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Table 11-1 Hepatic oxidative stress marker - Group mean values in male rats
after 4 or 8 weeks of treatment

No. of

Dose animals Lipid peroxide content 8-OHdAG
{mg/kg/day) examined (umol/g tissue) (ng/mg DNA)
0 8 Mean 556 13.51
( 8 weeks) S.D. 207 4.23

10 8 Mean 606 11.07

{ 8 weeks) S.D. 333 4.21
100 5 Mean 454 9.65

( 8 weeks) S.D. 203 6.38
300 5 Mean 162 *+ 6.94

( 4 weeks) S.D. 27 2.85

5.D. : Standard deviation,
Significantly different from the control (Dunnett's test following one-way ANOVA or Dunnett-type test following
Kruskal-Wallis test):*, p <= 0.05; **, p <= 0.01.
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Table 11-2 Hepatic oxidative stress marker - Group mean values in female rats
after 8 wecks of treatment

Dose ::?u;nglfs Lipid peroxide content 8-OHdG
(mg/kg/day) examined (nmol/g tissue) {ng/mg DNA)
0 8 Mean 573 8.43
S.D. 176 2.63
10 8 Mean 680 7.68
S.D. 366 2.36
100 7 Mean 229 ** 176.51 **
S.D. 67 66.45

S.D. : Standard deviation.
Significantly different from the control (Dunnett's test following one-way ANOVA or Dunnett-type test following
Kruskal-Wallis test):*, p <= 0.05; **, p <= 0.01.
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Table 12-1 Normalized values of metallothionein mRNA in the liver - Group
mean values in male rats after 4 or 8 weeks of treatment

Dose a’;‘:n:fs MT-1 MT-2
(mg/kg/day) examined (Ratio to GAPDH) {Ratio to GAPDH)

0 8 Mean 6.76 8.82

(8 weeks) S.D. 3.15 4.15

10 8 Mean 7.86 9.44

(8 weeks) S.D. 1.46 2.35

100 5 Mean 8.85 11.07

( 8 weeks ) S.D. 3.09 5.38

300 5 Mean 23.07 ** 29.62 *
(4 weeks) S.D. 12.23 17.86

S.D. : Standard deviation.
Significantly different from the control (Dunnett's test following one-way ANOVA or Dunnett-type test following
Kruskal-Wallis test).*, p <= 0.05; **, p <= 0.01.
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Table 12-2 Normalized values of metallothionein mRINA in the liver - Group
mean values in female rats after 8 weeks of treatment

Dose ::lrf" :1fs MT-1 MT-2
(mg/kg/day) exa‘;lnmc | (Ratio to GAPDH) (Ratio to GAPDH)
0 8 Mean _ 5.61 7.46

S.D, 1.56 1.99
10 8 Mean 4.66 5.07

S.D. 1.26 1.71
100 7 Mean 13.92 ** 24.62 *

S.D. 3.63 8.94

S.D, : Standard deviation.

Significantly different from the control (Dunnett's test following one-way ANOVA or Dunnett-type test following
Kruskal-Wallis test):*, p <= 0.05; **, p <= 0.01.
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ORAER (RBEE) B@EHShz. £
7. 80 mghkg JWERICPNWT, ULH LM
D EROEERBRONETIIRS 4381,
ik s 2 B S 4 AICED S . 40
me/kg BEHBVWTH, X5 END EE={2)
BoOHEE & bidE 4 AR SN,

4. FRREMERE

MR R RER T L 8ITTRT.

EEEROG RO ETIZ4W0 B
X780 mg/kg HE B TRERBEERED 10
SEcEgxhk, —F, T 80 mgkg
13 5 RCRIERBEED 10~30 7. 40
mg/kg BE5 R TRIEMRBERD 10 S
neEnBEnoh. LHBEHRLARITHE
DL, CCAREROMMK EBROENE
T UBAEHEGRIEEBIC, MRS
REBREE P27

5. BESEEB LU >/ GRAIRK
MEEEOHERERIL IO, VA
RAEMRORREEZE 1 & 1217,
E : #HicBVT, 40 mgkg EHT
HHNERMOBERZBOES LN, 80
mg/kg B E T RERMOE EREN
ABAD BN, Wihd, EERMIHIC
BELEBLTHD EZEASNE. —F.
40 BETR80 meke WESHOMTIE. BE
Bt EHNEREEBHRITBL L.
RIS ER : 40 BLU 80 mgke REHD
HEY (ERPBIUEERED) T TL
T 8. 40 BLUL 80 melke SR OMEED
THERROEM SANEREEDENT
hARHEEcERICERS L.
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EEER : 40 BXLU 80 mgkg #ETD
HEY (ERBLIUEERLED) THEE
BROEMERENAFEICEILE.

