


TABLE 1

STUDY NO.OO65 & 0066

EXPERIMENTAL DESIGN AND MATERIALS AND METHODS IN THE FEED(OR GAVAGE) STUDIES OF p~CHLORONITROBENZENE

Acute Studies

Two-Week Studies

Thirteen-Week Studies

Two-Year Studies

<Method of Adwinistration>
Gavage

clrmbhar AL Oreatincy
SNUMUED U1 ullups-

Male 6, Female 6
<Size of Study Groups>
10 pales and 10 females
of each groups
<Animals>
Strain and Species
F344/BuCrj (Fischer) rat
Crj:BDF;mouse
Animal Source

Charles River Japan, Inc.

Feed

Male 6, Female 6

10 males and 10 females
of each groups
F344/BuCrj (Fischer)rat

Crj:BDF,mouse

Charles River Japan, Inc.

During of Time Held Before Study

1 wk

Age When Placed on Study
6 wk

Age When Killed

8 wlr

<Doses>
Rat-~0, 400, 600, 800, 1350,
or 2030 mg/kg:Mouse—-610,
877, 1560, 2500, or 4000mg/kg
<Duration of Dosing>
Single
<Animal Maintenance>
Feed
CRF-1 (pellet)
{Oriental Yeast Co.,Ltd.)
Sterilized by ¥ -ray
Available ad libitum
Water
Sterilized by
ultraviolet rays
Automatic watering system
Available ad libitum
Animals per Cage
Single
(stainless steel wire)
Animal Room Environment
Barrier system
Temperature:24+1T
Humidity  :50+5%
Fluorescent light 12h/d
15-17 room zir changes /h

2 wk

6 wk

8 wk
Rat--0, 60, 180, 540, 1620, or
4860ppm :Mouse—-111, 333,
1000, 3000, or 9000ppnm
T7d/wk for 2wk

CRF-1 (mash)

{Oriental Yeast Co.,Ltd.)
Sterilized by ¥ -ray

Available ad libitum

Same as acute studies

Single
(stainless steel wire)

Same as acute studies

<Type and Frequency of Observation>

Clinical Sign

Observed 2h after 0~1,
1~2,2~4,4~6h
administration/

observed 1Xd thereafter
Body Weight

Weighed 0-0,1-1,1-2,
1-4,1-7,2-3,and 2-7 (wk-d)
<Food Consumption>

None

Observed 2Xd

Weighed 0-0,1-1,1-2,
1-4,1-7,2-3,and 2-7 (wk~d)

Weighed 1Xwk for 2wk

Feed

Male 6, Female 6

10 males and 10 females
of each groups
F344/DuCrj (Fischer)rat
Crj:BDF;mouse

Charles River Japan, Inc.
2 wk

6 wk

N wlr
PAAVER £14

Rat——0,24.7,74.1, 222,667,
or 2000ppm:Mouse—-74.1,
222,667,2000, or 6000ppn
Td/wk for 13wk

Same as two-week studies

Same as acute studies

Single
(stainless steel wire)

Same as acute studies

Observed 2Xd

Weighed 1Xwk for 13wk

Weighed 1 Xwk for 13wk

Feed

Male 4, Female 4

50 males and 50 females
of each groups
F344/Dulrj (Fischer)rat
Crj :BDFmouse

Charies River Japan, Inc.
2 wk

6 wk

111 wle
11t #®R

Rat--0, 40, 200, or 1000ppn;
Mouse--0, 125, 500, 2000ppn

Td/wk for 104wk

Same as two-week studies

Same as acute studies

Single
(stainless steel wire)

Same as acute studies

Observed 2Xd

Weighed 1Xwk for 14wk
Weighed 1X2wk thereafter

Weighed 1Xwk for 14wk
Weighed 1X2wk thereafter




TABLE 1
(Continued)

STUDY NO.0O065 & 00686

EXPERIMENTAL DESIGN AND MATERIALS AND METHODS IN THE FEED(OR GAVAGE) STUDIES OF p—CHLORONITROBENZENE

Acute Studies

Two-Week Studies

Thirteen-Week Studies

Two-Year Studies

<Hematology>
None

<Blood Biochemistry>
None

<Urinalysis>
None

<Necropsy>
Necropsy perforged
on all animals.
<Qrgan Weight>

None

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

The following organs were
examined:

lung, bone marrow, lymph node,
thymus, spleen, heart, stomach,

small intesg, large intes

21L 1Les, 1arge 1Les,

liver, pancreas, kidney,
pituitary, adrenal,
testis, ovary, brain.

None

None

Same as acute studies

None

Same as acute studies

Same as acute studies

Red blood cell (RBC),
Hemoglobin, Hematocrit,

Mean corpuscular volume (MCV),
Platelet, White blood cell (WBC)

Differential WBC.

Total protein, Albumin, A/G ratio,
T-bilirubin, Glucose, T-cholesterol,
Triglyceride<rat only>,
Glutamic oxaloacetic

transaminase (GOT),
Glutamic pyruvic

transaminase (GPT),
Lactate dehydrogenase (LDH),
4lkaline phosphatase (ALP},
Leucine aminopeptidase (LAP),

f‘v-’\n“-
24T,

nL.Ae—-. il rv»-..-.\ {

ine pnospnokifiase \\.,PK)

<rat only>,
Urea nitrogen,
Creatinine<rat only>,
Sodiug, Potassium, Chloride,
Calcium<rat only>,
Inorganic phosphorus<rat only>

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

Same as acute studies

Organ weight measurement performed
on schedule sacrificed animals.
The following organs were

weighed : brain, lung, liver,

spleen, heart, kidney, adrenal, testis,

ovary, thymus.

Histopathologic exawmination
perferued on all animals.

The following organs were
examined : skin,nasal cavit,
trachea, lung, bone marrow,

lymph node, thymus, spleen, heart,
tongue, salivary gl, esophagus,
stomach, small intes, large intes,
liver, pancreas, kidney, urin bladd,
pituitary, thyroid, adrenal, testis,
epidiyais, semin ves, prostate, ovary,
uterus, vagina, mammary g1, brain,
spinal cord, periph nerv, eye,

ﬂdl UUA SL lﬂubl_Ll‘,‘, UUIIC

studies

Total protein, Albumin,

A/G ratio, T-bilirubin, Glucocse,

T-cholesterol, Triglyceride,

Phospholipid,

Glutamic oxaloacetic
transaminase (GOT),

Glutamic pyruvic
transaminase (GPT),

Lactate dehydrogenase (LDH),

Alkaline phosphatase(ALP)

Leucine am.\.uupcy tidase (LAP) ,

v -Glutamyl transpeptidase
(G-GTP) <rat only>,
Creatine phosphokinase (CPX),
Urea nitrogen,
Creatinine<rat only>,
Sodium, Potassium, Chloride,
Calcium, Inorganic phosphorus.

Same as thirteen-week
studies

Same as acute studies

Same as thirteen-week
studies

The following organs were
weighed : brain, lung,
liver, spleen, heart, kidney,
adrenal, testis, ovary.

Same as thirteen-week
studies

Same as thirteen—week
studies




TABLE 2 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE RAT (ACUTE STUDIES)

Controt 400 mg/kg 600 mg/kg 900 mo/kg 1350 ma/kg 2030 mo/ke
Au Wt No.of Au. Wt % of No.of Au. Wt $ of - No.of Au. Wt % of No.of Au. it ¥ of No.aof Au Wt Y of No.of

Week-Day Surviv, cont.  Surviv. cont.  Suviu, cont.  Surviv. cant.  Surviv. cont,  Suvlu.

o Study [$11)] [¢F <A am <L <o
0-~0 100 (10) 10/10 109 (10) 100 10/10 109 (10) 100 10/10 108 (10) 100 10/10 109 (10) 100 10/10 109 (10) 100 10/10
1-1 122 (10) 10/10 107 (10) 88 10/10 102 (10) 84 10/10 89 (10) 81 10/10 98 (10) 80 8/10 g7 (10) 80 5/10
1-2 129 (10) 10/10 P12 (10) 87 10/10 100 (10) 78 10/10 80 (10) 70 0/10 92 ( 8) 71 5/10 94 ( B) 73 0/10
-4 141 (10) 10/10 126 (10) 89 10/10 4 (10) 8t 10/10 86 ( 3) 61 2/10 89 ( 2) G3 . 1/10 -(-) - 0/10
-7 160 (10) 10/10 146 (10) g1 10/10 135 (10) 84 10/10 108 ( 2) 68 2/10 ttr () 69 {/10 - {-) - 0/10
2-3 179 (10) 10/10 168 (10) 04 10/10 {59 (10) 89 10/10 133 ( 2) 74 2/10 138 (1) 77 {/10 - () - 0/10
2-17 202 (10) 10/10 196 (10) 97 10/10 188 (10) a3 10/10 165 ( 2) 82 2/10 175 (1) 87 1/10 - () - 0/t0

¢ >iNao.of effective animals,{ ):iNo.of measured animals ot g
|
TABLE 838 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT (ACUTE STUDIES)
Contral 400 ma/kg 600 ma/kg 900 my/kg 1350 mo/ky 2030 ma/kg
Au Wt No.of hu Wt % of No.of ho. Wt % of No.of Au WL, ¥ of No.of - IR % of No.of Au. Wt % of No.of
. Week-Day Suruiv. cont.  Suviu. cont.  Suvliv. cont.  Suruiv, cant.  Suuiu, cont.  Suviv.

.on Study o> 40> <> <0 ’ Ao A, o«
0-0 84 (10) 10/10 84 (10) 100 10/10 84 (10) 100 10/10 84 (10) 100 10/10 84 (10) 100 10/10 84 (10) 100 10/10 =
-1 02 {10) 10/10 83 (10) 90 10/10 80 (10) 87 10/10 77 (10) 84 10/10 77 (10) B4 G/10 76 (10) 83 5/10 :
-2 95 (10) 10/10 86 {10) g1 10/10 80 (10) 84 10/10 73 (10) 11 g/10 73 ( 6) 11 0/10 74 ( 8) 78 1/10
1-4 100 (10) 10/10 9 (10) 95 10/10 a1 (10) 91 10/10 73 (1) 73 2/10 -{-) - 0/10 - {-) - 0/10 i
1-7 f11 (10)  10/10 106 (10) 05 10/10 104 (10) 04 10/10 g2 (2 83 2/10 ~ (=) - 0/10 ~ (=) - 0/10 .
2-3 122 (10) 10/10 120 (10) a8 10/10 120 (10) 08 10/10 12 (2) a2 2/10 - {-) - 0/10 = (=) - 0/10 <
2-7 {33 (10) 10/10 {34 (10) 101 10/10 135 (10) 102 10/10 134 ( 2) 101 2/10 ~{-) - 0/10 - - (=) - 0/10 z

3 5 [33]

¢ >:N0.o‘f affective _am'mals,( ):Ng.(of{mez_aswe‘d_ animals Aut.ig -
<

<

[=2

(=23



TABLE 4 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE RAT (TWO-WEEK STUDIES)

Contral 60 ppn 180 ppm 540  ppm 1620

PP 4860  ppm
hu. Wt Na.of Au. Wt Y of  Wo.of hu. it ¥ of  Ho.of hu. T, % of No.of VRIS % of  No.of pu. Wt % of ND.Q'f
Wook-Day Sauiju. ' cont.  Surviv. cont.  Survju. cont.  Suviju. cont.  Suviv. cont.  Surviv.
o Study 10> e 41 Gm <m eI
0~0 136 (10} 10/10 136 (10) 100 10/10 136 (10) 100 10/10 136 (10) 100 10/10 136 (10 100 10/10 136 (10) 100 10/10
] 142 (10) 10/10 14z (10) 100 10/10 14 (10 a9 10/10 139 (10) g8 10/10 133 (10) 94 10/10 125 (10) 88 10/10
1~2 147 (10} 10/10 148 (10) 101 10/10 146 (10) a9 10/10 15 (10) 99 10/10 137 (10) a3 10/10 123 (1) 4 19/10
i~4 156 (10) 10710 188 (10) 104 10/10 (87 (10) 101 10/10 154 (10) 99 10/10 144 (10} 02 10/10 120 (10) 11 10/10
-7 172 (10} 10/10 173 (10) 104 10/10 173 (10) 101 10/10 169 (10) 08 10/10 157 (1) 3 10/10 17 (10) 68 10/10
2-3 180 (10) 10/10 189 (10) 100 10/10 190 (10) 101 10/10 186 (10) a8 10/10 172 (10) i 10/10 110 (10) 08 10/10
-1 208 (10) 10/10 200 (10) 100 10/10 210 (10) 104 10/10 206 (10) 99 10/10 191 (10) 32 10/10 104 (_10) 50 10/10
¢ YiNo.of effective animals,( )iNo.of measured animals Ml g
TABLE 5 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT (TWO-WEEK STUDIES)
Contral 60 ppm 180 ppm 540 ppm 1620 ppm 4860  ppm
) Au.it. No.of fu. it ¥ of No.of fu Wt % of No.of AuL . % of No.of Aot % of No.of huL Wt % of No.of
Week-Day Surviu. cant.  Suviju. cont.  Suruju. cant.  Suruiju. cont.  Suvju, cont.  Surviu.
- Stixly Ao ae G e <0 (S
(723
0-0 104 (10) 10/10 104 (10) 100 10/10 104 (10) 100 10/10 104 (10) 100 10/10 104 (10) 100 10/10 104 (10) 100 10/10 :
-4 107 {10) 10/10 107 (10) 100 10/10 106 (10) a9 10/10 104 (10) a7 10/10 100 (10) a3 10/10 g6 (10) a0 10/10 o
-2 109 (10) 10/10 108 (10) 100 10/10 98 (10) a0 10/10 108 (10) a9 {0/10 101 (10) a3 10/10 a5 (10) 87 10/10 -
-4 I (10)y  10/10 e (10) 102 10/10 e (o) a0 10/10 (o) a8 10/10 104 (10) a2 10/10 ar (10) 81 10/i0 -
1-7 120 (10) 10/10 122 (10) 102 10/10 18 (10) Q8 10/10 118 (10) a8 10/10 110 (10) 92 10/10 86 (10) 72 10/10 b
-1 130 (10) t0/10 e e 10/10 126 (10) 97 10/10 127 (10) an 10/10 17 (i) 80 10/10 77 (10) 59 10/10 -
-7 136 (10) 10/10 g (10) 101 10/10 134 (10) 99 10/10 135 (10) 99 10/10 129 (10) b 10/10 727N LN} 1710 =3
(=23
¢ dila.of effective animals,( )iNo.of measured animals M.bt g !
e , -
<
=]
[=2]
f=>]



TABLE 6 FOOD CONSUMPTION IN MALE RAT (TWO-WEEK STUDIES)

Cantral 60 ppm 180 ppm 940 ppm 1620 ppm 4860  ppm
: hu.FG, Na.of TG, $of No.of M. TC. % of No.of AL TG, % of  No.of pu.FC. % of  No.of hu.FC. $ of  Ro.of
Week-Day Suviv, cont.  Surviu, : cont.  Suruiv. . cont.  Suuiu. cont.  Suruiu. cant.  Surviv.
‘o Sty (481> e (€113 (419D am o
-1 . 14.2 (10) 10/10 14.7 (10) 104 10/10 14.7 (10) 104 10/10 - 13.8 (10) 6 10/10 10.6 (10} 7% 10/10 6.4 (10) 16 10/10
2-7 15.2 (10) 10/10 19.7 (10) 103 10/10 18.0 (10) 109 10/10 15.8 (10) 104 10/10 14.4 (10) ) 10/19 1.8 (10) 76 10/10
* ¢ >iNo.of effective animals,( )ilo.of measured animals MW.FC.1 g
TABLE 7 FOOD CONSUMPTION IN FEMALE RAT (TWO-WEEK STUDIES)
Control 60 ppm 180 ppm 540 ppm 1620 ppm _ 4860 ppm ©w
" 3
Vock-Day Au.FC. SNC'J'Tf MLFG, S Q'f No.g‘f ML TG, ¥ of No.gf fu. FC. % of No.aof pu.FC, % of  Na.of du. FC. $ of No.of :
e (15’;’ v cont,  Survju. cont.  Swuju. cont.  Surviv, cont.  Suuiu. cont.  Surviv. -
<o <o <10 <o <102
=
-1 10.6 (10) 10/10 1.1 (10) 106 10/10 10.6 (10) 99 10/10 9.9 (i0) 1$X] 10/10 7.4 (10 hy
§ £ 758 g. 5N . 70 10/10 5.6 (10) 83 10/10 .
=1 1.2 (10)  10/10 1.6 (10) 104 _ 10/10 1.1 (o) a9 10/10 1.5 (10) 103 10/10 .o (1o a8 10/10 A (n a9 7/10 Z
¢ >iNo.af offective animals,( )iNa.of measured animals MWLTC g p
.2°
=]
=1
(7]
o



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

Controt 24.7 ppm 74.1 pem 222 ppm 667  ppm 2000 pp;m
[ORTS No.of du.Wt. % of  No.of Au Wt “%of io.of hu Bt % of  No.of VRN % of  No.of du.iit. % of  No.of
Week-Day Surviv. cont.  Surviu. cont.  Suviv. cont.  Suviv. cont.  Suviv. cont.  Surviv.
o Shdy <o <o <o <10> <o [$113
-0 128 (10} 10/10 129 (10) 100 10/10 129 (10) 100 10/10 128 (10). 100 10/10 129 (10) 100 10/10 129 (10) 100 10/10
-7 163 (10) 10/10 164 (10) 101 10/10 166 (10) 102 10/10 164 (10) 101 10/10 158 (10) 98 10/10 132 (10) 81 10/10
2-7 196 (10)  10/10 198 {10) 101 10/10 202 (10) 103 10/i0 . 199 (10) 102 10/10 194 (10) a9 10/10 161 (10) 82 10/10
-7 224 (10) 10/10 226 (10) 181 10/10 228 (10) 102 10/10 227 (10) 101 10/10 221 {10) g9 10/10 187 (10) 83 10/10
4-7 244 (10) 10/10 . 248 (10) 101 10/10 248 (10) 102 10/10 248 (10) 102 16/10 242 (10) 99 10/10 211 {10} 86 10/10
5-7 262 (10) 10/10 266 (10) 102 10/10 268 (10) 102 1o/10 268 (10) 102 10/10 262 (10) 100 10/10 226 (10) 86 10/10
6-7 272 (10) 10/10 280 (10) 103 10/10 279 (10) 103 10/10 283 (10) 104 10/10 217 (10) 102 10/10 242 (10) 89 10/10
7-7 285 (10} 10/10 203 (10) 103 10/10 293 (10) 103 10/10 289 (10)-  10f 10/10 290 (10) 102 10/10 258 (10) g1 10/10
8-7 200 (10} 10/10 304 (i0) 104 10/10 301 (i0) 103 10/10 305 (10} 104 10/10 303 (10} 103 10/10 273 (10) 23 10/10
&7 03 (10) 10/10 3i4 (10) 104 10/10 310 (10) 102 10/10 316 {10) 104 10/10 a3 (10 103 10/10 286 (10) 91 10/10
10-7 300 (10) 10/10 324 (10) 105 10/10 3i8 (10) 103 10/10 326 (10) 106 10/10 323 (10} 105 10/10 297 (10) 96 10/10
11-7 3G (10) 1o/10 4 (10) 106 to/10 326 (10} 103 10/10 334 (10) 106 10/10 330 (10) 106 10/10 306 (10) S 10/10
12-7 321 (10) 10/10 MUl (10) 106 10/10 332 (i0) 103 10/18 a1 (i10) 106 ie/10 338 {i0) 05 10/10 314 (10) a8 10/10
-7 326 (10) 10/10 w7 (10) 106 10/10 339 (10) 104 10/10 39 (10) 107 10/10 34 (10} 106 /i w7 a0 9 10/10

