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TABLE HEMATOLOGY (1) STUQY NG, ! np?e
WEFK! 13
SEX POSE LEVEL ~ #HD, oF rRac. T NEMDGLOBIN RERATACRIT T nev. T men T pewe
(PPH) ANITMALS L10HNE/CHH ) (G/hL) (%) (FL thGg) (%}
MALE 0 10 10,16 ¢ 0.28 17:.0 & 0,4 48,1 + 1.3 £7,.% ¢+ 0.6 16.7 + 0.2 35.4 ¢ 0,2
1n 10 10,27 ¢ 0.27 17,1 & 0,4 48,3 ¢+ 1.5 47,0 ¢ 0.4 16,6 ¢ 6.2 35.4 + DB
10 io 10,36 ¢ 0.32 6.0 ¢ 0,5 47,9 ¢+ 1.8 46,2 + 0,51 16.2 ¢ 0.2uun 35,0 r 0.5%
90 i0 10,27 & 0.20 16,0 £ 0,200 45,9 £+ 0.8Win 44,6 & 0,5nH 15.5 £ 0.1unun 34.8 ¢ O0,a%%
270 10 10,01 & 0.36 14,0 ¢ a,540H A3.1 & 1.80un 43,0 ¢ 0,0uk 14,7 & 0,2:nY 34,3 4 O fRKUNR
ata 10 7,92 + (.57HH 12,0 & D,5nHy 34,7 £ 1.7%HuK 43,0 % 1, 3nn 15.2 & 0.5nuK J4,6 ¢ N Bund
FEMALE ] 10 9,08 & .32 16,4 £ D4 46,0 1 2.0 50,6 ¢+ 0.7 18,1 & 0.3 35, ¢ 0,0
10 10 9,32 £ 0.35 16,8 £ 0,5 47.0 £ 2.1 50,% ¢+ 0.5 18.0 ¢ 0.2 35,4 ¢ 0,R
30 9 9,67 4% 0. 20801 16,3 3 In.'3 46,0 £ 1.2 4R .6 % 0. Buy 16.9 & 0.4t 35,9 ¢ 1,2
on 10 9,26 & 0.37 15,3 &£ D, 60U 42,8 ¢ 1.8 h6,2 t 0,6uK 16.2 £ 0,5uuk 35,2 ¢ V.1
270 10 9,06 ¢ 0.30 16.4 & 0,a¥HN  &1,0 & 1.3uun 45,2 &+ 0, 5KK 15.9 & 0.Suuu 35,) ¢ 0.9
B10 10 B,29 & 0.3hnyw 12,8 ¢+ 0,81un 36,7 & 1.9nun 66,3 + O.6HN 15,4 ¢ 0,5uuu 34,7 3y 1.3
STGNTIFICANT DIFFERENCES P¢O,NS5 kit pPgo, 0l ¥uil P<o.001
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‘ (PPM ANTMALS (10nu3/CHMI N-SFG N-BAND LYMPHD MOMO ENSING RASQO DTHFRS
MALE D 10 6,3 ¢ 1.4 16 &+ 3 0+ 0 81 ¢+ 3 3+ 1 1+ 1 0 0 0Dt n
10 10 6.1 ¢+ 1.1 16 + 3 0+ 0 a2 + 3 2+ 1 0 £ 1 0t 0 0+ N
30 10 6.3 ¢t 1.3 17 ¢+ 3 0x 0 80 ¢ 3 3¢ ) 0+ 0 0t 0
90 10 5.8 ¢+ 1.1 17 ¢+ 3 0+ 0 o ¢+ 3 3+ 2 1 1 0t 0 0+ 0
270 10 5.8 + 1.5 21 & hun 0+ 0O T4 & it 5 % 2% 1+ 1 0t 0 0t 0
810 10 6.4 % 1.3 25 t 6uM# 0 & 0 69 & THNN 5 & 2N 1+ 1 ¢+t 0 9+ 0
FEMALE o 10 3.8 ¢ 1.8 17 &£ 4 0z 0 Bl + 5 2+ 1 1+ 1 0+ 0 0+ 0
1n 16 4.% ¢ 1.6 i4 + 3 0t 0 B3 + 3 2+ 1 1+ 1 0 ¢ 0+ 0
30 9 334 1.6 7 17 4 - D2 O 81 + 4 2+ 1 1+ 1 0t 0 0t 0
90 10 4,6 ¢ 1.3 19 2 4 0+ O 76 ¢+ 3 3 & 1# 1 2 1} 0 ¢+ 0 0+ 0
270 10 5.0 ¢ 1.1 19+ 3 0% 0 76 & 3% 4 ¢+ 1mx 1 ¢ 1 0t 0 0+ 0
810 10 5.9 ¢ 1.6M 27 & OuH 0 £ 0 69 t+ Qi 4 % IMun 1+ 1 0+ 0 0z 0
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TABLE HEMATDLOGY (3) STUDY ND. ! 0020
WEEKL 13
SEX NOSE LEVEL  HO. OF PLATECFT woy T T T
(PPM} ANTMALS  (10WX3/CHM) {(FL)
MALE 0 10 875 ¢+ 42 5,6 & 0,1
10 19 855 & 42 5.6 t 0,1
30 10 Bes ¢ a2 5,7 ¢+ 0,2
90 10 933 ¢ 54% 5.6 & 0,2
270 1%} Q46 ¢ 162 5.6 ¢ 0,2
B10 10 630 t 6LIH 5,7 &£ 0,2
FEHALE 0 10 910 & 53 5,5 &+ 0,3
10 10 858 ¢ 0§ 5.5 % 0,3
30 9 902 + 112 5.5 & 0,3
9D 10 972 & S51in .5 ¢ 0,3
270 10 928 + 111 5.5 %2 0,2
ain 10 734 ¢ 1960 5.5 & 0,3
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SIGNIFICANT DIFFERENCES #! PLN,05 wHy P<0.01 HHut1 P<o0.001
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STUDY NO. : 0020

T-BILTRUBIN
(MG/DL)
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0,14
.14
6.112
0.14