) 2 NERFREE . 40 BETL 80 me/kg 3
EBOHETIE. v bYD OBIRMEIRRK
BIUBEMERY LD ORMEMARKELSH
B Le, —FAHBYTIE, Sv b
2 U ORI B O DA 8, 40 BLUL80
mgkg REBT. BAERYZD ORI
- RO 80 me/ke REBHTHRIN
foo Fio, BIEENM/AZD ONBHRED
HMAt 40 mg/ke TR GRHOBICED SN,

6. JO—44 FARU—EH

70— AN —BITOEREE
13 & 14 IZ7RT,

B R Ty b r 40 BXUS0
mglkg REROEEYIZHBWT., RERE
ROy TNE DT 4 THikR (DP Kk ;
CD4+CD8+) ¥ 75 4 7l (DN
A2 ; CD4-CD8-). T L THERIRMRE D
ANJV-T e L URHRFEEE T Mizo
V) IRMREEIC BB R L THR
R OABD SN, —~HHEM T, %
FRFABARHIER D DP fHEAt 8. 40 LT 80

mg/kg R5HTHEHBRICERIZRAL,

EREAWIRMIRE DNV —T KR H L U
RRigsiE T MBS 80 mg/kg REEHTHIOL
7z

BB NRRY T2y b 40 BRU 80
me/kg REFHOHEYICBWT, NK Mz
ATBELLELTHERICHD L, BT
i3, 40 mg/kg HE5EICH B Ml ERN
iRy shiz,

hiz, s

7. RFE/OT) P

‘E/OTY CHEEORERER 15 12
o I

WO CCARESRITBW TS, MR
EHELTEY PHRMORIINT B %S0
7 MBUERICE B ZILRD Shiah
>lc. BT EOBEBREEEIZDONT
BB & HBEOWTNOEED 1024 57
RITIEHEE 05 BLEDEZRL, HfkMi
1024 fEEAETH o, UL, 40 mgkeg
BE5BHOM 2HFB LT 80 mgky REBHD
15, 1024 LT OERER 757 5.
430 R LUL 488 A THD. Buiifkinx
ey P At

8. HIEFTRB L URREBARENR R

HEROHRAT RS L RERARTEN
FTR%E# 16 & 17 IZR9.

BIRRFT R TIE. 40 BXTL80 mgke 25
HOBSMIIBWT, NBORBEIEBX
VR O B A e F I B T Bl X
M ENITHE TR WL D
D, V) NRHFORBLEERTEEOREIR
BN 80 mgkg HEROHEMMIZE
»H 5,

REMAMFENFTRTI, 40 BXY 80
mg'kg BEBHOEBMIIBWT, BER)
>NREORARMEREME R BIHK
MICEEEICHERI N, £, HEHEN
CHETIEHAZWLOO, MBOBEERIKH
DARZERZRTEEN 40 mgkg R H5RED2
#l & 80 me/kg RE5FHO 1 FlIZEDH SN,

D, &8
ZIRBTH., 4 RBREREORSRERIC
BWT, CCA DHBEBLIURBRANOEE
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OHEIZDVWTRE L. MEEEENE
BrRRTITHEECHERERE
(FOB) Ti3. 40 B XU 80 mgkg PO
M HERITE), A LV ERBIUAER
ERRoBONEEIhE. IhSOER
2. WThHEFTOTHROED ERE
THEEEZION. . 50T
BisEORER. HOoRAROHEIEDHE
BLTWabOEERMINE, BT, CCA
OBROBETOHRERNOEENRHETN
7=

SIESRRETIE. 40 BXT 80 mgke
O DD VIR BVWTHRRERNED
L. Wipdiiako®E >, KRR O
YT NRTF 4 THIF (CD4+CD8+) DFE
DB FURRRERMRO AT Ml
MEs s ENE T MO NBRE N, X
7=, PUERMERFIAM QBT 2R3 B
40 BE 80 me/ kg HOPEFNEDS
n. 2hsoEEREBRORRLARTER
Thol. TNSORENS, CCA DD
BETOREBNOEEINRENLDBOL
#Zb5N5,

E. %@
AEBFRERORGOEREHTIRBL

T. CCA DFEMNHETOFRERDL L URE

RAKENDH Db &R I NI,
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1) BoBRZHFICHEDLIHBRREICD
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Health Effects Test Guideline, OPPTS
870.7800: Immunotoxicity. August

1998.