< Oilo.of effective animals,( ):No.of measured animals ot g

. TABLE 9 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT (THIRTEEN-WEEK STUDIES)

Control 24.7 ppm 74.1 ppm 222 ppm 667  ppm 2000 ppm

RN No.of (VR % of  No.of Au Wt ¥ of MNo.of fu.t. % of  MNg.of Au Wt % of No.gf (VR % of No.qf
Week-Day Surviv. cont.  Surviv. cont.  Suviu. cont.  Suviv. cont.  Suviu. 203:. Surviv,
on Study <o <10 10> <10 (11
| 0 (10 10 100 (10) 100 10/10 100 (10) 100 10/10 100 (10) 100 10/10 100 (10) 100 10/10 100 (10) 100 10/10
?-g {?7 Eiﬂ% igﬁlo 118 210) 101 10/10 17 (10) 100 10/10 115 (10) 08 10/10 113 (10 97 10/10 100 (10) 85 ig;{g
-7 131 (10) 10/10 132 (10} 101 10/10 131 (10) 100 10/10 128 {10) 98 10/10 126 (10) %6 10/10 114 (10) 87 oo
31 142 (10) 10/10 144 (10) 101 10/10 142 (10) 100 10/10 140 (10) 99 10/10 139 (10) 98 10/10 126 (10) 89 Hio
4-7 149 (10) 10/10 152 (10) 102 10/10 150 (10) 101 10/10 147 (10) 99 10/10 148 (10) 99 10/10 139 (10) 81 10/‘0
57 158 (10) 10/10 162 (10) 103 10/10 161 (10) 102 10/10 158 (10) 100 10/10 156 (10) 99 10/10 145 (10) 92 ;0/10
6-7 164 (10) 10/t0 168 (10) 102 10/10 168 (10) 102 10/10 165 (10) 101 10/10 165 {10) 101 10/10 151 (10) g% 10710
7-1 169 (10) 10/10 174 (10) 103 10/10 173 (10) 102 10/10 170 (10) 10t 10/10 169 (10) 100 10/10 157 (10} X 10710
8-7 173 (10) 10/10 178 (10) 103 10/10 179 (10) 103 10/10 177 (10) 102 10/10 175 (10) 101 10/10 163 (10} ] oo
7 173 (10) 10/10 183 (10) 106 10/10 183 (10) 106 10/10 179 (10} 103 10/10 180 (10) 104 10710 165 (10) 2? oo
10-7 1768 (10) 10/10 187 (10) 106 10/10 186 (10) 104 10/10 184 (10) 103 10/10 184 (10} 103 10/10 171 (10) éé 1o/t
11-7 181 (i0) 10/10 100 (10) 106 10/10 189 (10) 104 10/10. 187 {10) 103 10/10 186 (10) 103 10/10 173 {10} i fo/t0
12-7 185 (10) 10/10 183 (10) 104 10/10 192 (10) 104 10/10 190 (10) 103 10/10 190 (10) 103 10/10 176 (10) g; 10710
13-7 187 (10) 18/10 182 (10) 103 10/10 193 (10) 103 10/10 192 (10) 103 10/10 191 (10) 102 10/10 179 (10) G
¢ YiNo.of effective animsls,( ):No.of measured animats do ittt g

9900 B G900 0N X0Q0IS



TABLE 10 FOOD CONSUMPTION IN MALE RAT (THIRTEEN-WEEK STUDIES)

Control 24.7 pem 74.1 ppm 222 ppm 667  ppm 2000  ppm
M. FGC. Na.of Au.TC. % of  MNo.of hu.FC. % of  No.of M. FC. % of  HNo.of A I C. % of MNao.of AL KG, % of  No.of
Woek-Day Surviv. cont.  Suviu. cont.  Surviu. cont.  Surviu. cont.  Suviv. cont.  Surviv.
on Study <o (S]] (1) <10 <0 <o
1-7 13.6 (10) 10/10 14.0 (1) 103 10/10 14.4 (10) 106 10/10 13.9 (10) 102 10/10 12.7 (10) 93 10/10 8.6 (10) 63 10/10
2-7 14.4 (10) 10/10 15.0 {19) 104 10/10 15.8 (10) 110 10/10 15.0 (10) 104 10/10 14.7 (19 102 10/10 12.3 (10) 85 10/10
-1 15.4 (10) 10/10 15.9 {10} 103 10/10 16.9 (10) 103 10/10 16.2 (10) 105 10710 15.7 (10} 102 10/10 13.2 (10) 86 10/10
4-7 15.0 {10) 10/10 15.7 (i0) 106 10/10 6.1 (19) 197 10/10 16.2 (10} 108 10/10 16.0 (10) 107 10/10 14.1 (10) a4 10/10
57 16.1 (10) 10/10 15.9 (10) 108 10/10 15.9 (10) 105 10/10 16.5 (10) 109 10/10 16.2 (10) 107 10/10 14.1 (10) 93 10/10
6-7 14.8 (10) 10/10 15.8 (10) 107 19/10 15.7 (i0) 106 10/10 16.7 (10) 113 10/10 16.5 (10) I 10/10 4.3 (10} 97 10/10
7-7 14.5 (10) 10/10 15,3 (10) 106 1e/10 16.5 (10} 107 10/10 15.3 (1) 106 10/10 16.3 (10} 112 18/10 14.9 (10) 103 10/10
8-7 M. {8 10/10 15.4 (10} 109 10/10 15.6 ( 9) i1 10/10 16.6 (9 118 10/10 16.4 ( 9) 116 10/10 15.5 (10) 110 10/10
&7 14.0 (10) 10/10 15.1 (10) 108 10/10 14.7 (10) 105 10/10 16.1 (10) 118 10/10 5.8 (10) 113 10/10 15.6 (10) 111 10/10
10-7 13.8 (10) 10/10 15.5 (10) 12 10/10 14.8 (10} W07 10/10 15.7 () 14 19/10 6.3 (0 118 10710 15.8 (10) 14 10/10
-7 13.8 (10) 10/10 15.4 (10) 112 10/10 14.9 (10 108 10/10 15.7 (10) 114 10/10 16.1 (10) 17 10/10 15.8 (10) 114 10/10
12-7 13,7 (10) 10/10 16.3 (10) 12 10/10 15.0 {10) 109 10/10 16.2 (i0) 118 10/10 16.2 (10) 118 10/10 16.1 (10) 18 10/10
13-7 13.2 (10) 10/10 14.6 (10) i 10/10 14.5 (10} 110 10710 15.5 (10} 17 10/10 15.4 (10} 17 10/10 15.4 (10) 17 10/10
< diNa.of effective animals,( ):No.of measu-ed animals W.FC.i g
TABLE 11 FOOD CONSUMPTION IN FEMALE RAT (THIRTEEN-WEEK STUDIES)
Controt 24.7 pem 74.1 ppm 222 pem 667  ppin 2000 ppm
Au.FC. No.of Au.FC, % of No.of M. FGC. Y aof  MNo.of Av.FC. % of No.of Au.FC. % of  No.of Au.TC. % of No.of
Heek-Day Surviv. cont.  Suviu. cont.  Surviju. cont.  Suviv. cont.  Suviu, cont.  Surviu,
o Sty <o <10> ' <10> <o <10> 10>
-7 10.7 (10} 10/i0 .1 (1) 104 10/10 1.1 (10) 104 10/10 10.6 (10) 99 10/10 8.5 (10) 39 10/10 6.4 (10) 60 10/10
2-1 10.5 (10) 10/10 10.7 (10) 102 10/10 10.9 (10) 104 10/10 10.5 (10) 100 10/10 10.5 (10) 100 10/10 9.4 (10) a0 10/10
3-7 10.8 (10) 10/10 10.9 (10) 101 10/10 1.5 (10) 106 10/10 110 (1) 102 10/10 10.7 (10} 99 10/10 9.7 (10} g0 10/10
4-7 10.3 (i0) 10/10 10.6 (10) 103 10/10 10.9 (19) 106 10/10 10.6 (10) 103 16/10 10.8 (10} 105 10/10 16.9 (10) 106 1¢/1¢
§-7 10.3 (10) 10/10 11.0 (10) 107 10/10 1.4 (10) i 10/10 11.6 (10} 113 10/10 10.8 (10) 106 10/10 10.8 (10) 105 10/10
6-7 10.4 (10) 10/10 10.9 (10) 105 10/10 12,3 (10) 18 10/10 1.0 (1) 106 10/10 1.3 (10) 108 10/10 10.6 (10) 102 10/10
7-1 10.1 {10) 10/10 1.4 (10) 113 10/10 1.2 {9 a8} 10/10 1.3 (10) 112 10/10 11.0 (10) 109 10/10 11.1 (10) 110 10/10
8-7 9.7 (8) 10/10 1.0 (10 13 10/10 e (10) 118 10/10 12,4 (10 12 10/10 1.3 (10 116 10/10 04 (9 107 10/10
7 10.4 (10) 10/10 11.3 (10) 109 10/10 11.0 (10) 106 10710 1.3 (10) 109 10/10 .2 (10 108 10/10 1.4 (9 110 10/10
10-7 10.2 {i10) 10/10 1.1 (10) 100 10/10 1.7 (10) 18 10/10 1.2 (10) 110 10710 11.6 {i0) 114 10/10 1.8 (0 116 10/10
-7 10.2 (10) 19/10 1.7 (10) 15 10/10 1.2 (10 110 10/10 10.8 (10) 106 10/10 1.5 (10) 113 10/10 12,5 (9) 123 10/10
12-7 0.3 (10} 1o0/10 14 (10) 1t 10/10 10.7 ( 9 104 10/10 1.2 {10) 109 10/10 1.4 (9) I 10/10 10.7(7D 104 10/10
13-7 8.8 (10) 10/10 10.0 (10) 102 10/10 10.7 (10) 109 10/10 16.6 (10} 108 10/10 17 (10) Ho 10/10 1.5 (8) 17 10/10
< YiNo.of offoctive animals,( ):No.of measured animals M. FC.i g

9900 ® 8900 0N XdANIS



STUDY NO.0QOQC65 & 00686

TABLE 12 SURVIVAL ANIMAL NUMBERS AND BUDY WRIGHT CHANGRS IN MALE KA
(TWO-YEAR STUDIES)

Control 40  ppm ' 200 ppm 1000  ppm '
(RN ¥o.of du. Wt % of No.of Ao Wt % of No.of Au.bt. % of  No.of
Wsok-Day Suruiv. cont.  Suruiu, cont.  Surviu. cont.  Suuiv.

o Study 50> <566> i 50> : <50>
0-0 123 (50) 50/50 123 (50) 100 -50/30 123 (50) 100 50/50 123 (50) 100 50/50
1-7 157 (50) 50/50 156 (50) jeic} 50/50 155 (50) 99 50/50 148 (50) 94 50/50
2-7 180 {50} 50/50 180 (50) 100 50/50 190 (50) 100 50/50 179 (50) 34 50/50
3-7 218 (50) 50/50 218 {50) 100 50/50 217 (50) 100 - 50/50 205 (50) 94 50/50
4-7 238 (50) 50/50 238 (50) 100 50/50 237 (50) 100 50/50 226 (50) 95 50/50
5-7 257 (50) 50/50 257 (50) 100 50/50 255 (50) a9 50/50 244 (50) a5 50/50
6-7 272 (50) 50/50 270 (50) jeic) 50/50 270 (50) 99 50/50 258 (50) 85 50/50
77 285 (50) 50/50 285 (50) 100 50/50 284 (50) 100 50/50 271 (50) 95 50/50
8-7 298 (50) 50/50 298 (50) 100 50/50 297 (50) 100 50/50 283°(50) 95 50/59
9-7 309 (50) 50/50 309 (50) 100 50/50 308 (50) 100 50/50 295 (50) g5 50/50
10-7 316 (50) 50/50 317 (50) 100 50/50 317 (50) 100 50/50 303 (50) g6 50/50
-7 325 (50) 50/50 326 (50) 100 50/50 326 (50) 100 50/50 311 (50) 6 50/50
12-7 331 (50) 50/50 332 (50) 100 50/50 331 (50) 100 50/50 316 (50) g5 50/50
13-7 339 (50) 50/50 311 (50) 101} 50/50 338 (50) 100 50/50 323 (50) 95 50/50
14-7 343 (50) 50/50 345 (50) 101 50/50 344 (50) 100 50/50 328 (50) 36 50/50
16-7 354 (49) 48/50 357 (50) 101 50/50 355 (50) 100 50/50 339 {50) 96 50/50
18-7 362 {49) 49/50 385 (50) 101 50/50 364 (50) 100 5¢/50 347 (50} 95 50/50
20-7 371 (49) 48/50 374 (50) 101 50/50 373 (50) 101 50/50 354 (50) 95 50/50
22~-7 380 (49) 48/50 382 (50} 101 50/50 381 (50) 100 50/50 361 (50) g5 50/50
24-7 386 (49} 48/50 383 (50) 101 50/50 387 (50) 100 50/50 367 (50) 95 50/50
26-7 391 (49) 48/30 385 (50) 101 50/50 393 {50) 101 50/50 373 (50) 95 50/50
28-7 394 (49) 48/50 398 (50) 101 -+ 50/50 335 (50) 100 50/50 376 (50) g5 50/50
©30-7 403 (49) 438/50 406 (50) 101 50/50 403 (50) 100 50/50 383 (50) 95 50/50
32-7 408 (48) 49/50 411 (50) 101 50/50 408 (50) 100 50/50 386 (50) 95 50/50
34-7 412 (48) 49/50 417 (50) 101 50/50 414 (50) 100 50/50 389 (50) 94 50/50
36-7 417 (48) 48/50 421 (50) 101 50/50 419 {(50) 100 50/50 384 (50) 94 50/50
38-7 424 (48) 48/50 428 (50) 101 50/50 426 (50) 100 50/50 3939 (50) 94 50/50
40-7 431 {49) 48/30 434 (50) 101 50/50 432 {50) 100 50/30 403 (30) 84 50/50
42-7 435 (49) 48/50 433 (50) 101 50/50 438 (50) 101 50/50 411 (50) o2 50/50-
44-7 441 (48) - 48/50 444 (50) 10t 50/50 442 {50) 100 50/50 413 {50) 94 50/50
46-7 445 (49) 48/50 450 (50) 101 50/50 447 {50) 100 50/30 416 (50) 93 50/50
48-7 448 (48) 48/50 453 (50) 101 50/50 452 (50) 101 50/50 419 (50) 93 50/50
50-7 454 (49) 48/50 458 (50) 10} 50/50 456 (50) 100 50/50 423 (50) - 83 50/50
52-7 457 (49) 48/50 461 (50) 101 50/50 4860 (50) 101 50/50 425 (50) 33 50/50
54-7 462 (49) 48/50 466 (50) 101 50/50 464 (50) 100 50/50 428 (50) g3 50/50
56-7 464 (49) 489/50 468 (50) 101 50/50 467 (50) 101 50/50 431 (50) a3 50/50
58-7 466 (49) 49/50 469 (50) 101 50/50 4868 (50) 100 50/50 431 (49) 82 48/50
60-7 469 (49) 49/50 470 (50) 100 50/50 470 (50) 100 50/50 433 (49) 92 48/50
62-7 471 (49) .49/50 471 (50) 100 50/50 471 (50) 100 50/50 432 (49) 92 49/50
64-7 473 (48) 48/50 471 (50) 100 50/50 473 (50) 100 50/50 433 (48) 92 48/50
86-7 (473 (49) 48/50 471 (50) 100 50/50 474 (50) 100 50/50 43 (1) ® 47/50
68-7 474 (49) 48/50 476 (48) 100 49/50 474 (50) 100 50/50 433 (47) a1 47/50
70-7 474 (49) 48/50 476 (49) 100 49/50 475 (59) 100 50/50 435 (47} 92 47/50
12-7 474 (49) 43/50 477 (49) 101 49/50 475 (50) 100 50/50 433 (43) g1 43/50
74~7 474 (49) 49/50 476 (49) 100 43/50 474 (50) 100 50/50 432 (41) 9l 41/50
76-7 474 (49) 48/50 477 -(49) 101 43/50 473 (50) 100 50/50 432 (40) 91 40/50
78-7 472 {48) 49/50 477 (19) 104 49/50 472 (50) 100 50/50 429 (38) at 38/50
80~7 472 (48) 49/30 475 (49) 101 48/50 472 (50) 100 50/50 428 (37) g1 37/50
82-7 472 {49) 49/50 476 (43) 101 49/50 470 (49) 100 49/50 426 (36) 30 36/50
84-7 475 {48) 48/50 475 (48) 100 48/50 471 (A7) 99 47/50 418 (34) 88 34/50
86-7 475 (47) 47/50 472 (48) a3 48/50 469 (47) 89 47/50 423 (30) 89 30/50
88-7 472 (47) 47/50 468 (48) 9g 47/50 467 (46) 33 46/50 422 (29) 88 28/50
90-7 488 {47) 47/50 470 {47) 100 47/50 462 (48) o] 48/50 420 (28) o0 25/50
92-7 4864 (46) 46/50 489 (47) 101 47/50 461 (45) 98 45/50 420 (25) 91 25/50
94-7 457 (46) 46/50 464 (47) 102 47/50 458 (45) 100 45/50 421 {(25) 92 25/50
96-7 458 (45) 45/50 460 (47) 100 47/50 452 (45) jeie] 45/50 411 (21) 90 21/50
98-7 155 {(44) 44/50 156 (473 100 47/50 445 (45) 98 45/50 413 {17) 3i 17/50
100-7 458 (43) 43/50 450 (47) 38 47/50 438 (44). 96 44/50 410 (17) 90 17/50
102-7 451 (43) 43/50 444 (46) a8 486/50 442 (42) 93 42/50 402 (14) 89 14/50
104-7 447 (43) 43/50 433 (46) 98 48/50 437 (42) 98 42/50 396 (12) 89 12/50

