1 (48) 46/50 48.9 (47) 100 47/50 48.4 (47} 88 47750 3.7 (48) B9 48/50
68 49.7 (48) 4B/50 49.2 (47} 99 47/50 48.8 {47) g8 46/5¢ 43.5 {48) 83 48/50
i 50.2 (4B} 46/50 487 (a7} 89 47/50 4B.7 {48) 87 46/50 43 4 {47) 86 47/30
72 50.3 {48) 46/50 50.7 (47 141 47/50 48.3 {48) 95 46/59 43.9 (47) 87 47/50
74 49.6 (48) 48/50 50.5 (47} 108 47/50 48.6 (45} 98 44750 43,3 {47) 87 47/50
16 50.3 (45) 45/50 50.7 {47y 101 47/50 49.2 (43} 88 43/50 43.7 {(46) &7 46/50
78 5i.1 (44) 44/50 51.5 (47) 101 47750 49.4 (43} &7 43/50 43 3 {48) 85 46/50
80 51.2 {44) 44/50 S5L.L (any 100 47/50 49.7 (42} 57 42/5¢ 43.3 {45) 85 45/50
82 5.1 {44) 44/50 51.4 (47 101 47/50 50.3 (41} S8 41/5¢ 42 7 (44) g4 44/50
84 51.9 (42) 42/50 50.6 (47) g7 47/50 50.4 {41} a7 41/50 a2.2 {44) 8} 44/50
86 51.9 (42) 42/50 50.7 (46) g8 46/50 50.0 {41) 96 41 /50 42.6 {40) 82 40/50
88 82.1 (42) 42/50 50.5 (45} 7 45/50 50.}1 {39) 96 39/50 41.7 {39) 80 39/50
g0 51.8 (42) 42/50 50.7 (46) 98 45/50 49.4 {38) 95 38/50 46.9 (39) 75 38/50
92 51.7 (41) 41/50 50,4 (45) 57 45/50 491 {a7) g5 35/50 40.1 (37) 78 37/50
94 51.4 (41} 431/50 50.1 (44) &7 44/50 18.5 {33) 94 34/50 9 5 (35) 77 35/50
% 61.4 (38} 38/80 8.4 (44) 86 13/50 47.8 {32) a3 32/50 38.5 (34) 75 34/50
o5 51.4 (38} 36/50 49.3 (41) 96 40/50 47.1 {31) 82 31/50 38 3 (31) 75 31/50
100 50.2 (36} 3B/50 49.3 (39) a3 38/50 18 5 {30) 93 30/50 31.8 (27} 75 27/50
102 50.¢ {35} 34/50 49.3 (31 93 37/50 15,8 {30) a2z 30/50 8.8 (25) 74 25/50
104 50.3 (31} 31/50 482 (35) o8 35/50 15.3 {28) 50 23/50 5.4 (23) 72 22/50

¢ 2:do.of sffective animals,{ ):No of messured animals Wt g



(Study No. 0104, 0105)
TABLE 30 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE MOUSE

(TWO-YEAR STUDIES)

Cortrol 10 pem 50 pem 230 pem
Aubt,  HNo.of Mg, $of Ho.of FURTTS Y of Mo.of hu Wt fof lHo.of
Heek Surviv. eont. Suruiu, cont.  Surviv. cont.  Surviv,

o Study <50> [ 49> 50
0 18.8 (50} 50/50 18.5 (47} 89 50/50 . 18.5 (48) 99 50/50 18.6 (50) 100 50/30
1 20.6 (50) 50/50 1.9 (47) 100 50/50 19.5 (49) 98 50/50 18.7 (50) a9 50/50
2 20.5 {50} 56/50 20.8 (47) 100 50/50 20.2 {48) g8 50/50 20.4 {50) 100 50/50
a 21.2 {50) 50/50 21.0 (47) 89 50/50 20,8 {49) 89 50/50 21.3 {50) 100 £0/50
4 22.0 (50) 50/50 21.7 (A7) peic] 50/50 21.6 {48) g8 50/50 22.1 {30) 100 50/30
5 22.4 (50) S0/50 22.4 (47 100 50/50 22.2 (49} g9 50/50 23.1 (50) 103 50/50
6 23.0 (50} 50/50 22.8 {47} 89 50/50 22.8 (49} 95 50/50 23.1 (50} 100 50/50
7 23.4 {50) 50/50 23.1 (47} gele} 49749 23.1 (49) 99 50/50 23.7 (50 101 50/5¢
8 24.1 {56) 50/50 23.5 (47 98 48/489 23.9 (49) 99 50/50 24.1 (50) 100 50/30
9 23.9 (30) 50/50 23.6 (a7) 83 48748 23.9 (49) 100 50/50 24.4 (50) 102 50/50
10 24.4 (50} 50/50 23.8 (am) 98 49/49 24.0 (49) 98 50750 24.6 (50) 101 50/50
1§ 24.9 (50} 50/50 24.2 (47) 97 18/48 24.2 (49) g7 50/50 21.6 (50) a9 50/30
12 24.9 (50} 50/50 24.5 (47) 98 48/48 24.6 (48) g9 §0/56 24.8 (50) 100 56/50
13 24.9 (50} 50/50 24.9 (47 100 49/48 24,7 (49) 88 58/50 25.2 {50y  10i 50/50
14 25.2 (50) 50/50 25.1 (47) 100 49748 25.1 (49) 100 50/50 25.1 {50) 100 50/50
16 26.1 {50} 58/50 25.6 (47} 98 49/49 25.6 {49) 88 50/50 26.0 {50) 100 50/50
18 27.0 {50) 58/50 26.6 (47) 89 ' 49/49 26.2 {49} g7 50/50 26.8 {50) ag 50/50
20 27.5 (50) 50/50 27.1 (47 89 48/48 27.1 {43} g9 50/50 27.3 (50) g9 50/50
22 21.4 (50) S0/50 27.2 (47) g9 49/49 27.1 (48} 89 50/50 277 (50 10 50/50
24 27.2 {50) S0/50 27.5 (47) 101 48/49 27.1 (48 100 49/49 27.5 (50 101 50/50
25 28.3 {50) 50/50 27.9 (47) g9 49/49 27.5 {49} g7 49/49 78.8 (50% 102 50/30
28 28.3 {50) 50/50 28.0 {41 102 49/49 27.9 (49) 99 49/49 28.7 (500 101 50/50
an 29.7 {S8) 50/50 28.2 {47} 88 49/49 28.8 (49) g7 48/48 29.2 {(50) 98 50/30
a3z 29.4 (50} 50/58 29.6 {47} 101 49/49 28.5 (49) g7 48/48 2.0 (50) 39 53/50
a4 30.3 (30} 50/80 29.8 (a7} 93 48/4% 251 (49) 86 49/49 29.8 (50} g9 50/50
35 287 {50) 50/50 30.3 (47) 102 49/4% 29.9 {48) 101 49/49 ag.0 {50) 101 50/50
a8 30.3 (50) 56/50 31.2 (47 103 48/49 30.2 {49) 108 49/43 a1 {59 103 50/50
an 31.0 (50) 50/50 31.8 (4N 103 48/49 3.1 (48} 100 48/49 31.0 {300 100 50/50
4z 32.4 (50) 50/50 3z.3 (41 160 48/49 32.1 (48} 89 48/43 31.8 {30) ) 50/50
44 32.7 (50) 50/50 33.5 (47) 102 49/49 32.1 (4B} a8 48/49 32.7 (50} 100 50/50
46 33.1 {50) 50/50 33.6 {47} 102 48/49 32.5 (48) a8 48/48 32.9 (50) 93 50/30
48 a3 8 {30) 50/50 3.1 (47) 10} 49/4% 33.3 (48) 98 48/42 33.6 (50) 99 50/50
50 33 9 (30} 50/30 34,6 (47) 102 49/48 33.6 (48) 99 48/49 33.5 (50) 99 5¢/50
52 31.9 {50) 56/50 35.3 (47) 101 49/48 34.6 (48) 59 48/49 34.3 (50) g3 50/50
54 34.6 (50) 50/50 34.8 (47) 181 48/48 34.4 {48) g9 47/48 3.9 {50) 101 50/50
) 35,4 {50) 50/50 35.8 {47} 101 48/48 34.5 (47} a7 47/48 34.2 {56) g7 50/50
58 33.7 (88) 50/50 35.8 (47) 100 18/48 3.7 4N a7 47/43 34,7 (30} g7 50/30
50 35.0 (50} 50/50 35.5 (47) 10} 48/48 34.0 (47) 87 47749 33.7 (50) 95 50/50
62 35.2 (50) 58/50 35.2 (4 100 48/48 34.0 (47) g7 47748 33.9 {30) 85 50/50
64 35.6 (50) 50/50 35.2 (45) 88 15/48 3.7 4n g7 47/48 34.3 (50) g5 50/50
66 35.6 (50) 50/50 35.2 {45} 99 16/48 34.2 {an) g6 41/49 34,1 {50} 46 50/50
58 3.0 (19) 45/50 35.5 (44) a9 45/48 35.5 (47) 9% 47/49 34 & (50) 56 50/50
70 5.6 (49} 48/50 36.5 {44) 100 45/48 33.5 {47) g7 a1/49 34.8 {50} 85 50/50
72 35.9 (48} 48/50 36.4 {44} 99 45/48 35,7 {46) &7 A5/49 35.2 {50) o 50/30
74 37 0 (45) 46/50 35.4 (a4} 98 45/48 36.2 (48) 7] 45/ .7 (50} 94 50/5¢
75 37.1 {48} a6/%0 37.1 (42) 100 13/48 36.0 (45) a7 44/49 35.6 (49} 95 48730
78 383 (46) 48/50 38.0 (42) 59 13/48 37.8 (04} 99 a4/49 35.7 {49} 93 49/50
a0 330 (48) 46/50 37.8 (42) g7 43/48 37.2 (42} 85 42/48 36.1 (49) 93 49/50
az 33.9 (44) 4/50 39.0 (41) 100 42748 3r.6 {41} g7 40/4% 35.9 (47) 9z A1/50
B4 38.9 (43) 43/90 37.8 (41) g7 42748 7.9 {(40) a7 3g/48 35.7 (A3} 92 43/50
a5 39.3 (43} 43/50 38.4 (40) o8 41/48 38.0 (37 g7 a7/49 364 {41} a3 A1/50
88 39 2 (43) 43/50 38.0 (39) a7 a1/48 38.0 (a7 g7 37/48 35.3 (AN a0 41730
80 33.6 (43) 43/50 385 (39) g7 40748 38.2 (34) 85 34749 31 9 (40) 88 40/50
' g2 333 {a1) 43/s0 37.8 {39} 95 40/48 37.7 {3) 96 34/49 31.8 (35) 89 35730
94 8.5 (41) 41/50 37.5 (38) 85 38/47 37.5 {33) g5 33/49 34 0 (33} 86 33/50
g5 388 (1) 41/50 37.2 (3%) 86 34747 37 2 {32) 86 32/49 33 8 (31} 87 31/50
93 35.6 (39) 39/50 37.8 (32) 98 32/47 36.8 (32) g5 32/48 33.7 (29) 87 2¢/50
00 381 (38} 38/50 37 .6 (30) 4% 30/47 35 (21} 85 27/48 31 6 (27) 83 21/50
102 335 {371y 3i/e0 37.9 (29) 98 28/47 35.6 (25) g2 25/48 31 5 (24) 82 24/50
104 37 3 {34) 32/50 31.3 (21 169 27/47 35 5 {23) g5 22/18 311 a9 83 17/50

< >tlo of effective animals,( }:Ko of measured snimals MWt g



TABLE 33 FOOD CONSUMPTION IN MALE MOUSE (TWO-YEAR STUDIES)

Conmtrol 10 ppm 50 pom 250 pom
A FC, flo.of MU PG, ¥ of Ho.of hu. TG, % of Ho.of L FC. 3 of la.of
Yook Suruiu, eont. Suruiw, cont.  Suuiv, cont.,  Suruiu

m Study 50> <50 (6] 58
i 3.8 {50y s0/50 J.8 {50) 100 50/50 3.8 (5¢) 106 50/50 3.8 (50) 160 50750
2 3.8 {50) 9Se/s¢ 3.6 {50} 95 50/50 3.7 {590) g7 50/50 3.8 (58) 100 50/50
] 3.8 (50) 30/50 3.7 {80) 85 50/5¢ 3.7 {50) 95 50/50 4.8 (50 g1 50/50
4 4.0 (50} 50/50 3.8 {50) 98 50/56 3.9 (80 98 50/50 3.9 {50 a8 50/50
5 4.0 {80} 50750 3.8 {50) 98 50/50 4.0 (50} 100 50/50 3.9 {50 98 50/50
g 4.1 {30} 50750 3.8 (38) 95 50/50 3.9 {50y 95 50750 3.8 (30} 95 50/50
Ki 4.1 (50} 56/50 3.8 (50} 3 54/50 4.0 {50 48 50/50 3.9 (50} 93 50450
3 4.1 (503 50750 1.6 (500 98 56150 4.1 (500 160 50/50 4,0 (50) 298 50/50
9 4.2 (500 50/50 4.1 50 48 50/50 4.4 (50) g8 50/50 1,1 (50) 98 50/50
16 4.1 (50) 50/50 4.1 (50} 109 50/50 4.1 {50} 100 50/50 4.0 (50} a8 50/50
11 4.2 (500 50/50 4.1 (50} a8 50/50 4.1 {50) g8 50/5¢ 1,1 (50 58 56/30
12 4.3 (50) 50/50 4.4 (50) 95 50/50 4.2 (50) 48 50/5¢ 1.2 (50) 93 S0/50
, 13 4.2 {500 50/50 4.1 {50} 28 56/50 4.1 (50) 98 50450 4.0 (50) 95 50590
14 4.2 (50) 50/90 1.2 (50) 166 50/50 4.2 {50 100 50/50 4.2 {(5m 100 50/50
18 4,4 (50 50/50 4.2 (50) g5 50/50 4.4 (50} 100 50/50 4.3 {50) 98 56750
22 4.4 (50) 50450 4.4 (50) 100 34/50 4.4 (50} 100 50/50 1,1 {50) 93 50/50
25 4.6 (80) 50/50 4.5 {(50) a8 30/50, 4.6 (50} 100 50/59 4.4 {50 96 56/5¢
30 4.8 {43y 48/50 4.5 (50) 98 30/50 4.6 {50} 100 SO/50 4.4 {50 a6 50/50
34 1.5 (49) 49/58 4.9 (30) 98 50/50 4.6 {50} 100 56/50 4.5 {49) 98 48/50
38 1.8 (49) 49/50 4.6 (50 98 50750 4.7 {50) g8 90/5¢ 4.7 {48) a8 48/50
12 4,7 (48) 48/50 1.6 {49) 98 49/50 4.6 {4 a8 18/50 4.5 {49 i3 48/50
46 4.5 {48) 48/58 4.7 (49) 102 49/5¢ 4.8 (49) 180 3750 4.5 {49 g8 49750
30 4.7 {46) 16/58 1.6 {49) 98 49/5¢ 4.7 (49) 166 8150 4.6 {49) 411 44750
52 1.7 {46) 16/50 4.6 (49) 98 49758 4.8 (48} 162 A8/50 4.5 {49 96 18/50
54 4.7 {46) 416/50 4.5 (49} 96 49/5¢ 4.8 (48) 182 48/50 4.6 {49) 98 48/50
58 5.0 {4B) 46/30 4.8 (48) 95 48/5¢ 5.1 (48) 142 48/50 4.8 {49) 95 49/50
62 4.7 {46) 48/30 4.7 (48 140 48/56 1.9 (48) 184 48/58 1.6 (49) 98 49/50
66 4.8 {46} 45/50 4,7 {47) a8 47/50 4.9 (47 102 47/50 4.7 (49} 98 48/50
10 1.8 {48} 456/50 4.7 (41 98 47/50 1,8 {46) 160 16/50 4.7 {48} 98 41750
74 4.8 {48} 45/50 4.9 (47 102 47/5¢ 4.7 (a8 93 44/50 4.4 {47) 92 &7/50
78 5.1 {84} 44/50 5.0 {47) 28 41150 5.1 (43) 166 A43/50 5.0 {16) 98 46/50
32 5.2 {44} 44/50 5.0 {47) a6 47756 5.2 (a2} 186 /58 4.9 {44) a 44/50
86 5.2 {42} 42/50 5.9 {186) 86 46/56 5.1 (a1} 2] 41750 4.6 {41} 88 40/38
90 5.2 (42} 42/50 5.0 {48) %6 46/50 5.1 (3% 98 28/50 1.8 (3% gz 39/50
4 5.0 (413 41/50 4,8 (a4} a8 44/50 1.9 (36} 98 34/50 4.6 {36} 42 35/50
a8 5.0 (36) 36/50 5.0 (41} 100 40/506 5.1 (31} 162 31/50 4.8 (33) 92 31/50
162 £.9 (36) a4/50 4.8 (37 g8 37/50 4.9 (30} 106 30/50 4.4 {28) a0 25/50
104 5.1 (32) 3i/50 4.8 (35} ke 35/50 4.7 (28} 9z 28/50 4.5 (24) 88 22150

(G010 ‘010 "oN Apnig)

< »:ilp.of affectiva animals, ( ):ﬁn.uf measured animals AL TG, g



TABLE 34 FOOD CONSUMPTION IN FEMALE MOUSE (TWO-YEAR STUDIES)

Controt 0 ppm 30  pem 250 pem
v FC. Ho.of A FC. % of  fHo.of Au.FC. $of  Ho.of M. FC, % of Mo.of
Week Surviu, cont.  Suviv. cont. Surutu, cont.  Sumuiu,
o Study 50 AT A9y <503

! 3.2 (50} 50/50 3.3 4Ty 103 50/5¢ 34 (49 87 50/50 3.2 {56) 100 50750
2 3 (50) sa/50 3.0 4N 100 50/56 3.2 (49 103 50/50 5.2 (580) 103 50/50
3 3.4 {50) 58/50 3.2 {41 94 50/50 3.4 (49} 100 50/50 3.5 (500 103 50/50
4 3.6 (50) 50/50 3.5 {47) 97 50/50 3.6 (48} 100 50/50 3.7 (56} 103 50/50
5 3.7 (50} 50/50 3.6 {47} 87 . 50/50 3.7 (4@ 180 50/50 3.8 (30} 103 50/50
& 3.9 (30) 50/50 3.7 (41 95 50/50 3.8 (49) 97 50/50 3.7 (50) g5 50/50
7 3.9 (507 50/50 3.8 (4N 97 19/49 3.9 (49 160 50/50 3.8 (50) 97 50450
8 4.0 (50) 50/50 3.8 (47) 98 19/49 1.6 (19) 160 50/50 3.9 (50) 98 50/50
g 4,6 (50) 50/50 3.9 (47 93 18/19 3.9 (49 g8 50/50 4.0 {89) 160 50/50
19 4.8 (50} 50/50 3.9 (a7 98 48/43 3.8 (49) g5 50/50 3.8 {50) o8 50/50
i1 4.0 (30} 50/50 3.9 (amn 98 45/4% 2.9 {49 ag 5¢/50 3.8 {500 98 50/50
i2 3.8 (50} 50/50 3.9 (47 189 49/4% 4.0 {48} 102 50/50 4.0 (50 103 50/50
i3 3.8 (50} 50/50 3.8 (4N a7 49/48 3,8 {49) 100 50/5¢ 3.9 (500 100 50/50
14 3.9 (s0) 50/50 3.9 (47} 100 49/49 4.0 {49) 103 50/50 4.0 (500 103 50/50
18 4,2 {30} 50/50 4.1 (4h 28 49/49 4.1 (49 ag 50/5¢ 4.3 (500 102 50/50
22 4.3 {50) 50/50 4.1 (47} 95 49/49 4.1 {49) 45 50/50 4.1 {50} g3 50/50
6 4.5 {50) 50/50 4.4 (47 98 49/49 4.4 (49) 98 49/49 4.5 (500 100 s0/50
30 1.5 {500 50/50 4.4 {47 95 49/49 4.5 {49y 100 48/49 4.4 {50 98 58/50
34 4.7 {50) 50/50 4.5 (AN 96 49/48 4.5 (43 96 48748 4.5 (50) 96 50/50
38 4.6 {50) 56/50 4.6 {4T) 100 49/48 4.6 (49} 100 43/48 4.7 {50 102 50/50
42 4.6 (50) 56750 4.4 (47 96 49/43 4.6 (18} 100 18/49 4.5 (50} 98 50/50
4G 4.4 {50) 36/50 4.4 {41 100 49/49 1.3 {48} a8 48/49 4.5 (30} 102 50/50
50 4.4 (50) 50/80 4.4 (4T} 100 449748 4.4 {48} 100 48/49 4.5 {507 102 50/50
52 1.7 (50} 50/50 4,5 {47 ] 49/49 4.5 (48) 98 48/48 1.5 (50) 95 50/50
54 4.5 (50) 56/50 1.3 {a7) 95 AL/15 4.4 (48 g 47745 4.7 (500 104 50/50
58 4.9 {50) 50/50 4.7 {44} 95 18/48 4.7 (47 o6 47/49 4.7 (50} 96 50/50
52 4.5 (50} 50/50 4.4 (47 98 18/48 4.4 (47) o8 47{49 4.4 (50 95 50/50
&6 4,5 {49) 50/50 4.5 (45 100 46/48 4.4 {(47) a8 A7/49 4.4 (50) 98 50/50
70 4.6 (13) 49750 4.6 (44) 100 45/48 4.4 {4n 95 17/49 4.6 (56) 180 50/50
74 4.4 (48) 46/50 4.7 (44} 107 45/48 4.4 {46) 100 467489 4,3 (50 g8 50/50
78 4.8 (48} 46/50 4,7 {42} 98 43/48 5.0 (44) 104 44749 4.9 (433 102 48/50
a2 4.9 (45} 44/50 4.9 (42} 100 42/48 4.9 {41y 100 40/49 4.7 (48) 95 47750
85 5.0 (43} 43/50 1.9 (40} 98 41/48 4.8 (38} 95 37/49 4.8 (413 a5 41750
80 4.8 (43} 43/50 5.0 (39 104 40/48 4.8 {35} 100 34749 4,7 {41) 98 40/50
94 4.8 {41} 43/50 4.7 (38) ] 38/47 4.8 (31) 94 33/49 4.6 (35 94 - 33/30
23 4.8 (40} 39/50 4.5 (34) 94 as/47 4.6 (31 g 32/49 4.8 {300 100 29/50
Hiv 4.6 (38} 37/50 4.6 {29) 100 28147 4.3 (2N a3 75/49 4,3 {24) g3 24/54
104 4.1 (3N 32750 4.4 {28) 107 27147 4.7 (20 115 z2/49 4.0 {18) a8 17/50

(G010 ‘P0T0 "oy 4pn3g)
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APPENDIX L 1

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

RAT:MALE:DEAD AND MORIBUND ANIMALS



STUDY HO. @ DED4 HESTOLOGICAL FINDINGS : NON-HEOPLASTIC LESIONS (SUMMARY)

ARTHAL : RAT Fa44 DEAD AND HORIBUKD ANIMALS {0-105R}
REPORT TYPE : Al
SEX : HALE PAGE ¢ 1
Group Nams Controt 50 pom 200 pon 500  ppm
No. of Animals 13 15 20 22
1> D @B <@ Ay 2 & W LS - IR 470 T 4 ) B 1y B> (D Wy
Organ__ Findings @ W & & m & & W o m ® @ W W W

