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TABLE 1 EXPERIMENTAL DESIGN AND MATERIALS AND METHODS IN THE DRINKING WATER STUDIES OF TATCD

Twn-wesk studies
iwo-week siudies

<Method of Administration)> .
Drinking water

<Number of Groups>
Male 6, Female 6

<Size of Groups>
10 males and 10 females
of each groups

<Animals>

Strain and Species
F344/Ducrj(Fischer) rat
Crj:BDF1 mouse
Animal Source
Charles River Japan, Inc.
During of Time Held Before Study
2 wk
Age When Placed on Study
6 wk

’ Age When Killed
8 wk

<Doses>
Rat--0, 6250, 12500, 25000,

S0000. or 100000nDnm:

Svvuuv, O 1vuvvuppPill,

Mouse--0, 6250, 12500, 25000,
50000, or 100000ppm

<Duration of Dosing>
7d/wk for 2wk

<Animal Maintenance>
Feed
CRF-1
(Oriental Yeast Co.,Ltd.)
Sterilized by vy -ray
Available ad libitum
Water
Sterilized by
ultraviolet rays
Automatic watering systenm
Available ad libitum
Animal per Cage
Single
(stainless steel wire)
Animal Room FEnvironment
Barrier system
Temperature:24+2C
Humidity 155+ 10%
Fluorescent light 12h/d
15-17 room air changes /h

<Type and Frequency of Observation>
Clinical sign
Observed 1Xd
Body weight
Yeighed 0-0, 1-4, 1-7,
2-4, and 2-7 (wk-d)
Food Consumption
Weighed 1-7, 2-7 (wk-d)
Water Consumption
Weighed 1-4, 2-7,

1

s 1 a_97 £t AN
4=4%, ana <-i1 \WK-dj

Drinking water
Male 6, Female 6

10 males and 10 females
of each groups

F344/Ducrj(Fischer)rat
Crj:BDFl mouse

Charles River Japan, Inc.
2 wk
6 wk

19 wk

Rat--0, 2500, 5000, 10000, 20000

Mouse--0, 5000, 10000, 20000, 40000,
or 80000ppm

7d/wk for 13wk

Same as two-week studies

Same as two-week studies

Single
(stainless steel wire)

Same as two-week studies

Observed 1 Xd

Weighed 1Xwk for 13wk

Weighed 1Xwk for 13wk

Yeighed 1 Xwk for 13wk




EXPERIMENTAL DESIGN AND MATERIALS AND METHODS IN THE DRINKING WATER STUDIES OF TATCD

(Continued)

Two-week Studies

Thirteen-week Studies

<Hematology>
None

<Biochemistry>
None

<{Necropsy>
Necropsy performed on all animals.

<0Organ weight>
None

<Histopathologic Examination>
Histopathologic examination performed
on at least two animals per sex per groups.

The following organs were examined:
nasal cavity, trachea, lung
bone marrow, lymph node,
thymus, spleen, heart, stomach,
small intestine, large intestine,
liver, pancreas, kidney, pituitary,
thyroid, adrenal, testis, ovary, brain.

Red blood cell (RBC),

Hemoglobin, Hematocrit,

Mean corpuscular volume (MCV),
Mean corpuscular hemoglobin -(MCH),

Mean corpuscular hemoglobin concentration (MCHC),

Platelet, White blood cell (WBC),
Differential WBC.

Total protein, Albumin,

4/G ratio, T-bilirubin, Glucose,
T-cholesterol, Triglyceride,
Phospholipid <rat only>,

Glutamic oxaloacetic transaminase (GOT),
Glutamic pyruvic transaminase (GPT),
Lactate dehydrogenase (LDH),

Alkaline phosphatase (ALP),

v -Glutamil transpeptidase (G-GTP) <rat only>,
Creatine phosphokinase (CPX),

Urea nitrogen, Creatinine <rat only),
Sodium, Potassium, Chloride,

Calcium, Inorganic phosphorus.

pH, Protein, Glucose, Ketone body
Bilirubin <rat only>, Occult blood
Urobilinogen.

Same as two-week studies.

Organ weight measurement performed on
scheduled sacrificed animals.
The following organs were weighed:
brain, lung, liver, spleen, heart, kidney,
adrenal, testis, ovary, thymus.

Histopathologic examination performed
on all animals,

The following organs were examined:
skin, nasal cavity, trachea,
lung, bone marrow, lympho node,
thymus, spleen, heart, tongue,
salivary gland, esophagus, stomach,
small intestine, large intestine, liver,
pancreas, kidney, urinary bladder,
pituitary, thyroid
epididymis, semi
ovary, uterus, mammary gland,
brain, spinal cord, peripheral nerve,
eye, Harderian gland, muscle, bone.




(STUDY No. 0187/8,0201
TABLE 2 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE RAT (TWO-WEEK STUDY)
Control 6250 ppm 12500 pom 25000 pom 50000 pom 100000 pxxn
) Av.Wt. No.of LUR N % of 'o.of Au Wt % of No.of Au.Wt. % of No.of LTRSS % of Yo.of Au. Wt % of No.of
Week-Day Suviv. cont.  Suviv. cont.  Suviv, cont.  Suuiv, cont.  Suuiuv. ent. Suviv.
on Study <10 <i0> <10> 10> <10> <10
0-0 123 (10) 10/10 123 (10) 100 10/10 123 (i0) 100 10/10 123 (10) 100 10/10 123 (10) 100 10/10 123 (10) 100 10/10
I-1 126 (10} 10/10 127 (10) 101 10/10 126 (10) 100 10/10 125 (10) it} 10/10 12t (10) %6 10/10 114 (10) 30 10/10
1-2 128 {10) 10/10 128 (10) 100 10/10 128 (10) 100 10/10 127 (10) 99 10/10 122 (10) 35 10/10 105 {10) 82 10/10
1-4 136 (10) 10/10 134 (10) 93 108/16 136 (10) 100 10/10 134 (10) 39 10/10 128 (10) 95 10/10 95 (10) 70 10/10
-7 147 (10) 10/10 144 (10) 98 10/10 147 {10) 100 10/10 144 (10) a8 10/10 139 (10) 95 10/10 77 (5) 52 5/10
2-3 159 (10) 10/10 158 (10) 99 16/10 158 {10) 99 10/10 156 {10} 98 10/10 148 (10) a3 10/10 - (=) - o/10
2-7 176 (10) 10/10 176 (10) 100 10/10 174 (10) 99 10/10 170 (10) 97 10/10 155 (10) 38 10/10 - (9 - 0/10
< >:No.of effective animals,( ):lNo.of measured animals vt g
TABLE 38 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT (TWO-WEEK STUDY)
Control 6250 ppm 12500 ppm 25000 pom 50000 ppm 100000 ppm
Au.Wt,  No.of Av. W, ¥ of  MNo.of Av.Wt. % of  No.of FURGN ¥ aof  Xo.of FURN S $ of  MNo.of M.t % of  Mo.of
Woek-Day Surviv, cont,  Surviu. cont.  Surviv, cont.  Suviv. cont.  Suruiv. cont.  Surviu.
o Study <10> <10> <10 <10> <10 <10>
0-0 101 {(10) 10/10 101 (10) 100 10/10 101 {10) 100 10/10 101 (10) 100 10/10 101 (10) 100 10/10 101 {10) 100 10/10
1-1 103 (10} 10/10 102 (10) 99 10/10 102 (10) 93 10/10 100 (10) g7 10/10 98 (10) 35 10/10 91 (10) 88 10/10
1-2 103 (10) 10/10 102 (10) 93 10/10 102 (10) jais} 10/10 102 (10) 93 10/10 99 (10) 96 10/10 85 (10) 83 10/10
1-4 108 (10) 10/10 106 (10) a8 10/10 105 (10) g7 10/10 106 (10) 98 10/10 101 (10) 94 10/10 78 (10) 72 10/10
-7 115 {10) 10/10 114 (19) 89 10/10 113 (10) g8 10/10 113 (10) 98 10/10 109 (10) 95 10/10 68 ( 9) 53 8/10
2-3 121 (10) 10/10 120 (10) 99 10/10 119 (10) 98 10/10 119 (10) 98 10/10 115 (10 95 10/10 63 (1) 52 1/10
2-7 130 (10) 10/10 131 (10) 101 10/10 128 (10) 98 10/10 128 (10) 98 10/10 122 (10) 94 10/10 -{" - 0/10