¢ >:No.of effective animals,{ ):Ne.of meamured animals



STUDY NO.0O065 & 0066

TABLE 13 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE RAT

(TWO-YEAR STUDIES)

Controt 40 ppm 200 ppm 1000 ppm |
Au.Ht. No.of Au Wt % of No.of Au.Wt. % of No.af Au.Wt. % of Ho.of
Week-Day Suruiv, cont.  Suuiv. cont.  Suaruiu, cont.  Surviu.
on Study B0 G G0 B0

0-0 102 (50) 50/50 102 (50) 100 . 50/50 102 {(50) 100 50/50 102 (50) 100 50/50

1=7 119 (50) 50/50 118 (50) 100 * 50/50 117 (50) 98 50/50 111 (50) a3 50/50

2-7 133 (50) 50/50 133 (50) 100 50/50 131 (50) 98 50/50 127 (50) 95 50/50

3-7 144 (50) 50/50 145 (50) 101 50/50 143 (50) 99 50/50 138 (50) 96 50/50

4-7 153 (50) 50/50 152 (50) 93 50/50 151 (50) 93 50/50 146 (50) 35 50/50

5-7 162 (50) 50/50 162 (50) 100 50/50 159 (50) 98 50/50 154 (50) 95 50/50

6-7 168 (50) 50/50 168 (50) 100 50/50 166 (50) 39 50/50 159 (50) 35 50/50

7-7 174 (50) 50/30 176 (50) 101 50/50 172 (50) Jeic) 50/50 167 (50) 96 50/50

8-7 179 (50) 50/50 179 (50) 100 50/50 176 (50) g8 50/50 171 (50) 96 50/50

9-7 184 (50) 50/50 185 (50) 101 50/50 181 (50) 98 50/50 176 (50) 96 50/50

10-7 188 (50) 50/50 187 (50) 33 50/50 184 (50) 98 50/50 179 (50) 95 50/50

11-7 192 (50) 50/50 193 (50) 101 50/50 190 (50) 99 50/50 184 (50) 96 50/50

12-7 196 (50) 50/50 195 (50) 99 50/50 182 (50) a8 50/30 187 (50) 95 50/50

13-7 200 (50) 50/50 188 (50) 93 50/50 186 {(50) 38 50/50 188 (50) 95 50/50

14-7 200 (50) 50/50 200 (50) 100 50/50 187 (50) 93 50/50 188 (50) 95 50/50

16-7 204 (50) 50/50 204 (50) 100 50/50 202 (50) 99 50/30 193 (50) 95 50/50

18-7 208 (50) 50/50 208 (50) 100 50/50 205 (50) 98 50/50 195 (50) 4 50/50

20-7 212 (50) 50/50 212 (50) 100 50/50 208 (50) 98 50/50 188 (50) 33 50/50

22-7 216 (50) 50/50 216 (50) 100 50/50 212 (50) 98 50/50 201 (50) a3 50/50

24-7 219 (50) 50/50 219 (50) 100 50/50 214 {(50) 38 50/50 203 (50) 93 50/50

26-7 221 (50) 50/50 222 (50) 100 50/50 216 (50) 98 50/50 206 (50) 93 50/50

28-7 222 (50) 50/50 222 (50) 100 50/50 216 (50) g7 50/50 207 (50) 33 50/50

30-7 226 (50) 50/50 227 (50) 100~ 50/50 221 (50) 98 50/50 210 (50) 33 50/50

. 32-7 229 (50) 50/50 230 (50) 100 50/50 224 (50) 93 50/50 213 (50) a3 50/50
| . 34-7 232 (50) 50/50 232 (50) 100 50/50 226 {49) g7 50/50 215 (50) 93 50/50
! 36-7 235 (50)  50/50 236 (50) 100 50,50 228 (50) g7 50/50 216 (50) 92 50/50
38-7 240 (50) 50/50 240 (50) 100 . 50/50 232 (50) g7 50/50 219 (50) g1 50/50

, 40-7 245 (50) 50/50 245 (50) 100 50/50 237 (50) g7 50/50 223 (50) g1 50/50°
" 42-7 247 {50) 50/50 248 (50) 100 50/50 240 (50) g7 50/50 224 (50) g1 50/50
[' 44-7 252 (50) 50/50 252 (50) 100 50/50 242 (50) %6 50/50 226 (50) 90 50/50
‘x 16-7 256 {50) 50/50 256 (50) 100 50/50 246 (50) 96 50/50 227 (50) 89 50/50
i 48-7 259 (50) 50/50 260 (50) 100 50/50 248 (50) 96 50/50 229 (50) 88 50/50
: 50-7 263 (50) 50/50 284 (50) 100 50/50 250 (50) 85 50/50 231 (50) 88 50/50
] 52-7 266 (56) 50/50 268 (50) 101 50/50 254 (50) 35 50/50 232 (50) . 87 50/50
‘r 54~7 271 (50) 50/50 272 (50) 100 50/50 259 (49) 96 43/50 235 (50) 87 50/50
56-7 275 (50) 50/50 276 (50) 100 50/50 263 (49) 96 43/50 237 (50) 86 50/50
58-7 278 (50) 50/50 279 (50) 100 50/50 265 (49) 95- 49/50 238 (50) 86 50/50 .

60-7 281 (50) .50/50 283 (50) 101 50/50 268 (49) 95 48/50 240 (50) 85 50/50

62-7 286 (50) 50/50 287 (50) 100 50/50 .27 (49) 95 43/50 242 (50) 85 50/50

' 64~7 288 (50) 50/50 289 (50) 100 50/50 274 (49) 95 48/50 243 (50) 84 50/50

! 66~7 293 (50) 50/50 295 (49) 101 45/50 279 (49) 35 43/50 246 (50) 84 50/50

68-7 205 (50)  50/50 298 (49) 101 49/50 282 (49) 96 43/50 248" (50) 84 50/50

70-7 209 (49) 48/50 302 (49) 101 49/50 286 (49) 96 43/50 250 (49) 84 48/50

‘ 72-7 30t (49) 48/50 306 (49) 102 48/50 288 (49) 86 43/50 252 (47) 84 47/50
74-7 306 (48) 48/50 311 (49) 102 43/50 291 (49) 35 48/50 253 (47) 83 47/50

’ 76-7 307 (47) 47/50 313 (49) 102 18/50 294 (48} %6 48/50 254 (45) 83 15/50
! 78-7 313 (46) 48/50 319 (48) 102 48/50 297 (48) 85 48/50 257 (44) 82 44/50
: 80-7 314 (46) 46/50 321 {48) 102 48/50 299 (48) 95 48/50 251 (44) 83 44/50
82-7 315 (45) 45/50 323 (48) 103 48/50 302 (47) 9% 47/50 250 (43) 83 43/50

84~7 317 (45) 45/50 327 (a7) 103 47/50 307 (46) g7 46/50 263 (43) 83 43/50

86-7 320 (44) 44/80 328 (46) 103 48/50 307 (45) 96 45/50 265 (42) 83 42/50

88-7 324 (42) 42/50 329 {45) 102 45/50 308 (42) 35 42/50 265 (41) B2 41/50

890-7 330 (41) 41/50 330 (45) 100 45/50 307 (42) 93 42/50 266 (38) 81 38/50

92-7 330 {41} 41/50 331 {45) 100 45/50 310 (41 94 41/50 266 (37) 81 37/50

94-7 326 (41) 41/50 328 {45) 101 45/50 309 (40) 35 40/50 269 (37) 83 37/50

896-7 33t (39) 39/30 327 (45) g9 45/50 308 (40) 33 39/50 267 (36) 81 36/50

98-7 332 (38) 38/50 329 (44) eie] 43/50 310 (39) 33 33/50 270 (34) 81 34/50

100~7 329 (38) 38/50 336 (42) 102 42/50 308 (39) 94 39/50 271 (32) 82 32/50

102-7 329 (38) 38/50 336 (42) 102 41/50 308 (39) 94 33/50 266 (28) 8! 28/50

104-7 327 (37) 36/50 340 (41) 104 41/50 303 (38) 93 38/50 263 (28) 80 28/50

¢ >:No.of effective animals,{ ):No.of measured animals



STUDY NO.O0O0G65 & 0066

(TWO-YEAR STUDIES)

Control 40 ppm 200 ppm 1000 ppm
Au.FC. No.of Au.FC. % of Na.of Au.FC. g of Ho.of Au.FC. % of Na.of
Week-Day Saviju. cont. Suuiv. cont.  Surviu, cont. Swuju.

o Study 50> 50> 50> <50
1-7 13.2 (50) 50/50 13.1 (50) 99 50/50 12.9 (50) a8 50/50 10.9 {50) 83 50/50
2-7 14.2 (50) 50/50 14.2 (49) 100 50/50 14.2 (50) 100 50/50 13.3 (50) 94 50/50
3-7 14.7 (50) 50/50 14.8 (50) 101 50/50 14.8 (48) 101 50/50 13.8 (50) 94 50/50
4-7 14.7 (50) 50/50 14.8 (50) 101 50/50 14.8 (50) 101 50/50 13.9 (30) 95 50/50
5-7 15.0 (48) 50/50 15.0 (50) 100 50/50 14.8 (50) 99 50/50 14.4 (50) 96 50/50
6-7 14.8 (50) 50/50 15.5 (44) 105 50/50 15.1 (50) 102 50/50 14.5 (50) 98 50/50
7-7 15.3 (50) 50/50 15.5 (50) 101 50/50 15.7 (50) 163 50/50 14.3 (50) 97 50/50
8-7 15.2 (50) 50/50 15.3 (50) 101 50/50 15.4 (50) 101 50/50 11.9 (50) 98 50/50
9-7 15.3 (50) 50/50 15.5 (50) 101 50/50 15.6 (50) 102 50/50 15.1 (50) 99 50/50
10-7 14.8 (50) 50/50 15.2 (50) 102 50/50 15.3 (50) 103 50/50 14.9 (50) 100 50/50
11-7 15.3 (30) 50/50.  15.6 (50} 102 50/50 15.6 (50) 102 50/50 15.2 (50} 99 50/50
12-7 15.0 (50) 50/50 15.3°(50) 102 50/50 15.2 (50) 101 50/50 14.7 (50) a8 50/50
13-7 15.0 (50) 50/50 15.2 (50) 101 50/50 15.2 (50) 101 50/50 14.8 (50) 99 50/50
14-7 14.4 (50) 50/50 14.5 (50) 101 50/50 14.7 (50) 102 50/50 14.4 (50) 100 50/50
16-7 14.4 (48) 43/50 14.6 (50) 101 50/50 14.5 (50} 101 50/50 14.5 (50) 101 50/50°
18-7 14.4 (49) 49/50 14.6 (50) 101 50/50 14.7 (50) 102 50/50 14.5 (50) 101 50/50
20-7 14.7 (49) 48/50 14.8 (50) 101 50/50 1.9 (50) 101 50/50 14.6 (50) 99 50/50
22-7 15.3 {48) 48/50 15.5 (s0) 101 50/50 15.3 (50) 100 50/50 15.4 (50) 101 50/50
24-7 15.3 (18) 48/50. 15.6 (50) 102 50/50 15.6 (50) 102 50/50 15.5 (50) 101 50/50
26-7 15.2 (49) 49/50 15.3 (50) 101 50/50 15.5 (50) 102 50/50 15.6 (49) 103 50/50
28-7 14.8 (48) 48/50 15.1.(50) 101 50/50 15.1 (50) 101 50/50 15.5 (50) 104 50/50
30-7 15.3 (48) 48/50 15.6 (50) 102 50/50 15.9 (50} 104 50/50 5.8 (43) 103 50/50
32-7 14.9 (48) 49/50 15.3 (50) 103  50/50 15.3 {49) 103 50/50 15.5 (48) 104 ,7 50/50
34-7 14.9 (49) 49/50 15.5 (50) 104 50/50 15.4 (50) 103 50/50 15.5 (49) 104, 50/50
36-7 15.0 (48) 49/50 15.4 (50) 103 50/50 15.6 (50) 104 50/50 15.6 (30) 104 '50/50
38-7 15.2 (48) 48/50 15.5 (50) 102 50/50 15.2 (50) 100 50/50 15.5 (49) 102 50/50
40-7 15.4 (48) 43/50 15.7 (50) 102 50/50 15.6 (50) 101 50/50 15.7 (50) 102 50/50
42-7 15.3 (48) 48/50 15.4 (50) 101 50/50 15.6 (50) 102 50/50 15.4 (49) 101 50/50
447 x .1 {48) 48/30 15.5 {50) 103 50/50 5.4 (50) 102 50/50 15.3 (50) 101 50/50
46-7 5.2 (48) 48/50 15.6 (50) 103 50/50 15.6 (30) 103 50/50 15.5 {(50) 102 50/50
48-7 15 3 (49) 48/50 15.4 (50) 101 50/50 15.7 (50) 103 50/50 15.7 (50) 103 50/50
50-7 15 4 (19) 49/50 15.6 (50) 101 50/50 15.8 {50) 103 50/50 . 15.9 (50) 103 50/50
52-7 5.4 (48) 43/50 15.5 (50) 101 50/50 15.6 (50) 101 50/50 15.7 {50) 102 50/50
54-7 15 3 (49) 48/50 15.6 (50) toz 50/50 15.6 {50) 102 50/50 15.8 {49) 103 50/50
56-7 15.4 (48) 48/50 15.8 (50) 103 50/50 15.6 (50) 101 50/50 15.8 (50) 103 50/50
58-7 15.4 (48) 43/50 15.7 (50) 102 50/50 15.6 (50) 101 50/50 15.8 (48) 103 19/50
50-7 15.5 (49) . 49/50 15.4 (50) 99 50/50 15.7 (50) 101 50/50 15.8 (49) 102 49/50
62-7 15.6 {48) 48/50 15.6 (50) 100 50/50 15.7 (50) 101 50/50 15.6 (19) 100 48/50
64-7 15.8 (48) 49/50 15.5 (49) 98 50/50 15.8 (50) 100 50/50 16.0 (48) 101 18/50
66-7 15.4 (49) 49/50 15.4 (50) 100 50/50 15.7 (50) 102 50/50 15.6 (46) 101 47/50
§8-7 15.5 (48) 48/50 15.6 (49) 101 49/50 15.9 (50) 103 50/50 15.7 (48) 101 47/50
70-7 15.3 (49) 49/50 15.3 (48) 100 49/50 15.6 (50) 102 50/50 15.6 (47) 102 47/50
72-7 15.2 (48) 48/50 15.4 (48) 101 49/56 15.7 (50} 103 50/50 15.8 (43) 104 43/50
74-7 15.5 (48) 48/50 15.7 (48) 101 48/50 15.8 (50) 102 50/50 15.6 {40) . 10! 41/50
76-1 15.5 (48) 48/50 15.8 (48) 102 48/50 15.8 (50) 102 50/50 15.9 (40) 103 40/50
78-7 15.2 (48) 49/50 15.7 (49) 103 49/50 15.9 (50) 108 50/50 15.8 (37) 104 38/50
B0-7 15.5 (48) 49/50 15.5 (49) 100 48/50 16.1 (50) 104 50/50 15.5 (36) 100 37/50
82-7 15.4 (48) 49/50 15.6 {(49) 101 49/50 15.9 (48) 103 49/50 15.2 (3%) ek 36/50
84-7 15.3 (48) 48/50 15.6 (48) 102 48/50 15.9 (47) 104 47/50 14.8 (33) 97 34750
86-7 15.3 (47) 47/50 15.2 (48) g9 48/50 6.0 (47) 105 47/50 15.2 (28) 99 30/50
88-7 14.8 (47) 47/50 15.1 (48) 102 47/50 15.6 (45) 105 46/50 15.3 (28) 103 29/50
§0-7 14.8 (47) 47/50 5.4 (47) 104 47/50 15.8 (45) 107 45/50 15.1 (25) 102 25/50
92-7 14.7 (48) 48/50 15.5 (47) 105 47/50 15.7 (43) 107 45/50 15.5 (23) 105 25/50
-7 14.8 (46) 48/50 15.5 (47) 105 47/50 16.3 (43) . 110 45/50 14.3 (23) 97 25/50
9%6-7 15.2 (45) 45/50 15.3 {47) 101 47/50 15.6 (44) 103 45/50 14.7 (20) g7 21/50
98~7 15.1 (44) 44/50 5.2 (47) 101 47/50 15.5 (43) 103 45/50 15.9 (18) 105 17/50
100~7 15.5 (43) 43/50 15.5 (486) 100 47/50 15.4 (41) k] 44/50 15.5 (18) 100 17/50
102-7 15.3 (43) 43/50 15.0 {45) 98 45/50 15.9 (40) 104 42/50 15.2 (i2) 85 14/5¢
104-7 15.0 (43) 43/50 15.6 (45) 104 45/50 16.2 (39) 108 42/50 20.6 (11) 137 12/50

¢ >:No.of effective

animals,{ ):No.of measured animals
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STUDY NO.O0O65 & 0066

(TWO-YEAR STUDIES)

Controt 40 ppm . 200 ppm 1000  ppm
v TG, No.of Au.FC. % of No.of Au.FC. % of No.of ML FC. % of No.of
Week-Day Suviu. cont. Suruiu. cont.  Suuiu. cont.  Surviu.