G.17
.16
0.14
6.17
0.25

0.36

n.n%
008

0,35

{RagoC? B
GLUCNSE
(MG/0LY

178 17
175 11
183 12
174 i1
146 1530
I 103t
129 17
142 26
137 30
143 16
127 10
113 131

T-CHALFSTERDL
(MG/DL )
49 % 5
42 ¢ Inn
34 3 un
40 # G188
65 ¢ 18y
92 t 15uny
69 & 10
71 3 4
77 ¢ 11
B0 1 12%
97 ¢ 23
100 &+ 25Hn%

TARLE BIDCHEMISTRY (1)
WEEKD 13
SEX POSE LEVFL MO. OF TOTAL PROTEIN ALBUMIN
(PPM) ANTHALS tG/00) {(Gs/pl))
MALE 0 io 6.9 0.2 3.9 ¢+ 0.1
10 10 7.0 £ 0.2 3.9 % n.i
30 10 7.4 0.2 9.0 r 0.1
90 10 6.9 t 0.2 4,0 & 0, 1n
270 10 6,8 + 0.2 4.0 & 0.1
B4 10 6.0 0. 2HEN 3.4 &£ 0,100k
FEMALE 0 10 6.7 a.2 3.8 x 0,1
10 10 6.9 6.2 3.9 & 0,1
10 19 7.1 0.2HH%: 4,0 & 0,24
At 10 &£.8 0.2 3,9 £ 0.1
270 1¢ 6.7 1 0.2 38 £ 0.1
ai0 10 6.1 0.4MH 3,4 £ 0. 2300
SIGNIFICANT DIFFFRENCES Ht P¢o,05 tut PLo. ot wuwt PL0,00)
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TABLE ATGCHEMISTRY (1)
WEEKE 13
SEX nasE LEVEL MO, NF TRIGLYCERIDES
{PPM) ANTHMALS {MG/DL)Y
MALE 0 10 104 & 22
1o 10 108 £ 25
30 10 1n2 & 27
90 10 8r o+ 20
270 16 64 & Z2HHH
810 10 127 ¢+ 20
FEMALE 0 10 43 & 7
10 10 50 ¢ 10
3 10 42 ¢ 5
90 10 37 &+ 6k
270 10 66 & 11
a10 10 102 &£ 36
STGNIFICANT DIFFERENCES : PLOLNS ¥ PCo, 01 Wuut P¢o,001



(R&00CH BaIlS PAGE 1
i
TABLE BIOCHEMISTRY (2) STUDY N0, ! 0020
WEFK! 13
SEX DOSE LEVEL ~ No. nF o1 ey T Loh T aL-p T Lap T cp
(PPM) ANTMALS (Ul 37e0) (1usl 37°C) (lust 37°C) CTusL 37°0) (fusL 37°C) clust 37°0)
HALE ] 10 76 % G 25 % 3 350 ¢ g0 766 % 19 54 % 1 159 ¢ 53
n . 10 81 20 27 % 8 153 1 169 271 1 16 53 & 14 149 & 28
3n 1a 79 ¢ 10 30 % 5k 335 ¢ a5 264 1 171 52 % 2% 140 ¢ 41
Q0 10 118 ¢ 67 67 t 59 565 ¢+ 492 294 2 2iun 62 % 7 169 1 38
27n 14 459 ¢ 25N 303 Zi2in 739 3964 497 . 1l12wun Ia7 ¢ 2041 177 & 35
a10 10 1665 + 167001 465 & 524 642 £  B60 1098 &+ 15wy 133 ¢ 36 i8e + 37
FEMALE 0 10 65 & 7 19 4 3 294 &+ 97 183 + 19 55 & 3 137 + 28
14 10 72 % 1?2 25 % Bi 265 t 76 204 1 39 55 % 3 137 ¢ 75
30 10 100 2130 30 i R ARE 438 % 1651 196 & 19 60 4 SH 177 1 28uu
90 10 233 ¢ 1000 111 s 57 471 128itH 284 GOaHy Ay % 1S5 193 ¢ 29%H
270 10 364 & 12610 146 % 61;“ 501 t 2151 427 £ 541K 119 201% 192 4 qOM K
gin 10 Ae7 % B16% 3722 % 278uu hgh ot 148 725 ¢ 176U 13% 4 30y 197 % 62K

SIGNIFICANT DIFFERENCES H: P<O,NG Wit Pgo.nl WY PCO,001

e e = T A e e e P e = R e Ak e e R At = L LR ET R R T A R T am e Tm e mR e e Ak e b PR e Ao e 58 A E e ot e e e e T T e e A e T S e e e o A ey e e Ly SR e S = e e R = o — e A e e = o — v a— — —



(RA00C) BAIlS PAGE 1
. ..
TARLE BIOCHEMISTRY (3) STUDY NO. ¢ 0020
WEEKt 13
SEX DOSE LEVEL  No, oF RUN . CREATININE sontuk™ T POTASSIUM CHLORINDE cALCIUM
tPPM) ANIMALS (MG /DL (NG/DL) (MEQ/L) (HER/L) (MEQ/L) (MG /DL )
MALE o 10 16,1 ¢ 1,6 0.5 & 0.1 143 ¢ 2 3.1 % 0.4 103 2 2 10,6 ¢ 0.3
1n i0 16.3 ¢+ 1,1 0.4 ¢ 0,1 143 ¢ 1 3.1 2 0.2 103 £ 10,5 + 0.3
30 10 15.8 3 1.1 N4 ¢ 0,1 142 ¢ 2 3.1 £ 0.2 103 ¢ 1 10,5 £ 0,2
90 10 16.6 & 1.4 0.4 ¢ 0,1 143 ¢ 2 3.3 & 0.3 103 ¢ 2 10,6 & 0.3
270 10 is.1 ¢+ 1.6 0,4 ¢ 0,0 143 ¢ 2 3.7 ¢ 0.5% 103 &2 2 i0.5 ¢+ n,3
610 10 11.3 ¢ 0.0 0,4 £ 0,1% 143 ¢ 2 3.6 & 0,3%%# 106 # ra 10.2 &+ 0,3
FEMALE a 10 15.9 ¢ 1.3 0.4 ¢ 0,0 143 £ 1 3,5 ¢ 1.1 106 + 2 10,2 + 0.2
10 10 15,8 ¢+ 1.0 0,4 £ 0,1 143 £ 2 3,3 & 0.A 106 & 1 10.5 & 0,3
20 10 16,7 £ 2.7 7 0.4 + 0,1 145 £ 2% 3,9 ¢ 1.3 106 &£ 2 10,3 & 0,4
90 10 16.7 + 1.0 0,4 ¢ 0,1 141 & 1w 3.4 £ 0.5 106 & ) 10.3 ¢+ 0.2
270 10 13,9 & 2.3% 0,3 1+ 0,14 142 ¢ 2 3,6 & 0.5 105 &+ 1 10.4 & 0,4
810 10 13,4 4 1,8nn 0,3 £ 0,1 142 £+ 2 3.4 % 0,4 106 £ 2 10,3 2 0.4

