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26 common name

1 ADI
LOAEL
NOAEL NOAEL
[1] LOAEL
A E 5
A 1
E2 J P4

Increased ratio of E2 to P4

[2]

DNAadduct
4-hydroxyestradiol 4HE P4 E2
[3]
[4,5]
/
/
[6]
B 2
Estrogens/chemicals with estrogenic
activity

B in vivo

200
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P450

Modulation of estrogen

metabolism via CYP induction

2-

E2

2-hydroxyestroradiol

CYP1B
DNAadduct
catechol estrogen

4-hydroxyestradiol 4

CYP2B

CYP1B 1.

4-hydroxyestraiol

baseline
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common name

ADI
LOAEL
NOAEL NOAEL LOAEL
1
2 3
2
ALS
7 5
2
6 E2
318mg/kg
ADI D
200
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A.Increased ratio of E2 to P4

Estrogen(E):
Progesterone(P)
ratio P = PE
0
0

ER, estrogen receptor Uterine cancer
PR, progesterone receptor

2 B

PE, persistent estr!
CL, Corpus luteum

B. Estrogens/chemicals with
estrogenic activity

< 7

PE, persistent estrus
ER, estrogen receptor

Uterine cancerf®

C. Modulation of estrogen metabolism

via CYP induction Cherialwith

< ? no estrogenic acitivy
Nd@/low estrogen
activity

Catechol -
estrogen  Modulation of estrogen
metabolic cascade

Uterine cancer 1 in the liver or extrahepatic

ER, estrogen receptor

2HE, 2 hydroxy iol; 4HE, 4 hydroxy iol;16a-E, 16a-hydroxy
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Other possible MOA?

D. disrupts estrogen metabolism by
competing for access to tissue-
specific sulfotransferases, e.g.
SULT1E1

E. Increased aromatase resulting in
increased estrogen

Estrogenic activity?

NO/unknown{}
v MOA:Estrogenic activi
E2:P4 ratiof? s y
Early occurrence of persistent estrus? MOA:

Increased ratio of E2 to P4

NO/unknown i
L CYP1A/1B induction in the liver? YES

NO/unknown
NO/unknow

Inhibition of excretion of
E2/competing for access to
tissue-specific sulfotransferases?

4HE4 J
YES

MOA:Modulation of estrogen
metabolism via CYP induction

" MOA:Modulation of estrogen
metabolism
via excretion intereference

NO/unknown

Unpredicted MOA/Not defined
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LD50 Setting ADI
DI Lowest  |Lowest =
( NOAEL  |LOAEL
) CAS g\ll'lvg/kg (mg/kg bw|(mg/kg bw NOAEL  [LOAEL
)
) per day) |per day)
ma/kg bw
LGL
pyriminoba 136191~ ALS ALS 1,850 0.02 2 36 372 77
64-5 )
c-methyl
560121~ 51 104 R
cyenopyra |z, >5,000 0.05 5 50 Rb 12 124
fen Q
23
benthiavali|177406-
carb- 58-7 >2,000 0.069 6.9 68.5
isopropyl
MCHC
ALS T.Bil
metazosul 22%280— ALS > 2,000 0.12 12 30 564 1170
furon
- 148477- 1.38 4.33
?;lrodlclof 71-8 F1 >2,500 0.013 152 474 19.9 153
: (
isopyraza |881685- 20000 0055 55 276 |GGT 3456 233
m 58-1
) TG
)
sedaxane 2;‘_‘27' TeA >5000 011 11 67 86 261
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- Centrilobular
Py”mrntm-rrEthyl hymtror*'y

Centrilobular
hypertrophy

NE

Benthiavalicarb- Centrilobular
isopropyl hypertrophy

Centrilobular Early vaginal opening in

rat reproductive study

Metazosulfuron Not defined

Spirodiclofen

Isopyr Centrilobular
hypertrophy
Centrilobular

Sedaxane Not defined NE
hypertrophy

NE, Not examined; EROD,7-ethoxyresorufin; O-deethylationPROD, pentoxyresorufin-O-dealkylase; BROD, benzyloxyresorufin-O-dealkylase; MROD, 7-methoxyresorufin O-demethylation

A, Fig.1 ; C, Fig.3
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