o Study 50> G0 <505 <509
-7 10.6 (50) 50/50 , 10.6 {50) 100 - 50/50 10.3 (50) 97 50/50 8.3 (50) 78 50/50
2-7 10.6 (50) 50/50 10.6 (50) 100 © 50/50 10.4 (49) 38 50/50 10.1 (50) 93 50/50
3-7 10.7 (48) 50/50 10.8 (50) 102 50/50 10.9 (49) 102 50/50 10.2 (50) 35 50/50
4-7 10.6 (50) 50/50 10.6 (48) 100 50/50 10.8 (50) 102 50/50 10.2 (50) 35 50/50
57 10.8 (50) 50/50 11.0 {49) 101 50/50 10.8 (50) 99 50/50 10.6 (50) 97 50/50
6-7 10.4 (50) 50/50 10.9 (49) 105 50/50 10.6 (50) 102 50/50 10.3 (50) 99 50/50
7-7 10.8 (50) 50/50 11.4 (50) 106 50/50 11.0 (50) 102 50/50 10.5 (50) g7 50/50
8-7 10.7 (50) 50/5¢ 10.8 (50) 101 50/50 10.6 (50) 99 50/50 10.3 (50} 96 50/50
7 10.7 (50) 50/50 11.1 (50) 104 50/50 11.1 {(80) 104 50/50 10.9 (49) 102 50/50
10-7 10.7 (50) 50/50 10.7 (50) 100 50/50 10.8 (50) 101 50/50 10.6 (50) 99 50/50
11-7 1.1 (50) 50/50 11.4 (50) 103 50/50 11.5 (50) 104 50/50 11.6 (50) 105 50/50
12-7 11.2 (50) 50/50 11.1 {(50) 89 50/50 11.0 (50) 88 50/50  1l.1 (489) 9g 50/50
13-7 11.1 (50) 50/50 1.1 (50) 100 50/50 11.4 (50) 103 50/50 11.4 (48) 103 50/50
14-7 10.3 (50) 50/50 10.6 (50) 103 50/50 10.7 (50) 104 50/50 11.0 (50) 107 50/50
16-7 10.4 (50) 50/50 10.4 (50) 160 50/50 10.8 (50) 104 50/50 10.8 (49) 101 . 50/50
18-7 10.5 (50) 50/50 11.0 (50) 105 50/50 10.9 (50) 104 50/50 1.3 (50) 108 50/50
20-7 10.7 (50) 50/50 11.0 (49) 103 50/50 10.7 (50) 100 50/50 10.8 (49) 101 50/50
22-7 10.9 {50) 50/S0 11.4 (50) 105 50/50 10.9 (50) 100 50/50 1.4 (30) 105 50/50
24-7 10.7 (50) 50/50 11.0 (50) 103 50/50 10.8 (50) 101 50/50 10.7 (50) 100 50/50
26-7 10.8 (50) 50/50 11.0 (50) 102 50/50 11.0 (50) 102 50/50 11.1 (50) 103 50/50
28-7 10.4 (50) 50/50 10.7 (50) 103 50/50 .10.8 (50) 102 50/50 10.7 (50) 103 50/50
30-7 11.0 (50) 50/50 11.5 {49) 105 50/50 11.3 (50) 103 50/50 11.3 (50) 103 . 50/50
32-7 11.0 (50) 50/50 11.6 (50) 105 50/50 11.2 (50) 102 50/50 11.3 (50) 103 50/50
-7 1.1 (30) 50/50 11.4 (50) 103 50/50 1.1 (50) 100 50/50 11.2 (50) 101 50/50
36-7 11.1 (50) 50/50 11.4 (50) 103 50/50 11.3 (50) 102 50/50 11.3 (50) 102 50/50
38-7 11.5 (50) 50/50 11.7 (50) 102 50/50 11.4 (50) g9 50/50 11.5 (50) 100 50/50
40-7 11.4 (50) 50/50 11.7 (50) 103 50/50 11.5 (50) 101 50/50 11.4 (50) 100 50/50
42-7 11.3 (50) 50/50 11.9 {50) 105 50/50 11.2 (50) 89 50/50 10.8 (50) 96 50/50
44-7 11.5 (50} s0/50  1z.1 (50) 105 50/56 1.z (50) o7 50/50 11.0 (50) %6 50/50
46-7 11.6 (50) 50/50 12.1 (50) 104 50/50 11.4 (50) 98 50/50 11.3 (50) 97 50/50
48-7 11.6 (50) 50/50 12.1 (50) 104 50/50 11.5 (50) 99 50/50 11.6 (50) 100 50/50
50-7 11.7 (50) 50/50 12.4 {50) 106 50/50 11.6 (50) 99 50/50 11.7 (50) 100 50/50
52-7 11.7 (50) 50/50 12.3 (50) 105 50/50 11.9 (50) 102 50/50 1.9 (50) 102 50/50
54-7 11.7 (50) 50/50 12.3 (50) 105 50/50 11.8 (49) 101 49/50 12.1 (50) 103 50/50
56-7 i1.8 (50) 50/50 12.5 (50) 106 50/50 11.9 (49) 101 18/50 12.2 (50) 103 50/50
58-7 12.0 (50) 50/50 12.5 (50) 104 50/50 1.9 (49) 99 48/50 12.5 (50) 104 50/50
§0-7 12.2 (50) 50/50 12.5 (50) . 102 50/50 12.1 (48) 99 49/50 12.3 (50) 101 50/50
62-7 12.2 (50) 50/50 12.6 (50) 103 50/50 12.2 (49) 100 49/50 12.6 (50) 103 50/50
64-7 12.1 (48) 50/50 12.6 (50) 104 50/50 12.4 (49) 102 48/50 12.7 (50) 105 50/50
66-7 12.5 {49) 50/50 12.9 (49) 103 49/50 12.4 (49) 99 48/50 12.7 (50) 102 50/50
68-7 12.3 (50) 50/50 12.8 {49) 104 19/50 12.3 (49) 100 49/50 12.7 (50) 103 50/50
70-7 12.4 (49) 48/50 12.9 (49) 104 43/50 12.2 (49) 98 48/50 12.3 (49) 99 48/50
72-7 12.1 (49) 48/50 13.1 (49) 108 49/50 12.3 (48) 102 49/50 12.8 (47) 106 47/50
74-7 12.5 (48) 48/50 13.7 (49) 110 49/50 12.6 (48) 101 48/50 13.0 (47) 104 47/30
76-7 12.6 (47) 47/50 13.1 {48) 104 43/50 12.5 (48) 99 48/50 13.2 (45) 105 45/50
78-7 12.8 (4B) 46/50 13.5 (48) 105 48/50 12.8 (48) 100 48/50 13.2 (44) - 103 44/50
80-7 12.7 (48) 45/50 13.3 (48) 105 48/50 12.7 (48) 100 48/50 13.3 (44) 105 44/50
82-7 12.7 (458) 45/50 13.2 (48) 104 48/50 12.9 (47) 102 47/50 13.4 (13) 106 13/50
84-7 12.4 (45) 45/50 13.4 (47) 108 47/50 12.9 (46) 104 46/50 13.5 (43) 108 43/50
86-7 -12.4 (44) 44/50 13.3 (48) 107 46/50 12.7 (45) 102 45/50 13.3 (41) - 107 42/50
88-7 12.8 (42) 42/50 13.2 {(45) 103 45/50 12.8 (42) 100 42/50 13.6 (41) 106 A1/50
80-7 12.8 (41) 41/50 13.4 (45) 104 45/50 12.8 (42} 99 42/50 13.5 (38) 105 38/50
92-7 12.8 {41) 41/50 13.5 (44) 105 45/50 13.2 (41) 103 41/50 13.4 (37) 105 37/50
-7 12.8 (41) 41/50 13.2 (44) 103 45/50 3.7 {(40) 107 40/50 13.2 (3N 103 37/50
%6-7 12.8 (39) 238/50 13.2 (44) 102 45/50 12.6 (40) 98 39/50 12.8 (36) 99 36/50
98-7 13.1 (38) 38/50 13.3 (44) 102 43/50 13.5 (39) 103 39/50 13.5 (34) 103 34/50
160~7 12.6 (38) 38/50 14.1 (42) 112 42/50 13.4 (39) 106 38/50 12.8 (32) 102 32/50
102-7 13.0 (38) 38/50 13.7 {41) 105 41/50 13.2 (39) 102 39/50 13.6 (29) 105 29/50
104-7 12.6 (37) 36/50 13.4 (40) 106 41/50 12.3 (38) 98 38/50 13.5 (27) 107 28/50
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Table 16 CLINICAL OBSERVATION ( 104W-SUMMRY ) -RAT:TWO-YEAR STUDIES-

Male : Female

Findings 1000ppr  200ppnm 40ppm Oppm 1000ppm  200ppm 40ppm  Oppm
SOM* SOW S (DM) S (DM) S (M) S (DM) S (DM) S (DM)
COLORED (% &) 0(12) 1(0) 0(1) 0( 1) 25(20) 18(6) 13(1) 6(3)
FROG BELLY (FE 8 ME) 0( 4) 0(0) 0( 0) 2(0) 0( 6) 0(0) 0( 1) 0(0)
ANEMIA (€ i) 12(38)  42( 8) 6(2) 6{(1) 28(22) 38(12) 2( 1) 3(10)
INTERNAL MASS (P %5 & 78 ) 2(15) 0(0) 0(0) 0( 0) 107 0(0) 0(0) 0(2)
B RN AL MASS A B B I ) i
M. EYE (HE fE5%) 0(0) 100) 0(0) 0( 0) 0(0) 00 0 0( 0 0(0)
M. NOSE (& fE#%) 1{1) 0(0) 0(0) 0(0) 0 0) 00y -1(0) 0(0)
M. PERI MOUTH (o /& B & &) 0( 1) 0(0) 1(0) 0(0) 1(0) 2(0) 1(0) 0(1)
M. MANDIBULAR (°F 5 &R fifi /%) 0(0) 00 000 0(0) 0¢ 1) 0(0) ~0(0) -0(0)
M. EAR (B A EBJE ) 0(0) 0(0) 1(0) 0(0) 0( 0) 000 100 0(0)
M. PERI EAR (E#REFHEE) 0(0) 0(2) 1(1) 0( 0) 0( 1) 100 0( 1) 0(0)
M. NECK (SHER &%) 0(0) 00 0 1(0) 0 0) 0(0) 0( 0) 0C0) 100)
M. FORLIMB (&7 fik B %) 0(0) 0( 0 0(0) 1(0) 0(0) 1(0) 1(0) 0(0)
M. BREAST (fg %R BE %) 100) 2( 1) 2(1) 100 4( 1) 2(0) 1(0) 2(0)
M. ABDOMEN (fi§ %8 il 7%8) 0(2) 2(0) 2(0) 3(1) 3(3) 1(2) 100) 4( 2)
M. ANTERIOR. DORSUM (3 4 51 %K FE 9% ) o( 1 2(0) 1(0) 1(1) 0(0) 2{ 0) 1(0) 1(0)
M. POSTERICR. DORSUM (It 2R IE &) 6( 1) 1( 1) 2(0) 0(0) 0(0) 0(0) 0(0) 0(0)

M. SCROTUM (R& 38l &) 0o 2(0) 1{0) 100 - ~ -~ -
M. HINDLIMB (% 5 JE ) 0( 1) 0¢ 0) 0(0) 0( 0) 1{ 0) 0(0) 0(0) 0(0)
M. GENITALTIA (4{ f& &R HE %) 0(1) 0( 0) 0(0) 0(0) 4( 1) 5(1) 2( 1) 4( 2)
MTAIL(EBRE®) .. 100). _0C0) __ 0€0) . 0(0) ______ 100 ___0(0) ___0(0) ___000)
NO.of Animals with EXTERNAL MASS 2{(7 1003 11{2) 6(2) 11{ 5) 9( 3) 8( 2) 8( 4)
NO.of Survival Amimals (Dead & Moribund Animals) 12(38) 42(8) 46(4) 43(7) 28(22) 38(12) 41( 9} 36(14)

NO. of Observed Animals 50 50 50 50 50 50 50 50

x : S=Survival Amimals (DM=Dead & Moribund Animals)
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Table 16 CLINICAL OBSERVATION ( 104W-SUMMRY ) -RAT:TWO-YEAR STUDIES-

Male Female

Findings 1000ppm  200ppm 40ppm Oppn 1000ppm  200ppm 40ppm Oppm
S(OM)*  S(OM) S (DM) S (DM) S (DM) S (DM) S (D) S (DM)
COLORED (%) 0(12) 100) 0(1) 0( 1) 25(20) 18(6) 13( 1) 6( 3)
FROG BELLY (f8 %8 R&) 0( 4) 0(0) 0(0) 2(0) 0(6) 0(0) 0( 1) 0(0)
ANEMIA (% ) 12(38) 42( 8) 6(2) 6(1) 28(22) 38(12) 2(1) 3(10)
INTERNAL MASS (P9 B fiE %) 2 (15) 0(0) 0(0) 0(0) 1(7) 0(0) 0( 0) 0(2)
BB RN AL MASS (A A B )
M. EYE (R fE78) 0( 0) 1(0) 0( 0) 0( 0) 0(0) 0(0) 0( 0) 0( 0)
M. NOSE (£ fE /&) 1(1) 0(0) 0(0) 0( 0) 0( 0) 0(0) 1(0) 0(0)
M. PERI MOUTH (1[5 B HE &) 0(1) 0(0) 100) 0(0) 1(0) 2(0) 1(0) 0(1)
M. MANDIBULAR (T 5 &8 JE &) 0(0) 0{ 0) 0(0) 000 0( 1) 0(0) 0(0) 0(0)
M. EAR (BF M-3R FE /) 0(0) 0(0) 10 0(0) 0{ 0) 0(0) 1(0) 0(0)
M. PERI EAR(E R EB/EE) 0(0) 0(2) 1(1) 0(0) 0(1) 1(0) 0(1) 0(0)
M. NECK (SHZRfE ) 0( 0) 0(0) 100) 0(0) 0(0) 0(0) 6(0) 1(0)
M. FORLIMB (BU /5 i) - 0(0) 0(0) 0(0) 1(0) 0(0) 100) 1(0) 0( 0)
M. BREAST (ffo &8 fE 5% 1(0) 2(1) 2(1) 1(0) 4( 1) 2(0) 1(0) 2(0)
M. ABDOMEN (}§ &5 & #% ) 0( 2) 2(0) 2(0) 3( 1) 3(3) 1(2) 1(0) 4( 2)
M. ANTERIOR. DORSUM (% 4 87 2k fE &) 0( 1) 2(0) 1(0) 1(1) 0(0) 2{(0) 1(0) 1(0)
M. POSTERIOR. DORSUM (3 Jl #4 %R i /%) 0( 1) 101 2(0) 0(0) 0(0) 0(0) 0(0) 0(0)

M. SCROTUM (R& %5 fiE i) 0(0) 200 1(00) 100 - - - -
M. HINDLIMB (% Jit fiE %) 0( 1) 6(0) 0(0) 0(0) 1(0) 0(0) 0( 0) 0(0)
M. GENITALIA (4} B 5 i) 0( 1) 0( 0) 0(0) 0¢0) 4( 1) 5(1) 2(1) 4( 2)
MTAIL(EMEM@) . 10 0(0) 000 __ 00 _______1(0) __ 0(0) ___0€0) ___0(0)
No.of Animals with EXTERNAL MASS 2(7 1003 11(2) 6(2) 11( 5) 9(3) 8( 2) 8( 4)
No.of Survival Amimals (Dead & Moribund Animals) 12(38) 42(8) 46( 4) 43(7) 28(22) 38(12) 41(9) 36(14)

No.of Observed Animals 50 50 50 50 50 50 50 50

* : S=Survival Amimals (DM=Dead & Moribund Animals)
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(SPLEEN) INCIDENCE AND STATISTICAL ANALYSIS

STUDY NO.OQO65 & 0066 - -

TABLE 17 NEOPLASTIC LESIONS : RAT:MALE
Group Name Control 40 ppm 200 ppm 1000 ppum
SITE : spleen
TUMOUR : fibroma
Overall Rates{a) 0/50 { 0.0) 0/50 ( 0.0) 1/50 { 2.0} 15750 (30.0)
Adjusted Rates (b) 0.0 0.0 2.38 58.82
Terminal Rates(c) 0/43 ( 0.0) 0/45 ( 0.0) 1742 ( 2.4) 7/12 (58.3)
" Standard Rates (d) P=0.1627
Prevalence Rates(d) P<0. 0001 %=?
Combind analysis(d) P<0.0001%=%?
Cochran—-Armitage Test(e) P<D.0001*=*
Fisher Exact Test(e) £=0.5000 P=0. 4350 P=0.0001=x=
SITE : spleen
TUMOUR : fibrosarcoma
Overall Rates(a) 0/50 ( 0.0) 1/50 ( 2.9) 0/50 ( 0.0) 28/50 (58.0)
Adjusted Rates (b) 0.0 2.17 0.0 58.33
Terminal Rates (c) 0/43 ( 0.0) 1746 ( 2.2) 0742 ( 0.0} 7/12 (58.3)
Standard Rates (d) P<0.0001*%x?
Prevalence Rates(d) P<0.0001**?
Combind analysis (d) P<0. 0001%%?
Cochran—Armitage Test(e) P<0.0001=*=
Fisher Exact Test(e) P=0. 4950 P=0.5000 P<0. 0001*=
SITE : spleen
TUMDUR : osteosarcoma
Gverall Rates(a) 0/50 ( 0.0) 0/50 ( 0.0) 0/50 { 6.0) 11/50 (22.0)
Adjusted Rates (b) 0.0 0.0 0.0 22.73
Terminal Rates (c) 0/43 ( 0.0) 0/46 ( 0.0) 0/42 { 0.0) 1712 ( 8.3)
Standard Rates (d) P<0.0001*=?
Prevalence Rates (d) P<0. 000 1%=?
Combind analysis(d) P<0.0001%=%?
Cochran-Armitage Test(e) P<D.0001%=%
Fisher Exact Test (e) P=0.5000 P=0.5000 P=0.0008*=
SITE : spleen
TUMOUR : sarcoma NOS
Overall Rates (a) 0/50 ( 0.0) 0/50 ( 0.0) 1/50 ( 2.0) 6/50 (12.0)
Adjusted Rates(b) 0.0 0.0 2.38 21.05
Terminal Rates (c} 0743 ( 0.0) 0746 ( 0.0) 1742 { 2.4) 2712 (18.7)
Standard Rates (d) P=0.0D28%=7?
Prevalence Rates(d) P<0.0001%x?
Combind analysis{d) P<0.0001%=%?
Cochran—-Armitage Test(e) P=0.0001*=* .
Fisher Exact Test(e) P=0.5000 P=0. 4950 P=0.0130=
SITE : spleen
TUMOUR : mononuclear cell leukemia
Overall Rates(a) 7/50 (14.0) 2/50 ( 4.0) 1/50 ( 2.0) 2/50 ( 4.0)
Adjusted Rates (b) 9.30 4.35 2.17 0.0
Terminal Rates (c) 4/43 { 9.3) 2/46 ( 4.3) 0/42 ( 0.0) 0/12 ( 0.0)
Standard Rates (d) P=0.1749
Prevalence Rates(d) P=0.3537
Combind analysis(d) P=0.6320
Cochran—Armitage Test(e) P=0.28302
Fisher Exact Test(e) P=0. 1045 P=0. 0430=* P=0.1045
SITE : spleen
TUMOUOR : hemangiosarcoma
Gverall Rates(a) 0/50 ( 0.0) 0/50 ( 0.0) 5/50 (10.0) 7/50 (14.0)
Adjusted Rates (b) 0.0 0.0 10.42 17.65
Terminal Rates{c) 0743 { 0.0) 0/46 ( 0.0) 4/42 ( 8.5} 2/12 (168.7)
Standard Rates (d) P<0.0001%x%?
Prevalence Rates (d) P=0. 0179+«
Combind analysis(d) P=0.0001*x*
Cochran-Armitage Test (e) P=0.0017x*x*
Fisher Exact Test (e) P=0.5000 P=0. 0360 P=0.0101*
SITE : spleen
TUMODUR : fibroma,fibrosarcoma, osteosarcoma, sarcoua:N0S, henangiosarcona
Overall Rates(a) 0/50 { 0.0} 1/50 ( 2.0) 7/50 (14.0) 47/50 (94.0)
Adjusted Rates (b) 0.0 2.17 14.58 100.00
Terminal Rates (c) 0/43 ( 0.0) 1/46 { 2.2) 6/42 (14.3) 12/12(100.0)
Standard Rates (d) P<0.0001%%?
Prevalence Rates(d) P<0.0001%=?
Combind analysis (d) P<0. 000 1%=?
Cochran-Armitage Test(e) P<0.0001==
Fisher Exact Test(e) P=0. 4850 P=0.0101x P<0.0001*=