< >:No.of effective animals,( ):No.of measured animals

AvWt.r g



{(STUDY No
Woivdl NO
TABLE WATER CONSUMPTION IN MALE RAT (TWO-WEEK STUDY)

Control 6250 ppm 12500 pom 25000 pom 50000 pem 100000 oom
AuRC, No.of du.KC. ¥ of No.of Au.KC. % of ¥o.of Au.KC, % of No.of Au.KC, ¥ of ¥a.of Au.¥C. % of Ko.of
Reek-Day Surviu, cnt.  Suviv. cont.  Surviv, cont.  Suviv. 7 cont.  Suviv. cont. Suuiu,

on Study <10> <16 <10> <10> <10> <10
1-3 18.4 (10) 10/10 19.1 {10) 104 10/10 20.5 {10) i 10/10 21.6 (10) 117 10/10 20.5 {10) 111 10/10 14.2 (10) 7 10/10
-7 18.7 {10) 108/10 17.8 {10) 85 10/10 21.0 (10} 112 10/10 21.4 (10) 114 10/10 20.6 (10) 110 10/10 8.0 (10) 43 5/10
2-3 19.2 {10) 10/10 20.3 (10) 106 10/10 20.5 (10) 107 10/10 21.2 (10) 110 10/10 22.6 (10) 118 10/10 - (=) - 0/10
2-7 19.6 (10) 10/10 20.3 (10) 104 10/10 20.5 (10) 105 10/10 21,0 (10) 107 10/10 24,17 (10} 123 10/10 -{-) - 0/10

¢ O:lo.of effective animals,( ):No.of moasured snimals Ay RC.: g
TABLE 5 WATER CONSUMPTION IN FEMALE RAT (TWO-WEEK STUDY)

Control 6250 pom 12500 ppm 25000 pom 50000 ppm 100000 ppm
Au.WC., No.of Au. WG, % of No.of Au.KC. % of No.of Au.®C. % of No.of Au.WC. % of No.of Au.KC. % of ¥o.of
Week-Day Surviv. cont.  Surviv, cont.  Suruiu. cont.  Surviv, cont.  Suviv. cont.  Surviu.

on Study <1 <10 <10> <10 <o 10>
1-3 15.6 (10) 10/10 16.6 (10) 106 10/10 18.0 (10) 115 10/10 17.8 (10) 115 10/10 17.9 (10) 115 10/10 8.6 (10) 55 10/10
1-7 16.3 (10) 10/10 17.7 (10) 108 10/10 17.2 (10) 106 10/10 18.8 (10} 115 10/10 18.9 (10) 122 10/10 10.5 ( 9) 64 g/10
2-3 16.3 (10) 10/10 18.1 (10) 11t 10/10 18.2 (10) 112 10/10 17.7 (10) 108 10/10 18.5 (10} 113 10/10 18.5 (5 83 /10
2-7 16.4 (10) 10/1¢ 18.3 (10) 112 10/10 18.4 (10) 112 10/10 18.0 (10) 110 10/10 18.7 ( 9) 120 10/10 1.3 (1N 69 0/10

< >iNo.of effective animals,( ):No.of measured animals

Ao WC.i g



vl NO.
TABLE 6 FOOD CONSUMPTION IN MALE RAT (TWO-WEEK STUDY)
Controt 6250 pem 12500 pom 25000 pom 50000 rem 100000 pem
W.FC.  No.of A FC. Yof Yo.of Ao TC. % of  YNo.of hu.FC. % of Xo.of |, MG ¥ of  lo.of Au.FC. %t of  No.of
Week-Day Suviv, cont.  Suviv. cont. | Surviv. cont.  Surviv. cnt.  Suviv. cont.  Surwiu,
on Study <10> <1 <1 <1e> <1 <10>
1-7 14.3 (10) 10710 13.8 (10) 97 10/10 14.3 (10) 100 10/10 13.7 (10) s 53 10/10 12.1 (10) 85 10/10 3.8 (10} 27 5/10
2-7 14.9 (10) 10/10 15.3 {10} 103 10/10 5.0 (10) 101 10/10 14.5 (10} g7 10/10 12.4 (10) 83 10/10 - (- - 0/10
< >:Np.of effective animals,( ):No.of measured animals A FC.l g
TABLE T FOOD CONSUMPTION IN FEMALE RAT (TWO-WEEK STUDY)
Control 6250 ppm 7 12500 pom 25000 ppm 50000 ppm 100000 pom
A FG. No.of Av.FC. % of  No.of Av.FC. % of  No.of Au.FC. % of  No.of Au.FC. % of  No.of A, FC. % of  No.of
Week~Day Suviv, cont.  Surviu. cont.  Suruiu. cont.  Surviu. cont.  Surviv. cont.  Suviv.
on Study <10> <10 <10> 10> 4o <10>
-7 11.6 (10) 10/10 11.4 {i0) 98 10/10 11.1 (10) 96 10/10 11.2 (10) 97 10/10 10.2 (10) 88 10/10 3.8 (10} 33 9/10
2-7 12.0 {10) 10/10 11.9 (10) g9 10/10 11.8 {10) jeis} 10/10 11.6 (10} 97 10/10 10.7 {10} 89 10/10 3.0 (1) 25 0/10

< >:No.of effective animals,( ):No.of measured animals MW.FCi g



(STUDY No. 0187/8,0201/2)

TABLE 8 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE RAT (THIRTEEN-WEEK STUDY)

Control 2500 pom 5000 pem 10000 pom 20000 pom 40000 rom
dv¥t,  No.of Av.Kt. % of Yo.of Au Rt $aof  No.of du. Rt $of  VYo.of Aute. % of  No.of Au Kt % of  No.of
Week Suviv. cont.  Surviv. cont.  Surviu. cont.  Suviu. cot. Suviu. cont. Sy,
on Study <10> <1 <10> <1 <10> <10>
0 134 (10) 10/10 134 (10) 100 10/10 134 {10} 100 10/10 134 (10} 100 10/10 134 (10) 100 /1o 134 (10) 100 10/10
1 167 (10) 10/10 166 (10} 99 10/10 164 (10) 98 10/10 163 (10) a3 10/10 162 {10) a7 10/10 155 (10) 93 10/10
2 199 (10} 10/10 196 (10) 98 16/10 192 (10} o6 10/10 191 (10} %6 10/10 190 (10} 95 10/10 180 (10) 80 10/10
3 225 (10) 10/10 220 {10) 88 10/10 216 (10) %6 10/10 212 (10) 91 10/10 212 (10} 84 10/10 189 (10) 38 10/10
4 243 (10) 10/10 236 (10) 97 10/10 233 (10) 6 10/10 227 (10) 93 10/10 227 {10} 93 10/10 212 (10} 87 10/10
S 261 {10) 10/10 251 {10} €% 10/10 247 (10) H 10/10 241 (1) 82 10/10 243 (10} a3 106/10 226 (10) 87 10/10
& 273 (10} 10/10 261 (10} % 10/10 259 (10) %6 10/10 251 (10) 92 10/10 253 (10) a3 10/10 237 (10} 87 10/10
7 286 (10) 10/10 272 (10) 93 10/10 278 {10) 94 10/10 263 {10} 92 10/10 265 (10) 93 10/10 249 (10} 87 16/10
8 300 (10) 10/10 285 (10} 95 10/10 283 (10} 94 10/10 276 (10} 92 10/10 276 (10) 92 10/10 260 (10) 87 10/10
9 awe (100 10/10 292 (10) 94 10/10 290 (10} 94 10/10 284 (10) 92 10/10 285 (10) 22 10/10 267 (10) 86 10/10
10 316 (10) 10/10 300 (10) 95 10/10 298 (10) a4 10/10 291 {10) 92 16/10 293 (10} 93 10/10 275 {10} 87 10/10
11 325 (10) 10/10 308 (10) 95 10/10 308 (10) 9 10/10 301 (10) a3 10/10 302 (10) 93 10/10 284 (10} 87 10/10
12 s (10) 10/10 317 (10) 95 10/10 315 (10) 24 10/10 30 (10) a3 10/10 an Qo) 93 10/10 293 {10) 87 10/10
i3 343 (10) 19/10 324 (10} a4 10/10 323 (10) a4 10/10 318 (10} 93 10/10 36 (10} 92 16/10 299 (10) 87 10/10
< >:¥p.of effective animals,{ ):No.of measured animals ARt g

