—REEDEXEICET I ERRHDMEICLIBEETEIZADREL

&EH5—2

EPNET CIED)

CASZE

=g

3 oft R

— g
Hit
93R

B58
(FREZEL)
#HiE

B58
(FRE#)

BT

NO(AELE
[mg/kg/day]
(BEEED)

LO(A)ELER

AIZ&BHUF

(NO(AEL®D
BEEIED

SHEREAR
12k BUF

UF&3t
(B

UF
f+580)

5%
ATl
(DfE)
[ma/kg
/day]

MR

EE®
0]

UF&&t

EEED
B
ST i
(DfE)

B5E®
S

BEE

4435534

3—ArFS—n
—JFIL=T+
T—k

300

mg/kg/day

300

600

0.5

1000 mg/kg/ B 5B D i CIEREE
NAHLNEERMER S DEELHIMTL
12,300 mg/ke/ BUL LD EETERE
H—BEOFRELNERRLUIH. HEY
ﬁwfm5%11&::59%3;4#;5@7:;1% L
L=,

HEERERZR(FOB), (A E, {EEEE. MK
PHRE. MKELERE, RBE.
LR, HEEEH LVREMB PR
ECHEBRMEREICERT5LERL
NAEIFRHONEI ST,

600

0.5

123422

4—EROFS —
4—FFL—2—
RUBIY

30

mg/kg/day

30

600

0.0

1

B RICE, BRAEIS100 me/kgbh LD
HTIRURMAE LRIZEITHHEFED
40, 3008 £ U1000 mg/keETHFIEE
TERME DEEMNE L1000 mg/keBET
EEURMAEDILEN ROz, Fz,
FF1=1000 mg/keBE TR D IEX
A, BIBF 23008 KTA1000 me/kefE TR
BRRKFHEOERENERDONTZ.

600

7580850

2—tert—J ¥
SIR/—)L

o

mg/kg/day

600

0.0067

ANEJOEYBRES LU FEIRMER
BREEDERMELFHYFORERE F
¥R MEK N B R E S SRR TR MBS
DE{EA100 mg/keBED W THON,
20 mg/kgEE DI TH100 mg/kgBE LRI
BEENROHLONT. ZhIZINZ100
meg/keBEDHETATR)YMES KU H
MERFDEBAROH SN, FT=, 20
me/keFED I TEHFMRMBEREE
DEEMNROHONT-. SHITHREHRGS
BRECTEER, B8 FRSLUERE
12, RMERROEMTHEEELIIANED
T2k EDIEEMN20 mg/kegd L DEE
LIV (Wl

600

0.0067




EPNET CIED)

CASZE

=g

3 oft R

— g
Hit
93R

B58
(FREZEL)
#HiE

B58
(FRE#)

BT

NO(AELE
[mg/kg/day]
(BEEED)

LO(A)ELER

AIZ&BHUF

(NO(AEL®D
BEEIED

SHEREAR
12k BUF

UF&3t
(B

UF
f+580)

TR
S fE
(DfE)
[mg/kg
/day]

MR

EEED
B
ST i
(DfE)

EE®
0]

UF&&t

B5E®
S

BEE

6846500

2,2, 4—RJAF
=1, 3—RY
BT =LA
YIFL—t

30

mg/kg/day

30

600

0.0

1

HTIE, 150mg/ke/day Ll EDRE5EHT
JLT7FZUBLUREYILE DM,
FEESEDEM, BRICHTEREE
LROFEEMH I EOEENEMELY
THFEEMEMN, I5IZ, 750me/ke/day$
ETHRESMNING, B8R, ILT7F=
UELUHREYILEL DEM, BRHOE
=N, FFEO®BEL, AfLREE L
B OBFELSUIIRHM L, EARAE
DYLER, MEFLETHREERLERD
oif-. MTIX, 750mg/keg/dayix 5 TE
HHEDOEMB LVITHEEDHEMAEE
Hiohtz. Lizh>T, BXEELHT
[£30mg/kg/day, It Tld150mg/ke/day&
HlErEn .

600

22984549

AFJLMY R (TF
WWAF T b F
VL)Y

mg/kg/day

600

0.017

At 50 and/or 250 mg/kg bw/day,
microscopic changes in the liver, spleen,
kidneys and bone marrow were
observed. Based on hematology, blood
chemistry and histopathological findings,
the NOAEL for repeated dose oral
toxicity was 10 mg/kg bw/day.

50 mg/kg/day CODFTRIZLLT .

Liver: Minimal centrilobular
hepatocellular hypertrophy, .
Extramedullary hematopoiesis slightly to
moderately increased

Spleen: Slightly to moderately increased
severity of extramedullary hematopoiesis
Bone marrow (femur): Minimal to slight
erythroid hyperplasia
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0.0125

*The incidences of atrophy of the
olfactory epithelium were significantly
increased in all exposed groups of males
and females, and atrophy was present in
almost all 31 and 62.5 ppm mice.
Incidences of hyperostosis of the naso—
and maxillo—turbinates were significantly
increased in all exposed groups of males
and females, and hypertostosis was
present in nearly all 31 and 62.5 ppm
mice.
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there were indications of a possible
effect on the adrenals in females at

dose levels of 60 mg/kg bw/day and
above. The only effects observed in
males were a significantly reduced

serum phosphate level and increased
levels of bilirubin in serum and urine at a
dose level of 300 mg/kg bw/day. The
same findings, and, in addition, increased
liver weights were reported for females
at 300 mg/kg bw/day. NOEL (male): 60
mg/kg bw/day; NOEL (female): 12 mg/kg
bw/day.

BIBE~DEEIZDONTIE,

At histopathology, one out of five
females of the high—dose and one out of
five female of the mid—dose group
showed

adrenal necroses.

EDERHE,

B —EFOXI+
ThIEE

N

92706 3| 3 12|mg/kg/day 12 1 6 600 0.0 1 600 0.02 3 th