(SPLEEN) INCIDENCE AND STATISTICAL ANALYSIS : RAT:FEMALE

STUDY NO.OO065 & 0066

TABLE 18 NEOPLASTIC LESIONS
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE : spleen
TUMDUR : fibroma
Overall Rates (a) 0/50 ( 0.0) 0/50 ( 0.0) 1/50 ( 2.0) 3/50 ( 6.0)
Adjusted Rates(b) 0.0 0.0 2.63 7.14
Terminal Rates(c) 0736 ( 0.0) 0742 ( 0.0) 1/38 ( 2.8B) 2/28 (7.1)
Standard Rates (d) =—————=
Prevalence Rates(d) P=0.0123=«
Combind analysis(d) S—————-
Cochran-Armitage Test (e} P=0.0146=
Fisher Exact Test (e} P=0.5000 P=0. 4350 P=0.1325
SITE : spleen
TUMOUR : fibrosarcoma
Overall Rates(a) 0/50 ( 0.0) 0/50 ( 0.0) 0/50 ( 0.0) 17/50 (34.0)
Adjusted Rates (b) 0.0 0.0 0.0 25.00
Terminal Rates(c) 0/36 ( 0.0) 0/41 ( 0.0) 0/38 ( 0.0) 7/28 {25.0)
Standard Rates (d) P<D.0001%*?
Prevalence Rates (d) P<0.0001%%?
Combind analysis(d) P<0.0001=?
Cochran-Armitage Test(e) P<0.0001*=
Fisher Exact Test(e) P=0.5000 P=0.5000 P<0. 0001=*=
SITE : spleen
TUMDUR : osteosarcoma
Overall Rates(a) 0/50 ( 0.0) 0/50 ( 0.0) 0/50 ( 0.0) 3/50 ( 6.0)
Adjusted Rates (b) 0.0 0.0 0.0 0.0
Terminal Rates (c) 0/36 ( 0.0) 0741 ( 0.0) 0738 ( 0.0) 1/28 ( 0.0)
Standard Rates (d) P=0.0005%%?
Prevalence Rates(d) S——————
Combind analysis (d) P=0. 0005%*?
Cochran—Armitage Test(e) P=0.0030=*=
Fisher Exact Test(e) P=0.5000 P=0.5000 P=0. 0009*=*
SITE : spleen
TUMOUR : mononuclear cell leukemla
Overall Rates(a) 11750 (22.0) 1/50 ( 2.0} 7/50 (14.0) 4/50 { 8.0)
Adjusted Rates (b) 12.50 2.44 5.26 4.35
Terminal Rates (c) 4/36 (11.1) 1741 ( 2.4) 2/38 { 5.3) 0/28 ( 0.0)
Standard Rates (d) P=0.7000
Prevalence Rates(d) P=0.6696
Combind analysis(d)} P=0.7686
Cochran—Armitage Test(e) P=0. 3554
}Fisher Exact Test(e) P=0. 0052=x* P=0.2711 P=0.0777
SITE : spleen
TUHMOUR : hemangiosarcona
Overall Rates(a) 0/50 ( 0.0) 0/50 ( 0.0) 2/50 ( 4.0) 4/50 ( 8.0}
Adjusted Rates(b) 0.0 0.9 2.63 8.11
Terminal Rates(c) 0/36 { 0.0) 0/41 ( 0.0) 1/38 ( 2.86) 1728 { 3.8)
Standard Rates(d) P=0.1606
Prevalence Rates(d) P=0.0093«=
Combind analysis(d) P=0.0057*x*
Cochran~Armitage Test(e) P=0. 0097*x
Fisher Exact Testl(e) P=0.5000 P=0.2574 P=D. 0688
SITE : spleen
TUMOUR : fibroma,fibrosarcoma, osteosarcora, sarcoma:N0S, hemangiosarcona

Qverall Rates(a)
Adjusted Rates(b)
Terminal Rates (c)
Standard Rates(d)
Prevalence Rates(d)
Combind analysis(d)
Cochran—-Armitage Test (e)
Fisher Exact Test(e)

0/56 { )
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0/36 (0.0)
P<0.0001%x?
P<D.B001*=?
P<0.0001x=?
P<0.0001==*
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STUDY NO.0O65 & 0066

TABLE 18 NUMBER OF RAT WITH SELECTED SPLEEN LESION (MALE)

Control 40ppu 200ppm 1000ppm
Number examined 50 50 50 50
Non-neoplastic lesions
Capsule hyperplasia 0 0 43 47
Fibrosis 0 1 49 47
Fatty metamorphosis 0 0 14 24
Extramedullary hematopoiesis 4 4 18 13
Congestion 0 0 0
Deposit of hemosiderin 4 5 0
Follicular hyperplasia 0 1 0
Neoplastic lesions
Fibrosarcoma {a) 0 1 0 29
Fibroma (b} 0 0 1 15
Osteosarcomna (c) 0 0 0 11
Hemangiosarcoma (d) 0 0 5 7
Sarcoma:NOS {e) 0 0 1 8
(a) 7 {b)/(ci/(di/(e}% 0 1 7 47
Mononuclear cell leukemia 7 2 1 2

Metastasis:spleen tumor to other organs

(]
e

Liver 0

o]
w

Pancreas
Peritoneun
Testis
Prostate
Lung/bronchus
Lymph node
Semin vesicle
Subcutis

Urin bladder
Adrenal gland
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All site ## 0 ‘ 0 0

# : Number of rat with neoplatic lesions except mononuclear cell leukemia.
## : Number of rat with metastasis of spleen tumor



STUDY NO.QO0O65 & 0066

TABLE 20 NUMBER OF RAT WITH SELECTED SPLEEN LESION (FEMALE)

Control 40ppum 200ppm 1000ppm
Number examined 50 50 50 50
Non-neoplastic lesions
Capsule hyperplasia 0 0 42 46
Fibrosis 2 3 31 45
Extramedullary hematopoiesis 8 16 26 20
Congestion 0 0 24 11
! Fatty metamorphosis 0 0 6 9
f Deposit of hemosiderin 7 8 10 6
| Neoplastic lesions
‘ 7 Fibrosarcona (a) 0 0 0 17
Hemangiosarcoma (b) 0 0 2 4
Fibroma (c) 0 0 1 3
Osteosarcoma (d) 0 0 0 3
Sarcoma:NOS (e) 0 0 0 1
(a)/(b)/(c)/{(d)/{e) 0 0 3 26
Mononuclear cell leukeumia 11 1 7 4

Metastasis:spleen tumor to other organs
Liver 0
Peritoneunm
Pancreas
Lung/bronchus
Adrenal gland
Lymph node
Heart
Large intestine

o o0 o0 o o o
oo o0 oo o0 o0 oo
oo oo o oo
O N S T Y Y

All site ## 0 0 0 20

# : Number of rat with neoplatic lesions except mononuclear cell leukemia.
## : Number of rat with metastasis of spleen tumor




STUDY NO.0O065 & 0066

TABLE 21 NEOPLASTIC LESIONS (LIVER) INCIDENCE AND STATISTICAL ANALYSIS : RAT:MALE
Group Name Control 40 ppm 200 ppm 1000 ppu
SITE : liver
TUMOUR : hepatocellular adenoma
Overall Rates(a) 0/50 ( 0.0) 2/50 ( 4.0) 5/50 (10.0) 0/50 ( 0.0)
Adjusted Rates (b) 0.0 4.35 11.80 0.0
Terminal Rates(c) 0/43 { 0.0) 2746 ( 4.3) 5/42 (11.9) 0/12 ( 0.0)
Standard Rates (d) s—————=
Prevalence Rates (d) P=0.4313
Combind analysis(d) Seo— e
Cochran-Armitage Test(e) P=0.3008
Fisher Exact Test(e) P=0. 2574 P=0. 0360+« P=0.5000
TABLE 22 . NEOPLASTIC LESIONS (ADRENAL GLAND) INCIDENCE AND STATISTICAL ANALYSIS : RAT:MALE
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE : adrenal gland
TUMOUR : pheochromocytoma
Overall Rates(a) 7/50 (14.0) 7/50 (14.0) 6/50 (12.0) 16/50 (32.0)
Adjusted Rates (b) 15.56 15.22 14.29 61.54
Terminal Rates(c) 6/43 (14.90) 7/46 (15.2) 6/42 (14.3) 7/12 (58.3)
Standard Rates (d) ittt
Prevalence Rates (d) P<0.0001%*
Combind analysis (d) Fo—————-
Cochran-Armitage Test({e) P=0.0041%%
Fisher Exact Test(e) P=0. 3882 P=0. 4863 P=0.0704
TABLE 23 NEOPLASTIC LESIONS (ADRENAL GLAND) INCIDENCE AND STATISTICAL ANALYSIS : RAT:FEMALE
Group Name Control 40 ppm 200 ppm 1000 ppm
SITE : adrenal gland
TUMOUR : pheochromocytoma
Overall Rates(a) 3/50 ( 6.0) 6/50 (12.0) 4/50 ( 8.0) 16/50 (32.0)
Adjusted Rates (b) 7.50 12.77 10.53 40.00
Terminal Rates (c) 2/36 ( 5.6) 4/41 ( 9.8) 4/38 (10.5) 10/28 (35.7)
Standard Rates (d) P=0.1648
Prevalence Rates{(d) P=0.0001%x*
Combind analysis (d) P<0.0001xx
Cochran-Armitage Test (e) P=0.0001*=
Fisher Exact Test(e) P=0.2728 P=0. 4895 P=0. 0049%x*




TABLE 24

CAUSE OF DEATH (SUMMARY)

:RAT

Sex

Group Name

Male

Control

A0ppm

200ppn

1000ppm

Female

Control

40ppn

200ppm

1000ppm

Number of Dead/Moribund Animal

38

14

12

22

no microscopical confirmation

urinary retention
chronic nephropathy

Tumor death :

leukenia

: nasal cavity
: subcutis
: spleen

liver

: pituitary

adrenal
uterus
mammary gland

: peripheral nerves
: spinal cord
. Zymbal gland

retroperitoneun
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TABLE 27 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE MOUSE (TWO-WEEK STUDIES)

Cantrotl HT o pom 333 ppm 1000 ppm 3000 ppm 9000 ppm
AuL Wit No.of hu. Wt % of No.of Au Wt ¥ of No.of Au. Wt % of No.of fu. Wt % of No.of hu. Wt % of No.of
Weok-Day Surviv, cont.  Survlu. cont.  Suruiv. cant.  Surviu. cont.  Suruiu. cont.  Surviu.

on Sty [$11H] <10 (1) <A <o <HO
0-0 23.5 (10) 10/10 23.5 (10) 100 10/10 23.5 (10) 100 10/10 23.5 (10) 100 10/10 23.6 (10) 100 10/10 23.6 (10) 100 10/10
-1 23.6 (10) to/10 24.1 (10) 102 10/10 23.5 (10) 100 10/10 23.8 (10) 101 10/10 23.1 (10) a8 10/10 21.7 (10) 92 10/10
1-2 23.6 (10) 10/10 24.0 (10) 102 10/10 23.5 (10) 100 10/10 23.7 (10) 100 10/10 23.0 (10) a7 10/10 20.8 (10) 88 10/10
-4 23.1 {10) 10/10 23.3 (10) 101 )0/!0' 22,7 (10) 98 10/10 22.9 (10) a4 10/10 23.1 (10) 100 10/10 {9.5 (10) 84 10/10
|-7 24.0 (10) 10/10 25.0 (10) 104 - 10/10 24.7 (10) 103 10/10 24.4 (10) 102 10/10 23.7 (10) 99 10/10 18.1 (10} 5 10/10
2-3 25.1 (10) 10/10 25.4 (10) 101 10/10 24.4 (10) a1 10/10 25.3 (10) 101 10/10 24.3 (10) a7 10/10 16.3 (10) GH 1710
2-1 24.7 (10) 10/10 24,0 (10) a8 10/10 24.4 (10) 99 to/10 241 (10) a8 10/10 2401 (10) 100 10/10 17.6 (D) 71 5/10

¢ >iNo.of effective-animale,{ ):No.of measured animals
TABLE 28 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE MOUSE (TWO-WEEK STUDIES)

Controt It ppm 333 ppn 1000 ppm 3000 ppm 9000 PP
Au.Wt. No.of - AWt Y of  MNo.of hu.Wt. Y of  No.of dulit. $of No.of Au. WL, Y of  HNo.of Au. bt ¥ of MNo.of
Week-Day Surviu, cont.  Suviv., cont.  Suvju. cont.  Suviu. cont.  Surviu. cont.  Suviv,

on Study a0 [q102 ) [0 Ao Ao (41
0-0 18.8 (10} 10/10 18.8 (10) 100 {0/10 18.8 (10) {00 10/10 18.8 (10) 100 10/10 18.8 (10) 100 10/10 8.8 (10) 100 10/10
-1 18.5 (10) 10/10 18.8 (10) 102 10/10 C18.0 (10) 103 10/10 18.4 (10) 893 10/10 18.2 (10) 8 10/10 16.8 (10) g1 10/10
1-2 “18.5 (10) 10/10 8.9 (10) 102 10/10° A18.9 (10} 102 10/10 18.3 (10) 99 10710 18.1 (10) a8 10/10 15.8 (10) a5 10/10
1-4 18,0 (10) t0/10 18.5 (10) 103 10/10 18.4 (10) 102 10/10 18.4 (10) 102 10/10 18.1 (10) 101 10/10 14.5 (10) 81 10/10
1-7 10,0 (t0) to/i0 1.2 (10) 101 10/10 18.9 (10) 39 10/10 18.7 (10) a8 10/10 18.4 (10) a7 10/10 12.8 (10) o7 8/10
2-3 19.4 (10) 10/10 19.6 (10) 101 10/10 19.6 (10) 101 10/10 19.4 (10). 100 10710 19.5 (10) 101 10/10 13.0 ( 3) G7 2/10
2-7 19.0 (10) 10/10 19.3 (10) 102 10/10 19.4 (10) 102 10/10 19.4 (10) 102 10/10 19.8 (10) 104 10/10 13,0 (1) 69 i/10

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

9900 8 690G "ON XQNILS



TABLE 29 FOOD CONSUMPTION IN MALE MOUSE (TWO-WEEK STUDIES)
Contrrol D ppm 333 ppm 1000 ppm 3000 ppm 9000  ppin
hu.FC. No.of pu.FC. % of No.of hu.FC. % of No.of . IC. % of No.of Au.FC. % of 'No.gf hu.FC. % of ND.gf
Week-Day Surviv. cont.  Surviu. cont.  Surviu. cont.  Surviu, cont.  Surviu. con:. Suruiv.
on Study Ao <L 6> < (51 [€14]
.5 (10) 92 10/10 1.7 (10) 45 10/10
-7 3.8 (10} 10/10 3.9 (10) 103 {6/10 3.8 {10) 100 10/10 3.8 (10) 100 10/10 3.5 (
-7 3.6 (10) 10/10 3.3 (10) a2 10/10 3.6 (10) a7 10/10 3.7 (10) 103 10/10 3.6 (10) 100 10/10 2.0 (D) 56 5/10
¢ O:No.of effective animals,( )iNo.of measured animals
TABLE 30 FOOD CONSUMPTION IN FEMALE MOUSE (TWO-WEEK STUDIES)
Control 1Y pom 333 ppm 1000 ppm 3000 ppm 8000  ppin
Au.FC. No.of v, FC. % of No.of Au.FC, % of No.of Au.IC. % of No.aof A, IFC. $ of No.of Au. FC, % of  MNo.of
Week-Day Surviv. cont,  Suruiu. cont.  Surviv, cont.  Surviu. cont.  Surviv. cont.  Survju,
on Study [q31)] <o <, <10 a0 0>
-7 3.3 (10) 10/10 3.4 (10) 103 10/10 3.4 (10) 103 to/10 3.3 (10) 100 10/10 2.6 (10) 79 10/10 2.0 (10) 61 8/10
2-7 3.3 {10} 10/10 3.4 (10) 103 10/10 3.5 (10) 106 10/10 3.7 (10) 112 10/10 I (10) M 10/10 2.6 (1) 79 1/10

¢ >iNo.af effective animals,{ ):No.of measured animals

9900 B G900 0N XQNIS



TABLE 31 SURVIVAL

ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE MOUSE (THIRTEEN-WEEK STUDIES)