[Intesumentary systen/appandagel

skinfapp epidermal cyst o 8 0 0 ¢ 0 8 0 i 0 0 0 Il 0 0 0

[Respiratory system)

nasal cavit theombus i ¢ 0 0 2 o ¢ i} 5 0 0 0 11 0 0 0=
(8 {n{n{on (Wm{wn{n (esy { (0 (w (s0y { {0 ( O
easinorhilic chengetolfaciory epithelium 1 ¢ 0 0 1 0 & { ] i 0 0 0 0 ] 0
(®n{a{n(n (o0 (o (ol n [ ) I I i
ensynophilic changesrespiratory epitheliun 2 1 0 0 2 i 0 ¢ H] 0 0 ¢ 2 ¢ b 0
(B (o (Il n (i 0{® (Nl a o
winflammation:foreion body 2 3 2 0 1 3 1 i 3 2 2 ¢ 1 4 i ¢
(1) (23 (18 { O { 8y {19) ( 8) { 6 (13 {1 (10 { 0 ({18 (3 (0
larymx inflammation 0 0 ¢ 0 0 0 0 0 ¢ & ¢ 0 1 0 0 0
(oo (nln {ow{aol{nlon (9 (Y (9 (on{nln
tung congsstion 1 3 0 ¢ 3 0 g 0 5 0 0 0 3 0 0 0
(8 (2n (o (0 {(m{Nnnin (3 (¥ ( 0y ( @ (y ¢ o (0 { 0}
hemorrhags ] 1 0 8] 0 ¢ 4] 0 0 0 1] 4} 2 0 0 v}
(LN ({0 {n{n (oo (n(w (w0l o0
interstitial perumonia ¢ 0 0 0 1 0 ] 1] 0 1} 0 0 0 0 ) 0 0
) IO S I 1 D R 1) (8 ( 0 to{n (o0 (oo {nlon
bronchiclar-aluealar cell hvperplasia i3 0 0 0 & 0 ¢ 4 i 0 0 0 0 0 0 0
(o {ni{n{n (o Cn{n (ol n (o (n{n(n
[Hematopoietic systaal
bone marTow atrophy [ ¢ 0 0 ¢ 1 ¢ ¢ 0 0 0 0 2 0 0 0
L) R I G I (s (n{q (o {nfnln (R0
Significant difference * P 5 0.05 =P 5 001 Test of Chi Sauare {I>:Slight <Z»iloderate (3 :Harked {4>:Severs

{uprEon QeTECG



STUDY KD. : 0104 #ISTOLOGICAL FINDINGS : HON-NEOPLASTIC LESIONS (SUHHARY)
ANINAL : AT F344 DEAD AND HORIBUND ANIHALS (0-105W}
REPORT TYPE : AR
SEX ; HALE PAGE = 2
Groue Name Corvrol 56 pom 200 pom 660 opm
¥o. of Animats 13 18 20 22
Iy 2y 3 & {1y B L LD 1y Gy D D 4> L2 B M
Organ_. . . Findings oW @ o o oM & W @ & & & W & @
[lemateraetic systenl
bone marTow grardlation 4] { 1} 0 i 1] ¢ ¢ 0 ¢ ¢ 4 1 [0} 0 [0
({0 {n (i {ala toi{an{aln (s (000
myeiofibrosis ¢ 9 0 0 0 0 ] ¢ 1 & & & 0 ] ¢ 0
(o (n{n{oa [ I 1) B 3 3] { 5 O{o (0 [ G I
reticulosis ¢ 4 0 0 0 0 {0 1 0 ¢ & & i 0 0 0
(e {an{n ({0 n (8 {o{nlaln (sm{0{alv
spleen hemorrhage I & ¢ 0 0 0 I £ ¢ 1 0 0 0 0 ¢ 0
(n{(a(ulnN (oo 0) {0 (00 (oM n{aln
deposit of hemasiderin 1 2 & ¢ 1 0 0 0 ¢ 0 0 0 2 1 ¢ 0
(s (e { 8y { (0} 0} {0 0y ( O 0} (N 55 { B (0
fibrosis 0 0 0 i & 0 1] 0 1 o} 1] 0 1 2 0 0
Coy oy Co{ 0 (0 (o 1] ( 5 on{o{n {9 9 (n{n
extramedul lary hematopoiesis 2 0 i 0 3 2 i 0 5 0 0 0 i 2 2 &
(1B (o ( 8 { O (Wil (a3 C 0 ( o0 { O ({9 anls
[Circulatory system]
hears dilatation 0 ] 0 Y 0 0 ¢ ) i 4] ] G 0 [ G s}
(n{(n{n{n (ool 0 4 (s o (8o (o 0y ( 0) ( 0)
threamnbus [ L 0 0 0 0 & 4] 0 & ] 0 2 0 0 0
(i {on{n ({9 LS IO B O ) B G (i {aln
mineralization i ] & [ 1 4 1] 0 4] 0 [} o} 0 ] ] 0
(g oy ®m(w (& (»n (o0 0} (o (n{n{n (o 0n{ 0o
myacardial, fibrosis 4 1 ¢ & 3 0 0 1} 8 o} 4] 0 3 0 0 0
(an{{nly (0 {ag{n (400 C oy ( 00 (0 {3y { ® ( 00 { 0
Sionificant difference ;P 5 0.05 = P 5 0.01 Test of Chi Square {1>:Slight £2>:Noderate {3>:Harked <4»:Severe
BAISZ

{iIPT150}



STUDY NG, @ 0104 11STOLOGICAL FINDINGS : RON-KEOPLASTIC LESIORS (SUKHARY)
ARTHAL : RAT F344 DEAD AND HORIBUND ANIHALS (D-105W)
REPORT TYPE : Af
SEX i HALE PAGE ¢ 3
Group Hame Controt 50  ppm 200 oem 660 pem
Ha. of Amimals 13 16 20 22
B D B W dr (D 3 L A 2 LB <D 1> 2y <3
Organ____ Findings ® B & & @ ® & @& @ & ® ® ® @& @®
[Circulatory systemi
artery/ant mineralizationiartery i 0 0 0 0 0 0 0 0 ¢ ¢ & 0 0 0 Q
(ool on 0y (0 (03 ) (o (N (o {n{nl{n
[Digastive system]
tooth inflammation 0 1] 0 0 i} 1] Q 1 i ¥} 0 ¢ i & u} i
(o (0{ 0 ({n{n 03 (s oy o0{n sy { o (o 0
stomach corgiestion i 1] 0 0 i} 0 0 0 1] 1] 0 0 0 1] ¢ 0
(LNl (im0 {00 n{n ca{aconl o
mineralization 0 0 1 0 i 1 0 4 0 0 0 0 b 1] ] 0
(s {0 (s {ln a) to{nlnlan fo{n{ i
ulear: forastomach 2 2 ¢ 1 ! 1 0 0 2 3 0 0 3 4 0 0
({1 {®n{s (8 ( 8y { W 0) (i {wm{n{n () (13 { 00
hyperplastat forestomach 3 i ¢ 0 2 1 0 0 i 0 0 0 5 2 0 0
(23 (B (O (; (s {w 0) (80 {n{0i{on (s ({00 ( W
erostoniglandular stomach 3 b & ¢ 3 & 4 b 3 0 ¢ 0 8 Q 0 0
(2 () (L Y (O O (i {o 0) (BN (zry ¢ 0y C oY ( Q)
ulceriglanduler stomach 2 ¢ 0 ¢ H 3 & 0 3 i & 0 2 2 0 ¢
(1 ey o8 (e (1 (@ 3 (B caln (a0l
small 1ntes ulcer 0 0 0 0 I 0 0 [H 0 o [} ] 0 G 4} i
coey oy {0y (M { 8) ( 0} ( O} 0} (G REEE G) B )] (¢ o o{ 8
hemarThage 0 0 0 0 0 0 0 0 0 0 1 ¢ 0 i 0 0
(o {of{o{n 0o oo (o ({o(ale (o5 {0{n
iarge intes hemorrhage 0 0 0 0 ] 0 0 0 0 0 0 0 0 i 0 ) 4
(il n [ B I G I O Y I T O R ) (s {0{o0n
Significant difference i 3PS 0,68 P 5 0,01 Test of Cht Sauare {3»tSlight {2>:Haderate <3»:Harked <4>:Severe
BAISZ

{IPTI5E0}



[

STUDY NG, & 0104 #ISTOLOGICAL FINDINGS s KON-NEGPLASTIC LESIONS (SUMHARY}
ARLTERL < RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX + HALE PAGE & 4
Group Name Control 50  pom 260 pem 680  opm
Ho. of Ammals 13 16 20 22
Ay 22 <3 < dy 2 B @ > D> B W 1y 2> L3y <
Organ__ Findings @ @ & @ m & ® & o & & W & & & &
[Digestive system]
Liver rnecrosisicentral 0 0 ¢ & i i 0 4 ] 1 0 0 i 0 1] 0
(oD s (oln ({n{n{n ({000
fatty change ] 0 0 ¢ i 1 0 it i Q ] ] i ¢ 0 0
(oi{on{unln (ey (s (o0 {3 0{o{a s (oo (0
hyrerplasia i 0 0 G 8} 1 0 0 & [f] 1] 4] 4 2 g 0
Ca oo (o{ 8 (o0 0 ({0l n (w3 { o { 0o
actdophilic cetl focus 0 0 0 ¢ 0 0 0 0 1 ¢ 0 b 0 0 0 o
(wi{n{aln (o0l o (i {a s (ool
basophilic cell focus 0 0 0 0 i 0 0 0 0 $ ¢ 0 i 0 4 [
(n{n{n{u (Y {0 {n Coy (o (0 (0 (5 (o3¢ 0y (0
vacuolated celi foous & 0 [} 0 0 4 0 g 0 ] 0 0 1 0 Q 0
(D 0{o{o (n{n{on O R I I ) (5 C0{an(n
spongics1s hepatis 0 & 0 0 ¢ ] ] ] i i 0 0 1 3 § 0
(o (N(u{n (w(a{aln (s 0n{n (s (o (o
bile duct hyperplasia 10 3 ¢ 0 14 i ¢ ¢ 15 1 0 0 14 2 0 0
(1 (233 C Y (O (&3 ( &) ( ¥ ( B (e { B {N{W (Bay { 9 ( 0y ( @
vacuolic charmge:peripheral 0 0 & 0 0 [ i 4 & 0 0 G 0 ¢ 0 0
(ot {e (o (o {s {0 (n{u{ula ({00
$aNCreas airoehy i 0 G ¢ 2 0 0 0 1 ¢ ¢ & 1 0 0 ¢
({0l (@ {nin (ol (n (s (ol o{a
fUrinary system}
ktdhey hvperplasiastubular epithslial cell ] 0 0 0 0 0 0 0 0 0 0 0 { 0 ¢ 0
(ool nion (o {a{n {o(un{nln (s {{alw
Significant difference & *: P 5 0,08 # : P 5 0.01 Test of Ch1 Scquare (i»:Slisht {2>:Hoderate <Pillarked <4>:Severs
BAISZ

{iPT150}



SIUDY KO, : 014

BISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESICNS {SUNHARY)

AHIHAL » RAT Fa44 DEAD AKD MORIBUND ANIMALS (0-105W}
REPORT TYPE + Al
SEX 2 HALE PAGE ;B
Group Name Control ¢ ppm 200 pepa 600 pom
No. of Animals 13 16 20 22
1> €2 3> <@ {10 K B W 1> 2> L3 D Ay <2 Gy @
Orean___ Findings @ o & ® & ® & wm & & & @ O @® @
[Urinary system]
kidney atypical tubular dilatationiproxiral fubuis 0 0 0 0 0 0 0 0 0 ¢ ] ¢ 5 1 0 &
{0y {0 (0 0 {o{n{nln oy (&) (& ( oy (e ( sy { O { O
chronic nephropathy 0 1 g 2 4 3 i 4 xx 4 4 [ 4 1 2 i 7
{ 0 { 8) (83 (15} (25 (19) ( 6 (28) (200 €200 (300 (203 { 5y { 8 (45} {32)
Hubular necrosis 0 0 0 0 0 0 0 0 o 1 0 Q 0 g 0
(o {o{o{a ({0l on oy oy (8 ( m (9 (o 0 { 0}
papi Llary necrosis 0 0 0 0 ¢ Q 0 0 0 0 i 0 i 0 0 0
(o {®O{n{n (o{{ni{n (oo ¢sn{n ({0 {n
nuclear entargsmentiproximal tubule 0 i} @ 0 & 0 0 0 ] 0 0 0 B 14 0 0 ==
(ni{ala{an (n{n{fn{n (m ({0 (emy (s { ¥ L O
{Endocrine system|
pituitary cyst & 0 0 ] 0 [ ¢ ] 1 0 [ Q 2 g o 0
(s (o0 m O ) B ) B Q) (n{n{n{n (il n
hvperplasia 0 0 0 & 2 ¢ ¢ ¢ 1 ] 0 ] 2 ¢ 0 4
(o (o {00 [ KV G ) B G ) I Q) (a{{n{n (a{a{n{n
Rathke pouch o 0 0 ] [} 0 & g [ 9 0 g 2 g 0 4]
(oo (n O T I O B Q) R ), (n{n{n{q ({alnln
thyroid follicular hyperplasia 0 0 0 ¢ i 0 0 0 0 ¢ 0 & 0 ¢ 0 ¢
(ool (e o { oo (o lala{a (o{oacan{n
C-call hyperplasia 1 0 0 ¢ 0 0 0 0 0 & 4 & 1 & 0 0
({0 lo ({0 (o0 ( 0y (o (anl(u{n (s {oln{n
parathyroid hyperplasta 0 0 0 0 i i 0 0 0 ¢ g ¢ 0 0 ¢ 0
Y ) B O 1 B )| (ey{ 0y (0 (o ({08 oy { 0y ¢ oy ({ 0}
Sisnificant difference : x: P = 0,06 zx @ P 5 0.01 Test of Chi Square {1»:Slicht {2y iHoderate 3> Harked <{4:Spuere
BAIS2

(iPT150)
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STUDY NO.  : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIQHS (SUNHARY)

KITHAL : RAT F344 DEAD AND HORIBUNB ANIHALS (0-105W)
REPORT TYPE 1 Al
SEX 2 HALE PAGE : 6
Group Name Control 50 rem 200 pom 500 pem
No. of Animals 13 16 20 22
{1y L2 (3 <& > 2> 3 <D {1y 2> 3 D Ay 2y (P <
Oraan Firdinos @ & & @ @ o® @ @ @ o ® & M @ W W

(Frdocrine systemi

adrenal hyrerplasiaicoriical cell 0 0 0 0 0 0 0 i 0 0 0 Q 1 0 0 0
(o (o {n (ool n (i la (o Csy (¢ 0o
hvperplastaimedul la 0 0 i} 0 3 0 0 0 3 0 0 ¢ 4 2 ¢ 0
(1 I ) B ) ({0 (a0 (1B {ow{0n{y (189 {00
fogal fatiy charge:cortex 2 1} ¢ 9 2 1] 0 0 1 1 0 & i g 4 4}
(wm{n{aln [ E NG ) IR IR 1) (9 {5n{n{y (s{ou{nl{on
(Reprocuctive system)
testis atrophy g 0 0 0 7 1] ] 0 13 0 0 i} 9 0 1} 0
(s { {0y ( 0 (any ( © ( 9 { O (85 ¢ 0y C 0¥ ( O {(an oy ( 0 { 03
hyperplasia ¢ ] 0 0 1] ¢ ] ] i 0 i} 0 0 i} a 0
(o (s (0fn (ool bh ({0 {n(on (ol (o0
senin ves graniiation 0 0 ] 0 i 0 0 1] 0 0 ] ¢ 0 0 1] 0
(oo n{on (Y (oo (n{n{un{n (ool 0l
prostate inflamnmation 1 1] 0 0 H Q 0 0 4 9 ¢ 0 3 g 0 ¢
(i an (e {0l{nln (s 0 ({00l
granulation i 0 [ g 0 Q 0 [} 2 g 0 1] Q i 0 b
(el » (o (n{nln (i e lnloo (ool
hyparplasia 2 0 0 ¢ 0 ] Q 0 ! ¢ 0 0 i 0 0 0
fisy L oy 0y (0} ({0 (st oy 0y (0 (s n{n
mammary gl duct ectasia 0 0 0 0 0 & & 0 0 0 0 0 1 0 0 0
( oy ¢ oy ¢ oy ( 0 {o(ala{n (ool oo ({00l n
[Hervous system|
brain hemorrhage ] 9 0 0 il o & & ] 0 g 0 { 0 0 0
(o {00 (o0 ({0l (o{n(nln (s (0{n 0

Significant difference : £:P 5 0.05 =*: P 50,01 Test of Chi Squars <I»iStight <2>:loderate {3»:Harked 4> Sevare




STUDY KO, : 0104 HISTOLOGICAL FINDINGS : HON-NEOPLASTIC LESIONS (SUMMARY)
ANITEAL ¢ RAT F344 DEAD AND HORIBBHD ARINALS (0-105K)
REPORT TYPE : Al
SEX 1 HALE PAGE = T
Group Name Controt 50 opm 200  pom 600 ppm
Np. of Animals 13 15 20 22
1> £2» 3> <4 (1> > (3 <L 1y <2 @ LD Gy @ G W
Organ______ Findings, ® & ® O @ & & W M & & G o @ W
[Herveus systen]
brain mineralization 0 ¢ 4 0 i 9 ¢ & 0 0 0 0 ¢ 1] 0 2
({0 (g (w0l n (ool a{on (0 (0{0 0
hyaline body 3 I ¢ 0 5 ] ¢ & 2 0 0 0 5 0 0 0
(s ({0 (i3 (N Y (10 (C o) ¢ 0y € O (z3 ( Oy { O 0)
psseous metaplasia 0 0 & 0 2 ¢ 0 @ 0 0 ] 0 0 0 0 0
(oo n (BB ln (o0 {n ({0
sprnat cord gliosis 0 i ¢ 0 0 ¢ 0 [ Q 0 0 0 0 [} ¢ 0
(oo n o (e (n{n{n{n (o ¢ o (0 0}
{Special serse wroans/eppandagel
[237:] cataract i} 0 [ 0 I i 0 0 ] 2 0 4] 0 & & 0
(ol o0 (8800 (0(w{n{n (ool a o0
ratinal atrophy i 0 & 0 i & 2 0 ] 0 2 ¢ 0 4] ¢ 0
({0l n (8 (8 (13 (0 (0 (010 { 9 (oo (8o
keratitis 0 0 i 0 0 1 0 0 & 1} 0 ¢ 0 ¢ 4 0
(ool {n o/ (o0( 0 ({0 {n ({0l 0}
hemrrhageiretina 0 ¢ 0 0 I ¢ I ¢ 0 0 0 0 1 Q 1 0
(o (aln{n (s ({mnialn O} N S I G ) A 1 (51 {9 0}
Harder gl deseneration 0 ¢ 0 0 I ¢ ¢ ¢ 1 0 0 0 0 0 0 0
(o {n{n{n (o (n (000 (o {0{0n(on
inflammation ] & 0 0 i 1 i & 0 i} 0 4 o 0 0 ]
Cop (e 0n{o (oY (" ) ) B R ) (o Co{o0 0
[Huseuloskelotal system]
mscke necrosis [H ¢ 0 0 4 1 i ¢ 0 0 0 0 4 0 9 0
(B {n{n (o {e{0{n (g n{n (18 ¢ 00 ( ® ]
Significant difference : * 1P 5 0,05 =3P S 0.01 Test of Ch Square <I>:8Light 2>:Hoderate 3> Harked {4>:Seuers



http:P;:;i0.05

STUBY KO, : D104 HISTOLOGICAL FINDINGS : XON-NEOPLASTIC LESIONS (SUHEARY)

ARTHAL 1 RAT F344 DEAD AND HORIBUND ANIHALS (0-108W)
REPGRT TYPE : A
SEX : HALE PAGE : 8
Group Mame Control 50 pom 200 oppm 600  pom
Ho. of Animals 13 16 20 22
1y <D B {1y <@ B W {1y <2 43 W A 2 B W
Orsan Findings ® ® ® ® ® @ ® o G ® ® ® ®» @ ®» ®
[Buscutoskeletal, system)
bona ostitis fibrusa 2 g 0 0 0 0 ] ] 0 1} 0 ¢ 4 0 0 0
(B u{ain (o (o {n (o (a{n{n () ({0l
(Body cauitiesl
adipuse graruiation & Q 0 0 a 0 ] 0 0 0 0 1] 14 0 0 0
(O (0{0{on O I ) S S I 1) (on{g{n{an (1ol n
Significant difference *: P S 006 = P % 0,01 Test of Chi Sauare <i»:§light {2 :Hodecate {3»:Harked <4»:8evere
BAis2

(HPT150}



APPENDIX L 2

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

RAT: FEMALE:DEAD AND MORIBUND ANIMALS



STUDY ®0.  : DI04 NISTOLOGICAL FINDINGS : NOW-NEQPLASTIC LESIONS (SUMMARY)
AHIKAL : RAT Fadd DEAD AHD MORIBUWD ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 9
Group Nams Comvtrol 50 pem 200  pom 800 ppm
Ho. of Anmmals 3 15 18
1y I & W 1> 2> G W {1y & B WD > @ <3 <4 :
Organ__.___ Findings, & w2 & W & & @ ®m @& & @ @& W @ :
{Integmentary system/appandage|
skin/ape epidermal cyst 0 ] 0 0 1 0 0 0 0 ] 0 0 0 8 0 Q
({0l n (e {o{w 1} (ol on (ol 6 0} 8
[Fespiratory systeml :
nasal cavit thrombus 3 ] 0 g 5 4 0 0 4 il ] ¢ [ 0 ¢ 0
(3 0y { 0y { 0} (ay (o) (O ) (my{ O {{y (38 (0 ] 0}
ecsinophi Lic changa:ol¥aciory epithelium 2 2 0 0 it 3 3 1 6 1 0 ¢ 4 i ¢ 0
(s (2 { 0{m {6y (19 (1@ 6) {(my{&y{ N (13 { 8) & 0}
eosinophi Lic changsirespiratiory epithelium 4 3 0 ¢ 9 1 & 0= 18 ¢ & 0= 5 1 0 0=
(50} (38 (C 0y () (s ({ 8y (. @ ¢) (e3) ( &y ( & (C O (31 { & 0 ¢ 0
inflammation: foreisn body 1 I ] ¢ 4 0 0 & 3 1] 0 o} 3 2 0 ¢ )
(B {u o (28 { ©( @} o (18 ¢ 0y { 0 ( 0} (19 {13) 0} 0) :
lrg congestion L0 0 0 ro0 00 3 0 0 0 A
(B (ln ( 6y ¢ o 0y (o} (19 ¢ 00 ( o (O (oo on{s
|
hemorrhage 0 0 ¢ o L 0 0 0 0 0 0 0 0 ¢ 0 ¢ :
(o (o{a{n (8¢ 00 (o0 (0N on (w{a{nin
necrosisitocal 0 ¢ ¢ & 0 0 i 0 0 0 0 0 i & 1] ¢
({0 {0 {0 {8 0} (o (o0 (o(n [ R ) 0} &}
wnflemnation { [H ¢ 0 1 0 0 0 0 0 0 0 0 0 0 o
(W (oo (n (&3 { 0{® 0} (ool n Co{ 0 0} 0
osseous metaplasia i ¢ ¢ & 0 g 0 0 0 0 0 0 0 o 0 &
(o o ({0l n 0} (o (o0l ¢ 0y { 0 0} ]
accumulation of foamy celis 0 o ¢ £ 0 i 0 0 0 0 0 0 0 £ 0 ¢
(o {o(o(n (i (oo (o (oo (o{atn{n
Signiticant difference § *: P 50,05 xx P 5 0.01 Test of Chi Square <1>:Slight {2 :Hoderate <3r:Harked {4»:86uere
BALS2