SIGNIFICANT DIFFERENCES ¥: P<O,05 Wikl Pgn,0l HENty P<0,001



(R400C) BAILS PAGE 2
TaARLE HIOCHEMISTRY (3) STuUay Ha. 0020
WEEK! 13 '
sex DOSE LEVEL MO, OF  1-PROSPHORUS T TTTITTTITTmImm Tt
{PPM) ANTMALS {MG/DL)
MALE 0 10 5.2 £ 0.7
10 10 5.3 & 0.4
30 10 5.6 % 0.7
90 10 5.8 1 0.6
270 10 6.1 4 0. 7K
810 10 6.1 ¢ 0.6NN
FEMALE ] 10 4,9 ¢ 1,5
10 10 5.2 ¢ 1.1
30 9 5.2 ¢ 1.2 -
90 10 5.3 ¢ 0.8
270 10 5.5 ¢ 0.9
Biln 10 5.9 £+ 0.9

SIGNIFICANT DIFFERENCE} ¥t PLO,05 #itt pPgo,01 Ry P<o,004

e e o e e e A MR e T v e ey T T AR L Tm Ve o m  m  m Ee e e e e T T Sk T b e A M T e e R e A o A SR L R R SR e e T G e Ak AR e A MR e HE .y e — e — o v e = e L . e e —a = — — —  ——
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(T310) BATLS PAGE 1
TARLE HRINARYSTS _ ' _ STUDY Np. : #0209
WEEK! 13
SEX NOSE LEVEL  NO, OF Pw_______ T T TToTTIIoTITIoTTT PROTEIN_________" 777 GUICDSF . ____. KETOMES ___
(PP ANIMALS 5,0 6.0 f,5 7.0 7.5 B.0 8.5 -4+ 2% 3+ 4 -t 4 2+ 3% 43 -4 2+ s
MALE 0 10 36 1 5 5 10 10
10 10 z 7 1 9 1 10 8 2
30 10 2 & 2 6 1 5 10 B 2
90 10 2 4 4 1 9 10 7 3
270 10 1 4 4 1 3 7 10 B2
B 10 72 1 19 10 o 1
FEMALE 0 10 3 5 2 2 2 5 1 10 2 8
10 10 3 4 3 1 3 6 10 1 9
30 10 1 6 1 17 2 10 10
90 10 2 ! 5 2 37 10 10
270 10 1 4 2 3 10 10 3 7

a1n 10 1o 10 10 1 9



B e e e e e me e ey mm o e o e e T e R e e AR M h s hr e e e L A b e R e en — Lk S e ek e P e e B e e e T i TR e B e A p e rm = Al wr o R vm W e e e e — - e e e Rb e — b or e e e = e s e e T e e e e e s e

NTLIRURTIN_
-+ Pt K

- %

HRNBILINOGEN_ _
¥+ 2+ 3+ 6+

(73100

8 A

S

PAGE

S5TuUDY MO,

2

ngz2o

18
10

10

TADLE URINARYSIS
WEEK! 13
SEX NOSE LEVFL MO, DF
{PPM)Y ANTHALS
MALE 0 10
10 10
30 10
90 1a
270 10
810 10
FEMALE 0 10
10 10
30 10
90 10
270 10
nio 10

10

1o

10

10

10

10

10
10
10

10

10
io
10
10
1n

in

10
10
10
10
10
10
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TAHLE SUMMARY OF GRNSS FINDINGS (SACRIFICED AT 13 WEEK) STHPY HNO, ! 0020
SEX ¢ MALE
NOSE LEVFL (PPIY) 0 10 30 af 270
ho, AF ExXAMIMED ANIMALS 10 in 1p in 1n
NHGAN_ ____. . FINDINGS o oo e e e e e
THYMUS PENUCED 1 ? ? 3 3
LutG ANFHMIC v 0 n 0 f
ADHESINN 1 1] n 1] n
LIVER EFNLARGED 0 0 5 & 7
GRAMULAR n n 0 n 5
HONULE 0 0 0 0 0
YELLOWISH 1 4 3! 10 9
RED PATCH/ZONE 0 n 0 n 0
SPIEFH FMULARGED n o n n 3
KITINEY EML ARGED 0 0 0 n n
GREEN 0 f I L] A
SEMIMAL VESICLE
ATROPHEC n 0 0 0 0
LYMPH NONE ENLARGED 0 0 n n 2

L S e e T T I i R et I i e et Tl R e Rtk I I



TARLE SUMMARY OF GROSS FINDINGS {SACRIFICED AT 13 WEEK) STUDY NO. : 0020
SEX @ MALE
DOSE LEVEL (PPH) 810
MO, OF EXAMIMED ANIMALS 10
ORGAN. . _ . FAMDTMGS o e e e e e
THYMUS REDUCER 4
LUNG AMNEMIC 2
ADHES NN 0
LIVER ENLARGED 4
GRANUL AR 10
NODULE 8
YELLOWISH 106
RED PATCH/ZONE 3
S5PLERN ENLARGED 10
K ItNE Y ENL ARGED 1
GRYEN 9
SEMIMNAL VESICLE
ATROPHIC 3
LYHPH MODE ENLARGED 7
]