TABLE O SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT (THIRTEEN-WLEK STUDY)

Control 2500 pom 5000 ppm 10000 pom 20000 pom 40000 pom
Au. Nt No,of Kt % of  No.of UG ¥ of MNo.of hu Bt % of  No.of ALK, ¥ of  No.of Au it % of  No.of
Weok Surviv. cont.  Suviv. cont.  Suuiu. cont.  Suviv. cont.  Surviu. cont.  Suviu.
on Study <10 <10> <10> <10> <10> <10
0 101 (10} 10/10 102 (10) 101 10/10 101 (10) 100 10/10 101 (10) 100 10/10 102 (10) 101 10/10 102 (10) 101 10/10
1 118 (10) 10/10 118 (10) 100 10/10 117 (10) 39 10/10 116 (10} 98 10/10 116 (10) 98 10/1¢ t1y {10) 94 10/10
2 133 (10) 10/10 133 (10) 100 10/10 132 (10) 99 10/10 131 (10) 98 10/10 131 (10) 98 10/10 124 (10) 93 10/10
3 145 (10) 10/10 144 {10} 99 10/10 143 (10) 99 10/10 140 (10) 87 10/10 141 (10) g7 10/10 134 (10) 92 10/10
4 154 (10) 10/10 152 {10) 98 10/10 151 (10} 98 10/10 148 (10) 96 10/10 147 (10) 95 - 10/10 141 (19) 92 10/10
5 161 (10) 10/10 160 (10) hals] 10/10 159 (10) 89 1g/10 154 (10) 96 10/10 154 (10) 96 10/1¢ 147 (10) 81 10/10
6 166 (10) 10/10 164 (10) 99 10/10 163 (10) 38 10/10 157 (10) 9% 10/10 157 (10) 95 10/10 151 (10) g1 10/10
7 173 (10) 10/10 171 (10) 99 10/10 167 (10) 97 10/10 162 {10) 941 10/10 163 (10) 84 10/10 157 (10) 81 10/10
8 176 (10) 10/10 175 (10) a9 10/10 173 (10) 98 10/10 165 (10) 94 10/10 167 (10) 95 10/10 160 (10) 81 10/10
9 181 (10) 10/10 175 (10) g7 10/10 177 {10) 98 10/10 170 (10) 94 10/10 171 19) 94 10/10 164 (10) 31 10/10
10 186 (10} 10/10 181 (10) 97 10/10 181 {10) g7 10/10 172 (10} 92 10/10 174 (10) a4 10/10 166 (10) 89 10/10
11 190 {10) 10/10 186 {(10) 98 10/10 185 {10) 97 10/10 176 (10) 93 10/10 174 (10) 92 10/10 169 (10) 88 10/10
12 192 {10} 10/10 189 (10) 98 10/10 189 (10) a8 10/10 180 (10) 94 10/10 181 (10) 91 10/10 173 (10) 90 10/19
13 196 (10) 10/10 191 (10) g7 10/10 191 (10) 97 10/10 181 (10) 92 10/10 183 (10) 93 10/10 174 (10) 89 10/10

< >:No.of effective animals,{ ):No.of measured animals At g



(STUDY No. 0187/8,0201/2)

TABLE 10 WATER CONSUMPTION IN MALE RAT (THIRTEEN-WEEK STUDY)

Control 5000ppm 10000pcm 20000pom 40000pom 80000pom
LR\ No.of Au WG, $of lo.of du.KC, % of  Mooof hu.RC. ¥ of Yo.of hu.KC, ¥ of Ho.of fu.NC. % of Yo.of
Week-Day Suviv, cont. Surviv, cont.  Suviv. cont.  Surviu. cont. Suruiv, cont.  Surviu.
o Study 10> <10> <10> 10> <10> <10
1-7 5.1 (10} 10/10 5.2 (10) 102 10/10 5.2 (10) 102 16/10 5.5 (10) 108 10/10 6.4 (10) 125 10/16 7.9 (10) 155 16/10
2-7 4.9 {10} 10/10 4.7 (10) 9% 10/10 5.0 (10) 102 10/10 5.2 (10) 106 10/10 5.7 (10) 116 10/10 6.7 {10) 137 10/10
3-7 4.6 {10) 10/10 4.7 (10) 102 10/10 4.8 (10) 104 10/10 5.2 (10) 113 10/10 5.6 (10) 122 10/10 7.5 (10) 163 10/10
4-7 4.4 (10) 10/10 4.7 (10) 107 10/10 4.7 {10) 107 10/10 5.0 (10) 114 10/10 5.3 (10) 120 10/10 7.5 (10) 170 10/10
5-7 4.6 (10} 10/10 4.8 (10) 104 10/10 4.5 (10) 98 10/10 4.9 (10) 107 10/10 5.1 (10) 111 10/10 7.5 (10) 163 10/10
6-7 4.3 (10) 10/10 4.6 (10) 107 10/10 4.7 (10) 109 10/10 4.7 (10) 103 10/10 5.3 (10) 123 10/10 7.4 (10) 172 10/10
-7 4.3 (10) 10/10 4.7 {10) 109 10/10 4.6 (10) 107 10/10 4.8 (10) 112 10/10 5.2 (10) 121 10/10 7.1 {10} 165 10/10
8-7 4.3 (10) 10/10 4.4 (10) 102 10/10 4.6 (10) 107 10/10 5.1 (10) 118 10/10 5.1 (10) 119 10/10 6.3(9) 147 g/10
87 4.0 (10) 10/10 4.1 (19) 103 10/10 4,2 (10) 105 16/10 1.6 (10) 115 10/10 4.9 (10) 123 10/10 6.0 (9 150 9/10
10-7 3.9 (10) 10/10 4.2 (10) 108 10/10 4.3 {10) 110 10/10 1.4 (10) 113 10/10 4.8 {10) 126 10/10 6.2 (9) 159 9/10
11-7 3.7 {10) 10/10 4.0 (10) 108 10/10 4.1 (10) i 16/10 4.3 (10) 116 10/10 4.6 (10) 124 10/10 6.0 ( 9) 162 9/10
12-7 3.6 {10) 10/10 3.9 (10) 108 10/10 4.0 (10) 1931 10/10 1.3 (10) 119 10/10 1.6 (10) 128 10/10 5.8 (9 16} 9/10
13-7 3.6 (10) 10/10 3.8 (10) 106 10/10 3.9 (10) 108 10/10 1.2 {10) 117 10/10 4.5 (10) 125 10/10 5.6 { 9) 156 9/10
< >:¥o.of effective animals,{ ):No.of meamred animals A KC.i g
TABLE 11 WATER CONSUMPTION IN FEMALE RAT (THIRTEEN-WEEK STUDY)
Control 5000ppm 10000ppm 20000ppm 40000ppin 80000ppm
AuWC.  No.of LR o8 % of  No.of A, KC. ¥ of  No.of JURLN % of  MNo.of hu.HC. % of  No.of Au.KC. % of  No.of
Week-Day Suviv, cont.  Suviu. cont.  Surviu. cont.  Surviu. cont.  Suviv. cont,  Suviu.
on Study <10> 10> <10 <10> <10> <10>