TABLE 32

Contral 74.1 ppm 222 pPm 667 felein} 2000 ppm 6000 pRIn
[ VRS No.of Au Wt % of No.of LR & % of No.of Av it % of No.of [CRI S % of No.of Au Wt % of No.of
Week-Day Surviv. cont.  Surviu. cont.  Suviu, cont.  Surviv. cont.  Suviv, cont.  Surviv,
o Sty 10> < <10 <10> <10> <100
0-0 22.7 (10} 10/10 22.6 (9) 100 10/10 22,7 (10) 100 10/10 22.7 (10) 100 10/10 22.7 (10) 100 10/10 22.7 (10) 100 10/10
1-7 22.8 (10) 10/10 23.3 ( 9} 102 9/ 9 23.4 (10) 103 10/10 22.7 (10) 100 10/10 23.2 (10) 102 10/10 20.2 (10) 89 10/10
-7 25.5 (10) 10/10 25.8 ( 9) 101 9/ 9 26.2 (10) a8 10/10 25.2 (10) 99 10/10 24.4 (10) 96 10/10 20.4 (10) 80 10/10
3-7 26.1 {10} 10/10 26.6 ( 9) 102 g/ 9 25.9 (10) 99 10/10 25.8 {10) 98 10/10 25.1 (10) 36 10/10 21.0 (10) 80 10/10
4-7 27.1 {10) 10/10 27.3 ( 0) 101 9/ 9 26.9 (10) 09 10/10 27.3 (10) 101 10/10 26.4 (10) g7 10/10 22.6 (10) 83 10/10
8-7 27.9 {10) 10/10 27.71 (9) 3] 9/ 9 27.7 {10} 99 19/10 27.4 (10) 98 10/10 26.3 (10} g4 10/10 22.9 (10) 82 10/10
6-7 28.4 (10) 10/10 28.5 ( 9) 100 8/ g 28.9 (10) 102 10/10 28.2 (10) 99 10/10 27.5 (10) 97 10/10 24.2 (10) 85 10/10
7-7 29.2 (10} 10/10 28.9 (9 99 9/ 8 29.6 (10) 101 10/10 29.5 (10) 101 10/10 28.0 (10) 96 10/10 25.1 (10) 36 10/10
8-7 30.0 (10) 10/10 30.6 { 9) 102 9/ 9 30.7 (10) 102 10/10 30.5 {10) 102 10/10 28.8 {10) 96 10/10 26.4 {10} 88 10/10
9-7 30.3 (10) 10/10 30.7 (9 101 9/ 8 31.0 (10} 102 10/10 30.9 (10) 102 10/10 29.0 (10) 96 10/10 26.7 (10) 88 10/10
10-7 3.1 (10) 10/10 32.4 { 9) 104 g/ 8 32.5 {10) 105 10/10 .32.2 (10) 104 10/10 30.2 (10} 97 10/10 27.1 (10) 87 10/10
1-17 30.7 {10) 10/10 32.2 (9 105 9/ 9 32.0 (10) 104 10/10 31.9 (10) 104 10/10 29.6 (10} 86 16/10 27.6 (10) 90 10/10
12-7 3z.2 (10) 10/10 33.7 (9 105 9/ 9 33.7 (10) 105 10/10 33.6 (10) 104 10/10 3.4 {10} 98 10/10 27.7 {10} 86 10/10
13-7 33.1 (10) 10/10 33.9 ( 9) 102 a9/ 9 34.9 (10) 105 16/10 35.4 (10) 107 10/10 32.5 (10) 08 10/10 28.2 (10) 85 10/10
¢ >:No.of effective animals,( )iNo.of measured animals huWt.i g
+ One male mouse of the 74.1ppm group accidentally died on 1st-week 6th-day(1-6)
SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE MOUSE (THIRTEEN-WEEK STUDIES)
Control 74.1 ppm 222 opm 667 ppm 2000 ppM 6000 =1]
Au.Wt. No.of Au Wt % of MNo.of hu Wt $ of No.of -hu. Wit % of No.of hu Wt % of  Ho.of Au.Wt. % of Ho.of
Week-Day Surviv. cant.  Surviv. cont.  Suruiu. cont.  Surviv. cont.  Suviv. cont.  Suviv,
on Study <10 <o, <10> <10> <1 <1
0-0 19.1 (10) 10/10 19.1 (10) 100 10/10 18.1 (10) 100 10/10 i9.1 (10) 100 10/10 19.1 (10) 100 10/10 19,1 (10) 100 10/10
-7 9.2 (10} 1o0/10 19.4 (10) 101 10/10 19.8 (10) 103 10/10 18.7 (10} 103 10/10 19.6 (10) 102 10/10 15.8 (10) 82 10/10
2-7 19.8 (10) 10/10 20.1 (10} 102 10/10 20.2 (i0) 102 10/10 20.2 (10) 102 10/10 20,3 (10) 103 10/10 17.0 (10) 86 16/10
37 20.1 {10y 10/10 20.2 {10} 100 10/10 20.7 (10) 103 10/10 20.1 (10 100 10/10 20,6 (10) 102 10/10 17.9 (10) 83 10/10
4-7 20.1 {10) 10/10 20.2 (10) 100 10/10 20.2 (10) 100 10/10 21.1 (10) 105 10/10 20.9 (10) 104 10/10 18.1 (10) a5 10/10
5-7 20.9 {10) 10/10 21.3 {i0) 102 10/10 21.4 {10) 102 10/10 21.6 (10) 103 10/10 22.5 (10) 108 10/10 19.6 (10) 9 10/10
6-7 22.0 (10) 10/10 22.1 (10) 100 10/10 22.9 {10) 104 10/10 22.6 (10) 103 . 10/10 22.8 (10} 104 10/10 20.3 (10) 92 10/10
7-7 21.9 (10) 10/10 22.5 (10) 103 10/10 23.0 (10) 105 10/10 23.1 (10) 105 10/10 23.3 {10} 106 10/10 20.7 (10) 9 g/10
8-7 22.4 {10} 10/10 23.3 {10} 104 10/10 23.6 {10} 105 10/10 23.4 {10) 104 10/10 23.6 {10) 105 10/10 21,0 (9 94 9/10
9-7 22.8 (10) 10/10 23.7 (1) 104 10/10 23.0 (10) 101 10/10 23.8 (10) 104 10/10 24.2 (10} 106 10/10 21.5 (9) 9 8/19
10-7 23.7 (10) 10/10 24.4 (10) 103 10/10 25.2 (10) 106 10/10 24.7 (10) 104 10/10 25.2 (10) 106 10/10 21.9 ( 9) 92 8/10
1i-7 22.0 (10) 10/10 23.4 (10) 106 10/10 24.6 (10) 112 - 10/10 24.0 (10) 109 10/10 24.4 (10) 1 10/10 22.6 ( 9) 103 g/10
12-1 24.2 (10) 10/10 25.6 {10} 106 10/10 26.0 (10) 107 10/10 25.9 (10} 107 10/10 25.5 (10) 105 10/10 22.8 { 9) 95 8/10
13-7 24.3 (10) 10/10 25.7 (10) 106 10/10 26.4 (10) 108 10/10 26.0 (10) 107 10/10 25.7 {10) 106 10/10 23.0 ( 9) 95 8/10
< >iNo.of effective animals,( ):No.of measured enimals hlit.i g

9900 8 S900 0N XQ01ILS



TABLE 33 FOOD CONSUMPTION IN MALE MOUSE (THIRTEEN-WEEK STUDIES)

Control T4.1  pem 222 ppm 667 pPM 2000 ' ppm 6000  ppm
Av.FC. No:of AL TG, % of  No.of M. FC, % of No.of Au,FC. % of No.of Au.FC. % of No.of Au.FC. % of No.of
Week-Day Surviv, cant.  Suviv, cont.  Swvju. cont.  Suviv. cont.  Suviv. cont.  Surviv.

o Study a4, < B <o 4o ao [q11]
-7 3.6 (10) 10/10 3.8 (9) 106 9/ 9 * 4.0 (10) 1 10/10 3.6 (10) 100 10/10 3.8 (10) 100 10/10 2.3 (10) 641 10/10
=7 4.2 {10) 10/10 4.2 (8) 100 9/ 9 4.2 (10) 100 10/10 4.1 (10) 98 10/10 3.7 (1) 88 10/10 2.9 (10) 69 10/10
3-7 3.7 (10) 10/10 3.0 (9 105 9/ 8 3.9 (10) 105 10/10 3.7 (10) 100 10/10 3.7 (1) 100 10/10 3.1 (10) 84 10/10
4-7 3.5 (10) 10/10 3.0(0 I 8/ 9 3.9 (10 it 10/10 3.8 (10) i 10/10 3.8 (i0) 109 10/10 3.1 (10) 89 10/10
57 3.6 (10) 10/10 3.7(9) 103 9/ 9 3.7 (10) 103 10/10 3.4 (10) 94 10/10 3.5 (10) a7 10/10 2.8 (10) 78 10/10
6-7 3.6 (10) 10/10 3.7 (9 106 9/ 9 4.0 (10) 114 10/10 3.7 (19) 106 10/10 3.7 (10} 106 10/10 3.1 (10) 89 10/10
7-7 3.8 {10) 10/10 37 (m a7 6/ 8 3.9 (10) 103 10/10 3.9 (10) 103 10/10 3.7 (10) a7 10/10 3.4 (10) 89 10/10
§-7 3.6 (10} 10/10 3.9 (0 108 9/ 9 4.0 (10) tH 10/10 3.8 {10) 106 10/10 3.8 (10) 106 10/10 3.3 (10) @2 10/10
97 3.6 (10} 10/10 3.8 (W 106 a9/ 9 3.9 (10) 108 10/10 3.7 (10) 103 | 10/10 3.8 (10) 106 10/10 3.3 (10) 92 10/10
10-7 3.6 (10) 10/10 4.2 (%) 117 9/ 9 4.1 (10) 114 10/10 4.1 (10) 14 10/10 4.0 (10) i 10/10 3.2 (10) 89 10/10
-7 3.3 (10) 10/10 3.6 (9 109 9/ 8 .5 (10) 106 10/10 3.4 (10) 103 10/10 3.5 (10) 106 10/10 3.3 (10) 100 10/10
12-7 4.0 (10) 10/10 4.3 (9 108 8/ 9 4.3 (10) 108 10/10 4.2 (10) 105 10/10 4.2 (10) 105 10/10 3.4 (10) 85 10/10
13-7 3.5 (10) 10/10 3.5 (9 100 9/ 9 3.9 (10) 301 10/10 4.1 (1) 12y 10/10 4.0 (10) 114 10/10 3.4 (10) a7 10/10

¢ >iNo.of effective animals,( ):No.of measured animals MW.FC. g
* One male mouse of the T4. 1ppm group accidentally dled on 1st-week 6th-day (1-6)
TABLE 34 FOOD CONSUMPTION IN FEMALE MOUSE (THIRTEEN-WEEK STUDIES)

Control 4.1 pem 222 ppm 667  ppm 2000 ppm 65000 pem
Ju.FC. Na.of A, FC. § of No.of Au.FC. % of No.of Au.FC. % of No.of M. FC. % of No.of Au. FC. % of No.of
Wook-Day “Surviv. cont.  Surviv. cont.  Suviv. cont.  Suviv. cont.  Surviv, cont.  Suviv.

on Study <1 <10> ’ - <A <10 <o, <0
1-7 3.4 (10) 10/10 3.5 (10) 103 10/10 3.8 (10) 12 10/10 3.7 (10) 109 10/10 3.2 (i) 94 10/10 3.1 (1) ) 10/10
-7 3.8 (10) 10/10 3.6 {10) 103 10/10 4.0 (1) 105 10/10 4.0 (10) 105 10/10 3.6 (10) 95 10/10 3.9 (10) 103 10/10
37 3.8 (10) 10/10 3.9 (10} 103 10/10 4.3 (10) 108 10/10 3.9 (10) 103 10/10 3.7 (9 97 10/10 3.1 (10 82 10/10
4-7 3.6 (10) 10/10 3.7 (10) 103 10/10 3.7 (10) 103 10/10 4.2 (10) 17 10/10 3.6 (10) 100 10/10 2.9 (10) 81 10/10
5-7 3.5 {10y 10/i0 3.6 (10) 103 10/10 3.7 (10) 106 18/10 3.7 (10) 106 10/10 3.6 (10) 103 10/10 2.5 (10) 7 10/10
6-7 3.8 (10) 10/10 3.0 (10) 103 10/10 4.2 (10) 98 10/10 4.1 (1) 108 10/10 3.6 (10) 85 10/10 2.9 (10) 76 10/10
7-1 3.8 (10) 10/10 4.0 (10) 105 10/10 4.0 (10) 105 10/10 4.2 (10) i 10/10 3.9 (10) 103 10/10 3.0 (10) 79 9/10
8-7 3.8 (10} 10/10 4.0 (10) 106 10/10 4.1 (19 108 10/10 4.1 (t0) 108 10/10 3.8 (10) 100 10/10 3.3 (W 87 8/10
-7 4.4 (10) 10/10 4.4 (10) 107 10/10 4.2 (10) 102 19/10 4.5 (10) 110 10/10 4.0 (10) 98 10/10 3.9(9 95 8/10
10-7 4.3 {10) 10/10 4.4 (10) 102 10/10 4.8 (10) ti2 10/10 4.5 (i0) 105 10/10 4.0 (10 93 10/10 3.3(9 77 9/10
-7 3.6 (10) 10/10 3.7 (10) 106 10/10 3.8 (10) 109 10/10 3.9 (10) i 10/10 3.7 (10) 106 10/10 3.6 (0 103 a/10
12-7 4.6 (10} 10/10 4.8 (10 104 10/10 4.8 (10) 104 10/10 5.0 (10) 109 10/10 4.0 (10) 87 10/10 3.8 (9 85 g/10
13-7 4.0 (10) to/i0 4.2 (10) 105 10/10 4.5 (10) 13 10/10 4.6 (10) 115 10/10 4.1 (10) 103 10/10 3.9(9 a8 g/10

¢ >ilg.of effective animals,( )iNa.of measured animals M.FC.t g

9900 % 8900 0N XQNILS



STUDY NO. 0065 & 0066

TABLE 35 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN MALE MOUSE

(TWO-YEAR STUDIES)

Control

125

ppm 500 ppm 2000 opm
AWt Ho.af Au.Wt. g of No.of Au.HT. ¥ of No.of Au.Ht. ¥ of No.of
Week-Day Suviv. cont.  Suruiu. cont. Suviu. cont.  Suruiu.