TABLE SUMMARY OF GRODSS FIMDINGS (SACRIFICED AT 13 WEEK? STHOY Np, ! 0020
SEX ¢ FEMALE
NOSE LEVFL (PP} 0 10 L3t 90 270
N, DF EXAMINED ANIMALS 10 10 10 10 10
NRGAM_ . ___.__ FIMDIMGS o o e e ‘
SOFT TI155UF
NONULE 0 n Y 1 f
THYHUS REDUCED 1 ] ? 4 5
BROWN 0 0 o 1 ?
LutG CONGESTI0N 0 0 1 0 f
LiveRn CHOMGESTION 0 8 i 0 n
FHLARGED 0 ) 1 4 4
GRANULAR 0 ] 0 1 10
NONULE D 0 n n 5
CYST 0 0 0 1 0
RENDTSH 0 H o o 0
YELLOWITSH 0 ] n 10 in
HERNIATINN 0 0 ] a 1
SPLEFN FNLARGED Y 0 n 0 7
HROWN 0 0 ] ] 0
KIbNhEY GRANVL AR 0 ] ] n ' n
GREEN 0 1 2 5 A
UTERIS DILATED [LUMEN 3 3 ? 5 3
LYMPH BODE ENLARGED il n ) 1 A



TANLE SUMHARY DF GROSS FINDINGS (SACRIFICED AT 13 WEEK) STUDY MO.  no2e
SEX ! FEMALE
NNSE LEVEL {(PPH)} aio
NO, DF EXAMINED ANTMALS 10
NRGANM - _____ FINDINGS | o o o e e
S50FTF TIS5SUF
NODULE 0
THYHUS RENUCED 4
RRMHM 0
LUMG COMGESTION 0
LEVER COMGESTION 0
FMLARGED 5
GRANIIL AR 1n
NONULE 7
CYST 0
REDDISH 0
YELLAOWISH 10
HERNTATION 1
SPLEEN EMLARGED 10
BROVN 2
KINMEY GRANMIN AR 1
GHFEMN 8
TERUS NILATED (UHEN 0
LYMPI MONE EHLARGED 5
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STHpY 0.

Po002n

. et mE mh am et o o A At = e e = e kR T e = A A o = 4 e = e B = Mk Y T e o R S e A e e Ay e = e ¥ T e e W g v G TR e e MR et e m A e e e e tw e e m T e e e e A e e W T e T e e o

ADRENAL R

THYMUS

(G}

ADREMAL

(G)

TFS5TIS R

(G

e e e e bm e mm e e A o mm = o 7 A e A Am e AR = AP s YR T e et em i e B A W AR e e b ) T A e s b e T m A T T YR e e S s e e A e e e e e R e R e L e e T ST e T e e mm e e e e e SR e

15
i8

18

23

25

TARLF ABSDLUTE AONY ANMD GRGAN WEGHT
WEFK1 13
SEX hNsE LEVEL MO. ROLY WETGHT
(PPM) ANTHALS
MALE 0 10 i
10 10 296
30 10 304
?0 10 302
10 10 289
fHio 10 204

18 Hun

0,239
0.232

0.240

0,234

0.220
0.192

0.029
9,041
0.040
0.021
6.043
0.,027nH

0.020
0.074
0.024
0,025
p.023
0.07°4

t 0.004
£ 0.003x
$ 0.0082
$ 0,003
$ 0,004

$ 0,005

0,024
0.026
D.0?6
0.027
0,025

0.025

0.002
p.onY
0,003
0.003
0.003

0.003

1,390
1,404
1.369
1.347
1,296

1.133

0.042
0.0%0
0.045
0.0%9
0.125%

n.151uH

e e et o et e e e n o e A e e e ok e - T = = Lm = - o At KA T S L et = T e e v T b e R o e et T ky e ke % T e A M A Ll s e = e e T e T am R e R e R Re s e o m o e

STGNIFICAIT DIFFERENCES

bgo,01
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BOGY AMD ORGAN WEIGHT

STUDY NO. @ 0020

e i r = = e e A e et e = v b v — b e e A he e AR T RA o M o P e A f R b e A i e A o N e ek A R e ek T e T S A i s - P W W T Mo e e A Em i e e ww e = Re e e g e am mw e ww e me e R e e e e e e e

K{ONFY R

NG,
ANTMALS

TESTIS L

Q)

LUNG R

(G)

LUNG L

(G)

(61

e e o e o e = A e A T e v e T o o - B e Pt L B T A vn o= e ma m m dem ra = AR e e —F o A o o pon = e = Rk b M e e e i} o e T8 L BA S e hd AR ER e W A il e AL T T v M e e TR S L e e e L L e Mw —  Ae oy M A Em v e R e e e e s

TABLE ADSOLUTE
WEFK: 13
SEX NNSE LEVEL
(PPM}
HALE 0
10
30
90
270

1o

10
10
10
10
10

10

1,453
1.43%6
1.425
1,422
i.319

1,266

D.0h6
0.042
0.060
0,070
0,099

0.153nu0

0.875
6.877
0.885
6.873
0.88$

0,973

0,050
0.056
0.042
0,066
D.0b63

06.093xn

0,612
0.604
g.612
D.615
0.639

0.648

£ 0.029
£ 0.044
+ 0.03]
+ 0.04]
x 0.045

£ 0,03

0,337
0.340
0.350
0.361
0.367

0.354

£ 0,017
+ D.01B
4+ 0.025
+ 0.027#
+ 0.030%

t 0,037

0,859
0.892
0.899
0,735
1.027

1.003

+ 0,038

£ 0.030%
+ 0.046%
+ 0.053uy
+ 0.133484

+ 0.0R4%N

e o e v v = am on - o kT g et T o —m v o i R L e Ew e e e e e e = e e ae TR e e A TD B et e P AM wA L R ET N M e Tk 7w e as = m T A R mm e Mm ee b ey e e e e em e e M e W e R A M e e R T e A o e