1-7 4.9 (10) 10/10 5.0 (10) 102 10/10 5.0 (10) 102 10/10 5.4 {10} 110 10/10 5.7 (10) 116 10/10 7.2 (10) 147 10/10
2-7 4.7 (10) 10/10 5.2 (10) 111 10/10 5.2 (10) 111 10/16 5.3 (10} 113 10/10 5.6 (10) 118 10/10 7.3 (9 155 10/10
3-7 4.6 (10} 1o/10 5.0 (10) 109 10/10 4.8 (10) 104 10/10 6.0 (10) 130 10/10 6.0 (10) 136 10/10 9.2 (10) 200 10/16
4-7 5.0 (10) 10/10 5.2 (10) 104 10/10 1.9 (10) 98 10/10 5.7 {10) 114 10/10 6.0 (10) 120 10/10 9.6 (10) 192 10/10
5-7 5.5 (10) 10/10 5.5 (10) 100 10/10 4.5 (10) 82 10/10 5.9 (10) 107 10/10 6.6 ( 9) 120 10/10 9.9 (10) 180 10/10
6-7 5.2 (10) 10/10 5.5 (10) 106 10/10 4.8 (10} 92 10/10 5.6 (10) 108 10/10 5.9 (10) 113 10/10 9.7 (10) 187 10/10
-7 5.5 (10) 10/10 5.5 (10) 100 10/10 5.0 (10) st 10/10 6.3 (10) 115 10/10 6.2 (10) 113 10/10 9.7 (10) 176 10/10
8-7 5.8 (10) 10/10 5.5 (10) 95 10/10 1.9 (10) 81 10/10 5.9 (10 102 10/10 6.0 (10) 103 10/10 9.5 (10) 164 10/10
9-7 6.8 (10) 10/10 5.3 (10) 8 10/10 4.8 (10) 71 10/10 6.5 {10} 96 10/10 5.6 (10) 82 10/10 10.1 (10) 148 10/10
10-7 6.1 (10) 10/10 4.8 (10) 79 10/10 4.7 (10} 17 10/10 5.9 (10) 97 10/10 5.7 (10} 93 10/10 10.3 (10) 168 10/10
11-7 6.7 (10) 10/10 4.8 (10} 72 10/10 4.8 (10) 72 16/10 5.9 (10) 88 10/10 5.7 (10) 85 10/10 10.7 (10} 160 10/10
12-7 6.6 (10) 10/10 4.7 (10) 71 10/10 4.7 {10) i3 10/10 5.7 {10) 86 10/10 5.5 {10) 83 10/10 8.6 (10) 130 9/16
13-7 5.9 (10} 10/10 4.8 (10) 81 16/10 5.1 (10) 86 10/10 5.9 (10) 100 10/10 5.5 (10) a3 10/10 7.3 (9 124 9/10

¢ >:No.of effective animals,( ):No.of meastred snimals MKC.t g



(STUDY No. 0187
TABLE 12 FOOD CONSUMPTION IN MALE RAT (THIRTEEN-WEEK STUDY)

Control 2500 pom 5000 pom 10000 pom 20000 rom 40000 pom
Av,FC. Yo.of Au.FC. % of No.of A FC. % of Mo.of Av.¥C. % of  YNo.of Av,FC. % of Yo.of Au.FC, % of No.of
Reek Surviv. cont.  Suuiu, cont.  Suviv. cont.  Suviu. - cont.  Suuiv, cont. Suutul

en Study <10> (1] o <10> <10> <10>
1 15.0 (10) 10/10 14.9 (10) 99 10/10 14.9 (10) 99 10/10 14.5 (10) 97 10/10 1.5 (10) 97 10/10 12.7 (10) 8 10/10
2 16.3 {10) 10/10 16.1 (10} 39 10/10 15.6 (10) 26 10/10 16.0 (10) 28 10/10 15.7 (10) 86 10/10 14.7 (10) 90 10/10
3 17.1 {10) 10/10 16.7 (10) 98 10/10 16,0 (10} 94 10/10 16.0 (10) 94 10/10 16.2 (10) RE] 16/10 15,0 {10} 88 10/10
4 17.3 (10} 10/10 16.6 (10} %6 10/10 16.6 (10) 96 10/10 16.4 {10) 95 10/10 16.4 (10) 85 10/10 14.9 (10) 86 10/10
5 17.1 (10) 10/10 16.0 {10) 94 10/10 16.0 (10) a4 16/10 15.4 {10) 30 10/10 16.0 (10 94 10/10 14.3 (10} 84 10/10
G 16.6 (10) 10/10 15.3 (10} 92 10/10 15.5 (10) 93 10/10 14.8 (10) 83 10/10 15.2 (10} 82 10/10 14.0 (10) 84 10/10
7 16.5 (10) 10/10 15.5 (10} 94 10/10 15.3 (10} 93 10/10 15.1 (10} az 10/10 15.7 (10) 35 10/10 14.4 (10) 87 10/10
8 16.4 (10) 10/10 15.3 (10} 93 10/10 15.4 (10) 94 10/10 14.8 (10) 30 18/10 15.4 (10) 91 10/10 14.1 (10) 86 10/10
9 16.5 (10) 10/10 15.1 {10} 92 10/10 15.0 (10) 91 10/10 14.7 (10) 89 10/10 15.3 (10) 93 10/10 14.5 (10} 88 10/10
10 16.3 (10) 10/10 15.2 (10) 93 10/10 15.2 (10) 93 10/10 14.7 (10) g0 10/10 15.4 (10) 94 10/10 14.0 (10} 86 16/10
11 16.6 (10} 10/10 15.5 (10} 93 10/10 15.4 (10) 93 10/10 15.1 (10) g1 10/10 15.8 (10} 85 10/10 4.6 (10} 88 10/10
12 16.3 (10) 10/10 14.7 (10) 90 10/10 14.7 (i0) 30 10/10 14.6 {10) 30 10/10 15.2 (10} 93 10/10 14.4 (10) 38 10/10
13 16.4 {10) 10/10 15.4 (10) 94 18/10 15.1 (10) 92 10/16 15.2 (10) a3 10/10 15.5 (10} 95 10/10 14.9 (10) a1 10/10

< >:No.of effective animals,( ):No.of measured animals WG g
TABLE 13 FOOD CONSUMPTION IN FEMALE RAT (THIRTEEN-WEEK STUDY)

Controt 2500 ppm 5000 pom 10000 pom 20000 pom 10000 pom
Au.FC, No.of Av.FC. % of  No.of A, FC, % of  No.of h.FC. % of  No.of Au.FC. % of  No.of A FC. % of  No.of
Week Surviu. cont.  Surviu. cont.  Surviv. cont.  Surviu. cont.  Suviv. cont.  Suviv.

on Study <1 <10> <10 <10> 10> <10>
1 12,0 (10) 10/10 11.4 (10} 95 10/10 11.4 (10) 95 10/10 11.0 (10) 92 10/10 11.1 (10) 83 10/10 10.1 (10) 84 10/10
2 12.8 (10) 10/10 12.1 (10) 95 10/10 12.4 (10) 97 10/10 11.8 (10) 92 10/10 11.9 (10) 93 10/10 11.2 (10) 88 10/10
3 12.9 {10) 10/10 12.4 (10) 96 10/10 12.2 (10) 95 10/10 11.5 (10) 89 10/10 11.8 {10) 91 10/10 11.2 (10) 87 10/10
4 12.7 (10) 10/10 12.3 {10) 97 10/10 12.2 (10) 96 10/10 11.6 (10) 521 10/10 11.4 (10) 90 10/10 11.2 (10) 88 10/10
5 12.3 (10) 10/10 11.8 (10) 9% 10/10 11.9 (10) 97 10/10 i1.1 (10) 90 10/10 11.2 (10) 91 10/10 10.9 (10) 83 10/10
6 11.6 (10} 10/10 11.3 (10) 97 10/10 11.3 (10) 97 10/10 10.5 (10) 91 10/10 10.4 (10) 90 10/10 10.1 (10) 87 10/19
7 12.2 (10) 10/10 11.9 (10) 98 10/10 1.4 (10) 83 10/10 10.7 (10) 88 10/10 10.7 (10) 88 10/10 10.6 (10) 87 10/10
8 11.6 (10) 10/10 11.3 (16) 97 10/10 11.4 (10) 98 10/16 10.4 (10) 90 10/10 10.7 (10) 92 10/10 10.3 {10) 89 10/10
g 11.5 (10) 10/10 10.6 (10) 92 10/10 11.0 (10) 96 10/10 10.2 (10) 89 10/10 10.2 (10) 83 10/10 3.8 (10) 86 10/10
10 11,7 (10) 10/10 11.1 {10) 95 10/10 11.1 (10) 95 10/10 10.0 (10) 85 10/10 10.2 (10) 87 10/10 9.7 (10) 83 10/10
11 11.7 (16) 10/10 11.5 (10) 98 10/10 11.4 (10) 97 10/10 10.3 (10) 88 10/10 10.0 (10) 85 10/10 10.1 {10) 86 10/10
12 11.5 (10) 10/10 11.3 (10) 98 10/10 11.2 (10) g7 10/10 10.4 (10) 90 10/10 10.6 (10) 92 10/10 9.8 (10) 86 10/10
13 11.5 (10) 10/10 10.9 (10} 95 10/10 11.0 (10) 96 10/10 10.0 (10) 87 10/10 10.4 (10) 90 10/10 9.6 (10} 83 10/10