(1PT150)


http:u:;p;::1iiO.Ol

STUDY 0. s 0104 HESTOLOGICAL FINDINGS : KON-MECPLASTIC LESIONS (SUNHARY)

ANTHAL 3 RAT F344 DEAD AND HORIBUND ANIKALS (0-105H)
REPCGRT TYPE : Al
SEX : FEKALE PAGE : 10
Group Name Cortrot 50 ppn 260 oom 600 opm
¥o. of inimals 8 16 16 16
1> 3 B & > K2 (3 W r B> 3 W {1y <2 (B <>
Organ_____ Findings, ® & W & m & & m o ® & & ® & @

[Respiratory system)

lurg infi lration:alvealar macrophage 0 ¢ 0 I 0 0 ] 0 i 0 0 0 i 0 & 0

[lematoooistic systen|

bone marrow airophy 0 0 0 0 0 1] 8 0 i & & [ i ¢ 0 0
(ool ({00 {n (s {0 (Y {0 { &

grandlation 0 0 0 0 0 0 1] 0 i 0 0 a o] ] Q 0

(o {o{nln (o {aln (e (oo {m (o {n(n (o0

Lymeh node gramylation 0 1] 0 0 1 0 0 0 0 1} 4} 4] ¢ 1] ¢ 4]
({0l n (®B{nin{n ({0 0 ( 0 L) I I ) B G 1)

lysohadenitis ] 0 ] 0 ¢ 0 0 4 ] 0 i} 0 2 5} ¢ 0
{H{LNH{n ({0 {an{n (o {on{n{n (130 ¢ 3y { & ( O

spleen deposit of hemosiderin 3 & 0 ¢ 2 0 0 Q 2 0 0 0 i 0 0 ¢
(s (& (D (13 ({0 {w (I {h (syCopCo{n

granuiation ] ] 0 ] 0 ] 0 ] i Q0 ] i i 1] 0 1
(oo (n (o (n{al (ni{ia{nln ({0 n{a

fibrosis ] i ¢ i 1 ¢ ] G Z ] 4] & 0 ) 1] 0 4]

(0 (0o (B (w0 (8 (B} C| (ool n

exframedullary hematoomiests 0 1 0 i 3 i ¢ & 1 3 H & 1 i 0 §

(v (o (m ({8l (0 (8 (w6 (o0 (& {0 (»

fCirculatory systemd

heart throrbus g & ] & 2 & 1] ¢ 2 G & i 2 4] 0 ) 0
(o (BNl H (B iln (WLl
Significant difference : *: P 5 0.05 =P 5060 Test of Chi Sauare <{1>:8iight {2y Moderate <3»:Harked <4>:Savere

(HPT150) BAIS2



STUDY HO. : 0104 HISTOLOGICAL TINDINGS : NON-NEGPLASTIC LESIONS (SUHNARY)
AHINAL : RAT F344 DEAD ANB HORIBUND ANIMALS {0-105W)
REPCGHT TYPE : AL
SEX : FEHALE PAGE ¢ 11
Group Hame Condral 50 ppm 200 ppm 600  pem
¥o. of Animals 3 16 16
Ay DD & D 1> 42> B < D LD 3 W {1 @& B WD
Organ Findines mw W & ® ®m & ® @ @ @ & & @ & & @M
[Circulatory system]
heart myocardial fibrosis i ¢ 8 0 P4 ¢ 0 Q i 0 0 0 3 0 ¢ G
(i (0 n{on (13 (a6l n (B {anlon (1) ( 0 3 0}
{Digestive systen
stomach uleer: forestomach 1 2 ¢ ] 0 3 0 0 2 3 0 Q0 i 2 i 0
(1 (28 ( 0 (o (oy (13 ( 0 0) (w0 {0 { 6) (13 ( 8} 0}
typerplasiat forestomach 2 ¢ ¢ 0 1 & 0 0 g i 0 0 4 2 i 0
(2sy ( 0 { 0 { O (8 (80 9} {o(y{ {0 (23) (13 € &} 0}
erosion:glandular stomach i ¢ [l 0 3 & 0 b 1 0 g ] 2 0 ¢ 0
(@ {(a{n{n (19 6 (o 0) (8 (0 (0{® (13 (0 0} )
uleceriglandular stomach i ¢ ¢ 0 3 & 0 0 1 0 0 [ 6 0 0 0
(LN {n (18 ( 0y ( 0} ) ({n{n{n (38) L O 0} )
smail intes ulcer 0 ¢ 0 ] i 4] 0 4] 0 1] 0 9 1] 0 [} 0
(ol n{n Cay (0 (03 0) fo{a{n{n Con{ 00 a)
large intes ulcer 0 & 0 0 0 & 0 0 0 0 0 a 0 1 0 0
(o Cn{n{n (& e 0 0} (o {on{on{n ( o { 6} ( 0} 0)
Livar necrosisicentral 1 i 0 0 ¢ ¢ 0 0 2 0 0 0 i 1 ¢ 0
(oo {on{on (a0l n 0) (I {nl{n (8 6 0} 0)
fatty change i 1 0 4] i) 4] 0 0 0 1] Q 0 i It 4 ]
(180 (13 ¢ o ( 0} (on(aann to (ol n{o {6 (8 ( 0 )
degenerationicentral 0 ] Q 0 & 1 0 ] 0 0 0 0 0 i ¢ g
o m{ oo (i (0D (o (n{n{on ({0
granulation 3 [ 4} 0 1 ] 0 ¢ 0 ] Q ® 0 0 0 0=
(s { & ( 0 { O (8 oy (O 1] (o{nln o ({0 0} 0}
Significant difference ; *: P 5 0,05 =1 P 5 0,01 Test of Chi Saqusre {1»:Slight {2>:Hoderate 3> Harked {4>:5avers
BAIS2

(EPT150)



STUBY KO,  : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIQNS (SUMHARY}

ANTHAL : BAT F344 DEAD ANP HORIBUND ANIKALS {0-105W)
REPGRT TYPE : A1
SEX 3 FEMALE PAGE : 12
Grow Nams Control 50 pem 200  ppm 606 pom
Ne. of dnigals 2] 15 16 15
Ay <D 3 D A <2 & WD Ay < B W Ay 2> L3 WP
Oroan ... Firdings @ & & & @ @ & @ @ & ® @ W W &
[Digsstive sysien]
Liver basgphitic cell focus 1 0 0 1] b ] i} ¢ 4] 8 0 0 Q ] o G
(1 ({00 ({0 n (ool {o{0ln{a
mixed cell focus 0 0 0 0 0 & 0 0 3 0 4 0 1 [+ 0 0
O I I ) B 1) (o ({0l n (199 (03 ( 0) ¢ O {(m{alnln
bile duct hyperplesia 3 0 0 0 i & 0 0 0 0 0 0= 1 0 0 0
({0 {o0oiu (g (@a(0{® (o ({0 {an (0ol
cholangiofibrusis ¢ 0 0 0 0 i ¢ 0 0 0 4 ¢ ¢ 0 0 0
(e{n{n{on (st ({0 (il (o ({00
pancreas atrophy 0 0 0 4} i 0 & 0 0 0 0 i 0 1} 4 0
(n{{n{on (e (n{n (0 C 0y o (ol (o (o{aln
{Urinary system]
kidmey hemarrhage 0 I £ ¢ & 0 0 & 0 [ ] 0 0 ] 0 &
(o (il O B B ) )| ({06 {0 ({0l on o
chronie nephropathy 4 & 1 i 16 2 i 0 & 2 H 0 5 3 2 1
{500 C o (13 (13 (63) (1) { BY( O (8} (1 BV{ W (3 ({8
glomerylosclerosis 0 0 o ] 0 ¢ 0 ] 1 0 0 ¢ 4] 0 4 o}
Coy oy 0y (0} (w{{nln (s (0{w{n (moonoln
ruclear entargament:oroximal twbule 0 0 0 0 0 ¢ 0 0 0 0 [ ¢ 4 0 0 0
(n{n{®n{on (o (o0l (e (smy (0 (00
[Encxerine systeni
pituitary cyst 1 0 0 0 4 0 ¢ ] 3 0 ] 0 0 0 [ 0
(B {w{o{on (2 (0 (n{on (el n (ol ln
Sienificant differerce : *: P = 0.00 =3 P 5 0,01 Test of Chi Square {i»:5light <2 iModerate {3 :Marked {4»:Severs
BAISZ

(IPTI50}



STUDY NO.  : 0104 RISTOLOGICAL FINDINGS : WON-NEOPLASTIC LESIONS {SUHMARY)
ARTHAL 1 RAT #3444 DEAD ARD HORIBUND ANINALS (0-105W)
REPORT TYPE :
SEX : FENALE PAGE @ 13
Groue Name Cortrol 50 pea 200 pom 600 ppm
Ha. of knimals i6 16 18
{1y KB B WD Iy KB P D 1> 2 (3 <> Gy <2 <G W
Organ ... Findings o & @& & @ o & & M & & o oW & ®
[Erxioerine system)
aituitay fwvperplasia 1 ¢ 0 0 4 0 & ¢ 4 o 0 0 4 0 0 0
(13 (8 0 (W (250 { 0V ( ) (@ {(gsy ( (O 9) (25 ( ¥ { M 0}
thyroid C—cell tvpernlasia 0 0 0 0 0 0 ¢ 0 0 0 0 ¢ i 0 J 0
(ool el (o (o0 ({0 {0 e) (e (o8 (3]
atdrenal peliosis-like iesion 0 0 ¢ 0 0 0 0 0 1 0 0 0 0 ¢ 0 0
(ol (0 {aln (6 { 0{Wm 0} ({8 {n 0
Necrosis 0 0 ] 1] 1 0 0 0 i1 0 0 0 ¢ 4 4] 0
(o (o 8 (0 (e{n{n{n (o (nn{n o (0 (13 im [43]
hvperplastascortical call 0 1] 0 4 4 0 0 0 2 g [ 0 ¢ 0 0 ¢
{ {0 0] { O (s {n{aln (13 (n{n 0} [ I GV ) 1)
hyparplasiasmedulia 0 ] 0 ¢ 0 0 0 0 0 ¢ ¢ 0 2 0 0 ¢
(ool (w{onf{nln (a0l n (Wm0l aqa
focal fatty changeicortex 0 0 0 ¢ ] 0 0 0 P4 i 0 0 ¢ 0 0 8
{ oy ¢ 0 0 {8 (o {n{0{n (13 () (O 0} (& (0 ( O 0
[Reproductive system|
uterus cystic endometriak hvperplasia i 0 ¢ 0 3 0 0 0 ¢ 2 ¢ 0 2 1 0 ¢
(il n (1 {0{n (0 ({1300 1)) {13 ( 8 (0 &)
manmary gl aict ectasla 0 0 8 0 0 0 0 0 ¢ 0 b 0 i 0 ] ¢
o ( H (0 (o {onlnlon ({8 )] (80w 3)
hyperpiasia { 0 ¢ 0 0 0 0 0 i 0 4 0 0 0 0 ¢
(Wl a{o CoCn{on (o (8 {w{ i w (ool ni{y
[Nervous system)
brain herorhags 0 0 i} 0 2 [ 0 0 ¢ ] & 0 i 0 0 &
(o oy (9 (0 (B (o {lon (e (tn{d (0 { 8 ( 0y ( 0) G
Sionificant differencs : *: PS5 005 ** : P 5 0,01 Tast of Chi Scuare {1>:Stight {2>:Yoderate <3r:tarked {4>:Severe




STUDY HD.  : 0104 HISTOLOGECAL FIKDINGS @ KON-NEOPLASTIC LESIONS (SUMHARY)

ANIHAL 3 RAT F344 DEAD AND HORIBURD ARIMALS (G-108W)
REPORT TYPE : Al
SEX : FEHALE PAGE : 14
Growp Name Coniral 56 pom 200 pom 600 ppm
¥o. of Animals a 16 16 16
> <2 L3 e y B 3 P [S3 R <> T VR ¢ ] A <D B> 4
broan,........ Findings ® @ & & o & & & @ ® & @& W @ & &

[Hervous systen)

brain necrosisifocal 0 0 0 ] 1 & 0 0 0 0 0 0 g ¢ 1} 0
({0 (s {®w{lon (oo {on L I+ S G ) B )

mineralization ¢ ¢ 0 0 ¢ 0 0 Q 0 ¢ ¢ & 1 0 0 0
(on{an{on (il (o {a{oulw (s ({0 (m

hvaline body 2 o ] & 2 1] 0 [t} 2 i o} 0 4 0 0 ]

(2 (v 0(® (1 (o (o o (130l n (zy ({0l

spinal cord hemurrhage 0 0 0 0 & 0 0 0 0 0 0 0 ! & 0 ¢
(oo ool (o {n{on (o {n{n{n (Bl o{n

necrosis 0 4 i} 0 o ] 0 4 v} ] 0 0 4 2 Q i}

(oo {n (0 ({0 (o{fnini{ogn (e (13 (0 (0}

[Special sense organs/appandage|

(%) cataract i ¢ 0 0 i 1] ] & 1 b 0 [ 2 0 4] 4]
(O (a{n{n (o (a{n (e (oo (o6 (0 (I {aln
retinal atrophy 0 £ ¢ ¢ 0 i ¢ e 0 0 i 0 0 0 Z &
(o (ncun{qg O I I T R ) (ool s{ o (0 {0y (13 { O
dagensration:cornea 1 ¢ 4 0 1] 0 ¢ I 1 0 0 0 1 0 0 0
(a0 Co Lol on () (0ol (ey o { i n
hemerrhage:ratinag 0 0 ¢ & 0 0 0 0 i 0 0 0 1 0 0 0
(n{(n(aln ({onioin (s (000 {(ey{oCn{n
lfarder gl inflammation 1 1] [ 0 ¢ 0 0 4] 0 1] 0 0 0 4] g 0
iy CopC0)C O} (i {n{n (o (o(a{n (o0

{Husculoskeletal systemd
bona ostensclerosis 0 0 0 0 2 & 0 0 0 0 0 ] 0 0 0 0
(i lnlon (w (e {nin (0 {l{anln (o (o (m

Sismificant ditference ! *: P 5 0.05 P S 0,01 Test of Ch Scuare {I>:Sliaht {Z>:Hoderate {3>:Harked <4>:8evgre



STUDY Ho, ¢ 0104

HISTOLOGICAL FINDINGS : KON-HEOPLASTIC LESIONS (SUNMARY)

AREHAL + RAT F344 DEAD AND MORIBUND ANIHALS (0-105H)
REPOAT TYPE 1 Al
SEX 1 FEHALE PAGE : 15
Croup Name Comtrol 50  pem 200 ppm 600 ppm
Ho. of Anipals § 18 16 15
1y <2 3 b {1y 2> < W@ iy £ <3 <D 1y L2 < W
Organ Findings, & o @ o @ & & @ & & & @ @ o W W
{Boely cavities]
adipose grarulation i 0 0 & 0 0 0 0 0 0 0 & a0 0 0
({0l oy oy (oo (6 ({0 {n (oo n
Significant differencs : =3P 50,05 =1 P =001 Testaf Chy Souare {1»:18Llight <2>:Hoderate < :Harked {d»:Bevere
BAIS2

(HPT150})



APPENDIX L 3

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES: SUMMARY)

RAT:MALE:SACRIFICED ANIMALS



[

STUDY KO, @ 0104 H}STOLOGICAL FINDINGS : NON-NEOFLASTIC LESIONS (SUKHARY)

ANEHAL : RAT Fad4 SACRIFICED ARIMALS (105W)
REPORT TYPE : Al
SEX 1 HALE PAGE
Group Hame Contol 50  pem 200 pom 600  ppm
¥o. of animals 37 34 30 28
{1y L8 (3 <4» O 3 4 Ay €2y L <D {1 <20 3 <
Orsan__ Findings, & & & & & & @ o & & @& & @ W @

{Intesumerttary system/appandage]

skinfapp abscass 6 ¢ 0 0 [ A ¢ o o 0
(ool al0 (il a falololon cor{ @00

epidermal cyst 0 ¢ 0 ¢ 1 0 0 0 3 0 0 0 L 0 ¢ &

(R (ninly (0ol (waolon (a{oalo{n

[Respiratory system|

nasal cavit thramtus 0 0 0 i ] i} 0 0 0 0 4} ] 1 0 i} [0
(o n{n (n({an{nin (ool (a0

easinoehitic changeiolfactory epithelium 3 3 0 0 4 2 4 0 2 1 ¢ ¢ 2 2 0 0
({0 {on (1 e (2 {0 (D00 ({0 {0

ensinpphilic changesrespiratary epithslium 11 1 0 0 12 4 [ ¢ 8 4 ¢ 0 4 0 0 0

(s (a3 ({0 (s (1 (L (200 (130 (0 ( O} (M {u{unl{on

respiratory metaplasia 8 o 0 0 i 0 ] ] ¢ 0 0 0 0 [ 0 4]
(o{a{n{on (N (odnion (Ol ({0l on{a

inflammation:foreion body 10 3 1 1 i 8 i 1 =® 4 5 4 i 5 5 2 G

{20y ( 8 { 3y { 3) {2 (3 (3 (13) (17 (13y ( 8 (i {n{n

lung hemarThaga 0 1 9 ¢ 0 ] 0 0 ¢ 0 0 0 0 & 0 0
(3o {0y ¢ 0y ( ooy (o0} (¢l fo{aln{aoa

osseous metaplasta L o] ¢ & ] 0 0 0 8 0 0 0 0 ¢ 0 0

(3 (0 {n (o) oy ( 0y ( o} (i n (ot n

bronchiolar—aluealar cell hyperplasia it 0 9 ¢ 0 0 0 0 ¢ 2 0 0 0 1 0 0

[ I Q) I G I Q) ({00 {n (o ({0 {0 (a0 {0

fllematopoietic systeml

00 K 0
POO( O iy (00w

=

bons marrow gramuistion 1] 1 0 [ 2 0 & & ¢
L) I ) I G D I 3] (e {n(n 0 (

—
o>
—
-~
=4

Significant difference : *:P 5005 ** ;P 5 0,01 Test of Chi Square L12:5iisht {2>:loderate €3> :ilarked <4>:Severs




STUBY RD.  : 0104 HISFOLOGICAL FINDINGS ; KON-HEOPLASTIC LESIGHS {SUNHARY)
ANTHAL : RAT Fadd SACRIFICED ANIHALS (1058}
REPORT TYPE : Al
SEX 3 HALE PAGE : 2
Groun Nams Constrol 50 pom 260 pom 506 oo
No. of Animals a7 34 30
> 2y B & A L2 B 1 & Gy W iy &> & WD
Organ_ Findings, & o & & W & & & &M & & ® & & (%
{liematoeoietic systemi
bere marres reticulcsis G & ¢ 1 6 & 0 0 b 0 0 0 4 [t 0 ]
(a{a(nin (o {Hi{n{on ({0 (on 03 2w 0} 0}
lymoh nade eclasia of sinus 1 ¢ ¢ 0 ¢ & 0 0 Q 0 0 0 & ] 8 0
(N0 (w0l (Moo (o0 N SR B )
sranulation ¢ 1] ¢ 0 & & 0 0 ¢ 0 0 0 ] i 0 0
(Ll n (mnm{y{n{n ({0l 0) ey (4 0} [1}]
(ymphadenitis 2 4] G 1] 4 4 0 0 4 ] 0 1} 2z 0 0 0
(®m{Cnin (8 {y{n{n (M {n Ty oy 00
thymus osserus metaplasia 1 ¢ ¢ 0 o ¢ 0 i} ¢ 0 0 0 0 a 0 4
(a0 (o {0gfn (Nl n ni{innon{a
splesn deposit of hempsiderin 4 ¢ 0 0 3 ¢ Q ¢ P ¢ 0 0 i ¢ 0 ¢
(1 e on{ v (oo an{a (N N{m 0) 4y { ) 0 &)
granulation i ] 0 ¢ 0 1] & G 0 1 0 ] 0 i 0 ]
(e (o0 {n (o (s [} ) I G B &) 0y { ¢ Q) 0}
fibrosis 2 i 0 & 0 0 1 0 3 0 I ¢ 1 0 0 0
(st (D (o oo (o (o ( op ¢ o 0 ) (0n ¢ 0)
extramedullary hemaiopoiesis 12 1 0 0 5 i 0 0 2 i 0 0= 1 1 I 0=
(3 (N w®; (1L 0w (D30 0 N{HLalo
[Circulatary system|
twart throabis ] () ] 1] G i 0 0 i 0 [¢] 0 1 0 0 G
{o{altun{n (a{n{oln (N ({0 {n EE RN ) B B )|
minaeralizatiom 0 ¢ & 0 1 ¢ 0 4] G ¢ 0 ] 0 ¢ 0 g
(n(alin{n (a(nia{n (oin{aln n{nCo o
Significant difference : =: P 5 0.05 = P 5 0,00 Test of Chi Square I»:Slight {2>:Hoderate <{3»:Harked {4>:8evere
BAIS2

(HPT150}



1>

STUDY ¥O. : 0104 HISTOLOGICAL FINDINGS : NON-NECPLASTIC LESIONS (SUHHARY}
ANEHAL @ RAT Fadd SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX 1 HALE PAGE » 3
Group Hams Control 50 pem 268 pom 600  opm
No. of Animals 37 34 36 28
Ay £ (B W Iy <2 LB D 1y <2 I & A 2> LB W@
Organ Findines ® ® @ ® ® @ ® O ® ® ® @ ® W
[Circulatory systen]
heart fibrosis 1 8 ] 0 0 0 ] 0 0 0 ] o 0 g 0 0
(Lo {n (o {o{n 0 (o {{an{a ({0l n
myvocardial fibrosis 17 0 & 9 20 o} 1} 0 12 ! ¢ ] 17 0 i 0
(¢ (0N (s { oy ( O 0} a0y ( 3 { © ( & (el {0y (& {0
arteritis i 0 ] H] 0 0 1} 1] & g ¢ ¢ ] g 1] 0
({0 {nnin fo{onlnln ({n{a(n (O {n
artery/eort arteritis 3 0 0 o 1 0 0 0 4 o ¢ 0 i 8 0 9
A ) I I ) I 12 {0000 (Hiy{nion (oo {n
{Digestivs system)
stomach mireralization ] Q i 0 & 1 0 i 0 [ 0 0 0 0 0 &
(n{L{nln (a0 ¢ (oo ({0 oo oo
ulcersforastomach ] 1 0 0 1 1 0 ¢ H 0 0 0 0 1 0 0
({3 i{nimn (L3 {0 8) (a0 (¢ al{nln
typerplasiai forestamach 4] ] Q i} 5 H g ¢ 0 0 1] 1] i i 0 0
({0 ln (o {3a{uln (o8 ({0l n
grastoniglandular stomach 2 ] 0 0 4 & ¢ & i 0 0 0 2 0 ¢ 0
(85 (N{a{n (e (om{n ¢ ({0l n (né{o{oln
ulceriglandular stomach 0 & 0 0 2 & & 0 0 0 0 0 0 0 ¢ 0
(o {n{n{n (s (o{M 0} (o{anln{o0 oy {0{a (0
largs intes gramsiation 0 G 0 0 0 0 0 0 0 1 0 ¢ 0 0 0 0
(¢ lu{n oy ¢ o ( o 0} ({3 {o{n D I ) I ) R 1))
Liver herniation 1 [ ¢ 0 2 0 0 0 0 0 0 ¢ 2 ] 0 0
({0 {n (6 (.0 (O 0} DI ) B IR ) (oo
Significant difference ; * P 5406 = : P = 0,01 Tast of Chi Sauare {1»:Slight <2>:Hoderata (3> :darked {4>:8evers
BAISZ