SIGNTFICANT DEFFERENCES

Pg0,05

HEIM

P<0.01



TARLE AHSOLUTE BONY AND DRGAN WE]IGHT STUDY HO. ! 0020
WEEK! 13
sex PNSE LEVEL MO, DF KTOWEY L SPLEEN T LIverR T BRAIN T
(PPM) ANTMALS {G) {Gg) . {G) {(G)

MALE 0 10 0.865 & 0.03% 0,509 & 0,036 7,345 £ 0.308 1.875 + 0.03%4

10 10 0.913 & 0,063 0.510 & 6,032 7.889 t 0,473 1.‘857 £ D,D4R

39 10 0,905 £ 0,041 0.526 ¢ 0.027 8,708 ¢ 06714 1.865 + 0,048

90 10 0.952 ¢ 0.0621H 0.514 ¢ 0,039 9,882 & }.282%H 1.856 t 0.051

p70 10 0.990 + 0,073 0,738 & 0.189x 11,311 & 1.204%xH 1.820 & 0.058%

810 10 1.021 ¢ 0.07810HH 1.286 & 0.26BWh8 10,325 & 1,521 1.803 & 0,050y

SIGNTFICANT DIFFERFNCES He Pg0,05 Wi P00} Ht P<o,001

b e . e e o e 4 b A e 1 M Ak T e e o T o R e v = i = ma T = m= md = e M e e e e ey b TR e e o o e et T e T e By o AR ey o o e e e T o = . om b e e v e A o s = = v = — e ot = T oy oy — = mm =y T = o = = = = o o = e



TARLF ABSOLUTE pODY AND ORGAN WFIGHT STUDY MO, ! uoén
WEFK! 1% f
SEX BOSE LEVFL  No, nF AODY WETGHT tRymos ADRENAL AORENAL L OVARY R &
{PEM) ANEMALS (G) {G) { ] (6) (G) ¥

FEMALE 0 10 176 # 9 0.194 & 0,027 0,027 & 0.003 0.029 & 0.003 0.044 ¢ o.olaf
10 10 178 4 12 0.193 & 0.012 0,027 & 0,004 0.077 & 0.003 0,047 ¢ o.o)if

30 10 185 ¢ 15 0.195 ¢+ 0,025 0.028 & 0,004 0.030 ¢ 0,005 D.Da2 1 n.nnsn

90 10 184 ¢ 8 0,201 % 0,015 0,026 ¢ 0.003 0.030 t D.003 0,042 & D.011

270 10 175 4 11 0.188 1 0.028 0.027 ¢ 0.004 0,030 2 D.00Y4 0.036 + 0.007
n1o 10 169 4 8 0.194 ¢ 0,016 0.027 + D.003 0.027 & 0,003 0,027 & 0.005M1H

o e e e e e e e e e am o e e e o A e A e ek 8 P an ke e e e e e e e = e S — s

SIGNIFICANT NIFFFRENCE S ¥1 PC0O,05 WK1 P¢o,01 it PLo, 001



STUDY MO, * 0020

WA e S e i R AL A i FR A e e e e i P e e R e s . T T em e P TL R i TR TR T T ma R e s e m TR e L R ML AR T e N En R e b e M L ke T e W R bk e A e rrm e o A S e e am o — B e e = S e e LR e b e e e = MR o . — e e

KINDNEY R

HEART

LUNG
L 16)

LUNG L

(G)

(G}

TARLE ABSOLUTE A0DY AND ORGAN WEILGHT
WEEK: 1%
SEX nsE LEVEL NG, OF nvany L
(PPM) ANTMALS (G)
FEMALE n ‘ 10 0.043 & 0,006
10 10 0.047 £ 0,005
30 10 0.046 & 0,009
90 10 0,042 y 0,013
270 10 0.039 & 0,009
AL0 10 0,027 + 0.,005NKN

0.571
OISQQ

0.577

0.616

0.685

6,732

0,034
0.033
0.053
0.033xx
C.0654nH

0.0370n

0,439 ¢
0,446 ¢
G.487 ¢
G.506 ¢
0.504 #

0.498 ¢t

0.022
U.024
0.041u%
D,025u4n
0.030:H

0,030%i%

0.253
0.261
0,283
0.282
0.294

0.2R8

t 0.015

t 0.017

¥ 0.022u¥
£ 0.0150un
+ 0.031uk

t 0,0190K%

0.575
n.57
0,592
0,654
0,729

0,760

+ 0.049
1 0.030.
t 0.045
+ 0.032un
t 0.03B%H

£+ 0.054uu

SIGNIFTCANT NIFFFRFMCE

{4

PLG,.05

ity PLoN)

o T e e e A 4 e m m Rk A= T e e T ok Em m Ed = e e e e e e e e e =k e v we h b Ru e I MM L . W Mo P S AR A AL R e AR A e M e W W mm e T R v e T Ll e SR A mE SR Y T T i e e e e e e e M e e e = T g e e e e ey e e e e e e e e e e e e e e A



TABLE ' ARSOLUTE BODY AMD ORGAN WEIGHT ' STUPY HO, ! 6020
WEFK! 13 '
SEX OOSE LEVEL  ND, 0F KIDNEY L spLeeN Liver T neAtn T
(PPH) ANTMALS (G) . Q) 6y (G
FEMAL E 0 10 0.578 &+ 0,037 D.360 & 0,014 4.098 ¢ 0.246 1.712 2 0,036
10 10 0.579 ¢ 0,038 0.361 & 0,024 4,387 % 0.33an 1._743 + 00,0284
30 10 0.608 ¢ 0.044 0.362 2 0,024 5,878 & 0,79%H4x 1.712 & 0,046
90 1o 0.663 ¢t 0,006 0.427 + D,0334uN B.ll6 &+ D, 6511 1.727 ¢ 0,031
270 10 0.729 1 0.044wnn B.612 ;t 0.070uH B.049 & .76k 1.715 & 0,038
El0 10 0.777 % 0.7070!!11!': 0.823 1 0.107mun B,036 £ 1.200M1% 1.701 &+ 0.040