< >:No.of effective animats,{ ):No.of measured animals

AFCt g



fQTITMY A _ ni1an
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TABLE 14 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE MOUSE (TWO-WEEK STUDY)
Control 6250 ppm 12500 prm 25000 pom 50000 pom 100000 pom
Au.tit. No.of AW, % of No.of Ao Wt. % of No.of Au.lit. % of No.of AuL bt % of Xo.of Au.Bt, % of No.of
Week-Day Surviv. cont.  Suviuv. cont.  Surviv. cont.  Suviu. cont.  Suutu. cont.  Suruiu.
on Study <10> <10> <10> <10> <10> <it
0-0 24.2 (10) 10/10 24.2 (10) 100 10/10 24.2 (10) 100 10/10 24.2 (10) 100 10/10 24.2 (10) 100 10/10 24.2 (10) 100 10/10
-1 23.8 (10) 10/10 23.7 {i0) 100 10/10 23.6 (10) 99 10/10 23.6 (10) 39 10/10 22.9 {10) ] 10/10 21.4 (10} 90 10/10
-2 24.0 (10) 10/10 24.2 (10) 101 10/10 24.0 (10} 100 10/10 23.8 (10) 100 10/10 22.1 (10) 174 10/10 20.6 (10) 86 10/10
-4 24.5 (10) 10/10 21.8 (10) 101 10/10 24.2 (10) 99 10/10 24.4 (10} 100 10/10 21.2 (10 a9 10/10 20.0 (10) 32 10/10
-7 25.0 (10} 10/10 25.2 {10} 101 10/10 24.7 (10) a9 10/10 24.8 (10) 99 10/10 24.6 (10) a8 10/10 19.5 (10) 78 16/10
2-3 25.6 (10) 10/10 25.7 (10) 100 10/10 25.5 (10) 100 10/10 25.4 {10) 99 10/10 25.3 (10) 39 10/10 19.9 (10) 78 10/10
2-7 26.2 (10) 10/10 26.6 (10) 102 10/10 26.2 (10) 100 10/10 26.3 (10) 100 10/10 26.2 (10) 100 10/10 18.8 (10) 72 10/10
< >:No.of effective animals,{ ):¥o.of measured animals .t g

TABLE 15 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE MOUSE (TWO-WEEK STUDY)
Control 6250 ppm 12500 opm 25000 ppm 50000 ppm 100000 ppm
Au.Wt. No.of Au.Wt. % of  No.of Au Wt % of  No.of Mot % of  No.of Au. . % of  No.of Al Bt % of  No.of
Week-Day Suruiv. cont.  Suviv, cont.  Surviv, cont.  Surviv. cont.  Surviu. cont.  Surviv.
on Study <10 <10> <10> <10> 10> <10>
0~-0 19.3 (10) 10/10 18.3 (10) 100 10/10 19.3 {10) 100 10/10 19.3 (10) 100 10/10 18.3 (10) 100 10/10 18.3 (10} 100 10/10
-1 18.8 (10) 10/10 17.9 (10) a5 10/10 17.2 (10) 91 10/10 17.2 (10) 91 10/10 17.6 (10) 94 10/10 16.8 (10} 39 10/10
1-2 19.1 (10) 10/10 18.0 (10) 99 10/10 18.7 (10} 98 10/10 18.1 (10) 95 10/10 18.6 (10) a7 10/10 16.0 (10) 84 10/10
1-4 19.3 (10) 10/10 18.7 (10) 102 10/10 19.2 (10) 99 10/10 18.1 (10) 99 10/10 19.1 (10} a8 10/10 15.8 (10) 82 10/10
1-7 19.6 (10) 10/10 18.6 (10) 100 10/10 18.5 (10) 99 10/10 19.1 (10) 97 10/10 19.4 (10) 99 10/10 15.6 (10} 30 10/10
2-3 20.2 (10) 10/10 20.4 (10) 101 18/10 20.0 (10) 99 10/10 18.9 (10) 99 10/10 20.2 {10) 100 10/10 16.5 ( ) 82 9/10
2-7 20.7 (10) 10/10 21.0 (10) 101 10/10 20.7 (10) 100 16/10 20.7 (10) 100 10/10 20.6 (10) 100 10/10 1.9 (9 72 /10

< >:iNo.of effective animals,( ):No.of measured animals

Au ittt g



(STUDY No.
TABLE 16 WATER CONSUMPTION IN MALE MOUSE (TWO-WEEK STUDY)
Controt 6250 pom 12500 ppm 25000 ppm 50000 pem 100000 com
Au.KC, Yo.of Au.KC. % of No.of Au.KC. ¥ of Yo.of Au.KC. % of No.of Au.KCL % of No.of AL KCL % of ¥o.of
Week-Day Surviv. ccnt. Surviu, cont.  Suviu. cont.  Surviu, coat.  Suruiul cent. Suuiu
on Study <10> <10> <10 <10> A, <10>

1-3 4.5 (10) 10/10 4.9 (10) 108 10/10 5.1 (10) 113 10/10 5.8 (10) 129 10/10 5.0 {10) 11l 16/10 4.0 (10) 89 10/10

-7 4.6 (10) 10/10 4.8 (10) 104 10/10 5.1 (10) 11t 10/10 5.7 (10) 124 10/10 5.6 (10) 122 10/10 7.9 {10) 172 10/16

2-3 4.7 {10) 10/10 4.8 {10} 102 10/10 5.2 (10) 11t 16/10 5.1 (10) 115 10/10 3.2 (10) 11 10/10 8.6 (10) 183 10/10

2-7 4.2 {10) 10/10 1.5 (10) 107 10/10 4.7 (10) 112 10/10 4.8 (10) 114 10/10 4.8 (10) 114 10/10 6.2 (10) 150 10/10

< >:Mo.of effective animalzs,( ):No.of measured animals Au Gt g
TABLE 17 WATER CONSUMPTION IN FEMALE MOUSE (TWO-WEEX STUDY)
Control 6250 ppm 12500 ppm 25000 ppm 50000 pom 100000  ppm
Au WG, No.of Av.WC, % of No.of Au.WC. % of No.of Av.WC, % of No.of Au KC. % of Yo.of Au.KC. % of
Suviu. cont.  Surviu. cont.  Surviu. cont.  Surviu. cont. Swuiu, cont.
<10> <10 <10> <10> <10> <10>
4,2 (10} 10/10 4.5 (10) 107 10/10 4.4 (10) 105 10/10 4.6 (10) 110 10/10 5.8 (10) 138 10/10 4.5 (10) 107
4.8 (10) 10/10 5.0 (10) 104 10/10 4.9 (10) 102 10/10 5.5 (10) 115 10/10 6.0 (10) 125 10/10 7.9 (10) 165
4.9 (10) 10/10 5.0 ( 8) 102 10/10 5.2 (10) 106 10/10 5.6 (10) 114 10/10 6.2 (10) 127 10/10 9.9 (10) 202
5.1 (10) 10/10 4.7 (10) 92 10/10 4.9 (10) 96 10/10 5.1 (10) 100 10/10 5.8 (10) 114 10/10 5.2 {9 102
< >:No.of effective animals,( ):No.of measured animals AU WC.: g