(HPT150)



SiUDY N0, : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUHHARY)

ANIHAL > RAT Fad4 SACRIFICED ANIHALS (105W)
REPORT TYPE : Al
SEX 3 HALE PAGE @ 4
Group Hame Cortrol 58 ppm 200 pom 680 ppm
No. of Animals 37 3 30 28
1> L2 (3 D 1> 2> & W Ay 3> <3 D [S ST <> R 4 R b
Organ Findings, W & & &\ @ & & W & & & ® oM wm ® &
[Digestiva system]
Liver Tatty changs [ 0 ¢ & i 0 0 4 ] ¢ i 0 1} 0 0 0
(G I I R )| (Ll n ({9l n (o0 (o0
granulation 2 1 ] ] { v} o} ¢ 1 0 & 0 1] 0 1] 0
(st ()0 (®{n (a{w{nla (3 {u(u{n (ool
hyperplasia i Z 0 ] 1 0 0 G 3 2 0 ¢ 5 1 L It}
(3 Cx(0{0 [ IOV ) B ) ({00 (2 C oy (W
clear ceil focus 3 ¢ 0 0 1 0 0 i} 0 0 I ¢ 1 0 0 0
(gl on (ool n (o {o{anlon (a{n{n{n
acidophitic cell focus { ¢ 0 0 0 0 0 9 0 0 ¢ ¢ 0 0 Iy 0
(R {w{n{0n (o (0w fmion{a{d (o (o{n{n
basophilic cell foous 4 0 0 0 2 5 i o} 0 1] ] ¢ 3 1] i 4]
(w{w{alon (e (n(o(n (o (n{niy (i (o { 0 (®»
vacuclated cell focus 0 0 0 0 2 ¢ ¢ ] 1 0 ¢ ¢ 0 0 ¢ 0
(i (n (e (ool n (o (e {n{nln
mixed cell focus 3 1 0 0 3 ¢ & 4 1 0 ¢ & 1 0 ¢ 0
' ({3 (v (BN (3 {n{alx (atn{alon
spongiosis hepatis 5 0 0 0 4 ¢ I ] 7 i ¢ ¢ 11 i ¢ g =x
(1 { B¢ 0) ¢ 0 (i (o 0Ly (2 { D { o (3 ( 4 ( 0 ( Oy
bile duct hyperplasia 28 g 0 0 33 1 O &= 30 0 0 0= 25 2 0 0
(18 (20 { 0y { O {(gn{ (00 (e { 9 o (0 (am (DL O (D
pancreas atrophy g 2 0 0 8 i 0 0 g ¢ 0 0 4 0 0 ¢
(24y ( 80 ( O { 0} {2y { (o) ( O (Mmoo {1 {0 (ol e
hyperplasiatacinar cell 0 0 ¢ 3 ¢ 0 ] 0 i 0 0 0 ] ¢ 0 ¢
(o (a(nlo ({0l nlon (o000 co{a (0l
Significant difference : =: P 5 0,05 2 : P 5 0.0 Test of Chi Square <1>:SLlight <2>:Hoderate {3>:Harked {4>:8svere
BAISE

(IPT150)



STUDY NO, 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMHARY)

ANTHAL : RAT Fad4 SACRIFICED ANINALS {1054}
REPGRT TYPE : Al
SEX : HALE PAGE : B
Group Name Control 50 ppm 200 ppm 600  ppm
No. of Animals 37 34 30 28
(> K B b Iy 2 LB > 2 B (& DI &) T & S
Orsan. ... Firdings @ ® & @ & & & o & m @ @® @ m @
{Urinary system]
kidney hyperpiasia:tubular epithalial cell 1 & 0 0 0 0 0 bl 0 0 g 0 i 0 0 g
(o (e n{n oy (¢ o0 ( 9 (oo {n ( (0 {n{n
abypical ftubular dilatationiproximal tubule 0 4 i} 0 0 0 ¢ ¢ 0 0 0 ¢ 14 4 0 0 xx
(ol lnion (A B B G I ) {0 {n{ae (800 (1 { & ( 0
chronic nephropathy i 7 17 12 3 3 13 4%} ] 3 18 ] 0 0 8 20 =x
(3 (1 (48) (3 {8y { 8 ¢a8) (41 (o (1) (80) (30 oy (o) (29 (71
hydronephrosis 0 0 0 ¢ 0 0 0 0 i ¢ 0 0 Q ¢ 0 0
(ool a ({0 {0 (3 (00 ({0l on
renal dysgenssis i ] 0 ] I ¢ ¢ 0 i 0 0 0 4 0 1} 0
({00 (oo n{on o (0o {n (oo
nuclear entargementiproximal tubule il 0 0 i ¢ i i} 0 18 0 0 g == 2 28 0 0 ==
(a{n{n(n (e n{n (s0y ( L OO(C D (e {0l o
uin bladd inflammatory cell nest & 0 0 1] £ i ¢ 0 0 0 0 0 0 0 0 0
({0l n ({3 LaLn (o {0 ({00

{Endocrine system]

pituitary oyst 3 ] i} i [ i [ 0 3 Q0 0 0 3 0 0 0
(80 (nln (ninln (10 ( O o (0 (oo
hyperplasia g 1 0 ¢ 7 i 8 0 7 i 0 0 5 0 0 0
(20 (D (0 {n (2 {3y (! (e (ol n (1 c0n{nio
Rathke pouch ! 0 0 ¢ & ¢ ¢ 0 ! 0 0 0 1 0 ] ]
(Ll {0 aCn{n (3 (0(nn (a4 C 0 (oY ( o)
thyraid ultimibranchial body remanet ] 0 0 ¢ i ¢ ¢ 0 0 0 0 0 & 0 0 0
({{nlon (NN (o ({0 {n (o (n{anln

Significant difference : r: P 5 0.08 = : P 5001 Test of Chi Souare {1»:8lisht <2iModerate £3>:Harked {4>:Seuere

(HPT158) BAISZ


http:�:P;ii0.05

STUDY KO, : 0104 HISTOLOGICAL FIKDINGS : HON-HEOPLASTIC LESICNS (SUHHARY)

ARTHAL : RAT Fad4 SACRIFICED ANIKALS {105%)
REPORT TYPE : Al
SEX 2 HALE PAGE : B
Grouo Name Cantral 80  ppm 200 ppm 600 pom
¥o. of Ammals 37 3 30 28
I < G @ 1y By L3y W 1> <> 3> W {1y <D B D
Organ Findings @ & & M & ® & W ® & @ W® %) @& &

{Endocrine system!

thyroid follicular hyperplasia 1 ] ] 0 2 0 0 0 1 ¢ [ 4 1 0 [} i
{0 {0n{n (ey{ni{nln (3R (nLEHn{v O IO VI I )

C-coall hyparplasia 1 0 0 0 1 0 0 0 { 0 & 0 1 ] i ¢
({0 {n (ol n (el (a0 {y

parathyroid hyparplaesia 0 0 0 0 1 0 0 0 0 0 [H 0 0 0 0 ¢
({0l n (3o o0 (o (el & (ool a

adrenal cyst ! 0 0 0 0 0 0 0 i} i ¢ 0 i 1} 0 G
{3 ({0 {0 (oLl an{a (o (ool o (o oo o0

hyperplasiatcortical cell 4 1 0 0 Y 0 g 0 0 0 0 0 2 0 0 0

(i oo (oo (nln (o ({n(on (o { oo

hyperplasiaimedutla 2 0 0 [§] 3 0 4 0 5 0 ¢ 0 4 0 0 0

{5y (o {0 ( o (o0 (o ooy (0 (M o{ ol n

accesory corticak noduls 0 0 0 0 0 0 0 0 0 0 0 0 i 0 ¢ 0

{0 {onl o0 (o ¢oa{n 0 (oo nln (a0

focal Tatty changeicortex 8 1 0 0 3 ] 0 0 4 0 0 0 5 0 0 0

{22y (L 0y (o ({0l n (i (o (o o (zy ( 0 { B (0

[Reproductive system]

tostis atrophy 22 Q 0 aQ 14 0 4} 0 20 0 0 s} 15 0 g 0
(8 { 0 { O { 0 (4an ¢ 0 { o ¢ 0 (e { O {( 0¥ { O (s ¢ O { ® (0
postate inflammation 1 ¢ & 0 1 0 0 ¢ 1 0 0 0 0 & 2 0
(a3 {acnion (a{n{n{n (a{w{nln (o{a{nl{on
grarulation 3 G 4 0 2 4} ] & a 0 1} a 0 ¢ 0 0
(a{ia{n (e { {0 { (i {nln oy { o 0( 0

Significant difference 3 *: P 50,05 == P = 0,01 Test of Chi Square €1>:5Llisght <2:loderate {3»:iHarked <4>:8euers

(NPTI50} BAIS2



STUDY HG., @ 0104 HISTOLOGICAL FINDINGS @ HON-NEGPLASTIC LESIONS (SUKHKARY}

ANIHAL 7 RAT F344 SACRIFICED AMIHALS (105W)
REPORT TYPE 5 Al
SEX 1 HALE PAGE = 7
Group Hame Control 50 ppm 200  ppm 600  ppm
Ho. of Amimals 37 3 3% 28
A> 2> <P W 1> <2y <3 1> < & W 1y €2 G A
Organ Findings, & @ & @M G ® @& ® ® & & @ o ® &

[Reproductive systeml

prostats hyperplasia 16 0 0 0 [ 0 ] ] [ 0 [t} ] G [ 1} 0
(2 { o {0 {0 (10 {on {20y { ¥ (. ¥ (O3 (zn o { {0

[Nervous system]

brain tvaline body 11 [ 0 0 ki 0 0 i 8 ] 0 ¢ 5 i} 1} 0
(3 ( 8) ( (o (23 o) (0 (zn ( w { O { @ {(zx ({0

{Spectal sense argans/appandage)

sye cataract { L ¢ 9 i 0 0 0 0 0 ¢ 0 0 0 0 0
(HHnHNH{ O ({00 0o n ({0

retinal atroohy 0 0 i 0 0 0 0 0 Q $ ¢ 0 ] 1 0 0
(o3 {n ) B I O ) B (ol n (o a0l a

keratitis 0 0 0 0 0 1 g 0 ¢ ¢ 0 0 0 4 0 ¢
(ool on ({30l Q) IO ) I G ) I G 1)) oy { 9 (0 8

degenerationicomea 1 0 0 ¢ 0 & 0 1] & 0 0 0 0 ¢ 0 I
(oo w {o{a ({0 (N {n{n (ol

ligrder gl inflammation 0 0 0 ¢ 1 1 0 0 4 ¢ 0 0 0 ¢ 0 ¢
({0 n (R i{n (oo oo ({00 e

{Husculosketetal systen)

miscle necrosis 0 0 0 ¢ 1 ¢ ] 0 [} 0 0 0 0 ] 0 0
({0 {0nln (H(n{nn (o (0o (e {n
bone hyperplasia b 0 0 9 ¢ ¢ 9 0 i 0 0 0 Y 0 0 0
({000 (8 8y (Lo (s (i n (oo o{0n
Stonificant difference : P 5 0.05 = : P 5 0.01 Test of Cht Square {1>:Slight {Z>:loderate 3> Marked {4>:Severa

{HPT150) ' BALSZ


http:P:;i0.05

>

STUDY HO. : 0104
ANTHAL + RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDIKGS : NON-HEOPLASTIC LESIONS (SUMHARY}
SACRIFICED AHINALS (105}

SEX 1 HALE PAGE © 8
Groue Name Comtrol 50 ppm 200 pem 800 ppm
Ho. of Animals 37 34 a0 28
{1y {2 (3 D {1y <> B W A 2 <3 WD 1y 2 B WD
Organ___ Findings & & @ ® & & 0 & & & & @ & &
[Husculoskeletal system)
bone ostecsclerosis 0 0 0 0 & 0 g 0 0 1 0 0 1 bl 0 9
(oo {n (il n (o(n{on{on {a(ntnlon
{Bady cauities]
adipose graulation 0 0 0 0 [ 0 0 0 2 0 0 0 g 4 0 ]

ot ol (®» (o0 (om0

(ol nl{n

Significart difference : + 1P = 0,05 P S 0.01

Test of Ch Scuare <i>:Slight {2»:lpderate {3>:Harked {4>:8puere

{HPT150)

BALS2



APPENDIX L 4

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES:SUMMARY)

RAT: FEMALE:SACRIFICED ANIMALS



STUDY ®O. & 0104

HISTOLOGICAL FIKDINGS : NON-NEGPLASTIC LESIONS (SUHHARY)

KHIHAL 1 WAT Fa44 SACRIFICED ANIHALS (3058}
REPORT TYPE : AL
SEX : FEHALE PAGE : 9
Group Hame Controi 50  ppm 200 pem 600 pom
Ng. of Aunals 42 34 M 34
> <2 & Wb 1> 2> 3 W Ay 2 3 W Ay 2 {3 <4
Organ___ Findings, @ W ®m @ ® & & & @ & & & @ o o &
{Respiratory system)
nasal cevit thrombus 0 ] i & [t} 0 b ] 2 [} 4] [ 0 0 4] G
(o (anin (o{onlon ( 8y ( 0y oy (0} ({0 n &
ensinophi Lic change:olfactory epithelium 4 9 9 0 L} 12 8 3 8 i5 4 1= 7 9 4 £
(1o (2t (21 ( O (120 {3y {2y {( 9 (24 (44) (123 { 3) {21y {26) () 0
sosinoohi Lic changs:respiraiory epithelium 15 7 0 0 14 1% 3 0 28 1 0 g = 18 2 0 0
(Y {1 (¢ W (413 (28 { (O (a3 { 3 { {0 {(an ( & ( 0 0}
inflammation: foreian body 4 g 0 0 5 2 1 ¢ 1% i 4 g = 8 ] & 0=
(I {0{n (m s (3a{w {29y ( (O (O (18 { oy { O )]
lung hemorThage i & ¢ ¢ 0 0 o 0 0 0 0 0 0 0 0 &
(e {n{w (ool nln (oo {n{n (o {aa(nv{n
bronchiolar-alueclar cell hyperplasia 0 0 0 0 9 0 0 0 0 0 0 0 2 I 0 0
C oy ¢ ooy (0 (0 (o{u{n{n ({00l (e {n(n 0J
[Hematoporetic system|
bone marro grarulation 3 0 0 0 [ i 0 0 4 ¢ 0 0 7 0 ¢ 0
{00y (120 ({ 33{ »{w 12y L {0 { 0 (20 (0 { B (W
reticulosis 0 0 0 H [ 4 0 ] 0 i 0 0 i o0 0 Q
(o {0l (n(n{nla (¢ a{n{a (3 (nianln
tyroh node grarndlation 2 0 0 0 o ¢ 0 0 0 ¢ 0 0 8 0 ¢ 0
{sn{(glalon (e {anln ({0 {n{n (8 (0o 0)
Llymphadenitis i 0 o} 0 6] ] 0 [} 1 0 0 0 ¢ 0 0 0
(a(onlwln (o a{n{qn (a{an{nln (oL anin
spleen deposit of hemosiderin 7 0 0 0 7 ¢ 0 0 6 0 0 a 3 ] i 0
(o {n{o (z2p ({0 (m{a{n{on (N0l
Significent difference : *=: P =005 = : P 5 0,01 Test of Chi Sauare {1»:8iight {2 :ligderate <3>:larked <47 :8evera
BAISZ

{#PT150)



[

STUDY HO. : 0104 B1STOLOGICAL EINDINGS : NON-MEGPLASTIC LESICNS (SUMMARYY
ANTHAL 1 RAT F344 SACREIFICED ANINALS (L0SH)
REPORT TYPE : Al
SEX : FEHALE PAGE = 18
Groum Name Corvtrol 50 opm 200 ppm 60 opm
Ho. of Animals 42 34 34 3
K1y 2> 3 Iy 2> & L {1y 2> & W 1y <3y <3 D
Organ Firndings o & & @ ® & & @& m W ® O @ @ & @)
[Hematopoietic systemi
spleen grarulation 0 ¢ ¢ 0 0 0 i 90 0 0 0 0 i 0 ¢ 0
(O (BN ({n (o (a{on{n (an{wgal{n (3 (0{alon
fibrosis 4] I ¢ 0 0 i ] I A 0 1} 0 0 0 0 0
(N (na{o ({9l (el{an{n{n (o (onlin
extrapedul lary hematopoiesis i3 & [H 0 5 4 ¢ I 4 0 0 0 0 0 0 0
(iy oy (0 ( (i (n 03 {12} L n{n (oo (ol
[Circutatory systemi
heart fibrosis 2 0 0 a i 0 ¢ 0 0 0 8 ¢ g ¢ 0 ¢
({0 {(0(n (N0 (o (ool (n{acnld
myocardial, fibrosis 8 0 0 ¢ § 0 0 0 g 0 0 0 8 0 0 9
(19 (o ( 0y (0 {18y ( 0y { 0} )] { 26) 0 { 6 { 0} (2 ¢ o ¢ 0y (O3
endocardial hyperplasia 0 0 0 0 0 0 0 0 g ] 0 0 1 0 0 0
{o{a{a{n ({00 0} {0 oy ( 0 { 0} (3 (mn{nion
artery/aort arteritis i 0 0 ] ] 0 I 0 0 0 0 1} ] Y i 0
{2y o { i 0 (ool w 13} {0 0y (0 (0 ({0
[Digestive system]
asophagus \nflammation 1 ¢ ¢ 0 0 ¢ ¢ g 0 ¢ [ 0 0 4 0 _ ¢
(2a2¢(0{(0n (meoCn 0} (o [ B B G )| (o {o{n{e
stomach ulcar: forestomach 0 0 0 ¢ i 0 0 0 0 0 0 0 0 0 0 0
(ool {3 {0{n 0} (0 0y { 0y { OF (i (on
hyperplasia forestomach 0 0 0 0 & 4 Y [\ i i 0 0 g [t} & 0
(o{ao{au{n ((n{ni{n (il o ooy { 0y { 0y ({ 0
Significant difference : £: P 5 0.05 =P s 00 Test of Chi Square {1»:8Light (Z»Hoderate {3»:larked 4»:Spuere
BAlS2

(PT150)



STUDY ¥o.  : 0104 HISTCLOGICAL TIKDINGS @ HON-NEOPLASTIC LESIONS (SUHHARY)
ATEAL 1 RAT F344 SACRIFICED ANIMALS (1089
REPORT TYPE © Al
SEX : FEHALE PAGE ¢ 11
Group Hame Corirol 8¢  pem 200 pem 800  pom
Ha. of Animals 42 34 34
Ay D D W Ay <@ B WD ay 2y G D Ay <2 > Wb
Organ Findings FA TN ¢ A T B )] m @ @ & & ® @ W @ | @& M
{Digestive system|
siomach erosiocnsglandular stomach 0 0 0 4 ] 0 0 0 [i] 1 0 0 & ¢ 0 0
{o{nunlin {0 {a{n 03 (o (oo ({9 0 0}
Liver herniation 4 0 0 1] 3 4] G 0 [t} 0 [} 1} 3 ] 1} ¢
(i (i n o (ol n o o (o o {0 ({0 0} |
necrosis: focal G 0 0 0 & o ¢ 0 i 0 0 0 0 0 a g
Cey( 0y¢ o o0} [ I G 3 I )] 0} { 3 ( 0 0y {0 (ol 0 4
granuiation ¥ 3 1 0 § i ] i} 13 i 0 G 7 3 a ]
(M (n{2a{n (wm(andnln (ay(n{nla (e ({0l ®
hyperplasia 0 ¢ 0 0 0 0 0 ¢ i ] 0 0 1 0 ¢ 0
(o n{on ) IO G ) B ) {3 {0 ¢ 03 { i {8 [}
clear call foous i 4 4 0 0 0 0 0 ¢ 0 ¢ 0 1 0 ¢ 0
(2(0L a0 O I 1 I O R ) ({0l nlon (il n
basophi Lic cell focus 0 0 1] 0 i Iy 0 0 2 ¢ 0 0 ¢ G 0 Q
(o {n iy ({0 03 {8 (6 ( 0y ( 0} (0 { 0 0 0}
vactolated celt focus 0 0 0 9 i 0 0 0 0 & 0 0 i 1 0 0
{on{owl{aly (0 {{n 0} ) I oy (0 {3 (% 0) [43]
mixed cell focus 2 0 0 4 1 g 0 0 2 ¢ 0 Q ] 0 1] 0
({0 in {3 {L0{0n 0 (69 ( & 0o (o 0 o) @)
bile duct lyperplasia 5 0 0 { 5 Q 0 ¢} 6 1 g 0 11 0 0 ]
({0l n (1L 0 {00 (B (300 (a2 ({0
parkreas atrophy 4 i 0 [ 2 0 ¢ 0 H 0 0 0 2 0 0 ¢
({2 (n{on (B Hn{alh (o0l (830w {0
typerplasiatacinar cell ¢ 0 0 0 ¢ 8 & 9 0 0 ] 0 i 0 0 0
(Lol n (n{au{aln (o(n (! (3w n{n
Sinificant differsnce 3 £: P 5 0.06 = 1 P 5 0.0 Test of Chi Scquare {L»:Slijght (& :loderate {3>:Harked {4>18evere
BAISZ

(HPT150}



SEUDY KO, : 0104 BISTOLOGICAL FINDINGS : NON-NEQPLASTIC LESIONS (SUHMARY)
ANEKAL : RAT Fadd SACRIFICED ANIMALS {105W)
REPORT TYPE : Al
SEX : FEBALE PAGE : 12
Group Hame Control 50 opm 260 ppm 800  pom
No. of dnimals 42 34 34 34
Ay (B 3 B {10 B> & WD Iy B G @ 1y 2> (3 B
Organ Findings @ oW @ W & @ m ® M o W MW (£ @& & O
[Urinary systen]
kidnay hyperplasiattubular epithelial cell ¢ 0 bl 0 0 0 & 0 1 £ & 0 ¢ 0 & 0
(of{m{n{n O ) B B A 1) [ IO ) B G+ I 43 (i lwn
atneratization 1 0 0 0 ¢ ¢ 0 0 0 & I 0 0 0 0 ]
(a3 ¢ 000 {wn(u{ain O Y ) B I 1] focoor{ (0
chronic rephropathy 12 i7 5 4 12 13 5 2 11 13 6 3 11 12 ] 3
{29y (400 (12) (100 (35 (38 {15 ( 8 {3 (a8) {18 { D {3y (s (18 (@D
muclear enlargementiproximal fubule 0 0 g ] 1 & a 0 I 4 g 0 14 0 0 0 ==
(n{nnln (a0 (o {H({n{n (an{ ¢ 0 (M
{Endherine systeml
pituitary cyst 7 i 0 0 5 1 0 0 7 4 9 Q 10 3 0 0
(o2 0o (1B o n (2 {0 {N{0 (2 (. (OO
hyperplasta ii 2 0 0 5 1 0 1 8 ¢ 1] 0 7 0 0 [
(280 ( 8 C ) ( Oy (1 (L n (2 { O ( O { D (zn (o (00
Rathke pouch 0 0 0 0 1 4 0 0 1 & & ¢ 1 [} i 0
{o{ai{n{n ({vL{ln ({0l (n{w{anlon
thyroid C-cell hyvperpiasia 3 ] 0 ] 4 [ & 0 0 £ & H & 0 ¢ 0
(Mnm{on{nln (ol nin (el (n QR 1) B ) B}
parathyrnid hyperplasia & 0 0 0 i 0 ¢ 0 ¢ 0 0 [H 0 0 0 0
(o {on (o {n (ol (o m¢mn(o
adrenal peliosis-like lesion ¢ [ & 0 3 H [t 0 2 0 0 0 0 0 0 &
(o (9 {3 (nln (s (00 (0 ( 0} (ool
cyst 0 1] 1 0 il 0 i} ¢ 0 0 g 0 i} ¢ 0 i}
(o200 (o (n(an (o0 0{ 0 [N G ) B}
Significant difference * 3 P 5 0,08 = P = 0,01 Test of O Scuare <1>:Siight <2>:Yoderate <3>:Karked (4>:Ssuere
BAISZ

(1PTI50)


http:e=;?;:ii0.05

STUDY KO, s 0104 HISTOLOGIGAL FINDINGS : NON-MEGPLASTIC LESIONS (SUHMARY)
AHIHAL : RAT Faddq SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEL : FEHALE PAGE : 13
Groun Nams Control 50 pom 200 pom 500  ppm
Ne. of Anigals 42 34 34
] I {2y L3> {13 <2 <3 W I £ D W {1y <2 A LD
Organ__ Findirgs @ & ® | m & & & @ & & & m @ & @
[Endocrine systemi
adrenal hyperplasiaicortical cell i 1 0 0 2 0 & a 2 1 0 [ ¢ i} 0 ¢
(200 (B (o(a{n (- G I ) I ) (o Cn 0} 0)
hyperplasiaimedulla 2 0 0 0 0 0 ¢ Q0 i 0 0 0 2 0 0 0
(s (m{0{n (oo ({0 {nly (st (000
accesory cortical noduie & ¢ 0 0 i 0 0 ¢ [} ] 0 0 0 0 0 0
(00w {a{nulw (ool 0 n (0 (m 0) 0
focal fatty changeicortex 5 ¢ 0 0 4 0 0 & 4 0 [ 0 8 0 ¢ 0
(i {on{n (123 ({0 ({0 w (2 ( oY { & ( 0
[heproductive system]
uterus cystic endometrial hyperplasia 2 3 ] 4} 4 1 0 0 5 2 ¢ ] 7 i ¢ 0
(s (ol n (1 (3 o (o (18) ( 8 { 0y ( 0} (any (3 {0 0}
mammary gt duct ectasia i 0 ] ¢ i 1 0 [} G 1 i ] g ] 0 1]
(25 (0l y {5 (Lo {on oy 3 m{ o {0 { D m 0)
hyperplasia 1] 0 L] b g 4 Q g i 0 0 & J i 0 ¢
O R Q) I )| (e nln (30008 {o{a m 8
[Hervous system]
brain hemorrhage 2 0 ¢ 0 1 ¢ 0 0 { 0 0 ¢ 2 ¢ 0 0
{5 {0 (n{on {a{n{nglin (30008 { 8) ( & 0] 0}
mineralization 0 ] 0 0 0 ¢ ] 0 0 0 0 0 i & 0 0
(o{on{nlon (o (o(n{n (on{o{0n{n (3 (0 0} 0}
hyalins bady 16 0 0 0 16 6] 4 1] 10 g 0 0 8 0 0 0
(s { 00 (o (an { oy {6 ( 0 (2 (006 (243 C 0y C 00 ( O
Sicnificant difference 3 *: P 5 0,08 P S 0,01 Tast of Chi Sauars <ir:5light {2>:Hoderate <3>:Harked {4>i8suara
BAISZ

(iPTI60



STUDY HO. s 0164
ANEHAL 3 RAT F344
REPORT TYPE : AL

HISTOLOGICAL FINDINGS ¢ HON-NEOPLASTIC LESIONS (SUHHARY!