SIGNEIFICANT DIFFERENCES #: PL£O, 05 w1 PLh, 01 wpHr PCO.,00t
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TABLE RELATEIVE RODY AND ORGAN WEIGHT STUDY MO, * 002
WEEK I 14 !
SEX NOSE LEVEL MO, OF gonyY WElGHY THywus T ADREMAL R ApREMAL L TESTIS R .
{PPM) ANTMALS (G} (%) (%) (%} (%)

MALE 0 10 Il ¢ 15 0.000 2 0,010 ~ 0,007 & 0.00] n.ond & 0,001 6.463 ¢+ 0.030
1o 10 296 % 18 0.078 £ 0,012 06.008 ¥ 0.001x 0.0n9 & 0,001 0.475 & 0.033

30 10 Ang 18 0.079 £ 0,011 0,008 £ 0.001 o.nn8 + 0,001 0,451 ¢ 0,02%

90 10 ng i 23 6.078 t_D-Dn? 0.008 ¢ D.001% B.009 ¢+ 0,001 0,448 + 0,039

210 10 289 1 25 0.076 ¢ 9,011 0.008 + 0,002 0.009 & 0.001 0,450 & 0.052

no 10 244 % 18R 0.079 ¢+ 0,012 0.010 & 0.002W%u 0,010 &£ O0.000uwn 0.463 &+ 0,047

e e e e e e T e e e e e e e T LS e e e A B ML PR R e S E e e e v i R e m R e S e L T e R e e e oy o o o o o m e

SIONIFICANT DIFFERENCES #: PLO DS Ity Pgo,01l nun1‘P£0.001



STHDY MNO. t 002

e e e a — m o A e e TR e e e mm e e B e T e o P i LR ok i oy T R Nk TRy ma TR id b B b R e e e R B o b g e m M e R e o o A W e e — Ak — i = o A e e o e o oy ek oy Tk o o ey oy T = = e e m o m h e = —

KIDNFY R

HEART

(%)

LUNG R

%)

LUNG L

(%)

(%)

e e ot e e e ke = Ak e i~ it v o= i hm A rm e = = e e T L ML e P am ke b mm RR el mm e R o B oy M P e e e R e o b ek e A e m e e e e e b R P en v i e o R — dm e e ey R — e

0.291
0.29?
0.291

0.290
0.309:

0.399

+ 0,017
£ 0,019
t 0,012
+ 0,020
+ 0,028

+ 0,028Buun

0.204
0.204%
0.202
0,204
D.221

0.266

0.011
0.009
0.004
0,006
0.013nu

0.073nux

0.112
06.115
0.115
0.120
0.127

0.145

t 0,006

+ 0,008

t 0.011

2 0.008x

£ U,008%x

+ U.0tquun

0,206
0D.302
0.296
0,310
0,355

6.413

b 3 0.0Iﬁ
t 0.014n;
t 0.016
t 0,014
¢ 0.039%:

1 0.623m

. am T e mn o e e Ah o M L e T e e et e o Y = ar o B A W7 e e e = e A A R o pm e p e 5= o= e e v e Am v m MR e e v m e S mm A e B = w e — — m  — m  m — m m tm A A e e S e = = — =y

TARLE RELATIVE #0DY AND DRGAN WEIGHT
WEEK?! 13
SEX nosk LEVEL ND. OF TESTIS L
(PPM) ANEMALS (%)
MALE ' o 10 0.484 & 0.029
10 10 0.486 + 0,034
30 10 0.469 & 0,022
g0 10 0,473 & 0D.044
270 10 0.458 ¢ 0,046
BLo 10 0.494 ¢ 0,053
s P¢o,01

STIGNIFICANT DIFFERENCE} #: PL0,05

gl P<0,001



TARLE RELATIVE BODY AND ORGAN WEIGHT STURY MO, : 007
WEFK! 13
sex hOSE LEVEL ~ NO. OF Kinmevy L sPLEEN Civer BRAIN T
(PphY ANTMALS T ¢ (%) (%) (%)
MALE n 10 0.2088 ¢ 0,011 0.169 & 0.008 2,443 ¢ 0,003 0.625 & 0,032
16 1] 0.308 & 0.015MH | 0.172 & 0.008 2:594 & 0.051%4% 0.632 ¢ 0,033
30 10 0.298 + 0.016 0.173 & 0.007 2,887 & 0.0950%K n.614 t 0.027
90 10 0.316 ¢ 0.0Lanuy 0,170 & 0,011 3,267 & 0,2743KH 0.618 & 0.048
270 10 0,343 + 0,020K%H 0.258 & 0,073nn 3,909 & 0.2R3ukK 0.633 t 0.055
fnio 10 0,618 ¢ 0.010MHK 0.526 & 0,0950un 4,229 t 0.552¥HH 0.742 t+ 0.,0530HKH

SIGNIFTCANT DIFFEREMNCES w1 P0,05 e PLOL0L it P<O,001
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TANLF RELATIVE BODY AND ORGAN WE{GHT
WEFK?! 13
SEX NOSE LEVEL MO, OF RONY WE TGHT THYMUS
{PPM) ANIMALS (q) (%)
FEMALE 0 10 176 % 9 0.110 & 0,016
10 10 178 ¢ 12 0.109 % 0,006
30 10 185 ¢ 15 0.106 t 0,014
90 10 184 % Bt 0,109 & 0,007
270 10 175 & 11 0.107 & 0,012
10 10 169 ¢ B 0.116 ¢ 0,010

0,016
0,015
n.016
0.0106
0.017

0.016

t 0,002
x 0,001h
+ 0.002
t 0,002
t 0,002

+ 0,001

D.025 ¢
0,027 &
0,023 ¢
0,023 1
0.021 ¢

0.016 ¢

0.00&
0,006
o0.004
0.006
0.004

0,003

e e o cn o e A e o e Y o A T o T = = e a i e b 8 Y n T e Tr e T kT ar e = s rm P = o e r —  my e = ma = = = — o e re = =