TABLE 18 FOOD CONSUMPTION IN MALE MOUSE (TWO-WEEK STUDY)
Control G250 pom 12500 son 25000 mom 50000 oon 10GaCC  anm
Au.FC. Ho.of A FC. % of Yo.of Av.FC. % of Yo.of LR o % of No.of FERC o % of So.of AL % of to.of
Week-Day Surviv. cont.  Surviv. cont. Suiv. cont.  Suruiu. et Sviu. et Ssyry.
o Study <o <1 <1 <10> <am <10
1-7 4.1 {10) 10/10 4.1 (10) 100 10/10 3.9 (10) 95 10/10 3.9 (10} 95 10/10 2.8 (10) i} 16/10 2.4 (10) 59 in/ia
2-7 4.1 (10) 10/10 4.0 {10) a3 10/10 4.1 (10) 100 10/10 1.1 (10) 100 10/10 4.1 (10) 100 10/10 3.2 (10) 78 10/16
< Otllo.of effective animals,( ):¥o.of measured animals AL TGt
TABLE 19 FOOD CONSUMPTION IN FEMALE MOUSE (TWO-WEEK STUDY)
Control G250 pom 12500 pom 25000 ppm 50000 ppm 100000 P
Av.FC. No.of AuLFC. % of  ¥No.of AL TG, % of  No.of M FC. % of  XNo.of ML FCL % of  XNo.of ML % of Yo.of
Week-Day Surviu. cont.  Surviv. cont.  Surutu, cont.  Suviu, cont.  Surviv. cont.  Suviu.
on Study <10> <10> <o <10 <10 <10>
1-7 3.3 (10) 10/10 3.3 (10) 100 10/10 3.3 (10) 100 16/10 3.1 (1) 94 10/10 3.2 (10) 10/10 2.2 {10) 67 16/10
2-7 3.6 (10) 10/10 3.6 (10) 100 10/10 3.7 (10) 103 10/10 3.6 (10) 100 10/10 3.6 (10) 100 10/10 2.7 (9 K5} 9/10
< >:¥p.of effective animals,( ):¥o.of measured animals Mo JCLs s
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TABLE 20 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE MOUSE (THIRTEEN-WEEK STUDY)
Control 5000pem 10000eom 20000psm 10000czm 8006Gzmm
du.Wt.  Yo.of du. it % of  No.of LR % of  No.of PR % of  Yo.of w5t %of  o.of VRS % of  Yo.of
Weok Surviv. cont.  Surviv. ccnt. Surviv, ccnt. Surviul cent. Surwiu, cent. Suruiu,
on Study <10> <10> <0 <10> <it> <10
0 24,1 (10) 10/10 24.1 (10} 100 10/10 24.1 {10) 100 10/10 24.1 (10) 100 10/10 21.1 (10) 100 16/10 24,1 (10) 106 10/10
1 24.9 (16) 10/10 25.3 (10) 102 10/10 2.1 (10) 101 10/10 24.9 (10) 100 16/10 25.2 {10) 101 10/10 23.2 (i0) 93 i0/10
2 26.0 (10) 10/10 26.4 (10) 102 10/10 26.2 (10) 101 10/10 26.3 (10) 101 ‘10/10 26.3 (10) 101 10/10 24,7 (10) 35 i0/10
3 26.7 (10) 10/10 27.4 (10) 103 10/10 27.2 {10) 102 10/10 27.2 {i0) 102 10/10 27.1 {10) 101 10/10 25.2 (10) o4 10/10
4 27.7 (10) 10/10 28.1 (10) 101 10/10 28.0 (10) 101 10/10 28.2 (10) 102 10/10 28.0 (10) 101 10/10 26.0 (10) G4 10/1i0
5 28.5 (10) 10/10 29.3 (10) 103 10/10 29.1 (10) 102 10/10 29.0 (10) 102 10/10 28.9 (10) 101 10/10 26.5 {10) ¢4 10/10
6 29.6 (10) 10/10 30.3 (10) 102 10/10 30.3 (10) 102 10/10 30.1 (10) 102 10/16 29.8 (10) 101 10/10 27.0 (10) a1 i6/10
7 30.3 (10) 10/10 31.0 (10) 102 10/10 30.8 (10) 102 10/10 30.6 (10) 101 10/10 30.1 (10) 93 10/10 26.6 (10) 88 10/10
8 31.7 (10) 10/10 32.2 (10) 102 10/10 32.1 (1) 101 10/10 31.7 (10) 100 10/10 3.4 (10) 59 10/10 29.1 (¢ o2 9716
8 32.7 (10) 10/10 33.5 (10) 102 10/10 33.0 (10) 101 10/10 32.5 (10) 48 10/10 32,0 (10) o8 10/10 29.7 (9 g1 G/10
10 33.8 (10) 10/10 31.6 (10) 102 10/10 34.2 (1) 101 16710 33.0 (10) 98 10/10 33.2 (10) a3 10/10 0.5 (9 4] a/10
11 31.4 (10) 10/10 35.4 (10) 103 10/10 34.7 (10) 101 10/10 33.8 (10) a8 10/10 33.6 (10) a3 10/10 3.0 (9 9 g/10
12 35.3 (10) 10/10 36.2 (10) 103 10/10 35.6 (10) 101 10/10 31.5 (10) a3 10/10 345 (10) a8 10/10 T(D a0 a/10
13 35.9 (10} 10/10 36.7 (10) 102 16/10 36.3 (10) 101 10/10 35.5 (10) a3 16/10 35,1 (10) 99 10/10 325 (9 o1 9/i0
< >i¥p.of effective animals,{ ):No.of messured animals Ju kit g
TABLE 21 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE MOUSE (THIRTEEN-WEEK STUDY)
Controt 5000pom 10000ppm 20000ppm 40000pnm 80000pe0
AuWt. No.of R % of No.of Au. Nt % of No.of VR % of  No.of Au.bt. % of  Ro.of fu Wt % of  So.of
Week Surviv. cont.  Suviv, cont,  Surviu, cont.  Surviuv. cont.  Suruiu. cont.  Suruiv,
on Study <10> (e 11 <10 <10 <10> <10>
0 18.8 (10) 10/10 19.0 (10) - 101 10/10 19.0 (10) 101 10/10 19.0 (10) 101 10/10 19.0 (10) 101 10/10 19.0 (10} 101 10/10
1 20.1 (10) 10/10 19.2 (10) 96 10/10 18.5 (10) 97 10/10 18.6 (10} 98 10/10 18.5 (10) a7 10/10 17.3 (10) 86 10/10
2 20.6 (10) 10/10 20.4 (10) 99 10/10 20.7 (10) 100 10/10 20.2 (10) 98 10/10 20.2 (10) 98 10/10 19.4 (10) 94 10/10
3 20.8 (10) 10/10 20.2 (10) 97 10/10 20.8 (10) 100 10/10 20.3 (10) 98 10/10 20.6 (10) 99 10/10 19.4 (10) 83 10/10
4 21.4 (10) 10/10 21.1 (10) 99 10/10 21.2 (10) 99 10/10 20.9 (10) 98 10/10 20.8 (10) 98 10/10 19.9 (10) 93 10/10
S 22.0 (10) 10/10 21.6 (10) g8 10/10 21.7 (10) 398 10/10 21.9 (10) 100 10/10 21.5 (10) 98 10/10 20.2 (10) 92 10/10
& 22.4 (10) 10/10 22.0 (10) 98 10/10 22.2 (10) 99 10/10 21.8 (10) a7 10/10 22.0 (10) 98 10/10 20.0 (10) 89 10/10
i 22.4 (10) 10/t0 21.8 (10) 97 10/10 22.1 (10) 99 10/10 21.9 (10) 98 10/10 22.1 (10) 99 10/10 20.4 (10) g1 10/10
8 23.2 (10) 10/10 22.8 (10) 98 10/10 23.2 (10) 100 10/10 23.3 (10) 100 10/10 22.8 (10) a8 16/10 21.4 (10) 92 18/10
9 23,7 (10) 10/10 23.7 (10) 100 10/10 23.1 (10) g7 10/10 22.9 (10) 97 10/10 23.2 (10) 98 10/10 21.7 (10) 92 10/10
10 23.3 (10) 108/10 23.2 (10) 100 10/10 23.7 (10) 102 10/10 22.8 (10) 98 10/10 22.9 (10) 98 10/10 21.5 (10} 92 10/10
il 23.8 (10) 10/10 23.4 (10) 98 10/10 23.4 (10) 98 10/10 23.7 (10) 100 10/10 23.0 (10) 97 10/10 22.0 (10) 92 10/10
i2 23.7 (10) 10/10 23.8 (10) 100 10/10 23.9 (10) 101 10/10 23.8 (10) 100 10/10 23.6 (10} 100 10/10 23.2 (9) 98 9/10
13 24.6 (10) 10/10 24.1 (10) 98 10/10 23.6 (10) 96 10/10 23.9 (10) 97 10/10 23.3 (10) 95 10/10 22.9 (9 93 g/10