o Study Ge 50 <50 50>
0-0 17.2 (50) 50/50 17.1 {50) 99~ 50/50 17.1 (50) 99 50/50 17.1 {(50) 93 - 50/50
-7 22.1 {50) 50/50 22.7 (50) 103 50/50 23.0 (50) 104 50/50 21.6 (50) 98 50/50
2-1 24.7 {50) 50/50 23.7 {(50) % 50/50 24.0 (50) 97 50/50 23.4 (50) g5 50/50
3-7 25.1 (50) 50/50 25.2 (50) 100 50/50 25.4 (50) 161 50/50 24.5 (50) 98 50/50
4-7 26.1 (50) 50/50 26.1 (50) 100 50/50 25.6 (50) 93 50/50 25.2 (50) g7 50/50
5-7 26.3 (50) 50/50 26.1 (50} 99 50/50 26.2 (50) 100 50/50 25.9 (50) 98 50/50
6-7 27.0 (50) 50/50 27.0 (50) 100 50/50 27.1 (50) 100 50/50 26.5 (50) 98 50/50
7-7 27.8 (50) 50/50 28.0 {(50) 100 50/50 28.1 (50) 101 50/50 27.3 (50 88 50/50
8-7 28.3 (50) 50/50 28.6 (50) 10t 50/50 28.5 (50) 101 50/50 27.6 (30) g8 30/50
9-7 26.8 (50) 50/50 27.1 (50) 1ot 50/50 27.3 (50) 101 50/50 26.4 (50) 98 50/50
10-7 29.1 {50) 50/50 28.4 (50 98 50/50 28.8 (50) 99 50/50 27.1 (50) 93 50/50
11-7 30.0 (50) 50/50 20.7 (50) 99 50/50 30.2 (50) 101 50/50 28.6 (49) 95 48/50
12-7 30.6 {50) 50/50 30.6 (50) 100 50/50 30.7 (50) 100 50/50 29.3 (49) 9% 49/50
13-7 29.2 (50) 50/50 29.6 (50) 101 50/50 29.2 (50) 100 50/50 28.4 (49) g7 49/50
147 30.2 (50) 50/50 30.3 (50) 100 50/50 30.6 (50) 101 50/50 28.6 (49) 98 48/50
16-7 31.5 (50) 50/50  -31.2 (50) 99 50/50 29.3 (50) 93 50/50 30.1 (49) 96 48/50
18-7 33.2 {50) 50/50 32.8 (50) g3 50/50 32.4 (50) 98 50/50 3.1 (4 91 19/50
20-7 32.7 (50) 50/50 32.8 (50) 100 50/50 32.0 {50) g8 50/50 30.5 (49) 93 19/50
22-7 32.9 {50) 50/50 32.9 (50) . 100 50/50 32.0 {(50) g7 50/50 30.4 (49) gz 19/50
24-7 33.0 (50) 50/50 33.0 (50) 100 50/50 32.9 {49) 100 48/50 31.5 (49) g5 49/50
26-7 33.8 (50) 50/50 33.6 (50) et 50/50 33.0 (49) g8 48/50 31.0 (49) 92 48/50
28-7 34.3 (50) 50/50 33.6 (50) 98~ 50/50 34.3 (49) 100 49/50 32.3 (49) 94 43/50
30-7 34.7 (50) 50/50 34.5 (50) 98 50/50 34.9 (49) 101 49/50 32.9 (49) 95 48/50
32-7 35.8 (50) 50/50 35.5 (50) a3 50/50 35.7 (49) a9 48/50 33.7 (48) 94 19/50
34-7 34.8 (50) 50/50 34.3 (50) 99 50/50 34.6 (48) 99 48/50 32.9 (49) 95 48/50
36-7 34.8 (50) 50/50 33.8 (50) g7 50/50 34.5 (49) 99 49/50 33.1 (49) g5 49/50
38-7 35.1 (50) 50/50 34.5 (50) 98 50/50 35.3 (48) 101 48/50 34.0 (49) 97 18/50
40-7 36.4 (50) 50/50 35.8 (50) 98 50/50 36.8 (48) 101 48/50 35.0 {49) 95 49/50
42-7 35.7 (50) 50/50 34.7 (50) g7 50/50 35.8 {48) 100 18/50 31.2 (48) 96 48/50
44-7 36.5 (50) 50/50 35.3 (50) 97 50/30 35.5 (48) 100 48/50 34.6 (48) 95 48/50
46-7 35.2 (50) 50/50 31.4 (49) 98 50/50 34.0 (48) g7 48/50 32.7 (48} 93 48/50
48-7 35.7 (50) 50/s0 34.3 (50) 96 50/50 35.4 (48) 99 48/50 34.5 (48) g7 48/50
50-7 35.5 (50) 50/50 35.8 (50) 98 50/50 36.9 (48) 10t 48/50 35.4 (48) 97 48/50
52-7 35.0 (50) 50/50 34.3 (50) 98 50/50 35.1 (48) 100 48/50 34.1 (48) 97 48/50
54-7 34.8 (50) 50/50 31.5 (50) g9 50/50 35.5 (48) 10z 48/50 34.5 (48) 99 18/50
56-7 36.2 (50) 50/50 35.8 (50) 89 50/50 36.8 (48) 102 48/50 35.8 (48) 99 48/50
58-7 36.3 {50) 50/50 36.3 (50) 100 50/50 37.7 (48) 104 48/50 36.5 (48) 101 48/50
60-7 36.4 (48) 48/50 36.8 (50) 101 50/50 38.0 (48) 104 48/50 36.2 (48) 89 48/50
62-7 35.8 (498) 49/50 35.6 (50) g9 50/30 37.4 (48) 192 48/50 36.2 (48) 98 48/50
64-7 36.5 (49) 48/50 36.2 (50) 99 50/50 37.4 (48) 102 48/50 36.3 (48) 99 48/50
66-7 34.6 (48) 48/50 34.0 (50) 98 50/50 35.4 (47) 102 47/50 34.3 (48) 99 48/50
68-7 35.3 {49) 48/50 33.5 (50) g5 50/50 34.8 (48) 99 46/50 34.0 {48) 96 48/50
70-7 35.2 {48) 49/50 33.2 (50) 91 50/50 34.9 (46) 98 45/50 34.4 (47) g8 47/50
72-7 34.8 {48) 49/80 32.2 (50) 93 50/50 34.6 (46) g9 46/50 34.0 (A7) 98 47/50
74-7 34.7 (48) 48/50 32.7 (50) 94 50/50 35.1 (46) 101 46/50 34.1 (47) 98 47/50
76-7 35.5 (48) 49/50 33.1 (50) 93 50/50 34.3 (46) 97 46/50 33.6 (47) 95 A7/50
78-7 34.9 (48) 49/50 32.5 (50) 93 50/50 34.0 (46) g7 45/50 33.4 (47) 95 47/50
80-7 35.6 (49) 48/50 34.2 (50) % 50/50 35.5 (46) 100 45/50 34.7 (47) 97 47/50
82-7 34.9 (48) 48/50 34.1 (50) 98 50/50 35.5 (48) 102 46/50 34.6 (47 69 47/50
84-7 35.1 (48) 48/50 34.5 (50) 88 50/50 35.7 (45) 102 45/50 34.9 (46) g9 46/50
85-7 35.3 {48) 48/50 34.4 (50) g7 50/50 35.3 (45) 100 45/50 35.3 (46) 100 46/50
88-7 35.1 (48) 48/50 34.5 (50) 98 50/50 34.7 (45) 99 45/50 34.8 (46) 99 46/50
" 90-7 35.3 {48) 48/50 34.6 (50) 98 50/50 35.1 (45) 89 45/50 35.5 (45) 101 45/50
92-7 35.1 (48) 48/50 34.5 (49) 98 48/50 35.4 (45) 101 15/50 35.7 (44) 102 44/50
94-7 35.7 (A7) 47/50 35.2 (49) 99 49/50 35.7 (44) 100 44/50 35.8 (44) 100 44/50
%6-7 35.5 (47) 47/50 34.7 (49) 98 49/50 35.5 {44) 100 44/50 35.3 (43) k] 43/50
98-7 35.8 {47} 47/50 34.8 (48) g7 49/50 35.9 (44) 100 14/50 35.2 (43) 98 13/50
100-7 35.6 (47) 47/50 34.7 (49) a7 48/50 35.6 (44) 100 44/50 35.5 (42) 100 42/50
102-7 36.4 {47) 47/50 35.5 (49), 98 48/50 36.5 (43) 100 43/50 34.7 {42) 95 12/50
104-7 38.5 (47) 47/50 37.1 (49) 96 48/50 37.4 (42) g7 42/50 35.8 (38) 93 38/50

< >:No.of effective

animals,{ ):No.of measured animsls



STUDY NO.OOG65 & 0066

TABLE 36 SURVIVAL ANIMAL NUMBERS AND BODY WEIGHT CHANGES IN FEMALE MOUSE

(TWO-YEAR STUDIES)

Controt 125  ppm - 500  ppm 2000  ppm
fu.Wt. No.of Au.Wt. % of No.of du.Wt. % of  No.of Au.Wt. % of No.of
Week-Day - Surviu, cont. Sugviu. cont.  Suviu. cont.  Suviu.

on Study . 450> 50> - <50 <50>
0-0 15.1 {50) 50/50 15.1 {50) 100 50/50 15.1 (50) 100 50/50 15.1 (50) 100 50/50
1-7 19.1 {50) 50/50 19.2 (50) 101 50/50 18.5 (50) g7 50/50 17.7 (50) 93 50/50
2-7 20.2 (50) 50/50 20.4 (50) 101 50/50 20.4 (50) 101 50/50 20.1 (50) 100 50/50
3-7 21.1 (50) 50/50 21.4 (50 101 50/50 21.0 (30) 100 50/50 20.8 (50) 99 50/50
4-7 20.6 (50) 50/50 20.7 (50) 100 50/50 20.7 (50) 100 50/50 21.4 (50) 104 50/50
5-7 21.3 (50) 50/50 21.5 (50) 101 50/50 21.0 (50) g9 50/50 21.8 (50) 102 50/50
6-7 20.8 (30) 50/50 21.3 (50} 102 50/50 21.7 (50) 104 50/50 22.0 (50) 106 50/50
7-7 22.8 (50) 50/50 23.0 (50) 100 50/50 22.8 (50) 100 50/50 22.9 (50) 100 50/50
8-7 22.2 (50) 50/50 22.0 (50) 99 50/50 22.2 (50) 100 50/50 22.3 (50) 100 50/50
-7 21.1 (50) 50/50 21.6 (50) 102 50/50 21.9 (50) 104 50/50 22.6 (30) 107 50/50
10-7 23.0 (30) 50/50 23.3 (50) 101 50/50 22.9 (50) 100 50/50 23.9 (50) 104 50/50
11-7 23.7 (50) 50/50 23.5 (50) 99 50/50 23.4 (50) 99 50/50 23.9 (50) 101 50/50
12-7 24.1 (50) 50/50 24.3 (50) 101 50/50 24.0 (50) 100 50/50 24.4 (49) 101 18/50
13-7 23.8 (50) 50/50 24.2 (50) 101 50/50 23.6 (50) 9 50/50 24.4 (49) 102 48/50
14-7 24.1 (s0) 50/50 25.0 (50) 104 50/50 23.8 (50) gg 50/50 25.0 (18) 104 49/50
16-7 24.1 (50) 50/50 23.5 (50) 98 50/50 2.5 (50) 102 50/50 25.6 (49) 106 18/50
18-7 24.7 (50) 50/50 25.2 (80) 102 - 50/50 25.0 (50) 101 50/50 25.1 (48) 102 18/50
20-7 25.5 (49) 48/50 26.0 (30) 102 50/50 25.3 (50) 99 50/50 25.9 (48) 102 18/50
22-7 25.0 (49)° 48/50 24.9 (50) 100 _50/50 25.0 (50) 100 50/50 25.6 (48) 102 48/50
24-7 25.7 (49) 49/50 25.8 (50) 100 50/50 25.2 (50) 98 50/50 26.0 (48) 101 48/50
26-7 26.3 (49) 48/50 25.4 (50) g7 50/50 26.2 (50) 100 50/50 26.4 (48) 100 A7/50
28-7 26.5 (49) 48/50 26.1 (50) 98 . '50/50 25.7 (50) 97 50/50 26.5 (47) 100 47/50
30-7 27.3 (48) 48/50 27.6 (50) 10t 50/50 28.0 (50) 103 50/50 28.5 (A7) 104 47/50
32-7 27.4 (48) 48/50 27.6 (50) 101 50/50 26.5 (50) a7 50/50 27.3 (47) 100 47750
-7 28.3 (48) 48/50 28.5 (50) 10t 50/50 28.6 (50) 101 50/50 29.1 (47) 103 47/30
6T . 29.1 (48) 49/50 29.2 (50) 100 - 50/50 28.7 (50) 93 56/50 29.2 (47) 100 47/50
38-7 27.2 (48) 48/50 27.9 (50) 103 50/50 28.3 (50) 104 50/50 28.4 (4T) 104 11/50
40-7 29.6 (48) 48/50 29.8 (50) 101 50/50 29.9 (50) 101 50/50 30.1 (47) 102 47/50
42-7 28.5 (49) 49/50 28.8 (50) 101 50/50 28.5 (50) 100 50/50 29.2 (45) 102 45/50
44-7 28.1 (18) 48/50 28.9 (50) 103 50/50 29.0 (49) 103 .  49/50 29.1 (46) 104 46/50
46-7 29.5 (48) 49/50 30.3 (50) 103 50/50 30.1 (48) 102 49/50 30.4 (46) 103 46/50
48-7 30.0 {48) 48/50 30.8 (50) 103 50/50 31.2 (49) 104 48/50 30.9 (46) 103 45/50
50-7 29.8 (48) 48/50 30.7 (50) 103 50/50 30.9 (48) 104 48/50 31.1 (46) 104 18/50
52-7 29.1 (48) 4B/50 30.1 (56) 103 50/50 30.5 (49) 10§ 49/50 30.4 (46) 104 46/50
54-7 30.9 (48) 48/50 31.5 (50) 102 50/50 31.8 (48) 103 48/50 30.6 (45) g9 45/50
56-7 28.7 (48) 48/50 30.4 (30) {02 50/50 3.1 (48) 105 48/50 3i.0 (45) 104 45/50
58-7 29.6 (48) 48/50 30.8 (50) 104 50/50 31.2 (48) 105 49/50 3i.3 (45) 106 45/50
50-7 30.4 {(48) 48/50 31.2 (50) 103 50/50 31.3 (49) 103 49/50 31.8 (15) 105: 45/50
62-7 25.9 (48) 48/50 30.5 (49) 102 49/50 30.8 (48) 103 48/50 31.0 (45) 104. 45/50
64-7 30.5 (48) 48/50 31.9 (49) 105 49/50 32.3 (498) 106 49/50 31.8 (44) 104 44/50
66-7 31.2 (48) 48/50 32.0 (49) 103 49/50 32.6 (48) 104 19/50 32.0 (44) 103 44/50
68-7  30.3 (48) 48/50 30.8 {49) 102 48/50 31.1 (49) 103 49/50 30.7 (a4) 101 44/50
70-T 30.3 (48) 48/50 31.1 (48) 103 48/50 30.7 (48) 101 48/50 30.7 (44) 101 44/50
72-7 30.0 (48) 48/50 31.3 (48) 104 48/50 31.0 (49) 103 - 49/50 30.8 (43) 103 43/50
74-7 29.6 (47) 46/50 30.7 (48) 104 48/50 3.1 (47) 105 47/50 3i.2 (42) 105 42/50
76-7 29.8 (45) 45/50 30.9 (48) 104 48/50 30.8 (46) 103 46/50 30.7 (41) 103 41/50
78-7 29.6 (44) 44/50 30.8 (48) 104 18/50 30.6 €45) 103 44/50 30.1 {41) 102 41/50
80-7 30.4 (44) 44/50 31.4 (48) 103 48/50 3.2 (43) 103 43/50 31.1 (41 102 41/50
82-7 29.5 (42) 42/50 31.4 (4T) 106 47/50 3.7 43y 107 43/50 30.9 (41) 105 40/50
84-7 29.8 (41) 41/50 31.0 (46) 104 16/50 31.4 (43) 108 43/50 31.2 (40) 104 10/50
86-7 29.6 (41) 41/50 31.0 (46) 105 46/50 3.1 (a3) 108 13/50 30.7 (40) 104 10/50
88-7 30.3 (41) 41/50 31.8 (45) 105 14/50 31.3 (42) 103 42/50 30.8 (39) 102 39/50
90-7 30.5 (41) 41/50 31.8 (44) 104 44/50 31.6 (42) 104 42/50 30.6 (39) {00 39/50
g2-7 30.3 (41) 40/50 31.8 (43) 105 43/50 3.z (42) 103 42/50 30.5 (38) 101 38/50
84-7 29.9 (39) 38/50 311 (43 104 43/50 3i.4 (41) 105 41/50 30.8 (37) {03 36/50
86-7 30.2 (38) 38/50 3t.2 (41) 103 41/50 31.3 (a1 104 40/50 31.2 (31) 103 /50
98-7 31.0 (38) 37/50 31.5 (40) 102 39/50 31.9 (39) 103 39/50 31.3 (33) 101 33/50
100-7 29.8 (37) 37/50 31.5 (38) 108 38/50 30.7 (37) 103 37/50 29.8 (32) 100 32/50
102-7 28.7 (36) 35/50 30.5 (38) 103 37/50 31.0 (36) 104 36/50 30.0 (30) 101 30/50
104-7 29.0 (32) 32/50 30.4 {35) 105 35/50 31.0 (35) 107 35/50 30.6 (29) 106 28/50

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



STUDY NO.OCOG5 & 0066

TABLE 37 FOOD CONSUMPTION IN MALE MOUSE

(TWO-YEAR STUDIES)

Controt 125 pom 500 pem 2000 ppm
Au.FC. No.of Au.FC. ¢ of No.of Au.FC. % of No.of M FC. % of No.of
Week-Day Suviv. cont.  Suruiu. cont.  Suuiv, cocnt.  Suviu,
on Study <50> 50> (G 50>
-7 4.4 (50) 50/50 4.6 (50) 105 50/50 4.7 (50) 107 50/50 3.8 (50) 88 50/50
2-7 4.0 (50) 50/50 3.6 (50) 30 50/50 3.6 (50) 30 50/50 3.5 (50) 88 50/50
3-7 3.5 (50) 50/50 3.7 (50) 106 50/50 4.4 (50) 126 50/50 3.5 (50) 100 50/50
4-7 3.7 (50) 50/50 3.7 (50) 100 50/50 3.6 (50) g7 50/50 3.5 {50) g5 50/50
5-7 3.6 (50) 50/50 3.7 (50) 103 50/50 3.7 (50) 103 50/50 3.6 {50) 100 50/50
6-7 3.8 (50} 50/50 4.0 (50) 103 50/50 3.9 (50) 100 50/50 3.7 {50) g5 50/50
-7 4.0 (50) 50/50 4.1 (50) 103 50/50 4.1 (50) 103 50/50 3.7 {50) 383 50/50
8-7 3.8 (50) 50/50 3.8 (50) 100 50/50 3.6 (50) g5 50/50 3.8 (50) 100 50/50
9-7 3.3 (50) 50/50 3.4 (50) 103 50/50 3.4 (50) 103 50/50 3.3 (50) 100 50/50
10-7 4,0 (50) 50/50 3.7 (50) 93 50/50 3.7 (50) a3 50/50 3.3 (50) 83 50/50
11-7 4.0 (50) 50/50 4.1 {50) 103 50/50 4.0 (50) 100 50/50 3.7 (19) g3 48/50
12-7 3.9 (50) 50/50 3.8 (50) 100 50/50 3.8 (50) a7 50/50 3.6 (49) . 92 49/50
13-7 3.3 (50) 50/50 3.5 (50) 106 50/50 3.4 (50) 103 50/50 3.3 (49) 100 49/50
14-7 4.0 (50} 59/50 3.9 (50) 98 50/50 3.9 (50) 98 50/50 3.8 (49) g5 49/50
16-7 3.9 (50) 50/50 3.7 (50) 95 50/50 3.1 (50) 78 50/50 3.6 (48} 92 48/50
18-7 4.3 (50) 50/50 4.1 (50) 95 50/50 4.1 (50) 95 50/50 4.0 (49) a3 | 43/50
20-7 4.3 (50) 50/50 4.4 (50) 102 50/50 4.3 (50) 100 50/50 3.8 (19) 88 49/50
22-7 3.7 (50) 50/50 3.6 (50) 97 50/50 3.2 (50) 86 50/50 3.4 (49) g2 48/50
24-7 4.2 (50) 50/50 4.1 (49) 98 50/50 4.0 (49) 95 43/50 3.8 {49) 30 48/50
26-7 4.0 (49) 50/50 4.0 (50) 100 _ 50/50 3.8 (49) 95 43/50 3.5 (49) 83 43/50
28-7 4.0 (50) 50/50 3.8(50) 95 =50/50 3.9 (49) 98 43/50 3.8 (49) 95 49/50
30-7 4.1 (50) 50/50 4.2 (50) 102 . 50/50 4.1 (49) 100 43/50 3.9 (49) 395 49/50
32-7 4.4 (50) 50/50 4.5 (50) 102 - 50/50 4.4 (48) 100 439/50 1.0 (49) g1 49/50
34-7 3.7 (50) 50/50 3.6 (50) 97 '50/50 3.6 (49) g7 43/50 3.6 {19) 97 49/50
36-7 3.8 (50) 50/30 3.5 (50) 92 50[50 3.6 (48) g5 43/50 3.6 (49) 95 49/50
387 4.2 (50) 50/50 4.1 (50) 98 50/50 4.2 (48) 100 48/50 3.9 (49) g3 49/50
40-7 4.5 (50) 50/50 4.4 (50) 38 © 50/50 4.4 (48) 98 48/50 4.1 (49) 81 49/50
42-7 4.2 (50) 50/50 4.0 (50) 95 50/50 4.2 (48) 100 48/50 3.9 (48) a3 48/50
44-7 4.2 (50) 50/50 4.1 (50) a8 50/50 4.1 (48) 98 48/50 4.0 (48) 95 48/50
46-7 3.8 (50) 50/50 3.7 (50) 97 50/50 3.4 (48) 89 48/50 3.2 (48) 84 48/50
48-7 4.0 (50) 50/50 3.8 (50) 95 50/50 3.8 (48) g5 48/50 3.8 (48) 35 48/50
50-7 - {~) 50/30 4.1 (25) 103 50/50 4.3 (48) 108 48/50 4.0 (48) 100 48/50
52-7 3.7 (50) 50/30 3.6 (50) g7 50/50 3.5 (48) 95 48/50 3.6 (48) 97 48/50
54~7 4.0 (50) 50/50 4.3 (50) 108 50/50 4.3 (48) 108 48/50 4.1 (18) 103 48/50
56-7 4.5 (50) 50/50 4.7 (50) 104 50/50 4.6 (48) 102 48/30 4.4 (48) g8 48/50
58-7 4.2 (50) 50/50 4.3 (50) 102 50/50 4.6 (48) 110 48/50 4.4 (48) 105 48/50
650-7 4.2 (43) 49/50 4.2 (50) 100 50/50 4.1 (48) 98 48/50 4.0 (48) g5 48/50
62-7 4.5 (49) 49/50 4.5 (50) 100 50/50 4.4 (40) 38 48/50 4.4 (48) g8 48/50
64-7 4.3 (49) 49/50 3.9 (50) 91 50/50 4.0 (48) 93 48/50 4.1 (48) a5 48/50
66-7 3.4 (49) 49/50 3.3 (50) 97 50/50 3.4 (47) 100 47/50 3.5 {48} 103 - 48/50
68-7 3.8 (49) 49/50 3.4 (50) 89 50/50 3.5 (46) 92 46/50 3.6 (48) 85 48/50
70-7 4.0 (49) 49/30 3.7 (50) 93 50/50 3.9 (46) 98 46/50 3.8 (47) 98 47/50
72-7 4.1 (49) 49/50 3.8 (50) a3 50/50 4.0 (48) 98 46/50 4.0 (47) g8 47/50
74-7 4.2 (49) 49/50 4.2 (50) 100 50/50 4.4 (4B) 105 46/50 4.2 (47 100 47/50
76-7 4.4 (49) 49/50 4.2 (50) g5 50/50 3.9.(48) 89 46/50 3.9 (47) 89 47/50
78-7 4.3 (49) 48/50 3.8 (50) 88 50/50 3.9 (46) g1 46/50 4.0 (47) 93 47/50
80-7 4.3 (49) 48/30 4.3 (50) 100 50/50 4.4 (46) 102 46/50 4.2 (47) g8 47/50
82-7 4.1 (48) 48/50 4.2 (50) 102 50/50 4.2 (48) 102 46/50 4.0 (47) g8 47/50
84-7 3.8 (48) 48/50 4.0 (50) 105 50/50 4.0 (45) 105 45/50 4.0 (48) 105 46/50
86-7 4.0 (48) 48/50 3.9 (&80) 98 50/50 3.9 (45) a8 45/50 4.0 (48) 100 46/50
88-7 4.2 (48) 48/50 4.2 (50) 100 50/50 4.0 (45) 5 45/50 4.0 (46) 35 46/50
90-7 4.4 (48) 48/50 4.2 (50) 95 50/50 4.3 (458) a8 45/50 4.2 (45) 95 45/50
92-7 4.3 (48) 48/50 4.3 (49) 100 43/50 4.3 (45) 100 45/50 4.3 (44) 100 44/50
94-7 4.5 (A7) 47/50 4.5 (49) 100 43/50 4.3 {43) 96 44/50 1.2 (44) 93 44/50
96-7 4.3 (47) 47/50 4.3 (49) 100 48/50 4.3 (44) 100 44/50 4.2 (43} g8 43/50
98-7 4.6 (47) 47/50 4.4 (48) 96 48/50 4.5 (44) a8 44/50 4.4 (43) 96 43/50
100-7 4.6 (47) 47/50 4.3 (49) a3 43/30 4.3 (44) 33 44/50 4.4 (42) 96 42/50
102-7 4.8 (A7) 47/50 4.8 (49) 100 49/50 4.6 (43) 96 43/50 4.1 (42) 85 42/50
104-7 5.0 (47) 47/50 4.7 (49) 94 49/50 4.6 (42) g2 42/50 4.4 (38) 88 38/50 -