SIGNIFTCANT DIFFERENCES

#1

P£0,.05

Wi

P¢o, N1 Wiy P<0,001
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TARLE RELATIVE BODY AND DORGAN WEIGHT STUDY HO. ¢ 0G°
WEEK: 13
SEX NOSE LEVEL ~ mp. 0F ovaRY L HEART Lowna R Tome LT KIDNFY R
{PPHY ANTMALS _ (%) (%) %) (%) (%)
FEMALE o 10 0.025 & 0,004 0.324 % 0,013 0.269 & 0.0t 0.144 ¢ 0.010 0,326 + 0.078
1o 10 0.076 £ b.003 0.338 t 0,028 0.252 & 0.017 0.147 %+ 0,011 0.322 ¢ 0.016&
30 10 0.025 ¢ 0,005 0.313 & 0.020 0.265 & 0.027 0.154 ¢ CG.011N 0,322 ¢ 0.018
90 10 0.023 & 0,007 0.335 ¢+ 0.018 0.275  0,010u3# 0.1%3 ¢ 0,008%, 0,355 1+ 0,017
270 10 0.022 & 0.005 0.391 + 0,028%u% 0.287 4+ 0.00900N 0.168 t 0.012r#x 0,416 &+ 0.014n
810 10 0,016 + 0.002)nH 0.435 & 0.,022%ux 0.296 & 0.010%%% 0.171 & 0.006M% 0,451 2 0.,024n

SIGNIFICANT hIFFEREMNCES Kt PCO,05 Il PLo,NL wHtl P<O,001



TARLE RELATIVE RODY AMD ORGAN WFEIGHT STUDY ND, ! 002
WEEK? 113
SEX hosE LEVEL WD, oF kinnev v SPLEEN U Liver T pRAIN T
tPPM) AN TMALS (%) S 1) %) (%)
FEMALE ] 10 0.328 ¢ 0,023 0.205 &+ 0,012 2,327 ¢ 0.la8 0.973 ¢+ 0,048
10 10 0.326 ¢+ 0,020 0.203 & 0,010 2,473 2 0.203 0.9%4 £ 0,059
30 10 0,331 ¢ 0,027 0.197 £ 0,013 3,190 z 0,3908%uu 0.933 ¢t 0.067
90 io 0,360 £ 00,0231 0.232 & 0,017nun 4,406 % 0.332)000 0,939 & 0.042
270 1¢ 0,616 & O,016100N0 0,349 1 01031“"“ 4,590 & 0,330%xn 0.961 + 0.094
a10 10 d.asa £ 0,020 0.4868 & 0.054MHK 4,757 & d.Sﬁbunu 1.¢11 ¢ 0.053

SIGNIFTCANT DIFFFRENCES #: PLO,05 Wiy Pgn, 0l wunt Pgo,001
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TARLE SUMHARY OF MICRO FIMDINGS (SACRIFICED AT 13 WEEK) STUPY No, @ 0020

SEX 1 MALE
NOSE LFVFL (PPM) 0 10 1 90 270
MO, DF ExXAMIMENR ANIMALS 10 10 10 19 10
NRGAN. _ . ____ FIMDINGS L o o o o e T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
Lung DEPQSIT OF CALCIUM ¢ 5 0 ¢ 0 7 0 0 n s o0 0 a8 0 0 0 &6 0 0
LIVER PELINSIS-LIKE LESINN ¢ 0 0 o 00 n g n ¢ n o0 0 1 a0 o n oo 0 o
FATTY CHANGE 6t 0 0 0 02 n g n 9 1 0 05 5 0 "1 o8 1
CyloLoGICAL ALTERATJON o1 0 0 0O & 0 0 N9 0 0 " 9 0 0 010 0 0
NEPOSIT OF CERDIN 0 0 0 0 0o G 0 0 6 2 n o0 o316 6 0 t 7 3 ¢
GRANULATIDN 0 0 0 0 6 7 0 0 n 5% 5 0 0 7 o 0 ¢ 2 0 0
FINROSTS 0 o 0 o n oo N o T S (S 1 o0 o 0 0 6 & 0
PLEOMORPIHITSH 0o o0 0 ¢ 00 0 o0 oo om0 0 4 o 0 "8 2
H1TQSsis 0 0 0 o O 0 0 0 oou o9 0 n o2 0 0 n & 3 1
PROLIFERATIVE DUCTS a0 0 0 0o 0 0 0 n o 0 90 00 a4 0 n 4 6 n
CIRRHNSIS 6 0 0 0 ¢t 0 0 0 a 0 n 0 U R S 61 1 0
FDSINOPHILIC FOC! 6 0 0 o0 N0 a D0 0 o 0 0 0 o n 2 0 0
PASOPHTILIC FDCE o 0 0 0 0O 0 0 0 00 0 0 0 0 a 0 n 1 0 o
KINNEY VACUNLTC CHANGE 0O 0 0 o 0 6 0 o n 0o 0 o 0 0 o 0 n o 0 o0
HYAL {NE DEGEMERATINN D¢ 0 0 n g 6 0 (R T R O 0 0 0 60 0 0 0
DEPDSIT OF PIGHMEMT o0 0 0 0O 0 a o o 0 0 .0 0o 0 0 0 "1 1 0
PROTEIN CAST 0 0 0 ¢ 0 0 o @ ¢ 0 n o© © B 0 0 a 2 1 0
SPILEFN DEPOSIT OF HEMOSIDERIN 0 &6 3 0 09 10 n 7 3 0 " K & 0 o7 3 0
HEMATOPOTESIS : 0 20 0 np1o 0N 0o 8 72 0 0 &6 3 0 n 4 5 0
LYMPH MODES '
GRANULATION o o 0 0 6 0 n ¢ ¢ 0 0 0 00 0 N a ¢ 0 0
PANCREAS THFLAMHMATEION 0o o0 0 0 0 1 o o N9 0 0 0D 2 0 0 O 0 0 0
HEART GRANULATION - 0 b 0 0 6 4 0 0 o0 0 0 oo n N n 1 0 0
HARDERTAN CLAND :
GRANIILATION o 0 0 0 0o 6 0 0 0 0 a0 O n o o0 o0 1 0