< d:No.of effective animals,( ):No.of measured animals

MWt s
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TABLE 22 WATER CONSUMPTION IN MALE MOUSE (THIRTEEN-WEEK STUDY)
Control 5000nem 10000c0m 20000p0m 100002cm 80000000
du.WC. Yo.of M KG, % of No.of RN % of so.of EITRY N % of No.of AU NG % of Ya.of RN % of Yo.of
Feeli-Day Surviv, cont. Suviu, cent. Sutuiv, cont. Suviv. cent. Suruwu. cont. Suviul
on Study <A <10 10> <1 <10> <10
1-7 5.1 {10) 10/10 5.2 (1) 102 10/10 5.2 (10) 102 10/10 5.5 (10) 108 10710 6.4 (10) 125 10/10 7.9 (10} 135 10/10
2-7 4.9 (10) 10/10 4.7 (10) o6 10/10 5.0 (10) 102 10/10 5.2 (10) 106 10/10 3.7 (10) 116 10/10 6.0 ( 9) 122 10/10
3-7 4.8 {10) 10/10 4.7 (10) 102 10/10 1.8 (10) 104 10/10 5.2 (10) 113 10/10 5.6 {10) 122 10/10 7.5 (10) 163 10/10
4-7 4.4 (10) 10/10 4.7 (10) 107 10/10 4.7 {10) 107 10/10 5.0 (10) 114 10/10 5.3 (10) 120 10/10 7.5 (10) 170 10/10
5-7 4.6 (10) 10/10 4.8 {10) 104 - 10/10 4.5 (10) a3 10/10 1.9 (10) 107 10/10 5.1 (10) 11 10/10 7.5 (10) 163 10/10
6-7 4.3 (10) 10/10 4.6 {10) 107 10/10 4.7 {10} 109 10/10 A7 {10) 103 10/10 3 (10) 123 10/10 7.4 (10} 172 10/10
71 4.3 (10) 10/10 4.7 (10} 109 10/10 1.6 (10) 107 10/10 4.8 (10) 112 10/10 5.2 (10) 12} 10/10 7.1 (10 165 10/10
8-7 4.3 (10) 10/10 4.4 (10) 102 10/10 4.6 (10) 107 10/10 5.1 {10) 119 10/10 5.1 {10) 119 10710 6.3 (9 147 a/10
9-7 4.0 (10) 10/10 4.1 (10) 103 10/10 4.2 (10) 105 10/10 4.6 (10) 115 10/10 4.9 (10) 123 10/10 6.0 ( 9 150 /10
10-7 3.9 (10) 10/10 4.2 (10) 108 10/10 4.3 (10) 110 10/10 1.4 {10) 113 10/10 4.9 (10) 126 10/10 6.2 (9 158 9/10
11-7 3.7 (10) 10/10 4.0 {10) 108 10/10 4.1 (10) il 10/10 4.3 (10) 116 10/10 1.6 (10) 124 10/10 6.0 ( 9) 162 9/10
12-7 3.6 {10) 10/10 3.8 (10} 108 10/10 4.0 (10) 1 10/10 4.3 (10) 118 16/10 4.6 (10) 128 16/10 5.8 (9) 161 a/10
13-7 3.6 (10) 10/10 3.8 (10) 106 10/10 3.9 (10) 108 10/10 a1.2 (10) n7 10/10 4.5 (10) 125 10/10 5.6 (9 156 8/10
< >:¥o.of effective animals,{ ):¥o.of measured animals MW.KCi g
TABLE 23 WATER CONSUMPTION IN FEMALE MOUSE (THIRTEEN-WEEK STUDY)
Control 5000ppm 10000ppm 20000ppm 40000ppm 80000pcn
Av.¥C.  No.of Av,¥C. % of No.of Au.KC. % of  No.of MG, % of  No.of Av.KC. % of  No.of Au.KC, % of  bo.of
Week-Day Surviv. cont.  Surviv. cont.  Suviv. cont.  Surviv. cont.  Suviv. cont. Surviv,
o Study <10> <105 [¢11>3 <10 <10> <10>
1-7 4.8 (10) 10/10 5.0 (10) 102 10/10 5.0 (10) 102 10/10 5.4 (10) 110 10/10 5.7 (lO) 116 10/10 7.2 (10) 147 10/10
-7 4.7 (10) 10/10 5.2 (10) 113 10/10 5.2 (10) 1281 10/10 5.3 (10) 113 10/10 5.6 (10) 118 10/10 7.3 (9 155 10/10
3-7 4.6 €10) 10/10 5.0 (10) 109 10/10 4.8 (10) 104 16/10 6.0 (10} 130 16/10 6.0 {10) 130 10/10 9.2 (10) 200 10/10
47 5.0 (10) 10/10 5.2 {10) 104 10/10 4.9 (10) 98 10/10 5.7 {10) 114 10/10 6.0 (10) 120 10/10 9.6 (10} 192 10/10
5-7 5.5 (10} 10/10 5.5 (10) 100 10/10 4.5 (10) 82 10/10 5.9 (10) 107 10/10 6.6 ( 9) 120 10/10 9.9 (10) 180 10/10
6-7 5.2 (10) 10/10 5.5 (10) 106 10/10 4.8 (10} 92 10/10 5.6 (10} 108 10/10 5.9 (10) 113 10/10 9.7 (10) 187 10/10
7-1 5.5 {10) 10/10 5.5 (10) 100 10/10 5.0 (10) 81 10/10 5.3 (10) 115 10/10 8.2 (10) 113 10/10 9.7 (10) 176 10/10
8-7 5.8 {10) 10/10 5.5 (10) 95 10/10 4.9 (10) 84 10/10 5.9 (10} 102 10/10 6.0 (10} 103 10/10 9.5 (10) 164 10/10
9-7 6.8 (10) 10/10 5.3 (10) 78 10/10 4.8 (10) " 10/10 6.5 (10) 96 10/10 5.6 (10) 82 10/10 10.1 (10) 118 10/10
10-7 6.1 (10) 10/10 4.8 (10) i) 10/10 4.7 (10) 77 10/10 5.9 {10} 97 10/10 5.7 (10) a3 10/10 10.3 (10) 168 10/10
11-7 6.7 (10) 10/10 4.8 (10) 72 10/10 4.8 (10) 72 10/10 5.9 (10) 83 10/10 5.7 {10) 83 10/10 10.7 {10) 160 10/10
12-7 6.6 (10) 10/10 4.7 (10) 71 10/10 4.7 (10) n 10/10 5.7 (10) 86 10/10 5.5 (10) 83 10/10 8.6 (10) 130 9/10
13-7 5.8 (10) 10/10 4.8 (10) 81 10/10 5.1 (10) 86 16/10 5.5 (10) 100 10/10 5.5 (10) 3k} 10/10 7.3 (9 124 9/10

< >:No.of effective animals,{ ):No.of measured animals A iC. g



TABLE 24 FOOD CONSUMPTION IN MALE MOUSE (THIRTEEN-WEEK STUDY)