SACRIFICED ANIMALS (105W)

SEX : FEHALE PAGE @ 14
Group Name Controt 50  ppm 206 pem 800  ppm
Ko. of inimals 42 3 34 34
1y B> G W 1> KB G <D {1 K G W 1> B 3 W
Organ___ Findings @ @ @® & & @& ® W @ @ o ® W & & @
{Special sense argans/appandaga}
23] cataract 2 ¢ ¢ 0 a 0 ¢ ¢ o & L 0 Z 0 1 0
(a9 ({886 nin{s (o oy w{ o &) e ni o
retinal atrophy ] G 2 ¢ 0 i o [ i i ¢ 4] ¢ i 3 4]
(o {o{sln YRR ) B B ) (a0 {n n{alalo0
degsnerationicornea 1 0 0 ¢ 3 0 ¢ ¢ i ¢ ¢ 0 2 Q 0 0
(a{0n{wln g (o0l »n{o { 3 e {n &) o{ o0 0
herorrhasetreting 0 0 0 & 0 0 & 4 1 & ¢ 0 ¢ 0 0 ¢
({0 {n wLain{on (3 o0y { 0 8 Lol n
llarder gt degeneration 0 0 0 [ 0 0 0 0 [ 2 & 0 & 0 0 0
(o{n{n{n Bl an{n (e 8 { {0 o) ) I ) I 3]
1nflammation 0 0 0 ¢ i 1 & 4 4 0 0 0 0 0 0 0
(o f{n{n(n N BCo{ G ( o o) o (9 G} 0L o{e
granulation i} Q 0 ] i} 0 ¢ 4] 0 i} 0 [ 1 0 g 4
({o{n(n 00l (o} nenie 3} e n{a
[Huscuioskeletal system]
bone osteosclerosis 0 0 0 9 2 ] & 4 1 0 0 ¢ 1 ¢ g ¢
(i {aln B (0 ®n{o (3 o 0l ® K0
[Bodly cavities]
adipose granulation 0 Q i ¢ ] 0 ¢ & 0 0 0 ¢ i ¢ Q0 0
(0w {oal(n 0 (e{n ({0 {n (ol oo
Significant difference : *: P S 0.05 = : P 5 0.01 Test of Chi Sausre {1»:i5lisht {2»:lipderate <3»:Harked {4):Ssuere
BAIS2

(IPT150)


http:P;;;!O.Ol

APPENDIX L 5

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

MOUSE:MALE:DEAD AND MORIBUND ANIMALS



STUDY HO. : 0105 KISTOLOGICAL FINDINGS : NON-MEOPLASTIC LESIONS (SUMHARY)
ANEHAL 1 HOUSE BDF1 DEAD AND HORIBUND ARIMALS (0-1058}
REPORT TYPE : Al
SEX i BME PAGE |
Group Hame Control 10 pem 50 pem 250 ppm
Ko, of Animals 19 15 22 28
> K2 3 @ Ay B Gy Qe 2> & K& By D & W
Organ Findings W ® & o W & & W H & & @& G @ & @
[Inteomentary system/appandage]
skin/app orflammation 1 0 ¢ 0 ) ] i o 0 i 0 0 i i o 0
(s (n{n (o (xninn (o {5 {0 0} (H{a(w a)
abscess i} 0 0 ] 1] o 0 0 9 0 s} 0 0 1 0 ]
O B YR ) B ) {0y ooy (o 0} (L0 (o 40 3}
sbortis inflammation 0 0 0 [t} 0 1 0 0 & 2 0 0 0 0 i ¢
({00 oy (7 (0 0) () {n{o (® ol 48 8
{Respiratory system)
nasat cavit adhesion 0 0 0 0 0 0 0 0 0 b 0 0 ¢ 1 0 0
(oo (n oo 0J (o (o {n{n (0 (a0 03
hemorrhage 0 0 1 0 0 0 0 0 0 0 [ 0 1 ! 4 0
(o (oi o (o {n{aln (o0l o (ol ann 0}
ensincehilic changelnifactory epithelium 4 0 0 o 2 0 0 1] 1 0 ¢ 0 0 0 ¢ 0 x
(e ¢ (o ({m (ol (550 (0 (0 (w{ninln
sosincphiLic changeirespiratory epithelium 2 0 0 o i 0 0 4 i 0 [ 0 i 9 ¢ 0
(i (D00 0) (s5r (o ®» (0 (a0 {n 0}
respiratory metaplasia:olfactory epithslium 8 Q 0 0 ] 0 0 0 4 0 ¢ 0 5 1 ¢ 0
(an {000 (40 ( Y ( B (O (o (an (18 ¢ 40 0)
respiratory metaplasiaigland 8 5 0 0 6 3 0 0 [} 3 4 0 g 2 ¢ ]
(42 (260 ( 0) { O} (400 (200 ( O 0 (e (M (& (W (32 (N L0 0}
nasopharynx ensinophi Lic change 0 0 0 0 i 0 0 g 0 ] 0 0 0 i 0 0
(o {nn{n{n {00 0) (o{nlan{on (o{aln 0
Larvr bmehooytic infiltration 0 0 0 1} 0 1 0 43 0 0 0 [t} 0 ] 0 0
{o{n{o{n (W{N{ W 0] (oo (o {0 (o{e (0l
Sinificant differencs : x:P =005 x:P 5001 Testof Ch Souare <1>:SLlight <2:Ypderate <3 iHarked {4>:Seuers
BALSZ

(iPT150}



STUDY ¥Q. : 010% HISTOLOGICAL FINDINGS : HON-NEOPLASTIC LESIONS {SUMMARY)
ARTHAL : HOUSE EDF} DEAD AND HORIBUND ANIKALS (0-109W)
REPORT TYPE : Al
SEX i HALE PAGE @ 2
Group Name Control 12 pem 56 pom 250 ppm
Ho. of Animais 19 15 22 28
<1y L3> LB A x4 {1y <2 43y WD A> <2 3 W
Grgen. .. Firdinss W & & & ® & ® @& o o o & & 0 & &
[Respiratory system]
g corgestion ] 2 4] 0 1 0 [H} 0 1] 0 0 ) 0 ! 0 0
(w0 (o (708 0} [} (0 {e ( o a0 0
hemoerbags 8 ] ] 0 0 0 0 i 0 0 0 ¢ 2 0 0 0
(nm{n{nion (o (o0 {8 (oo o{s ({00
edema 6 H] 1 0 0 0 0 i} 0 4 0 o 0 0 i Q9
({80 ({0 {uln {w{o(on(n (oo aln
infLammation [} i ] 0 i 1] 0 0 ) i} 1} 0 4] 4] 4] 0
(0 (xa{n{n (o {n{onl o {0 n{nin (o {n{n
lymphooytic infilfation 0 ¢ 9 0 0 1 0 0 ¢ ¢ ¢ ] 1 ¢ 0 8
(o ln{n {n{n{0ln (i (L0056
bronchialar-alveolar cell hyperplasia 0 0 0 ¢ 0 ¢ 0 0 8 0 0 0 ¢ & i 0
YD IOV A ) I ) ({0 {n {0 0 {0 { O (o 4a{n
{ematopoietic system)
bone marTow vascular 0 0 0 0 o 0 0 & i 0 0 ¢ 0 0 ¢ 0
(il n (0 (o (o0l 8 {3 o{o{n (00
myslafibrosis ¢ 9 0 0 0 0 0 8 0 i 0 0 ] 0 8 0
(i n ({00 {0 {aln (o {(n{n{n
iymph nods deposit of hemosiderin 3 8 0 g 3 i 0 0 3 i ¢ 0 il 2 0 ¢
(i 0o (200 ( T ( O} 0} {10 00 { 38) 7 n{ 8
thymus atrophy 0 & d 0 0 0 0 0 g i & i} ] 4 0 ) G
(o (a{n (ol {onln { 51 ( 0 ( 0} (a0l o
spleen atrophy 0 0 & ¢ i 0 0 0 [H ¢ 0 Q ¢ 2 0 0
o (n{n {0 0} ({nCo{n (o (N {n
SieniTicant difference : *3; P 5 0.05 = : P 5 0.01 Test of Ch: Sguare {1>:8light <2>:Hedorate {31 Harked {4>:8puere
BAIS2

(1P1150)



STUDY NO, & 0105 HISTOLOGIGAL FINDINGS : HON-NEGPLASTIC LESIONS (SUNMARY)
ANIHAL : HOUSE BDFi DEAD AND MORIBUND ARINALS (0-105%)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 3
Growe Hame Control, 10 pom 50 pon 250 ppm
Ho. of Aninals 18 i5 22 28
Ay <2 & b L 4 (3 W Ay x4 D i <y < @D
Organ Findings @ ® W @ m W & & m @ & M 9o® & @
{iematoogietic system}
splaen congsstion 0 0 ¢ 0 8 0 0 0 b 0 0 0 0 0 H 0
oy (o ooy ({ o} (n{o{o(n (o0 (o0 ({08
deposit of amyloid 0 i & ] ] i 0 6] [ 1] ] 6 0 0 0 0
fo(s{nin (o {no( o (oo (o {on{n
deposit of hemasiderin 2 8 ¢ 0 ¢ 0 0 0 1 0 0 0 1 0 0 0
(sl n (w{o¢o{on (5 C 0 0y{ 0 (o {0{0{o
osseous metaplasia 0 & ¢ ¢ i 0 0 0 0 0 0 ¥ i 1 0 ¢
(O {o (a8 6 Co{olon{on oy ¢ oy (0o (0 af 0
extramedullary hematopoiesis 3 3 i ¢ 2 0 0 0 8 5 0 0 7 6 H 8
({0 (9 (W {o{unlon (3 (23t ¢ 0y ( 0} {25y (213 (0 4) ( 0)
folliculer hyperplasia 0 & ¢ & ¢ 0 0 ¢ 1 0 0 0 ! 1 0 4
(oo ({0 n{on (oey (o0 (om0 (s a0l n
[Circutatory system]
heart ‘thrombus 8] ] 0 1] 0 0 0 1 i o b} 1] 0 a 0 ¢
{a{n{n{y (o{oenlo {3 (0¥ 0} 0 (oo {on
necrosisifocal 1 0 0 0 0 0 0 ¢ & 0 0 ¢ 0 0 0 0
(a9 (0{n{on (ool (oo ({0
mneralization ! 1 0 0 1 0 0 ¢ 3 [} 0 0 4 0 0 0
(53 {00 {N{ln{n () oy ( 0y (&) (w0l n
myocarditis 0 0 0 ¢ 1 i 0 0 1 0 0 0 0 ] 0 b
(o {00 {9 ({0 (sp (00 (0 oy {03 (o) { O
arteritis 0 1 ] 1 0 0 0 1 i 4} i 1] 0 0 0 g
O ) I ) B G+ ({0 {nlon (st (00 ({5 {0 ) IR ) B ) IR )
Significant difference ; r: PS5 605 = : P & 0.01 Test of Chi Square <1>:8lisht <2»:iloderate {3>:¥arked <{4>:5evere
BAlS2

(EPT159)



STEDY X0, ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIGNS (SUHHARY)

ARTHAL : MOUSE BDF1 DEAD AND HORIBUND ANINALS (0-105W)
REPGRT TYPE : Al
SEX * HALE PAGE ¢+ 4
Group Name Control 10 ppm 50  pom 25¢  ppm
Ho. of Animals i9 i5 22 28
B> L & W 1> <2 < W Gy @D B W {1y 2y (& WD
Organ, Findings ® & & & oo | @ ® @ & @ & W @ W

[Circulatary system]

arteryfaort arteritis 0 L 0 0 0 0 0 0 0 i 0 0 0 o 0 0

[Digestive system]

tocth inflammation i ¢} 1] 0 0 1] 1] 0 1 0 0 L] 0 G g 0
(aycor(oy( o} (oo (n{n (s (o0in (w{u(anln
dysplasia 7 i 0 0 3 i 1 0 8 i i 0 5 0 ¢ 0
(an (s ( » ¢ 0 (20 { D (DO {(ay ( Y ( 5Y (O (1w {08 (o
Torgue arteritis 0 1 i 0 2 0 0 0 0 i 0 0 9 0 ¢ 0
(o {s {8 {n (n{{ol o (ool o 000 (0
stomach hyperplasia:glandular stomach 2 0 0 0 2 i 0 0 2 i 0 0 3 4 ¢ 0
iy (o (0 { o (BNl (o800 (1 oy m
Liver angiectasis 0 0 0 0 ¢ 1 0 0 1 i 2 0 2 5 5 0%
{0 {n{n (o {n{n{n (s {sn{aln ({0
nfarct 0 i 0 0 ¢ 0 0 0 b 0 0 0 i 0 0 0
(o {0{n (on{on{o(n (o o{ ool 0 ({0 {onlon
necrosisicentral 0 0 ] 0 g 0 0 0 ¢ 1 0 0 0 1 1 0
{0 (n{n (o f{n{n (H{sn{n{n oy { 4 & (0}
necrosisifocal 0 i 1 0 i ¢ 2 0 2 3 3 0 3 4 H 0
{o(sn{n{n ({1 {n ({1 (o (1 (¢ a0
fatty change 9 1 0 0 0 1 ¢ 0 o i i 0 0 i 0 8
({0 (o (n{a(n (o {s{{n ({4 {0l n
deposit of amyloid ¢ 1 0 & 0 0 i i 0 8 [ ¢ 0 0 0 0
(a{nlalg (o (ny (il q (o{n{nln
Significant difference : x: P = 0,05 *» : P 5 0,01 Tast of Chi Scuare {1>»:Slight {2»:loderate £3>:Harked <47:Seuere

(IPT150) BAIS2



STUBY HO. : 0105 HISTOLOGICAL FINDINGS : HON-NEOPLASTIC LESIONS (SUMNARY)

ARIHAL : KOUSE Bi¥1 DEAD AND KORLBUND ANIHALS (0-108%)
REPGRT TYPE : Al
SEX } HALE PAGE ¢ B
Group Name Control 10 ppm 50  pom 230 opm
Ho. of Animals 18 18 22 28
A <2 B D {1 €2 <3 <& 3> 2> K Yy L2 < A
Organ Findings, W & o & @ ® @ & & & @ @ @ W W

{Digastive system!

Liver deposit of hemosiderin i ¢ 0 ¢ 0 0 o hi] ¢ [ 9 9 0 ¢ 0 Q
{8y (00l (o oy (o{a (o n{n (ol 0(n

dsgeneration:central 1 0 ¢ ] 0 i & 0 0 ¢ 0 0 g 8 i 0 &=
({ow{nn{n (o (N {D (o {{oln (a3 (21 { 4 C 0

grandlation ¢ ] i3 ] 0 i i 0 ] G ] 0 0 1 0 0
(m{o{an{n (ol {on (i {n (O a0

hyperplasia G 0 1] 0 ] 0 & 0 0 & ] 0 0 1 ] 0
(a{w{n{n (o (N la{n (0 (HniN{n (a0

fibrosis 4 i 0 ] 0 & i 0 [i] i 0 0 i ¢ 0 0
{(m{n{n{n (o an{on (il n QYR B G} B

ctear call focus & 0 g 0 0 1 I 0 ¢ [ ¢ 4 0 & 0 0
(n{n{on{on (o (nea{on (i n (a0

basophilic cell focus 8 0 0 i} 0 8 ¢ 0 0 H ] ] 2 0 0 g

(o {ow{oaln (O n (ol (N0

vacuolic changeicentral & 0 0 0 0 ¢ I 0 ¢ 1 & ¢ 0 ¢ 0 4

{0 {w{n{n ({n{a{n ({0l n (o{alnio

parereas granuiation b i 0 0 0 ¢ & 0 & 0 ¢ ¢ 0 ¢ 0 0
(o {n{n (o o{ o (i nnios (wmealinlon

organization 1 1 4] i} i} i 0 0 [ 0 G ] 0 0 0 g

(e {n{nlo T N B B )| (ool n (0l

[Urirary system|

kidney atypical tubular dilatation:proximal tubule 0 & 0 g i 0 0 8 0 0 0 0 1 0 0 ) 0
(oo (oo (oo (o ({0 n {faoianln
Significant difference *: PS5 (.06 = P = 0,01 Test of {hi Sauare {1>:Slight {2>:Hoderate {3>:Harked {4»:8svere
BAIS2

(lIPT150)



STUDY NO. 3 0105 HISTOLOGICAL FIMDINGS : HON-NECPLASTIC LESIONS (SUMNARY)
ANIHAL : HOUSE BBF DEAD AND MORIBUND ANIMALS {0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : - B
Group Nams Camtrol 10 ppm 8¢ pem 250 ppm
Ho. af Anipals 18 15 22 28
Y (2> 3 W 1> <2y B Gy @ B W@ A> 2> @ W@
Groan______ Findings @ & & & ® @ & @ m & & & @ W & @
[Urinary system}
Kidney infarct I 0 1 0 5 1 ] 0 0 o i 0 1 4] ¢ 0
(55 { (3 o o) (7 ( 0} )] {o(alsn{n (L {aln
tyaline droplet 1 2 & 0 0 ¢ & ¢ 0 2 0 0 0 0 0 ¢
({1 n{on (0 {a 8 (o {a{n{n ({0
deposit of amylaid 0 ¢ i 0 i ¢ ¢ ¢ 0 0 0 0 0 0 0 &
(i (n 0} (N HlY 2 (o {n{un{qn (oo {s
supouative inflammation I i 1 0 0 0 i 0 b 4 3 & 0 2 i 0
(s (s (n{n ot m{ NN (o (wmin (w{nia{n
infiammatary polyp 0 0 0 ¢ 0 0 1] 0 & i b & 0 { 0 0
(o oo [ O E )| G} Q) I G+ I ) B O (o {n oy
hydronephrosis 0 0 i ¢ 0 0 0 0 & 0 i 0 0 0 1 ]
(0 0{s ¢) o0 o0 0) ey ( (s m (o0 nion
hubular negrosss i 0 0 & 0 0 0 0 0 0 2 0 0 0 1 0
(5 (0 ¢ 0 0) n(n{n )] (oo » OO I G I D I 1)
dilatationihbular Lumen i 3 ] & 1 3 1 Q [ g ] 1] 3 8 0 o}
{( 5y (18 { 0} 4) T { N 0) (6 C4aly { @ ( 0t (i (2 ( 0 (0
glomerulosclerasis 0 0 0 ¢ 0 0 0 0 1] G 0 0 0 i ¢ 0
(o {n(nld Nl on (oer oy (00 m (ool on
nuctear enlargementiproximal tubuls 0 0 0 ¢ 0 0 0 0 [ W 0 0 22 4 0 0 *x
(oo 0 (oo n ({00 (™ (00
wreter irfLammatory polyp 0 0 ] 4 Q 1} 0 0 1 1 ] 0 0 0 1 0
(ool an 0ol o (o (s (0 m {0 {n{alon
urin bladd inflampation 0 0 0 [+ 0 0 0 0 ¢ ¢ ¢ [ 1 1 0 0
(o (a0l 0y 0y {0 G} (ol oln ({40l on
SigniTicant difference ! 2 : P 5 0.05 = : P 5 0,01 Test of Chi Scuare {1»:Siight <2»:Hoderate <3 :Marked 4> :Sguers
BAISZ