TAHRLE SUMMARY OF M{CRO FIMDINGS (SACRIFICED AT 13 WEEK} STUDY NO. ¢t D020
SEX 1 MALE
DOSE LEVEL (PPM) B10
HO. (IF EXAMIMED AMIMALS ' 10
NDRGAM. . ____ FINDINGS o e T 1 2 3
| LG NEPQS1IT DF CALC{UN " 4 0 O
LIVER HELI1OSTIS-LIKE LESION 6 0 0 0
FATTY CHANGE 60 0 9 1
CYTOLOGICAL ALTERATINN 0 8.1 0
NEFOSIT OF  CEROIED 0 4 6 0
GRANHLATION 0 6 0 0
FIRROSIS 0 010 0
PLEQMORPHISM 0o 5 § 0
MITOSIS 0 4 6 0
PROLIFERATIVE DUCTS n o010 0
€ IRRHIIS1S o 6 1 9
FOSINIPHILIC FOCE 0o 6 1 ¢
BASOPHILIC FNC! p & 0 0
KINNEY vaCuNi.1C CHANGE 0 4 6 0
HYAL INE NEGENERATION no6 4 0
NEPDSIT OF PIGHMENT 6 1 0 o
PRNTETN CAST 6 2 1 0
SPiLEEMN DEPOSIT OF HEMDSIDERIN o 7 0 0
HEMATOPOTESIES 6 3 3 4
LY!PH MIDES .
GRANULATION 0 1 1 o0
PANCRERAS ITNFLAMMAT I ON o 1 0 0
HEART GRANULATIDN 0 0 0 0
HAHDFRIAN GLAND _ |
GRAMULATION o 0 0 0



TABLE SUMMARY OF MICRO FIMDINGS (SACRIFICED AT 13 WEEK) STUDY No, t 0020

SEX ! FEMAIE

(10SE LEVEL (PPM) : . 0 10 30 9n 270
MO, OF EXAMIMED ANTMALS 10 10 10 10 1n

MROAN_ .. _ FINDINGS e e T 1 2 3 T 3y 2 3 ¥ 1 2 3 T 1 2 3 T 1 2 3

LUNG DEPOSIT OF CALCIUM )] 0

LIVER FATTY CHAMGE
CYTOLOGICAL ALTERAT{ON
DERPQS|T DF CEROID
GRANULATION |
FIBROSTS
PLEDMORPIISM
MiTOS1S
PROLIFERATIVE DUCTS
CIRRHASIES -
EOSINOPHILIC FOCI
CLLEAR CELL FOCI
BASDPHILIC FOCI

KINNEY VACUDLLTC CHANGE
HYALFNE DEGEMERATION
DEPDSIT OF PIGMENT
PROTEIN CAST

UTERUS HYPERPLASTA
E0SIMOPHILE
HYDROMF TRA

SPLEEN DEPOSIT NF HEMOSIDERIN
HEMATOPOTES]S

L OO ODSOoOTD oD DRSO 0O
OO0 o OO OO OOOoOoLoO
OO0 00O OO WD OO WD W
SO, DD oODOD D DO T DD
OO Do S D o T OO DO O
onos oo oS oDoDoOD DO DO0OD DD
oSSO0 SO0 SO CNODOoOOYWE &
N~ Do S DD D020 NI DT D
OO0 DO DO OO WODOO
MO SDOoOoCT Do OoOTDDRDIOoDDOoSR0O
A et = D O D e O OT NN DO N
- DD SN D T OD e O WD P WO
OO OSSO DD D oD DD ORI =—= D
oo oSS o D oaDo oSS0 0
PO OO WD L,fOoONSTOONM=DOOOo DN
WD oD DD, NIOP 200D
wWoOSoOoOSoDooDD S22 0D 0

LYMPH MODES

mm_mmcoacccﬁoooaammumc_mma

GRANULATION i} 0 4 0o 0 0 oo 0 0 o 0 o 0 a o 0 9
PANCREAS INFLAMHATINON 0 0 0 n 0 0 2 0 0 0 0 ¢ 3 0 0
HARDERTAN GLAND

GRANVLATION 0 1 } [¢] 0 0 n o 0 1 0D 0 a O o 0 n a 0 0
ROME MARROW : o |

GRANULATION n 1 0o 0 o1 o 0 0 ¢ n 0 0 o 0 6o 0 0 0
PERITOME UM +ANG DL TPOMA 0O 0 0 0 60 0 0 n o 0 1 0 0 1 O n o n



TABRLE SUMHARY QF MICRD FIHDINGS (SACRIFICED AT 13 WEEK) STUDY NO, @ no20

SEX  FEMALE

P o o e o e = e ke . ae =t o= e o o k= 4 ot ke T o e = b = = = e s P == = A E= R A e =t = P @ T wr e e g T g o= e A g an g b e e o T e e v e P e . —r A L P = e i o M R iy e P Ak ma rw am w m e Pa e = m e

POSE LEVFL {(PPHM) 10
NO, DF EYAMIMNED ANTMALS 10

NROGAN. _____. FINDINGS L e e~ T 1 2 3

LuUMG NEPOSIT OF CALCHUM

LIVER FATTY CHANGE
CYTOLODGICAL ALTERATINN
DERPOSIT OF CERDID
GRANULATION .
FiIBROSITS
PLEOMORPHITSM
MITOSES
PROLIFERATIVE DUCTS
CIRRHNSTS
FOSIMOPHILIC FOCT
CILFAR CELL FDC!
BASDPHILIC FOCI

KIDNEY VACUNLTC CHAHGE
HYALINE DEGEMERATION
DEPOSIT OF PIGHENT
PROTEIN CAST

UTERNS HYPERPILLASTA
EDSIMORPHILE
HYNROMETRA

SPLEEN NEPOSIT OF HEMDSINFRIN
HEMATOPOIESIS

OO OoDOoOoDOoORDODST
PO ODOUCOQE =000 0o

LYMPH NODES

LS. SOOI ~NoDOD oo OoOWmE

GRANULATION 0 0
PAMCREAS INFLAMMATION 0 0
HARDERTAN GLAND
GRANULATION 0 0 0
BOME MARROW _
GRANLIL ATION n 0 0
PERTTOMEUN +ANGINL TPOHA 0 0 0
________________________________________________________ o o e o e e e o e e = vy =t ———