Controt 5000com 10000027 20000270 4000Cemm 80600mzw
AL G, Ya.of A FC. Y of %o.of LG, T of ¥o.of W FC. % of Ne.of ARG, % of Yo.of AL FGL
Keek Suruiv. ccot. Suviu, ccnt. Suaiu, cecnt.  Swwtu. . ocent. Surwiu,
o Sty <10> <105 <105 [$15) <10>
i 3.8 (10} 10/10 1.0 (10) 103 10/10 3.0 (10) 100 10/10 4.1 () 105 10/10 1.1 (10) 105 10/10 3.4 o) 87 16/16
2 3.9 (10) 10/10 4.0 (10} 103 10/10 4.0 (10 n3 18/10 4.1 {1m) 105 10/i0 3.0 40) 103 16/10 .0 (10) 103 HR
3 3.8 (10) 10/10 3.9 (18) 100 10/10 3.9 (10) 100 10/10 4.0 (10) 103 10/10 - 3.6 (10) 190 10/39 3.8 (10) 57
4 4.0 (10) 10/10 4.0 (10) 100 10/10 1.0 (10} 100 10/10 4.2 (10) 105 10/10 (e e 10/10 3.8 (i) a8
5 3.8 (10 10/10 3.9 (10) 100 10/10 4.0 (16) 103 10/10 G110y 105 16/10 i.0 {10y 103 10/16 3.8 (10} et
6 4.0 (10) 10/10 4.1 (10) 103 10/10 a4z (10) 103 10/10 1.2 (1) 103 10/10 1) 10 16/18 3.3 (10)
7 3.8 (10) 10/10 A1) 108 10/10 4.0 (10 103 10710 4.1 (10) 105 10/10 A6 () e 10/10 3.5 (18)
8 4.2 (10) 10/10 4.2 (10) o0 10/10 4.2 (10) 100 10/10 4.2 {10y 100 10/10 §.2 (10 100 10/10 40 (9
9 4.1 (10) 10/10 4.3 (10) 105 10/10 1.2 (10) 102 10/10 4.2 (10) 102 10/10 4.1 0y 100 10/10 A0 (m
10 4.2 (10) 10/10 4.4 (10) 105 10/10 4.3 (10) 102 10/10 4.2 {10) 100 16/10 1.3 (10 102 10/10 IR
] 4.1 (10) 10/10 4.2 (10) 102 10/10 4z (1) 102 10/10 a1 (1) 100 10/10 4.1 (107 ie0 18/10 3.9(9
12 1.2 (10) tof10 1.3 (1) 102 10/10 4.2 (10 100 /10 1.2 (10) 1o 10/10 a2 (1) 100 16/10 () i
13 1.0 (10) 10/10 4.1 (10) 103 10/10 A1 (10) 103 10/10 1.2 {10) 105 1e/10 0.2 {(10) 165 10/16 0 (8 100
< O:lo.of effective animals.{ ):No.of reasured snirsis WG g

TABLE 25 FOOD CONSUMPTION IN FEMALE MOUSE (THIRTEEN-WEEK STUDY)

Coann .

Control 5000ppm 10000pom 200000pm 40000ppm 80000mpm

Au.FC. No.of Av.FC. % of  No.of Au.FC, % of  No.of Av.FC. % of  Ko.of A, FCL % of  No.of Av.IC. ¥ of  bo.of
Roek Surviv, cont.  Surviv. cont.  Surviv, cont.  Surviu, cont.  Surviv. cont.  Suruiv.

on Study <10> <10> <10 <1 <10 <102
1 3.6 (10) 10/10 3.4 {10} M 10/10 3.5 (10) 97 10/10 3.4 {10} 9 10716 3.4 (10) 91 10/10 3.0 (10) 83 10710
2 3.4 (10) 10/10 3.5 (10) 103 10/10 3.5 (10) 103 10/10 3.4 (10) 100 10/10 3.5 (10) 103 10/10 3.4 (10) 100 10/10
3 3.5 (10) 10/10 3.5 (10) 100 18/10 3.4 (10) 97 10/10 3.4 (10) 97 10/10 3.5 (10) 100 10/10 3.4 (10) 97 10/10
4 3.7 {10) 10/10 3.7 (10} 100 10/10 3.6 (10) 97 10/10 3.6 (10) 97 10/10 3.7 (10) 100 10/10 3.6 (10) 97 10/10
5 3.8 (18) 1o/10 3.8 (10) 100 10/10 3.7 (10) 97 10/10 3.8 (10} 100 16/10 3.8 (10) 100 10/10 3.6 {10) 95 10/10
6 3.8 (10) 10/10 3.7 (10} 97 10/10 3.7 (10) 87 10/10 3.7 (10) 87 10/10 3.7 {10) 97 10/10 3.5 (10) 82 10/10
7 3.8 (10) 10/10 3.8 (10) 100 10/10 3.8 (10) 100 10/10 3.8 (10) 103 10/10 3.9 (10) 103 10/10 3.6 (10) 3B 16/10
8 4.0 {10) 10/10 4.1 {10) 103 10/10 3.8 (10) 98 /10 4.0 (10) 100 10/10 4.0 (10) 100 10/10 3.7 (10) 93 10/10
g 4.1 (10) 10/10 4.1 (10) 100 10/10 3.9 (16} 85 10/10 3.9 (10) 95 10/10 4,0 (10) 98 16/10 3.7 (10) 30 10/10
10 3.9 (10) 10/10 3.9 (10) 100 10/10 4.0 (10) 103 10/10 3.8 (10) 97 10/10 3.9 (10) 100 10/10 3.7 (10) 95 10/10
1 3.8 (10} 10/10 3.9 (10) 100 10/10 3.8 (10) ar 1g/10 3.8 (10} 100 10/10 3.8 (10) §7 10/10 3.5 (10) 90 10/10
12 3.9 (10) 10/10 1.0 (10) 103 10/10 3.9 (10) 100 10/10 3.9 (10) 100 10/10 4.0 (10) 103 16/10 3.6 (10) 92 8/10
13 4.0 (10) 10/10 3.8 (10) 98 10/10 3.7 (10) 93 10/10 3.9 {10) 98 10/10 3.8 (10) 95 10/10 3.6 (9 90 9/10

< :¥o.of effective animals,( ):No.of measured animals TGt g



TABLE 26

Study No. : 0201

Height of Gastric Mucosa (Fundus, um) :F344 Rats

Male _
Dose
Oppn Zo00ppm 5000ppm 10000ppm 20000ppm 40000cpm
Superficial Layer 122.9+ 7.6 127+ 41 1200 6.3 118.0+ 45 125.0 = 10.0 146.0 = 15.2 %k
Middle Layer 2. T+ 399 LT+ 13.3 20,0 = 3.8 280.0 £ 27.4 297.5 £ 3117 244.0 = 33.6%
Deep Layer 1001+ 17.0 13.3+ 8.2 98.3 = 15 106.9_1 8.9 105.0 = 10.0 1040+ 23.0
| Femle
Dose
(ppm 2o00ppm 5000ppm 10000p0m 20000ppm 40000ppm
Superficial Layer 7.1+ 138 113.8 = 10.6 18.3+ 7.5 16.0+ 5.5 106.7+ 12.1 118.8 = 125
Middle Layer 211+ 33.0 2315+ 2.9 228.3+ 2.6 216.0 £ 28.8 228.3+ 194 172.5 = 36.9%
Deep Layer 1000+ 5.8 100.0 = 5.3 103.3+ 5.2 1040+ 11.4 106.7+ 8.2 102.5= 116

Significant difference ; *:P<0.06 *x:p=0.01 Test of t (Student)

-l

]é—‘ Deep Layer

&—— Superficial Layer:

&— Middle Layer




TABLE 27

Study No. : 0202

Height of Gastric Mucosa (Fundus, «n) :BDF1 Mice

]@_ Deep Layer

Male -
T Do

(pom 5000ppm 10000pom 20000prm 40000prm 80000prm
Superficial Layer 18.3= 82 110.0 £+ 10.7 10,0+ 7.1 1.0+ 176 186+ 121 143.3 = 13.2 %
Middle Layer A3+ 312 222.5 £ 36.5 2.0+ 3.7 186.3 4+ 29.7x | 131.4+ 47 4% 142.2 &£ 42,7 %
IDeeplayer B3+ 52 | &HE 139 8.0+ 89 ®hH+ 12.8 97.1i_ 9.5 66.7 £ 16.6%x

Female - . )
— —

(pom - 5000ppm 10000ppm 20000pem 40000prm 80000pom
superficial Layer 9.4+ 15.7 2.5+ 12.8 1000 = 115 110.0 = 15.8 %3+ 9.2 1100 £ 16.0x%
Middle Layer 1843+ 57.4 187.5 = 4.3 9.7+ 5.9 166.0 = 23.0 137.5 £ 5.0 136.0 £ 21.4%
Deep Layer 8.4+ 157 &.0x£ 12.0 H.7+ 140 840+ 89 00 141 .3+ 151

Significant difference ; *:p<0.06 *:p=<0.01 Test of t Student) o
J_é“ Superficial Layer:
j\@— Middle Layer