(HPT150}



STUBY NO. ¢ 0105 HESTOLOGICAL FINDINGS : NON-NEGPLASTIC LESIONS (SUHHARY}
ANIHAL 1 HOUSE BDF1 DEAD AMD HORIBUND ANIMALS (0-105H)
REPORT TYPE : Al
SEX : HALE PAGE ¢ 7
Groue Nama Cantral 10 pom 90 ppm 250 ppm
No. of Animals 19 15 22 28
D D> & W By (> By Ay @ & WD 4> LD D W
Organ___ Findings, w m o W w & & & m m & m @ o ® O
(Urinery system]
urethra inflammation 0 0 1 ¢ 0 G & o 1] 0 0 il 0 ¢ 0 ¢
(oo s (0 (o (n{nln (o0 { 0 (oo ln{n
[Endocrine systemi
pituitary congastion ¢ 1 ¢ ¢ ] 4 4 ] b i} 0 ] ] g 0 [
(H{(H{H (o {n{n (g Co{n{n [} i on{o
hyperpiasia & ] ¢ 0 0 g 0 b ¢ 0 0 i i Q 0 0
(e {a(an (o e®{ {8 (m 0y C 0y { 0 (1N n{io{an
Rathke pouch ¢ ¢ g i 0 ] ¢ i 1 ¢ 0 g 3 4 0 4]
(m({nlanln (O YR G ) B ) B Q) (sn{a{a{n (w0l n
thyroid arteritis & i ¢ I 0 [ & [ 0 bl 0 2 0 [ 0 ¢
(el (o{nn{n (onia{nin (ol only
adrenal congestion 0 0 0 i i} 0 0 8 1 i & I 0 0 0 0
(00 n O ) ) I ) I (0 NI (o 0y ¢ 0 ( 0}
deposit of amyloid 0 1 0 o 1] 0 1 0 0 0 [ [t} i} 0 4] o
oy (s (0 (0 (o oy (o (m (o )8 (0 (o{n{nln
spindle-cell hyperplasia 2 0 0 0 i 0 0 0 2 & ¢ 1 3 00 0
(1my oo (on (oo (ool on {11 n{o {0
{Reproductive system]
testis atrophy 2 i} 1] 0 a 0 1] 1] 4} 1} G 0 3 H 3 o}
(in{n{o{n (o {n{n{n { 0) {0l n {13} ARGV 1}
hemxrrhags 0 1 0 0 & 0 0 0 ¢ 0 0 0 0 0 0 0
({8 {00 (o (w{n{n (o oo (o Co(a(0{o0
Significant differenca : +: P 5 0.05 =3P 5 0.01 Test of Chi Scusre {15:8iight {Z>:Moderate <{3>:Harked {4>:8evere
BAISZ

{1PT150)


http:P:;;o.os
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STUDY ¥O, ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ARIHAL : HOUSE BDF1 DEAD AND HORIBUND ANINALS {0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 8
Grom Name Comtrol 16 pem 50 opem 250  ppm
Ho. of Ammals 18 13 22 28
iy <2 3 WD 1> 2> <& W (1> <2 D W Ay &> G 4
g I— Findings @ W & @ @ ® & ™ M B & & W ® &

[Reproductive svstem]

testis mineralization 3 0 0 ¢ 4 0 0 0 7 0 0 ¢ 12 ¢ ] 0
(il (zn{0w{n (32y (o) C 0 (O (my{ (o ln
epididyms spermatogenic granuioma 1 0 0 ¢ 0 0 0 0 0 0 0 ¢ ] ¢ 0 ¢
({00l {w{ni{n{n (o (ol an(o {o{anly
prostiate inflammation 1 1 0 0 0 0 i 0 1 2 1 1 ¢ ¢ 0 4
(80N (nf{nfn{n (s (9 (5 (0 (o0 ({0l
prepfeli gl duct sctasia ¢ 1 0 0 0 2 0 0 ] 3 0 0 ¢ 0 0 0
(o5 0o ({1 {nlon (o (00 {00 n

[Hervous systen]
bram hemorrhage 3 ¢ 0 0 ¢ [ ¢ ¢ ] 1] 0 0 i 0 ¢ 0
(w0l n (o {n {n{n{nlon (a{o{aln
dsposit of calcium 8 ] ] 0 4 ¢ G [ o 0 0 0 i1 Y G 0
(s (O {n{n (s (O {0 (0 (g2 {0 n{wn (3 ( 00 { 0 ( O
hyaline body 3] ¢ 0 0 [ i L] & ] 0 0 0 15 0 0 0
(s (w{0{n ({8l n {zn e (0{m (any ( 0y { & ( O

[Special serss organs/appandags]

ave keratitis ] il 0 0 & ] ¢ & ! 0 0 0 { 0 g 0
(o (aa{nlon (i {aly { sy (oo {0 (a0l
Harder gb stwpical hyperpiasia 0 il 0 0 & 0 8 & a 0 0 4 0 i 0 0
(o {an{n ({8 8 fo{oCon{n (0¥ { & { &6 (0

[Husculoskeletal system|

0 9 0 0 0 0 i 0 ¢ 0

muscle mineralization 2 b 0 0 0
P (m (a0l 0

0
(i (o o (n{n{n

—
(=1
pey
—
(=3
—
P
<

Sisnificant difference ; *: P = 0,05 = : P 5 001 Test af Cht Souarse <1>:Slight {2>:lioderate 3> :Harked {4»:Severe



STUDY XD, : 0105 HESTOLOGIGAL FIMDINGS ¢ NON-NEOPLASTIC LESIONS (SUNEARY}

PAGE ¢ 8

250 pem
28

Gy DL @B WD

W ® ® @

AHIKAL : HOUSE BDF1 DEAD AND MORIBUHD ANINALS {0-105W)
REPDRT TYPE : Al
SEX : HALE

Group Name Control

No. of Animals 19

{1y @ B W

Organ Findings. @ & & @&
ffuscutoskeletal system]
bone csteosclerosis 1 0 ¢ 0

(s (n(n{n

0 0 ¢ Y
(o 0{a (o

0 0 0 0
(o {00 { o

0 2 0
(nnin{n{o0

[Body cauities)

pleura plewritis 9 0 i 0
(o{on{aln

adipose aranulation 0 4 0 0
({2 {0 0

Sienificant difference : =P 5 0.08 =P = 0,01 Test of Ch Scuare <1»:Slight

CHPT1EM)

BALSE



APPENDIX L 6

HISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

MOUSE:FEMALE:DEAD AND MORIBUND ANIMALS



Ay

STUBY KO,  : 0105
ARTHAL 1 HOUSE BOF1
REPORT TYPE : Al

BISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUHHARY)

DEAD AND HORIDBUND ANIHALS (9-105W)

SEX 1 FEHALE PAGE : 10
Croup Name Controi 10 pom 50 pom 250 ppm
No. of Animals 18 20 27 !
{1y <2 & WD 1> <2y €3 <A 1> (2> 43 W > <2 3 WD
Groan,..... Findings, @ & & & & & & o o & & W woo® B &
[Respiratory system)
rasal cavit eosinophi Lic changs:obfactory sepithelium 2 0 0 0 3 0 0 0 A 0 0 0 i [} 0 [i]
(i oo n (B ({0 0} (M {{n{on ({0l
snsinophilic changa:respiratory epithelium 8 5 0 0 2} 4 0 0 8 4 1 0 8 5 0 0
(ay (a8 ( 0y (O} (48 {20 { O 0} (30 {18) { & ( O} (agy {153 ( 0y ( O
respiratery metaplasiatolfactory epithelium 0 0 0 0 } 0 0 0 i 0 g 0 0 0 0 0
(oo n{n (8 i{n 0 ({000 ({00
respiratory metaplasiasgland 7 i 0 0 1% i 0 ] 10 Q 0 ] 5 i} 0 0
fta {8y { 03 ( ® (s0) ( 81 (C Q) o) (ann {0y { {0 (15 ( o0 ( 0} { O
nasopharynx epsinophilic change 0 i 0 1} 2 & 0 0 i 1 0 Q 1 0 0 0
{oCe o0 (W iHi{n 0} (a{adnan ({00
lung corgestion 0 0 0 1] 1 0 0 0 0 4] 0 g i 4] 4 0
{000 (o (o (0 O B ) B G ) I )| (s {o{n
edema 0 0 a 0 1] G 0 0 0 ¢ ¢ b i 0 G 1}
(oo {n (o {n(0ln to{alun{aqa {3 ({00
inflemmation 0 1 0 0 0 ¢ i 0 0 ¢ 0 ¢ ¢ 0 1 0
(e {mnia ({0 (5 ) {o(aniale (0 {u{3a{o0
{Hematopoistic system]
bons marrow uascular 0 0 0 0 & ¢ 0 0 ] 9 0 0 0 H 0 0
(o (n{o (o {(n{nin fo{ain{oq (N0 Y
myelofibrosis 1 0 0 0 [H ¢ 0 0 0 & 4 ¢ g 0 0 0
(& (o {n (e (n{nin (o {ao{an{n (o Cn{on
Lymeh rode Russsel bady 0 0 0 0 & ] 1} 0 i g 0 0 1 0 0 i}
(ololn(n (o (n{a{n O ST I ) B Q1) (a0l 0
Siagnificant differencs ¢ * I P 5 0.05 =P 5 §.01 Test of Chi Square <1>:Siight <2>:Hoderate {3 1Harked {4A>:Spuers
BAISZ

(IPT150}



STUDY HO. : Q105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUNHARY)

ANEMAL : HOUSE BDF1 DEAD AKD HORIBUND AHINALS {0-105W}
REPORT TYPE : M
SEX ; FEHALE PAGE : 11
Group Name Conrol 10  ppm 50  pom 250 ppm
Ho. of Animals 18 20 27 33
Iy <2 & W {1 @ I AL 1y <> G WD €1y <2 <3 <4
Organ Firdings, o @ & W o ®m & @ o @ & @ m & & &
Hlematopaietic system]
lymph node deposit of hemosiderin ¢ 0 8 8 i 9 0 ¢ 1 0 0 0 2 i 8 0
({0 ({0 {n {4) 0y ( 0y { 03 {8y ( (o (0
granuilation 0 ¢ 1 0 ¢ ] 0 0 0 0 0 0 0 0 0 0
(o ({0 (i {n{y (o o 0o (o (n{nlon
lymphadenitis 0 1 1 0 1 ! 0 ] 0 a 1] 0 1 2 D 0
(o {e i {0 (RN (ool 00 (i {oln
thymus atrachy 0 1] 0 0 ¢ 0 0 0 0 0 ] 0 1 0 4] 0
{n{on{n{n ({0 {n{n {0 0y { 0} { 0} (B (H{aln
spleen atroohy 0 1 0 0 1] 2 0 0 0 1 0 1} 0 i ] i}
({8 {0y ({1 ({0 (o (a0 o (o oln
deposit of hemosiderin i Q 0 0 2 0 0 0 2 0 0 0 2 4 £ 0
(e {n{o{n ({0l n (o0l 0 8y 0 00
axtramedul lary hematupoiesis ] 3 0 0 3 ] 2 ¢ 4 i i 0 B 11 0 0
(2 (1M ( »{ 0 (18) (25 (100 { D) (wm{naio (241 ¢33 ( 0) ¢ O
[Circulatory svsten]
heart thrasbus ] } 1 0 0 { 0 [ 1 0 0 0 i} i} 1 0
{o{8(a{n (o (a{ul{s [} 00 { m ({30
necrosisifocal 1 2 il 0 i 0 0 ¢ 9 0 0 0 0 L 0 0
(s {n{n{n (s (i {n (0 o o (M ({3 dcn{n
mineralization 1 ¢ ] 0 2 & 0 & 2 0 0 0 4 4 0 Q
{89l nln (i (m{on{a N nLn{n ({0 n
myocarditis g 0 ¢ ¢ 0 ¢ b & 1 0 0 il 0 ¢ 0 ¢
I ) B I ) (o {n{n(n (a{olnln (o (o0
Significant diffsrence : =1 P 5 0.05 =P 5 8L0 Test of Chy Souars <1>:8tisht ¢Z>:Hoderate {3>:Harked {&>:Severa
BAIS2

{PT150}



STUDY H0. ¢ G105

HISTOLOGICAL FINDINGS : HON-NECPLASTIC LESIONS {SUMHARY)
DEAD AND HORIBUND ANIHALS {0~105%)

ANEHAL 3 HOUSE BDF1
REPORT TYPE : Al

SEX ¢ FEHALE
Organ Firdings

¥o. of Animals

[Girculatory system)

heart arteritis

[Disegtive systen

toath dysplasia
Tonguo arteritis
stomach mineralization

uicer:Toresiomach

hyvperplasiatforestomach

erosion:glandular stomach

utcer:glandular stomach

hvperplasiarglanduiar stomach

small intes deposit of amyloid

Liver argiectasis

1t pem
20
(B (B
FA RS
0 0
0 i 0
0 i}
o0
0 0
n{o
0 0
0 { 0
0 0
m {0
¢ il
n{n
0 v
n{n
0 ]
ni{m
i 0
51¢( 0
0 Q
N0
1 ]
5y { 0

o

58 pen
21
&y <P
® ®
0 0

PAGE : 12
250  pom
33

(€5 20 4> BERRY: b
@ &

i & 0
{3

0 i) 0
(o { oy (0

J 0 Q

3 5 G ==

Significant difference : +: PS5 066 w=

Test af Chi Sguare

{2>:Hoderate

4>: Ssusre

(EPT150}

BAISZ



STUDY HB. 3 0105 HISTOLOGICAL FINDINGS : NON-NEUPLASTIC LESIONS (SUMNARY)

ARTHAL 3 HOUSE BbI DEAD AHD NCRIDUND ANINALS (0-105W)
REPORT TYPE : Al
SEX 1 FEMALE PAGE : 13
Groun Nama Control 10 ppm 50  ppm 250 pem
Ho. of Animals 18 20 27 33
> D & B 1> <> B D 1> <2 & <4 Gy 2 L3 A
Orasn_____ Findings m & o W M & @® W o & @ @ o ® W &
[Digestive system]
Liver infarct 4 0 4 0 Q 0 0 9 ] 0 i ¢ 1 0 0 0
(ool n{o (oo {0 N0 n (a0 {nin
peliogis-liks lesion 4 1] Q a 0 0 i Q 0 0 G ] i i 4] 0
({0 (n (ool o{o (o al{n (a3 {0no
necrosisicentral ] 0 1 0 i ¢ 4 0 0 1 ¢ 0 & 0 ¢ 0
({6 {n (ol n{n { o aH{ {0 (ol n
necrosis: focal 0 2 0 i} 0 [ 1 0 [} 2 1] 0 i 7 1 0
{0 {0 (o (a{n{on (o N{{n (3 (200 3 ( 0}
cyst formation 0 0 0 0 1] & 0 0 0 0 ¢ 0 i 0 o 1]
{0 ({0 {0 (o {(a{n{on {0 N{{0n (3¢ o0 { o (0
deposit of hemosidern ] 0 0 0 0 ¢ ¢ 0 0 0 0 i i 0 0 0
({00 (o(o(aln £ 0 Mo (000
degenerationicentral [ 0 0 0 ] 1] ¢ 4 ] ¢ 0 ¢ 7 7 1 0 =
(o (o{n{n (o {nln (o { s o0 (eny ¢z 0 3 (O
inflammatoy 1afiliration 1 0 b 0 0 0 1 ¢ i ¢ 0 [} 0 0 0 0
(o n{n{on (o-¢ o (o(® 4 (o 0 (WL {ni{on
graruiation 1 1] 4 ] & 0 0 I i 0 [ 0 3 ¢ i} 0
{(on(aulon (B0 n (1 0o (o0
clear cell focus 0 ¢ 0 & 0 0 g 0 0 0 0 0 0 i 0 ¢
(ool (O (0{n{n (o {on{nlu ({3l e
PENCTBES arteritis 0- 0 0 4 0 It 0 0 ] 0 I 0 4 o ¢ 0
{o{ {0 {o (o{a{n{on (o 0n{{n (i aln
[Urinary system]
kidney atypical tubular dilatationiproximal tubule I 0 0 0 ] 0 & 9 0 ¢ 0 ¢ 4 0 0 0
({00l L) I ) B ) I 1} {0 o) {0y (0 (1w onlon
Sienificant difference : *1 7P 50,05 P 5 0,01 Test of Chi Square €1>:S8Llicht {2»:lpderate {3 ilarked <A>:Sevars




STUDY KO. @ €105 HISTOLOGICAL FINDIKGS : NON-NEGPLASTIC LESIONS (SUNMARY)
ANIRAL : HOUSE BDF1 DEAD AND HCRIDUND AMINALS (0-105W}
REPORT TYPE : Al
SEX : FEHALE PACGE @ 4
Groun Name Controt 0 pen 50  ppm 250 pom
No. of Amimais 18 20 27 33
Ar <D B W {1 K2 (I < 1> > 3 W L6 DTN 4’5 T & » B Y. ]
Organ_....... Firdings, @ & & & & & & & H & & & & & ® @
{Urinary svystem|
kidney infarct ] i 0 G 1] L] 4] 0 o 0 g 0 {0 0 1} 4]
(i n{a (ol 0 (oo (n(n G B} 0} 8}
uacualic chanss ] 0 0 & 1 & & 0 4 0 0 0 [ 0 0 &
(o¢a{aln (s (n{alw (o (o{a{o (o Cn{an{s
hyaline dropiet 9 3 5 o 1 4 3 1 0 5 2 0 & 3 2 8
(o (™ (280 ( B {8 (200 (18 5) (o (1w {nNn{n (09 6) o
deposit of amvioid ] o} ] & ] & ] 0 0 0 0 0 i i] i &
({0 (088 0) (o ({0l n (i n 3) i
bmphoeytie infiltration 0 0 0 0 Q & 1] 0 G 0 0 [t} 4 0 0 ]
(o (ol {n (o{aa{n (oo (oo () (o { ol
suppurative sflammation 0 0 i {0 0 ¢ g 0 [ 0 0 0 i 0 0 &
oy (oo { O (Lo W 0) [ B O B} ( 3 0 [1}] 43
ossecus metaplasia 1 0 0 0 i 0 0 0 8 8 0 ] 1 0 0 g
(ol on {0 {n{n o) (a0l on (3 { o 0} )
inflammatory polyp 0 ¢ ¢ 0 0 2 0 0 ¢ ¢ 0 0 a i 0 0
(o (a0 (10 { W 0} (®isnin (0 { 3 0 @)
hydronsphrosis ] & & i 0 H i 1 ¢ ¢ 0 0 1 1 0 i
(0L n{s {8 {5 5} (o {alua{on ({3 0) 3)
fubuier necrosis 0 & & 0 0 0 0 0 0 0 i 0 0 i 0 g
(o (0n{n (o0 0} ({0 an { 0{ 3 n 0
di Latation:tubular lunen 0 0 ] i} 0 0 0 o 0 1 G 0 0 q 0 0
(oo {a{n (o (n{n (o ¢ @0 (o0 {2y (oo
glomerulosclerosis 4 1 ] 0 0 0 0 ¢ 0 1 1 4 H 0 ¢ 0
(O (e{n{n (o {on(aln (onda{ala O R I ) )
Sienificant difference : i P 5 0.05 = P = 0,01 Test of Ch Saquare {1»:5light {2>iloderats <3>»:Harked <4>:Ssvers
BAIS2

(#FT150}



STUBY NO. ¢ 0105 HISTOLOGICAL FINDIKGS ¢ NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105H)
REPORT TYPE : Al
SEX : FEHALE PAGE 5 15
Control 10 ppm 50  ppm
Ho. of Animals 27
D WD L2y 4B By 4B D <>
Organ_____ Findirgs W & W & @ & %)
{Urinary systen)
kidnay ruclear enlargementiproximal tubule ¢ £ 0 1] 0 0 0 0 *==
(6 ( & 0} { 0) 0y { 0} 0} 0)
ureter nflammatory pelyp & & 0 0 0 0 0 g
)] ¢) 0) 0} 0y (0} 0} [}
u-in bladd inflemmation ¢ ¢ 0 0 [} 0 0 4
] &) 0) 0) 0 ( 0 03 4
{Endocrins system]
pituitary argiectasis ¢ ¢ 0 0 i 0 g 0
(&) ( @ 0 ( 0 H( 00 6}
hyperplasia i £ ] 0 i 4 0 0
0} 0} 0} 0 a4 {0 0} 03
Rathke pouch ] 0 g 0 ¢ 0 0 0
0} 0} 1| a) o (0 3] 0)
spindle-ceil hyperplasia 0 0 i g ¢ 4 ¢ g
0} 0} ( 3) 0 8 (o &) )
fyperplasiaicortical cell 0 0 ¢ 0 ¢ & & 0
0) 0 { 0} 8} oy ( 0) 0} 0}
[Reproductive system)
angiectasis ] 0 0 i 0 1] 0 4
{0 0} 0 ( 0y { o 0 )
hemorThage & 0 0 0 i 0 0 ¢
o {0 0 (0 ( 400 4]
Sionificant difference : * 3 P 5 005 e : PS5 0,01 Test of Chi Sauvare €1»:8Light {2>:Hpderata {4>:Severe

BAISZ



STUDY KO, & 0105 NISTGLOGICAL FINDINGS : NOW-NEOPLASTIC LESIONS {SUHHARY)

ANEHAL : HOUSE BDF1 DEAD AND HORIBUND ANFMALS (0-105H)
REPORT TYPE : Al
SEX : FEHALE PAGE - 36
Groue Neme Controt 10 pem 50 ppem 250 pem
Ho. of inimals 18 20 27 33
By @ 3 <D Ay K2 3 WL 1> <2y & < (> K2y B W
Organ Findings, @ o & W & ® & m w & & & & &

[Reproductive systen]

ovary cyst i 0 0 0 i 0 ¢ i} 3 0 ] ¢ 0 v} ] L]
(8 0{ oo (5 (08 Cin o (e (o (ool
deposit of anvloid 4] 0 0 0 0 0 g 0 0 0 [ ¢ 0 i ] 0
(N0 {a{n {o{n(a{n (ol dacn (o {a{unlo
uterus cystic endometirial hvpsrplasia 7 i1 4 0 7 i 0 ¢ 10 0 0 0 i5 3 0 0
(s (&Y ({ ) { O {(amy{ sy {0y (0 {(amn{ {0 (n (as) { @ ( 0y ( O
Nervous systend
brain hemorrhage 2 ¢ ¢ 0 2 0 0 1 0 0 0 0 0 & 0 0
(S ) I G ) I 1} (1 { {0 (e (Lol {n {o{a{n{d
deposit of calcum 2 1 1] 0 2 0 [t} 0 18 ] 0 [ B ] 0 0
(I {n{on ({000 (an {9 (o (0 {(ay {00
hvalins body ] ¢ ¢ 0 3 0 0 0 14 il 0 0 17 ¢ 0 g
(s L ({0 (asy {0 (MW (s2y{ (0 (m (s { (0 m
spinal cord hemorrhags 0 I ¢ 0 & g 0 0 1 ¢ 0 0 ¢ 0 ] 0
(o (i {n (000 ({0 fon(u 000
epidermal oyst 0 i} 0 0 [l 0 0 [ i 0 0 0 1 ¢ 0 0
(o(n{n{n (n(anialn ol a{on (Lo o0
[Special serse orsans/appandags]
aye keratitis 2 9 0 0 1 H [H [ 2 0 0 0 3 0 0 0
(i {n{n {(®m{mnlin {n{af{n(n O VI ) R G I G 1)
flarder gl twperplasia ¢ 0 0 0 0 i ¢ ¢ a 0 Y 0 0 0 0 0
(H{{nln {88 (o (oo {0 ({0 {on
Significant difference : * iP5 0.05 = P 5 0.01 Test of Ch Souare <1>:Stight {2>:Hoderate {P:Harked {&>:8eusre
BAISZ

{HPT150}


http:n::p;;:;:;o.ot

STUBY NO. @ DIGS
ANTHAL : HOUSE BDFi
REPORT TYPE 5 A1

HISTOLOGICAL FINDINGS : HON-NEOPLASTIC LESIONS (SEHHARY)
DEAD AHD HORIBURD ANIKALS (0-105%)