3) Temple L. et. al.: Volume 1 Chapter
9 ELISA to measure SRBC-specific
serum IgM: Method and data
evaluation In: Method in
Immunotoxicology, edited by Burleson
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(IET 04-0096)

Table1-1 Body weight - Group mean values in male rats
(g
Dose Week
(mg/kg/day) o 1 2 3 4
0 Mean 177 220 257 284 302
S.D. 6 9 16 18 20
N 10 10 10 10 10
8 Mean 177 221 259 286 304
S.D. 5 11 16 18 19
N 10 10 10 10 10
40 Mean 178 214 250 270 280 *
S.D. 6 11 11 15 15
N 10 10 10 10 10
80 Mean 177 198 ** 233 ** 256 ** 265 **
S.b. 6 14 13 14 17
N 10 9 9 9 9

" Week before initiation of treatment.
S.D.; Standard deviation,

N: Number of animals examined.
Sigmificantly different from control: *, p <= 0.05; **, p <= 0.01.
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Table 1-2 Body weight - Group mean values in male rats
Immunized group
()
Dose Week
(mg/kg/day) 1} 1 2 3 4
0 Mean 195 239 271 292 313
S.D. 7 10 13 17 20
N 3 8 3 3 8
8 Mean 196 238 272 295 317
S.D. 7 9 11 12 14
N 8 3 8 8 8
40 Mean 196 233 268 287 303
S.D. 7 9 16 19 26
N 8 8 8 8 8
80 Mean 195 209 ** 241 ** 264 *¥ 279 **
S.D, 7 14 13 18 17
N 8 7 7 7 7

% Week before initiation of treatment.
S.D.: Standard deviation.

N: Number of animals examined,
Significantly different from control: *, p <= 0.05; **, p <= 0.01,
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Table 2 Body weight - Group mean values in female rats
(&)
Dose Week

_(mg/kg/day) 0 1 2 3 4
0 Mean 137 154 174 188 198

S.D. 6 7 9 8 8

N 10 10 10 10 10

8 Mean 137 156 177 192 201

S.D. 5 7 7 8 9

N 10 10 10 10 10

40 Mean 137 156 180 193 203

S.D. 5 8 8 8 11

N 10 10 10 10 10

80 Mean 137 148 171 189 199

S.D. 5 11 8 6 7

N 10 10 10 10 10

. Week before initiation of treatment.
S.D.: Standard deviation.
N: Number of animals examined,
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Table 3-1 General clinical observation - Incidence of signs in male rats
Clinical signs Dose {mg/kg/day) 0 8 40 80
Number of animals examined 10 10 10 10

No abnormalities detected 10 9 10 2
Cousciousness/Nervous system:

Sedation 0 0 0 5*
Skin:

Scab 0 1 0 0
Fur:

Loss of fur 0 0 0 1

Abdominal region: Soiled fur 0 0 0 1
Mouth:

Salivation 0 0 0 3

Significantly different from control: *, p <= 0.05; **, p <= 0.01.
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Table3-2 General clinical observation - Incidence of signs in male rats
Immunized group
Clinical signs Dose (mg/kg/day) 0 8 40 80
Number of animals examined 8 8 8 8
No abnormalities detected 8 8 5 6

Consciousness/Nervous system:

Sedation 0 0 0 1
Excretion:

Loose stool 0 0 0 1
Mouth (oral cavity):

Salivation 0 0 3 : 1
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Table 4 General clinical observation - Incidence of signs in female rats
Clinical signs Dose (mg/kg/day) 0 8 40 80
Number of animals examined 10 10 10 10

No abnormalities detected 7 9 4 3
Consciousness/Nervous system:

Sedation 0 0 1 4*
Skin:

Scab 3 0 0 0
Fur:

Loss of fur 0 1 1 3

Perioral region: Soiled fur 0 0 1 1

Abdominal and external genital region: Wetted/Soiled fur 0 0 6 ** 5*
Mouth:

Salivation 0 0 3 2

Significantly different from control: *, p <= 0.05; **,p <= 0.01.
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