< . >:¥p.of effective animals,{ ):No.of measured animals
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TABLE 38 FOOD CONSUMPTION IN FEMALE MOUSE

(TWO-YEAR STUDIES)

Control 125 ppm - 500 ppm 2000 ppm
Au.FC. No.of Au.FC. $ of _No.of hu FC. § of No.of Au.FC. % of  No.of
Week-Day Surviv, cont. - Swuiu, cont. Surviu. ! cont.  Suruiv.

on Study <50> . <50 . (&1 <50>
1-7 4.4 (50) 50/50 4.4 {48) 100 . 50/50 4.3 (50) a8 - 50/50 3.2 (50) 73 50/50
2-7 3.3 (50) 50/50 3.4 (50) 103 T 50/50 3.5 (50) 106 50/50 3.3 (50) 100 50/50
3-7 4.3 (42) 50/50 3.5 (49) 81 --50/50 3.4 (50) 79 50/50 3.2 (50) 74 50/50
4-7 3.3 (50) 50/50 3.3 (50) 100 50/50 3.4 {50) 103 50/50 3.3 (50) 100 50/50
5-7 4.5 (50) 50/50 3.6 (50) 103 50/50 3.6 (50} 103 50/50 3.3 (50) 94 50/50
6-7 3.4 (50) 50/50 3.5 (50) 103 50/50 3.8 (50) 112 50/50 3.4 (50) 100 50/50
7-7 1.0 (50) 50/50 3.9 {(50) 98 50/50 3.9 (50) 98 50/50 3.7 (50) 93 50/50
-8-7 3.6 (50) 50/50 3.4 (50) 94 50/50 3.4 (50) 94 50/30 3.4 (50) 94 50/30
9-7 3.5 (50) 50/50 3.4 (50) g7 50/50 3.6 (50) 103 50/50 3.6 (50) 103 50/50
10-7 4.2 (50) 50/50 4.0 (50) 93 50/50 4.0 (50) g5 50/50 3.7 (50) 88 50/50
11-7 3.9 (50) 50/50 3.7 (50) 95 50/50 3.9 (50) 100 50/50 3.5 (50) 90 50/50
12-7 3.7 (50) 50/50 3.6 (50) g7 50/50 3.7 (50) 100 50/50 3.5 {49) 35 48/50
13-7 3.9 (50) 50/50 3.7 (50) 95 50/50 3.7 (50) 85 50/50 3.5 (49) 90 48/50
14-7 3.9 (50) 50/50 3.8 (50) 97 50/50 3.8 (50) 97 50/50 3.8 (49) 97 49/50
16-7 3.9 (50) 50/50 3.3 (50) 85 50/50 3.8 (50) a7 50/50 3.6 {49) 92 48/50
18-7 4.0 (50) 50/50 3.7 (50) a3 50/50 3.8 (50) 85 50/50 3.7 (48) 33 48/50
20-7 4.2 (43) 49/50 4.2 (50) 100 50/50 4.2 (50) 100 50/50 3.8 (18) 90 18/50
22-7 3.7 (49) 49/50 3.5 (50) 95 50/50 3.6 (50) 97 50/50 3.6 (48) 97 48/50
24-7 4.0 (49) 48/50 3.8 (50) g5 50/50 3.8 (49) 85 50/50 3.7 (48) 33 48/50
26-7 4.2 (48) 49/50 3.6 (50) 86 50/50 4,2 {50} 100 50/50 3.7 (48) 88 47/50
- 28-7 4.5 (49) 49/50 4.0 (50) 89 50/50 4.0 (50) 89 50/50 3.9 (47} 87 47/50
30-7 ° 4.4 (49) 43/50 4.2 {(50) 95 - 50/50 4.4 (50) 100 50/50 4.1 (47) 93 47/50
32-7 4.3 (49) 48/50 4.3 (50) 100 -7 50/50 4.0 (50) g3 50/50 3.8 (47} 91 47/50
34-7 4.0 (43) 49/50 4.0 (50) 100 - 50/50 4.2 (50) 105 50/50 4.1 (47) 103 47/50
36-T- 4.2 (49) 49/50 4.0 (50) g5 . 50/50 4.1 {50) 38 50/50 4.0 (47) 95 47/50
38-7 3.6 (49) 43/50 3.8 (50) 106 50/50 3.9 (50) 108 50/50 3.4 {47) 94 47/50
40-7 4.5 (49) 49/50 4.1 (50) 91 50/50 4.2 (50) a3 50/50 4.2 (47) 83 47/50
42-7 3.7 (49) 48/50 3.7 {50) 100 _ 50/50 3.9 (50) 105 50/50 3.8 (46) 103 46/50
44-7 3.6 (48),-49/50 3.7 (50) 103 " 50/50 3.9 (49) 108 49/50 3.6 (46) 100 46/50
46-7 4D (49)° 49/50 4.1 (50) 103 50/50 4.1 (48) - 103 43/50 4.0 (46) 100 46/50
48-7 4.0 (48) 49/50 3.9 (50} 98 50/50 4.2 {49) 105 48/50 4.0 (46) 100 46/50
50-7 3.9 (48) 48/50 4.0 (50) 103 50/50 4.4 {49) 113 43/50 4.0 (46) 103 46/50
52-7 3.7 (48) 48/50 3.7 (50) 100 50/50 3.9 (49) 105 48/530 3.7 {(4B) 100 46/50
54-7 4.9 (48) 48/50 4.8 {50) 98 50/50 4.9 (49) 100 48/50 3.9 (49) 80 45/50
56-7 4.2 (48) 48/50 4.1 (50) 98 50/50 4.3 (49) 102 48/50 4.0 (45) 95 45/50
58-7 4.1 (48) 48/50 4.0 (50) a8 50/50 4.1 (49) 100 43/50 3.8 (45} 33 45/50
60-7 4.3 (48) 48/50 4.0 (50) 93 50/50 4.0 {(49) 93 43/50 3.9 (45) g1 45/50
62-7 4.1 (48) 48/50 4.1 (49) 100 49/50 3.9 (49) 93 43/50 3.8 (45) 93 45/50
64-7 4.3 (48) 48/50 4.3 (49) 100 43/50 4.4 (49) 102 49/50 4.0 (44) 93 44/50
B6-7 4.4 (48) 48/50 4.3 (49) 98 43/50 4.4 (48) 100 48/50 4.2 (44) 85 44/50
68-7 4.0 (48) 48/50 3.8 (49) g5 48/50 3.8 (49) 35 43/50 3.8 (44) 95 44/50
70-7 4.5 (48) 48/50 4,2 (49) 33 48/50 4.2 (49) g3 43/50 4.0 (44) 83 44/50
72-7 4.2 (48) 48/50 4.3 (48) 102 48/50 4.2 {48) 100 438/50 4.0 (43) 35 43/50
74-7 4.2 {47) 46/50 4.0 (48) g5 48/50 4.4 (47) 105 47/50 3.9 (42) 93 42/30
76-7 4.0 (45) 45/50 4.0 (48) 100 48/50 4.1 (48) 103 45/50 3.7 (41) 83 41/50
78-7 3.9 (44) 44/80 3.9 (48) 100 48/30 4.1 (45) 105 44/50 3.7 (41) 35 41/50
80-7 4.2 (44) 44/50 3.9 (48} a3 48/50 4.1 (43) a8 43/50 3.8 (41) 90 41/50
82-7 3.9 (42) 42/50 4.1 (47) 105 47/50 4.3 (43) 110 43/50 3.9 (41) 100 40/50
84-7 4.1 (41) 41/50 4.1 (48) 100 46/50 4.1 (43) 100 43/50 4.0 (40) 98 40/50
86-7 4.2 (41) 41/50 4.1 (46) 98 46/50 4.2 (43) 100 43/50 3.8 (40) 93 40/50
88~7 4.5 (41) 41/50 4.3 (45) 93 44/50 4.3 (42} 93 42/50 4.1 (39) 89 33/50
90~7 4.5 (41) 41/50 4.5 (44) 100 44/50 4.5 (42) 100 42/50 4.2 (39) a3 39/50
92-7 4.2 (41) 40/50 4.2 (43) 100 43/50 4.4 (42) 105 42/50 4.3 (39) 102 39/50
94-7 4.1 (39) 39/50 4.2 (43) 102 43/50 4.2 (A1} 102 41/50 4.3 (37) 105 36/50
96-7 4.4 (39) 38/50 4.2 {a1) 85 41/50 4.4 (41} 100 40/50 4.2 (34) 85 34/50
98-7 4.4 (38) 37/50 4.2 (40) 85 38/30 4.4 (39) 100 33/50 4.4 (33) 100 33/50
100-7 4.3 (37) 37/30 4.3 (38) 160 38/50 4.2 (37) 38 37/50 4.2 (32) 98 32/50
102-7 3.8 (36) 35/50 3.5 (38) g2 37/50 4.0 (36) 105 36/50 3.7 (30} 97 30/50
104-7 3.8 (32) 32/50 3.8 (35) 100 35/50 4.0 (35) 105 35/50 4.0 (29) 105 28/50

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



Table 39

CLINICAL OBSERVATION ( 104W-SUMMRY ) -MOUSE:TWO-YEAR STUDIES-

Male Female
Findings 2000ppm  500ppm  125ppm Oppm 2000ppm  500ppm  125ppm Oppn
s(oMm*  S(OM S (DM) S (DM) S (DM) S (DM) S (DM) S (DM)
ANEMIA (& 1) - 38(12)  42( 8) 101) 2(2) 29(21)  20(10) 3(m 2(5)
INTERNAL MASS (P ZBJE ) 1(2) 1(0) 0(0) 0(1) 1(2) 1(6) 4( 2) 2( 3)
EXTERNAL MASS AV BB BT ) o -
M. EYE (iR JE /&) 0¢0) 0(0) 0(0) 1(0) 0(0) 0(0) 0( 1) 0(0)
M. NOSE (# fiE /%) 101 0(0) 1(0) 0(0) 0{ 0) 0( 0) 0(0) 0{ 0)
M. PERI MOUTH (1 /& B fE /%) 0{0) 0(0) 0(0) 0( 0) 0(0) 0(0) 1(0) o( 1)
M. ORAL CAVITY (2 PN £ &) 0( 0) 0( 0) 0(0) 0(0) 0( 1) 0(0) 6(0) 0(0)
M. PERI EAR(E#R#RMEME) 0(0) 1(0) 0(0) 0( 0) 0(0) 0(0) 0(1) 0(0)
M. NECK (¥H &5 HE %) 0(0) o( 1) 0(0) 0(0) 0(0) 0( 2) 1(1) 0{ 0)
M. FORLIMB (8 i &%) 0(0) 0( 0) 0( 0) 1(0) 0( 0) 1(0) 1(0) 0(0)
M. BREAST (fitg &5 BE 7)) 0(0) 0(0) 0(0) 0(0) 0( 0) 0(1) 0(0) 0(0)
M. ABDOMEN (Jii #5 JiE /%) 1(0) 0(0) 0( 0) 0(0) 0(0) 0(2) 0(1) 0(1)
M. ANTERIOR. DORSUM (35 4 A1 &5 FE &) 0(1) 0(0) 0(0) 0(0) 1(0) 0(0) 0( 0) 0(0)
_M;ANU_S_(BI_FﬂEQ)_-________________________9_(_92___-9_(_9)____9_(__1)____Q_(_Ql__“____9_(_92____9_(__1)____9_(_9)____9_(_92
No.of Animals with EXTERNAL MASS 2(2) 1(1) 1(1) 2(0) 1(1) 1{ 6) 3(4) 0( 2)
No.of Survival Amimals (Dead & Moribund Animals) 38(12) 42(8) 49(1) 47(3) 29(21) 35(15) 35(15) 32(18)
No.of Observed Animals 50 50 50 50 50 50 50 50

* : S=Survival Amimals (DM=Dead & Moribund Animals)
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TABLE 40 NUMBER OF MOUSE WITH SELECTED SPLEEN LESION (MALE)

Control 125ppn 500ppm 2000ppn

Number examined 50 50 50 50
Non-neoplastic lesions
Congestion Q 0 0 29
Extramedullary hematopoiesis 1 2 ) 9
Leukemic cell infiltration 1 0 0 3
Deposit of melanin 2 4 4 2
Follicular hyperplasia 4 5 4 2
Atrophy 0 1 0 0
Deposit of hemosiderin 0 0 1 0
Neoplastic lesions
Hemangioma/hemangiosarcona 5 0 2 4

TABLE 41 NUMBER OF MOUSE WITH SELECTED SPLEEN LESION (FEMALE)
Control 125ppm 500ppn 2000ppm
Number examined 50 50 50 50
Non-neoplastic lesions
Congestion 0 1 0 26
Deposit of hemosiderin 0 0 3 9
Ussification 0 0 0 6
Extramedullary hewatopoiesis 3 7 8 6
Leukemic cell infiltration 5 8 1 3
Follicular hyperplasia 3 4 0 3
Metastasis:uterus tumor 1 0 1 2
Deposit of melanin 5 6 6 1
Atrophy 5 2 0 0

Neoplastic lesions
Hemangiosarcona 0 i 5 2
Hemangioma/hemangiosarcoma 0 1 5 3




TABLE 42 CAUSE OF DEATH (SUMMARY) :MOUSE

Sex Male Female
Group Name Control 125ppm 500ppm 2000ppm Control 125ppm 500ppm  2000ppm
Number of Dead/Moribund Animal 3 1 8 12 18 15 15 21
no microscopical confirmation 0 0 0 2 3 1 0 6
trauma 0 0 1 0 0 0 0 0
respiratory system lesion 0 1 0 1 0 0 0 2
hepatic lesion 0 0 1 0 0 2 0 0
urinary system lesion 1 0 0 0 0 0 0 0
renal lesion 0 0 0 0 0 1 0 0
CNS disorders 0 0 1 0 1 0 0 0
pneumonia 0 0 0 0 0 0 0 1
arteritis 0 0 1 0 1 0 0 1
Tumor death : leukenmia 1 0 1 5 7 5 7 5
lung 0 0 0 0 1 1 0 0
bone parrow 0 0 0 1 0 0 0 0
spleen 1 0 0 1 0 0 1 0
tooth 0 0 0 0 1 0 0 0
liver 0 0 2 2 1 0 0 2
parathyroid 0 0 1 0 0 0 0 0
uterus - - - - 3 4 7 3
: Barder gland 0 0 0 1 0 0
: peritoneum 0 0 0 1

9900 B8 G900 0N XQDIS
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FIGURE 1. METABOLIC PATHWAY OF P-CHLORONITROBENZENE
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