SEX : TEHALE PACGE : 17
Greup Hame Control 10 ppm 50 pem 250  pem
¥o. of Animals 18 ac 27 33
Ay O & B {1 <& B W {1y <> <3 <D > €20 3y D
Crgan__... Findings m & & o & W B M @ ® & ® & & @ @
[Special sense oreans/appandags]
Harder gt atvpical hyperplasia 0 0 Q 0 0 & & g hi] H 0 0 & i I} 0
({0 {a (o (n{n ({of{a(n{n oy ( 00
[Musculoskaletal system)
muscle mineralization 0 0 0 0 0 ¢ ¢ 0 2 i 0 0 2 0 ¢ 0
(O DB VI ) B 1 (o (i 0{o0 {000 ) (o { &t (W
bora osteosclerosis 1 0 0 0 3 8 0 0 1 G 0 0 i 0 ¢ 0
(e { oy (0 (0 (el a{n ({00 {n b S 3 1 I 13
[Body cavitiss]
adirose granulation il 1 0 0 0 & & 0 1 ¢ ¢ 0 0 0 0 ¢
{n{{n{n o {n (a{n{n{n n{nN{niy
Significant difference : ¥ 3P 50,08 = P 5 4,01 Test of O Sauare {1>»:8Llight <{Z»:Hoderate {Z>:Harked 4»;:Sovere
BaiS2

{HPT150}



APPENDIX L 7

HISTOLOGICAL FINDINGS :NON-NEOQOPLASTIC LESIONS

(TWO—-YEAR STUDIES: SUMMARY)

MOUSE : MALE:SACRIFICED ANIMALS



STUDY HO.  : 0105 HISTOLOGICAL FIKDINGS : RON-REOPLASTIC LESIONS {SUMHARY)
AHTHAL ¢ HQUSE BDF1 SACRIFICED AIMALS {105%)
REPORT TYPE : AL
SEX : HALE PAGE : i
Group Kams Control 1t ppm 50  poa 250 ppm
¥o. of Animals 31 35 28 22
o {0 < L& W Iy @ & W Ay @ 3 @ {1y 4 (B D
Organ_____ Findings, @ @& W @& @ w® & M o W & & @ o & @
[Irtegumentary systen/appandags]
skin/app nflamation ¢ 0 ¢ 0 0 ¢ ¢ ¢ 0 i 0 0 0 0 0 0
(O ({0 (oo ({4 {n (o (o0l
[Respiratory system]
rasal cavit inflammation ¢ 4 4} 0 1 4 0 i 0 0 0 0 0 0 0 g
(o {lnln (a(n{oln (oL olo (o (m{on{oin
sasinaphi bic changatalfactory epithelium 15 0 0 0 8 1] 0 G ] 0 0 0 2 g 0 0 =%
(48 (. Y { O { O (28 L {0 {(zss (0 (00 ( O { 9 0 (o ( 0
eosinophibic changstrespiratory epithslium 11 4 0 0 14 6 1 i g 3 i 0 3 2 0 ]
(3 (8 (00 (a0 (M {3 (0 (ay{my({m {14} g (0{ 0
raspiraiory metaplasiasalfactiory epithelism 28 0 ¢ 0 16 i 0 ¢ 15 0 0 0 7 ¢ 0 g =
(8 C (LW (48) { 3 { O (B (s)y { O ( O { O (s { @ ( 00 ( O}
respiratory metaplasiasgland i3 18 3 0 13 19 1 ¢ 8 i2 I 0 il 2 0 g ==
(19 (Bl (1) { W (37 (84) { 3) ( 0 (23 {4 ( @ { 0 (500 ( 9 ( & { 0
rastobiayr eosinophilic changs 3 i ¢ 0 3 i ¢ 0 ¢ i 0 ¢ 1 1 0 ¢
(W {aialn (o306 o (H{aln{a { 5} 510 m{ W
iung inflemmation I 0 44 0 0 ¢ i 0 ¢ i 0 ¢ 0 ¢ 0 &
(B (o {n (o (a3 (o0 (n{o{n{n ({0 {8
prorchiotar-aluealar cell hvperplasia 0 1] 0 i i 1 0 0 Z 0 ¢ ¢ 1 ¢ 0 0
({0 {nn {00 (& {8 0y ( 03y ( 0}
[Hematopoistic svsteml
bore marTw mastcell hyvperplasia 0 0 ] 0 0 0 0 0 0 G 0 0 1 ] ¢ 0
(o {o{oln (w{o{n{on (o oo ( 53 n{aln
Significant difference : x: P 5 0.0 =75 0.03 Test of Chi Square ¢ixiSlight {2 :Hoderate <3 :Harked <4>:Severe
paisz

{HPT150}


http:�:P:i0.05

STYDY KO, @ 0105

UISTOLOGICAL FINDIKGS : HON-WEOFLASTIC LESICNS (SUHHARY)

ARTHAL : HOUSE BBF1 SACRIFICED ANINALS (L05#}
REPORT TYPE : Al
SEX i HALE PAGE : 2
Cronp Name Control 16 pem 50 pom 250 ppm
Ha. of Anmals 31 34 28 22
{1y 3 43 <& {iv (2> B WD 1> 2y B W 1> K2 L3
Organ_____ Findings ® & 60 @ @ & & ® m B & o @ & W @
{llematopoietic system]
boe parTow myelofibrosis & & 0 0 0 ¢ & 0 0 i 0 [i] 0 0 ¢ 0
(e (nn{n{n (o ({0 (o 4a(n(n ool n
Lymoh noda deposit of hemosiderin 8 ¢ 0 0 8 [ & { 7 ] 0 il 4 H 0 ]
(28) { ¥ ¢ 00 ( 0O} (g (i {0 (2 (0 oy { W (1 {s{anln
lymphadenitis £ ¢ 0 0 i 1 0 4 ] 1 0 4 i} 0 0 0
(e (a{n{n (R0 {0{ain{q co i gln
thymus depasit of hemosiderin ¢ ¢ 0 0 0 0 0 ¢ 1 0 Q & 0 0 0 ]
(o (a{n{n ({08 (a{n{n{an (o {onln
spleen depasit of hemasiderin i 8 0 0 0 3 0 g 1 1 0 ¢ 0 0 0 0
(s ca{n{n (o (xnln (a0l oy (o (o{o
extramedullary hematopoiesis 3 3 g 0 4 3 1 8 3 3 q ¢ g g 0 0 zx
(18 (@ {0 ¢ o (I (R HEH VSIS ) I G I Q) (4 Cany ( 00 ( O
fallicutar hyperplasia ¢ 2 0 0 4 i ¢ il 0 0 0 il 3 0 0 0
({0l n (meanenLon ({0 {n (i ¢ 00 ¢ 0 (0
[Circulatory system)
heart thrombus 0 0 0 G 9 I 0 0 0 o} 1] 0 0 i} ¢ 0
(¢ m{o(n {3 {0y (o (n (o ¢ 0 o (0
mineralization i 0 0 ¢ ¢ ] 0 0 0 0 0 0 o 0 [ i}
({0l (o Ln{on (o (ool o (o (ool n
myncarditis 0 0 0 H 0 0 Q 0 1 0 0 0 1] 0 ¢ i}
(o {oi0n{on (O {n{on S I I G I G (o000
arteritis 0 0 0 ¢ 0 0 0 0 H 0 0 0 o 0 ¢ 0
{(o{n{a(n (L {n{n (a(aon(on (0 (0l el 0
Significant difference : *: P 5 0,05 * : P S 0,01 Test of Chy Scuare {1»:Stight {2>:lloderate {3»:Harked {4>:Seuatre
BAlSZ

(IPT150)



STUDY HG. s 0108 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS {SUIRARY}
ANTHAL : HOYUSE BDF1 SACRIFICED AMINALS (105W)
REPCRT TYPE @ A3
SEX : HALE PAGE ¢ 3
Group Hame Control 10 pem 50  ppm 250  opm
Ha. of Animals 31 =S 28 22
{1y <3 3 A {1y <2 £ {1y <2y B <& <1 <20 I <D
Oraan Findings, @ & @ W G 8 W & W ® ® @ & & & &
[Bigestive system]
toath inflammation 2 0 0 0 i 2 8 0 ] 0 ] 0 3 0 0 0
(s (0 0} (e {n{on (o{a{n{n oy ¢ 0y {0y { 0}
dysplasia 20 3 0 0 18 & 1 4 12 0 ¢ 0= 4 L 0 0 *=
(85) {100 C 0) { O (s ( (A { B (an { 0 { (O (1) { 5 (0{0
tongus arteritis 4 1} 0 0 i [ G 0 0 1 i 0 [ 0 G 0
({0 in ({0 (o{alaln (o (o{alon
satjvary gl mineratization i 0 0 0 0 0 0 ] b 0 0 & 0 0 ¢ 0
(A {0{n{n (ool n ({0 ln (o (o{an(n
Lymphooytic infiltration b4 0 0 0 i 0 0 9 ¢ ¢ 0 ¢ 0 0 0 0
(st u{a{n (ol n (n{n o (o (o0
xanthosranuioma 1 0 0 0 0 0 0 ¢ 1 ¢ i 0 0 i o 0
(ol {anln (oo (o840 (oo
stomach hvperplasiatforesiomach 0 ¢ ¢ ¢ 0 0 0 ¢ 1 & ] 0 0 ¢ 0 0
(o ({6 ) (o {n{olao (oo (n (o (o {n
erusionglandular stomach 2 0 & 8 ] H 0 ¢ 0 [} 0 0 0 1 0 4
(B @(® ] [ I Y I ) I )| (o (o (0 07 (s (00
ulceriglandular stomach 0 i & i} 9 i 0 G 0 0 0 0 Q ¢ 0 ¢
(o (a0 (Lol (o (o {o(n ({0 {d
hyperplasiatglanduiar stemach 9 4 11 ¢ 12 7 2 0= 11 5 4 0 5 & 0 G xx
(29 (13) (3% $) (3dy {200 ( 61 ( 0} (39 (18 (1) (W {2 ¢zn ( o) { ®
small 1ntes deposit of amyloid 0 ¢ 0 ¢ & 0 i 0 0 0 0 0 0 1 0 4
(om{aloaln ({0l n (o {0n{nln (o {ar(0n{eae
Liver argrectasis 0 I { ¢ 2 0 0 0 2 q 2 = 4 g 5 G =x
(o (a{3anlx (e {0{olon (N (D0 (G {an (2 {0
Significant difference : *: P 50,05 *» : P 5 0,01 Test af € Seuare <1>:8light 2»:Hoderate <3>: Harked {4>:Savers
BALS2

(HPT150}



STUDY MO, @ $10B HISTOLOGICAL FINDINGS : HON-NEOPLASTIC LESIONS (SUMHARY)
ARTHAL ; HOUSE BDF1 SACRIFICED ANIHALS (105W)
REPGRT TYPE : Al
SEX : HALE PAGE : 4
Grous Hama Cantrol 10 omm 50 pom 258 ppm
flo. of Animals H 35 28 22
{1y D L8 Ay By (B W a4y 2 B W A €2y 3 W
Organ______ Findings @ & & W ® & & & & & o & W & ® @
[Disestive system]
Liver throsbus 0 0 9 0 ¢ 9 0 0 0 i 0 0 0 ] ¢ ]
(oo {a{on (ool aln (o {alnln {acan{aln
infarct 0 ] 0 0 ¢ 1 0 0 a 0 0 0 0 0 4 0
(w{o{n{on (n{xa{ala (GO ) B G () (ool n
nuclesr inclusion 2 4 0 0 1 0 0 0 bl 0 0 0 ] g 4 0
(e {o{n{n (3 { ML m 0) {o{o{nln (oo {aln
necrosisicentrat g g ] 0 4 0 Q 0 ] 1 0 0 4 i 2 1]
(n{n{an{on (o ({n a) (adadiacn {0 {nion
necrosisifocal 1 0 [i] 0 1 ] 0 0 ¢ a 0 0 4 i 0 0
(a{o{a{n (aa({n 0} (w{a{{n (w {500
cyst formation 0 0 0 g [H 4} 0 0 & 0 0 0 i 0 0 0
to{a{n{n (n(n{n 0) (n{n{un{n (s (no(n{oq
degenerationicentral 4 i 0 0 & ] 0 0 3 i 0 1 7 13 1 0 ==
(o3 {nin (O {n{n a) (1 a{n{o (a1 (8 ( (O
grarulation 3 0 1} 1] 3 0 0 1] 3 Q 0 0 i 0 0 0
(I {nln ({0 {n ) ({0 {n{on (s 0{ ol
hyperplasia i ] 0 il ¢ ] 0 1] Q4 3 Q 1] 0 2 i) i}
({0l (N {w{nln (im0 (o0 (o {onln
clear cell focus 2 0 0 0 1 0 0 0 2 1 0 0 2 3 0 0
(s ({n{n{n (A {H{n 0} (Nn{a{o{n (o n{a
acidophilic cell focus 0 i 0 0 i ¢ ] 0 4 0 0 0 4 o} 0 0
({0 (N{n{on 0} (n{n{n{n (o Cno
basophi Lic cell focus 1 i i} 0 z 1 ¢ Q 4 g 0 Q 2 1 1] ¢
T B ) B G IR )| (8 {39 0} (w{n{a{on (B9 0
Significant difference : =: P S5 0.00 #* 1 P 5 0,01 Test of Chi Sauare {1>:5Llight (i linderate ¢3>:Harked {A>:8evere
BAiSZ

(HPT150}



STUDY HO. : Q18 BISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS {SUNHARY)
ANTHAL : HOUSE BOF1 SACRIFICED ANINALS {105W)
REPORT TYPE : Al
SEX i MALE PaCE : &
Group Name Contirol 10 ppm 50  ppm 250 ppm
o, of Animals )| 35 28 22
K> < B WD > 3 {3 <4 1> 2 (B W d» €2y B> <L
Organ Findings. m w & & @ W @ ® & & M F ST ¢4 T 4 B ¢
[Digestive system]
pancreas granulation [H ¢ ¢ ¢ 0 0 & g ¢ 0 [ 0 0 1 0 bl
(ol (a{n ool nl (il o [N} RO )|
[Urinary system}
kidney atropty i & i ] 0 0 & & G 0 0 0 0 0 1 i
(o (n{n v lnln ( o 0 oy ( 0 0 0 (5 (8
infaret 2 ¢ ¢ 4 0 i 0 ¢ 1 i 0 0 0 8 0 4
[+ I O ) I G+ ) I A ) [ ) I ) I ) | (0 a{n{yn 0} 0o
cyst 2 i ] i 0 [} 0 G 0 0 Q 0 0 i 0 1]
(e {0(0loa o (0 0} 0 (o0 0) gy { oY { 0}
hyaline droplet il 0 0 0 0 2 ] 0 0 0 0 [} ] 0 1} 0
Co oy { o 0 {6 {n 0} [ )] 0y { ®m{{ 0 ) 0y 0 .( 0)
basophilic change 2 i 0 0 2 0 0 0 i 0 0 0 1) [ 1} 1]
(e (a0l n gl { {0 { O (@ 0n{n{n gt i 0{0
deposit of amvloid 0 o} 0 0 & 1 4 [t} 0 ] 0 Q 4] 0 0 0
(ool oalon {3l nln (o{n{n{n ag(o{nln
{ymphooytic infiltration [} [} 0 il 5 ¢ 0 0 5 0 0 ] 4 0 0 i}
(1 (0 n Mm{a{n{n (18} [N 1) A} FE: I G 1 TG (VI G 1)
suppurative inflammation 0 0 0 0 ¢ i 0 0 0 0 0 0 4 0 0 0
£ (oo o {0l ({0 {00l
nflammatory polye 0 0 0 0 & ¢ i 0 0 1 0 0 [ 0 Q 0
O ) B ) ) N0 (¢ an{o{o o (n(nln
hydronephrosis 0 0 0 0 i ¢ i 0 0 0 1 0 ¢ 0 0 ]
(o (o0 n ({30 (on{a{adn a) 00 o
Stmnificant difference ; *: P = 0.05 = : P 5 0.01 Test of Chi Square £1>:Slight <2>:Mndsrats <3>:Harked {4>iSsvers
BALSE

(EPTIS0)



STUDY HO. 3 0165 RISTOLOGICAL FINDINGS : KON-NEOPLASTIC LESIONS (SUMHARY)

ANEHAL 1 HOUSE BDF1 SACRIFICED ANINMALS (1054)
REPQRT TYPE : Al
SEX i HALE PAGE : &
Group Name Cortrol 10 ppm 30 pom 250 pom
No. af Animals 31 35 28 22
{1y <2 D <4 A> KD & W Ay L2 KB D r B G Wy
Organ______ Firdings W O W & & & @& & woo® ® @ @ w &

{Urinary system)

kidney nuclear eniargementieroximal tubule 0 & 9 0 I 0 0 0 15 ] 0 0= 15 5 0 g ==
(o {nn{n ({0 {on (o 2y ( o oy (O (i (3 {00

ureter inflammation 0 0 0 0 & 0 0 0 4 0 i 0 & 0 4 0
(ool {n{n{onl{n oy oy { 4 { 0} (oo a{n

urin bladd flammation 0 1 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
({3 {0(n LG ) R O B ) S 1) (O E I I G B G (o{nin(n

{Endacrine system]

pituitary fyperplasia G 0 0 0 i 0 ¢ 0 0 b & & 0 0 0 0
oy (o a0 (00 (o (o oy ¢ ooy oy »
Rathke pouch 8 0 1] ] 3 0 G ) 7 & G g 4 0 0 0
(280 ( 0y ( Oy (B (@ (oy( o { 0} (s {n{y (8 ( 0y ( 0} ( 0}
thyroid lymphocytic infilifration & 1 0 ¢ 0 4 4 0 ¢ ¢ ¢ g 0 0 0 0
({xn{ln oy {0 {0 (s 0y { oy 0o)( 0}
adrenal spindle-cell hyperplasia 14 ¢ & 0 18 ¢ 0 ¢ 11 ¢ 0 0 & & 0 &
(&Y {8 en{n (s ( O { B { & (a3 { {0 { 0 (en{ o 0{®
hyperplasiaicortical cslil 3 ¢ & 0 2 ¢ 0 ¢ 2 0 0 0 H & 0 &
(mnulon (i n{0n{n ({0l n ({(HLlN
hyperplasiamaduiia 0 & & 0 [ ¢ 0 ¢ 1 0 9Q 0 H ¢ 0 &
oo (a{n (o (an{n{n (a{n{fn{on (s3{®0{n
[Reproductive systen|
testis atrophy B i G 4 10 i G ] ] g 4] i 5 0 0 ]
(280 { C 0 (D (e (03 (& ( 0y (szy 0y (N (Y (e (o 0¥ ( 0
Significant difference : =: P 5 0.08 w i P 5 0.0l Test of Chi Square {1»:8light {2>:Hoderate {3>:Harked <4y:Severs
SAIS2

(HPT150)



STUDY NO. @ 0105 RISTOLOGICAL FINDINGS : HOM-HEOPLASTIC LESIONS (SUHMARY)

AHIRAL : KOUSE BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX 3 HALE PAGE = 7
Group Hame Control 10 ppm 50 pem 250 pom
Ho. of Animals 31 35 28 22
<> (2 3 WD 1> L2y 3 W <y A & 4 1> <2 3 B
Orogan__ Firdings @ o o o @ & & & ® & @w & & M & ®

[Reproductive system)

1estis mingralization 22 3 0 0 23 3 [} 0 14 3 0 & 12 2 0 ¢
(70 1 (0 L0 (B { (0 » (s (i (o 0 (s { {0 o
epididvmis inflammation 0 0 0 0 1 0 0 0 9 ] 0 0 ¢ g G 0
(O B ) B ) B (o0 toLolnlon {(omon{a(n
spermatogenic granuloma ¢ 0 0 ¢ 2 2 0 0 0 I 0 0 I 0 0 0
(an{n{n{an (6 (60 ({0 (a0 {oq (e { M{mn{ o
xanthqoranyloma 0 1 ¢ 0 ] 0 & ¢ [} ¢ ¢ 0 i ¢ 0 0
(a0l O A B B (o (a(n(on (n{a{nln
prostate infiammation 0 G 0 ] 0 ] 0 I 2 1 0 4] 1] 0 0 4
Co (o 0{ 0 T RO B I )| (ol (o{0(n{a
prenfcli al duct ectasia 0 0 0 0 ¢ i 0 0 0 0 0 0 0 0 ¢ 0
OO G PR B ) {(w{a{ain (on{oa{0lon (ol ain

[Heruvaus system)
brain deposit of calcium 18 0 0 0 25 & 0 0 15 hi] ¢ 0 10 0 0 0
(58Y ¢ oY { 0 { O (y ( &) { 0¥ { 0 (s{u{a{n (a3 C 0 (C 0 ( 0
hvaline body 22 0 Q 0 23] o a 0 27 0 ¢ 0= 14 0 0 4
(T {0{n{n (ry (B ({0 (m ({0 (683 ( O ( 0 ( O
spinal cord enidermal cyst 9 0 0 ¢ 0 & ] 0 i 0 ¢ 0 0 0 0 0
(0n{n{a{a (o ({0 (Lo (o {onln

{Special sense organs/appandage]

eve keratitis i 0 0 0 3 ¢ ] 0 8 ] ¢ 0 0 0 1 0
(R on{n (B (N{0LO (B {{n{on (oo (sy(0
Sionificant difference : £: P 5 0.05 ** 3 P 5 (0,01 Test of Ch1 Souare {1>:Slight (Z»:dpderate {3>»:Harked <4»:5evere

(HPT150} BAISZ



STUDY HO. : 0105 HISTOLOGICAL FINDIKGS : NON-NEOPLASTIC LESIONS {SUMMARY)
ARTHAL 1 HOUSE BBF] SACRIFICED ANIMALS (1058)
REPORT TYPE : Al
SEX : HALE PAGE = - 8
Group Name Cortrol 10 ppm 50 pem 250 ppm
Wo. of animals 31 35 28 22
> & 3 W 1y 8 B D {10 (2> & W dy 2y D
Organ Findings, @ W w & ® W B & @ @ & & & &
[Special sense oroans/appandags|
ltarder gl degeneration 0 ¢ & 0 ¢ 0 il q 0 0 0 0 i 0 ¢ 0
({ain{mn NN {n (ol n st {00
hyperplasia g ] ¢ 0 i H 0 0 0 0 0 0 1 0 0 0
(¢ aioan o NN oy ooy {0y 0} (80 (o (0 { O
[Husculoskelstal system)
bone usteosclerosis 0 0 0 & i 0 0 0 0 i £ ¢ | 0 0 0
o (anln {0 (o (a(a{n st {0 { o { 0
{Body cavities}
peritoneum ararulation 0 0 0 ¢ 0 ¢ 0 0 I ¢ ¢ ¢ 0 I i ¢
oy (oo n 0y ( o0 { m (a{n{anin [} I 3 B - I )|
xanthogranuiona 0 i 0 i 0 & 0 0 ¢ i ¢ 0 0 4 0 i
Concaconln 0} ( 0 C 0) ( O (n(nian{n (G I G B
adipose granulatian [ 4 4 0 i 4 G ] ] 1 ] i} H 2 0 4]
(il (1L 0 (n{a{nln S (0n{n
Significant differarcs : = P& 0,05 =3 P S 0.01 Test of Chn Scuare 1»:SLight <2>:Hoderate (3> :Harked <4>:8evere
BAISZ

{IPTI50)



APPENDIX L 8

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES:SUMMARY)

MOUSE:FEMALE:SACRIFICED ANIMALS



STUDY KO, & 0105
ANTHAL 1 HOUSE BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMHARY}
SACRIFICED ANIHALS {(105W¥)

SEX : FEHALE PAGE - 8
Group Hams Control 16 pem 90  ppm 280 pom
No. of Animais 32 27 22 17
o I D I <& 1> @ D <L (> <D 3 LD B @y B <L
Organ_____ Findings m o & @ m & @ 0 & @ @ @& @ o & W
[Resorratory system]
nasal cauit easinophi Lic change:obfactury epithslium 7 4 9 0 g 0 0 0 3 0 0 i i 0 0 4
(eay (b { (O (33 C 00 ( 0y (0} fan (o o {w { & 0 { o 0)
eosinophi Lic changsirespiratory epithelium 14 11 2 0 11 g i 0 12 7 1 £ 14 1 g 0
(44 (34) ( 6) ( 0} (4 (33 { 43 { O {55 (32 ( 5 { 0 ( 82) 6y { O 0}
respiratory mstaplasiaiolfactory epithelium 0 0 ¢ 0 5 0 0 0= 2 0 ¢ 0 3 0 ¢ 0
oy (o (n 0 (m{{n{n (o {n{s (0 (18 (I 0
respiratory metaplasiatgland i4 i 0 ¢ 14 I 0 0 15 0 ¢ 0 0 ¢ 0 0 *x
{as)y { 3 ( & (O (s { 43¢0t (88) ( (e (O, ({0 3)
arteritis 0 0 0 0 ! ¢ 0 ] 0 ¢ 0 0 q 0 ] ¢
(o{n{olon (0o (ool 0 (@ 0y { 0}
rasaeharyrx eusinophilic changs 2 0 0 0 i 0 ¢ & 0 i 0 & 0 0 0 0
(&) {n{on a0 s {m(s{0n{n (0 o {0} 0}
laryrx arteritis & ¢ 0 0 1 0 0 0 0 0 0 ¢ 0 0 i 0
(n(a{an{n (ay ¢ oy oy (0} tnfL ol n{on {m 0 { 0} 0}
lurgy lymphoeytic infiltration 1 ¢ 9 Q ] 0 0 0 1 ] ¢ 0 3 ¢ 0 0
(3 ({00 (o000 (s (ni{ianln {18} I )] )
aceumulation of foamy cells 0 0 & i 0 0 0 0 & L £ 0 0 & 0 4
(w(a{a(n (Lo (n{n (o5l (o (a0
bronchiolar-alueoiar esll hyperplasia 0 0 ¢ ¢ 1 ¢ 0 0 0 & 0 0 0 0 0 &
O B I A ) {a(n{n{on (o (oin{n (a0 {on
{lematopoietic system]
bona marrow myelafibrusis 2 ] 0 0 ¢ 0 ¢ & 0 0 0 ¢ 0 0 ] 0
(&Y {00l 0 (oo (aCn (o (n{o{o (o {on{n o)
Bienificant difference P 5 0.05 = : P 5 0.01 Test of Chi Saquare {1>:8light <2>:Hodetate <{3»:darked <47:8puare
BAISZ

{IPT150}



STupY N0, : 0105 HISTOLOGICAL FINDINGS : HON-HECPLASTIC LESIONS {SUHMARY)

ANTHAL : KOUSE BBF1 SACRIFICED ANIHALS (105W)
REPORT TYPE : Al
SEX : FEHALE PAGE : 10
Groxes Name Control 10 ppm 5¢  pem 25 ppm
Ho. of Animals 3z 27 22 17
> < 3 <® {12 & <@ & (1> 2> 3 A I D <D W
Organ Firdirgs @ & & & & & & & @ ® ® @& @ o W w

[ilematopmietic system]

Lymeh node Russei body o 1 0 0 0 i 1] 1} H 4] & 0 L] 0 g 0
(O {NLwLn (o (a{a{n {0 lHno (oo nlon
deptsit of hemosiderin 2 i 0 ] 0 4 0 0 1 0 ¢ 0 3 & 0 0
({3 n{on (o (a{n{n (sl ni0 {18 {8 000
granulation 0 0 0 0 ¥ 0 0 0 i 0 ] 0 0 ¢ 0 ¢
(o oy (o (o (ey{o¢o(n (s ({{n{n ({0
thymus congastion 0 ¢ ¢ & ¢ 2 0 0 0 0 0 0 0 0 0 4
(0 ({niax ({0 ({0l on (i
spleen Russel bady i i 0 & ] 0 0 ¢ 0 0 0 1 0 0 0 ]
(L0 ({0 {n oy (oo o (o(oinln
corgestion b H] 0 0 0 0 1 ] 1] 0 0 1 0 1} 0 0
(ol on{on (o (ala (O (o (a{an{n
deposit of hemosiderin 7 0 0 0 2 0 0 ¢ 3 0 0 i 3 ] 0 0
(22¢ {00 (oo ({0 (o0l
axtramadullary hematopoiesis 2 0 0 0 6 3 & 0= 5 ¢ i ] 5 2 I 0 #=x
(8 (0fn{n (azy (1 C & C W (230 ( &Y C 03 ( © (2gy (12 ( & ( O
fallicular hyperplasia 2 i 0 0 5 i & 0 4 i 0 8 i 2 & 0
({30l on (1w ca{nin (s inin (s {nlon

[Circulatory systeml

heart theombus 1 0 0 4 0 & & ] 1] 4] 6 ] ] 0 G . i}
(N (N0 {o{a(nln {0 ey oy ({0 (o i o 0
mineralization i 0 0 0 1 0 I 0 i ¢ 0 ¢ 0 0 & 0
LY IR ) I G 1) B (a0 (ncn {3 (8o (o 0(a (0
Simnificant difference +3 P 50,05 =3 P 5 0.01 Test of Chi Scuare {1>:8Light {2>:Hoderate {3 Harked {4>:Severe
BAISZ

(HPT150)



STUDY HO.  : Q%05 HISTOLOGICAL FINBINGS : HON-NEGPLASTIC LESIONS (SUMMARY}

ARTHAL : BOUSE BBFL SACRIFICED ANIMALS {105@}
REPORT TYPE : M
SEX 1 FEHALE PAGE ¢ 11
Group Name Control 10 ppm 50  pem 250 ppm
Ng, of Amimals 32 27 22 17
1> &> & W Iy & & WD Ay L2 3 < {1y 2> (3 (D
Orgen____ Findings @ @ & @ & & & O M M @ @ m & & @
[Circulatory systenl
heart arteritis g 0 ¢ 0 G I 0 0 0 0 1} G 1] 0 ¢ 0
({0 {ain ({aH{n{n O R B G R ({0
{Digestive systemn]
toath dysplasia § o 1] ¢ 5 H 0 0 3 ] 0 1} 2 It g 0
(1 ey m(n (oo ({0 {0{n (2y{n(n 9]
torgus arteritis 1 & 0 4 i} 0 G 0 0 ¢ ] 0 0 0 0 ¢
(acoelon{o (oo on (il n (to{n{0n &)
salivary gl lymehocytic infiltration 3 1 0 4 4 4 0 0 5 i & 0 2 0 Q &
({3 (N0 (1m0 o0 (zn (sr (@Y (O {12y ¢ o0 ¢ 0) ( O}
stomach mineralization 2 [} 0 4 1 0 0 0 2 0 0 & 0 0 0 0
(s (o (00 (o0l n O PR Q) B+ B A {o{oi{nln
inflamnation i 0 0 0 g 0 0 0 0 0 0 44 0 0 4 D
({00 {0 (o (o o( o cto (oo (o (n{a 0)
arteritis 0 0 0 0 {0 i 0 a 0 0 v} 4] ¢ 0 ] 0
(o0 (o0 (o (a0 {0 (ool onl s (moie(on
hwperplasiaiglanduiar stomach 13 B 2 0 5 7 i 0 3 g 1 & & 0 ¢ 0 *=*
(4 (1 ( 6 { O} (i ( &0 (O () (4 ( 5 ( 0 (o (oo 0)
small intes deposit of amylond 0 4 0 0 ¢ 0 0 0 0 0 0 0 I i 0 0
(o0 (@m (o {n (m{oin{w (oo {n (e (00
Liver argiectasis 4 2 0 0 3 2 i ] 4 3 0 0 3 ] 4 0 xx
(13 ( 8 ( o) ( O} (1 ¢ 7y ¢ 4 (0 (1 (M (0 (O (18 ( 18) { 24} 0]
thrombus 0 0 0 1] 0 0 0 0 g 0 0 i & i 0 0
(oo {0 {on ({0 {ow (oo { o ({0 {on{n
Significant difference : x 3 P S 0.00 = : P 5 0,01 Test af Chi Sgquars {ir:Slight {2>:loderate <3y :Harked {47:5avere
BAISE

(IPT150)



STUBY HO. s 010D

KISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL > HOUSE BOFL SACRIFICED ANIHMALS {105W)
REFORT TYPE : Al
SEX : FEHALE PAGE 5 12
Group Name Contraol, 1¢  oom 80 pem 250  ppm
¥o. of Animals a2 27 22 37
{1y 42y L3 b {1y (& & W 1> K8 & W > <& & W
Organ______ Findings, w wm m @ O AT ¢4 T ¢ 4 I ¢ 3] @ @ & @ @ W @
[Digestive system}
Liver wifarct 0 & 0 0 0 I 0 g 0 0 0 0 0 i 0 0
(oo anlon (g in 0) (o (oo (ey( B¢ 0 ( 0}
peliosis-Like lesion 1 & 0 0 4 [ & 0 0 0 0 0 ¢ 0 0 0
(300 o0 (o {0n{9 0} oy ooy (0 (il n
necrosis:focal {0 ] 0 ¢ ] 1 1 4] 1 0 0 1] 2 v} 1] 0
(B {w¢nly ({6 {4 o) ({0 ln (12 ¢ oy (o { 0
cyst formation i} Q 0 & 3 Q g Y i L] 8] 4] 1 0 0 0
(il {n (I {0 {n i} (s oy oo (8 (0 {n{n
degenerationicentral 0 0 0 1] 0 i 0 0 i i o 0 2 12 1 g =
({0 o o {0 (o (3 (s (00 (12) (71} ( 8) { &
inflamnatory infiltration g g 0 9 0 0 0 0 & i 0 0 b 0 0 0
(o (a0 ({0 0) (o 5y 0y (0) (o tCoy{ oy { ot
granulation 16 2 0 ¢ 11 0 0 0 11 0 0 0 13 1 0 0
(s;y( &y ( o (O (a0 { O 0} (s (03 (0¥ ( O (760 ( 83 ( 0y { ®
hvperplasia 0 ] 0 0 1 0 0 0 ¢ 0 0 0 qQ 0 0 0
(o ({0 (n (a0l (ool n (ocor(o{n
clear cell focus { 0 4 0 i 0 0 0 ¢ & & 0 1 2 0 &
(NNl n a0 (o0 o) (n{n{san{n {8y {12y ¢ o ( 0}
acidophilic cell focus 0 0 0 0 0 0 0 0 ¢ [ & 0 0 i 0 ¢
(ol n (ool n 0} (a0 {0 {&
basophilic cell focus 0 0 0 0 0 0 0 0 ¢ & ¢ 0 o] 1 0 &
{0 (oio(n (o (ol on (a0 {oiacnln
vacuoiated coell focus i 0 0 0 0 0 0 0 ¢ & e 0 I 0 0 ¢
(Rl n O Qi I () T A (e le(n {(y (o (o8
Stmificant differerce =1 P S 0.05 = P 5 0.01 Test af Chi Scuare <1>:5Light {2>:Hoderate {3>:larked <{4>:Severa
BALS2

(HPT150)



STUDY XO. : 0105 KISTOLOGIGAL FIRDINGS : HON-HEQPLASTIC LESICNS (SUIMARY)
ARIHAL : HOUSE BDF1 SACRIFICED ANIKALS (105%)
REPORT TYPE : Al
SEX i FEMALE PAGE @ 13
Group Hame Control 18 ppm 50 ppa 250 ppon
lo. of inimals 3z 27 22
K1 2> < D 1> D <3 D 1> £2» < B {1> 2> Gy
Organ, Findings O T ST ¢ 4 B ¢ 9] @ ®m ® ® B &6 & ®& @ W W @
Digastive system]
Liver mixed call focus 2 0 0 0 H 0 0 0 1 i} 0 ¢ 0 i} 0 ]
(8 ({0 {n (H(nnin { 5 @ {0 o) {0 ( 0 {0
pETeas arteritis 0 1] 0 o g 0 0 1 0 G G 0 ¢ ] 1] 0
{o{o{anin O VB I 1) 3 oy ¢ ®( 0o (o0 (00 0) 0}
{Urinary system|
kidney atypical tubbiar dilatationiproximal tubule 0 0 0 0 Q 0 g 0 0 0 0 0 z 0 i 0
(on{u{onlon {0 ({00 (m 0y (00 (122 ( O &) 0)
wnfarct 0 4 0 0 1 0 g 4 0 0 0 0 i Q I 0
) IR I I Q1) (o {n{s (o B0 ( 8y (O 0 0}
hyaline droplet Q i 0 0 1 1 0 ¢ 0 0 0 0 0 Q ] 0
(a0 (i {0{hn ({0 {wn (o 0f 63 ( 0
deposit of anyloid 0 ¢ 1 0 & ] 0 & 0 0 0 0 0 0 0 0
O I ) I A< Y I ) (m{n{nln {0 000 {o{w 0 0)
mineralization 0 ¢ 0 0 1 0 0 ¢ 0 0 0 i 0 0 0 0
({{oln (4G {n{n{H { 0 n{n{n (0 ¢ M ] 0
infiammatory infiitration 0 0 0 il ] 0 0 & 0 0 i 0 0 i & 0
Cw{o{ain (Lol ({0 (0ol n
Lymphoeytic infiltration 10 1 0 0 g 4 ] il 6 ] 0 0 3 0 8 g
(ap {3y { om0 (a1 ( (000 an (oo (18 ( o iy 0}
inflammatory polyve v} 0 i ] 0 0 0 g 0 0 0 0 ] 0 0 0
(o xnon {0 {n{n (o G 1)) (e (0 0} a)
hydronephroses 0 i 0 ¢ 0 0 0 0 0 0 0 0 ¢ 0 ¢ 0
(o (3 (n(n O ) G I G I 1 {0 0y ( 0y (0 (o (o @) 0
Sionificant ditference ! * 1P = 0.05 = : P 5 0.01 Test of Um Square <1>iSlight {Z»:loderats <3>:farked A>:iSsuere
BAISZ

(HrT150}



Py

STUDY RO.  : 0105 HISTOLOGICAL FINDINGS : RON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL : HOUSE BDF1 SACRIFICED ANIHALS (105W}
REPORT TYPE : A1
SEX : FEKALE PAGE @+ 14
Group Name Congral 16 pom 50 oom 250 ppm
No. of dmimals 32 27 22 17
Ay {2 3 WD 1y 2 D W 1y 2y L3 <& 1> L2 B (Q)
Graan______ Findings o % & @ m w W ® G & & @ @ & @ @
[Urinary systom]
kidnay di klatatiem: tubalar fumen 0 0 { 1] ¢ 1 0 ¢ 0 0 ¢ 0 0 0 0 0
(o ({(w{n{n (o{alnln ) I () ) I G ) (o{o{a(n
ruclear enlargement:proximal fubule I g 0 0 0 0 [ 0 H 0 0 4 4 13 I 0 *xx
(e (n{n 0} (e (o(a{n {0 {0 2 (24 (78) { O ( O}
urin bladd inflammation 1 i 0 ¢ 1 & 0 0 0 0 0 0 ¢ 0 g 0
(00 ({00 oy oy {0 ( 0 (ool
{Encocrine systamf
pituitary angiectasis 2 I 0 0 i i 0 ¢ 0 0 0 1 0 ] 0 0
(sr{m{o{n (0l n (o{a{nla (oo oo
hyperplasia 7 3 ] 0 6 2 0 ¢ 8 4 0 0 3 1 0 il
(zz L &y { O 0 {2y ( B (0¥ (O (e {18 { O 0} () {6y ( 0¥ ( 01
Rathke pauch & 0 ] 0 i 0 ¢ Q i 0 0 & 0 0 8 0
(oo o (o (e {n (L0l n (o (n{a(n
thyrond arteritis ¢ ] 0 0 1 0 ¢ bl i i 0 & 4] 0 & 0
[ ) T G D I O 1] 0} (a0l n (o0 )l (oo ({0
adrenal spindle—cell hyperplasia 17 15 0 0 17 10 ¢ 9 13 g 0 & 13 4 & 1]
(53) (41 ( O 0} (83 (3 C o3 (M 89y (41 { O ) (76) (24) ( & ( Q)
hyperplasiaicortical cell ¢ & 0 0 i 0 0 ¢ 1 0 0 ¢ 0 0 ¢ 9
(80 ({n 0) (a0 (n ({0 {0n 03 oo o{n
{Reproductive system]
vary sngiectsasis 1 ¢ ] 0 0 0 0 0 ¢ ¢ ¢ 0 0 0 0 [
(3 (n{n (Lo o fa{alnln {o{an{on{n
Significant difference : =P 5 0,05 Test of Ohi Sguars 1>:Slight {2»ilcderate <3»:Harked <4>:8evers
BAISZ

(liPT150)



STUDY KO. ¢ 0108 RISTOLOGICAL FINDINGS : NON-REOPLASTIC LESIOHS {SUMNARY)
ANTHAL 1 HOUSE BDF} SACRIFICED ANIHALS (105W)
REPORT TYPE : Al
SEX i FEHMLE PAGE @ 15
Group Name Cortral 10 pem 50 ppm 250  ppm
No. of dnimals 32 27 22 17
> & B WD Q> 2 & W (1> <2 < G 1y B >
Organ____ Findings wm wm & & & & @ @ m m ® W & @ & @&
[Reprodective system)
VaTY thronbus [\] 0 0 0 0 ] g g i} 1] ] 0 0 i 4] 0
(o0 (G N I B )| (i fn{on ({6 (0 0}
cyst ii ] ¢} ] 5 4 b 1] 4 ] Q o 4 [ 0 1]
(ay C o3y C 03 (O (1 (0 (Y (0 (18y { o { O 0) (zay £ 0 (L OV (O
uterus cystic endometrial hvperplasia 8 [ & 0 15 8 0 £ 18 7 i 0 10 4 0 0
(s6y {13y (0} ( M (s (3 o) ( © (#5y {3y { 8) ( @ (59 {200 C ) ( O}
[Hervous system)
brain depasit of calcium 17 0 ¢ 0 10 ¢ £ & 13 0 0 0 10 0 0 0
(s (L L W (sn{u{a{n (s { w0 {® o) (59 { 00 ( O 0}
hvalins body 2 o [ 0 23 ¢ ] ] 16 0 0 Y 16 0 0 i}
({0 {n{on (8 ( (&3 (B (T {n{n 0 (g1 { o) (M 0}
epidermal cyst 0 0 ¢ 0 1 ¢ o 0 & 0 0 0 0 Q 0 1]
(ot a{n (a0 {nlo (0w {n{n (o {n{n
[Spscial senss orgsns/anpandags|
aye arteritis G G ] 0 ] 1 G ] { 4} 1] 0 i} Q 0 0
(o (n{n{n (odia{oln (oa{o{a{an (o ln(n
keratitis 2 { 0 i 1 0 0 ¢ 1 0 0 0 0 1] 4 0
ey (¢ o0 (N{w{n{n (50000 (ool o 0}
tlarder gl hyperplasia L] & 0 0 1 0 0 0 0 0 0 0 0 0 ¢ 0
o0 {0 (o (a{n{n{n ({0 (¢80
{#usculoskelotal system|
mscle arteritis g 0 4 f 1 0 [4 0 0 0 0 0 1 0 ] 0
(oo {anln (i (oo {n (ool &lon
Significant differerce 3 1P 5 0.05 *E 3 Test of Chi Square {1>:Slight 2>:Hoderate {3>:Harked {4»:Severs




STUBY ND.  : 0108

HISTOLOGICAL FINDINGS : NON-REOPLASTIC LESIONS (SUMHARY)

AHTHAL : HOUSE BDF1 SACRIFICED ANTHALS {105W)
REPORT TYPE : A1
SEX i FEHALE PAGE ¢ 1B
Group Nams Controt 10 ppm 50 ppm 250 poa
No. af Anmimals 32 27 22 17
LA B €0 B €} 1> (2 & <D {1y 3 (3B L4 Ky <& (3 W
Oresn Findings @ ® & @ @ W & ® @ ® & & FANE VYR YR v Y
[Husculoskeletal systeml
bone osteosclerosis i 0 4 0 2 0 H 0 0 0 Q ¢ 5 0 0 ¢ =
({0 n (o n{on ({0 {q (m0ln{d
[Bly cauities]
adipose granulation ! 0 ¢ ¢ ¢ 0 0 0 8 o 0 0 0 ¢ 60
(ol (n ({0 {0 (G () I ) I G ) I G 1) il n
Significant difference i = : P = 0,01 Test of Chi Sguare €1>:Slight {2»:lpderate <P larked 4> Severe

(iIPT150}

BAISZ
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STUBY HO.  : 014

HUNBER OF ANIHALS WITH TUHORS AND NUHBER OF TUHORS - THME RELATED

ARIHAL T RAT 344
REPORT TYPE & Al
SEX + HALE PAGE = 1
Time-related [tems Group Name Condrol 50 pom 200  ppm 6800  ppm
. Heeks,
0 - B2 NO. OF EXAMINED ANIMALS Q ¢ & &
NO. OF ANIHALS WITH TUHORS il 0 0 o
HO. OF ANINALS WITH SINGLE TUNORS & G 0 0
HG. GF ANIMALS WITH MULTIPLE TUHORS 1 0 0 0
NO. OF BENIGN TUHORS 8 0 0 0
N0, OF HALIGNANT TUMORS ) 0 0 0
W0, OF TOTAL TUHMORS & ] 0 ]
53 - 978 HG. OF EXAMINED ANIBALS ¢ 2 3 i
NO. OF ANIMALS WITH TEHORS ¢ 2 3 H
NO. OF ANIHALS WITH SINGLE TUMORS ¢ i 0 i
NGO, OF ANIHALS WITH KBLTIPLE TiMORS & { 3 ]
N0, OF BENIGN TOGHORS [ i 5 0
NC. OF MALIGNANT TUHORS i 2 3 1
NO. OF TOTAL TUMORS ¢ 3 8 1
78 - 104 HG. OF EXAMINED ARIEALS 13 14 7 21
HG. OF ANIMALS WITH TUMORS 13 i4 17 21
NO. OF ANINALS WITH SINGLE TUMCRS 2 i 4 1
HO. OF ANIMALS WITH MULTIPLE TUMORS 11 13 13 20
NC. OF BEWIGN TUHORS 44 27 30 ag
HO. OF HALIGHART TUHORS 8 14 i2 23
NO. OF TOTAL TUHORS 3¢ 41 42 62
105 - 105 NO. OF EXAMINED ARINALS 37 34 30 28
NO. OF ANIMALS WITH TUMORS 37 a3 30 2
NO. OF ANIHALS WITH SIRGLE TUNORS g 8 8 6
NO, OF ANIMALS WITH RULTIPLE TUMORS 28 25 22 22
N0, OF BERIGH TUHORS 59 71 48 49
N0, OF HALIGRANT TUKORS 13 10 14 17
NC. OF TOTAL TUHORS 82 a1 57 66
BAlS2

(iPro70)



STUSY NO, @ 0104 NUMBER OF AMINALS WITH TUHORS AND NUMBER OF TUHORS - TIME RELATES
ANTHAL : RAT Fadq
REPCRT TYPE : Al
SEX ; MALE PAGE : 2
Time-related items Group Hame Controt 50 pem 200 pom 600 pem
_ Hesks
0 - 108 H0. OF EXAKINED ANIMALS 56 50 50 50
HO. OF ANIHALS WITH TUMORS 50 49 50 50
X0, OF ANIHALS WITH SINGLE TUNCRS 11 i0 i2 B
NQ. OF ANIHALS WITH HULTIPLE TUMORS 35 3s 38 12
K0. {QF BENIGN TUMORS 91 58 83 B8
KO. OF HALIGNANT TGHORS 21 26 34 41
¥0. OF TOTAL TUNORS 112 125 117 129
{HPTO70} BAIS2



APPENDIX N 2

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS—-TIME RELATED

RAT: FEMALE





