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Speci Result; NOAEL
Compound Category Indication | Treatment days, route, dosage, pecies csults LOAEL memo SE R
(mg/kg/day)
AR HERE ENEFTA G, IR R A TEHY
i‘%‘o Fvhk 1000-1500 mg/kg (ECETOC TR95 vol.2) 2 RS L T 0% 4
kR T B} 1000-1500 mg/kg?D F T HIRR AR R (08| A RIRRHL, 77 L
g 7ok %) (ECETOC TR9S vol.2) MR OREY AL
S A 7o RSP DY R HAZERE | RS REMI T i, 582%)
. 1,2,5,20 A iz
_ L 21 PR, G REH T fRwt |
20H F vk (WistarR) GRS FC k) ECETOC-TR-095 p18
300 mg/kg/day 20 A K Hiwt |
A
= . g (Kawamoto et al, 1990a).

?g(')—img/kyday Z v (Wistarsz) 20 A REHE, Fafwt | ECETOC-TR-095 p18

50 mg/kght LOAEL 50

33 RS TR O BEEE (4~ SR R, 7 #%

WRRL)
A 100350200 mg/kgbw
20H Sk (F344) 3 : FaAe D BEHE D FEA TRE RERIIE 390% D Ml Tl g: (Chapin et al, 1985a).
0, 50, 100, 200 mg/kg/day 77 T [ S0%DMAE IEH | 750 50%M |21k B L) ECETOC-TR-095 p19
5 H [, 738 R e RO 2

gﬁﬁjwhitﬁﬁémii@é{t&b(?xl»x?uymai@%ﬂ%

20,

RS RSB L AEE+

. FAT 4y e KO VR AL B A AR A kAR L
e BHAT AR AR (72 R L) (225 L )
20R Indian wild house™ | 55 1% Ky B RIS AN (MR A (#1112 Aich and Manna, 1996
500 mg/kg/day TBH0 LR, ECETOC-TR-095 p19
11 A, 8l fEA%E 83 7% | R - TR OO 18118 (VI VIITEH O 00 48 1 1 146

IV~ VR R E T AR
R HLZE R OV R L M~ e ECETOCHT
kg b TSP WA oy it
B6C3F1 <% B6C3F 1~ 2454l : EGME~4 [ R OB #% ( Mtk 3| 1 ok A )

, CHIRCERRERIELI Y (16 H £CICIEI , Hong et al, Nagano et al, 1979; House ct al, 1985,
= . 1988a) Honget al, 1988a
2~5iH SD 7k a Nagano et al, 1984

T ECETOC-TR-095 p19
" O ON2Te i L O R ORI A2
e - _ X g 1. [HERTRB L USCROR RN EZ S|
RS . P A AT, SR T f'ff:/ﬁg FRZT 1, SO EEG [MRO% 2 A

17K0, 0.012, 0.03, 0.1%

FIHEAR i I ATAR R 1 5
AR RAELL b« (W PE V2R S OVEAE S

REBhA 2 14.2-
15.3mg/kg
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ECETOC-TR-095 (Gulati®>, 1990a, b)
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Speci Resullt: NOAEL
Treatment days, route, dosage, pecies csults LOAEL memo SE R
(mg/kg/day)
FHE TR AR
o’ Ty WistarR) BRI #bHY LOAEL 158 |Ritter et a, 1985 ThEBO% A A
158, 315 mg/kg/day
100 mg/kgh¥ : We I RES N
2B TR #&, AAAkCaligin,
GD9-15 1,25-dihydroxy-vitamin DL-~/L g/ s e
P SD% > LOAEL 50 (T tal (1985 i D 7E 4 N
@ Zvh(SD%) RIS Ca V. DE(LAL) oraason et al ) TRk D 22 A1
50, 100 mg/kg/day 50 mg/kgh - [FIfE VAL, i VIR FD D
Pl S RN
R 5 7vb DRI, A FEHEIN KB DY R e OND i 25 7)) ALl K D22 AT
BN 22 = E =
FET IS ~UA WRIE, A FEHEIN (5, ) ezl WS D% A A
After culture for 46 hours, EGME (5 mmol/l) did not affect the | ECETOCRL
) B development of post-implantation iizaL
In vitro FO“?tf)lOXlCltY) rat embryos (Yonemoto et al, 1984). JHEER A
embryotoxicity and ECETOC-TR-095 p24
teratogenicity
JRVZELE ., B SH FMEE
GD12
oral Wistar 7k ECETOC-TR-095 p24
158, 315 mg/kg/day Ritter et al, 1985
50 mg/kg : LB B (QRSIE D FE ) 33 KOV 771 25
HEHRINT 1 R 25 mg/kg: BH L
oral SDZvh ECETOC-TR-095 p24
25,50, 75 mg/kg/day Toraason et al (1985, 1986a)
50 mg/kg: —MERA VAL | | BRI | | PORBR 1 LOAEL 50
GDY-15 100 mg/kg: EMRIEL, FaANL T DBIOAA AL I
B - AL, 1,25-PERaF B4 DOV ~LBME T
o 100 mafkalda Sb7k IFHEIR > A2/ MC 100 melkgbw/dAT FI L 5L T Tormson ot (19500
> >0 gkg/cay ST AREH I DONHHN F 2L (Toraasonb, 1986b).,
73 mg/kgPh b RIRIE L 16
;}23}1\241‘)]\ 31 mg/kg: D B AT
R AT a Y
0,16,31,73, SDZvh :f ;‘%%gf %’;[;&L* b TR | ECETOC-TR-095 p24
140, 198, 290 or 620 e e (Nelson et al, 1989)
mg/kg/day
GD6-15 S N i z
w®%n WistarF s/ - Mf‘ilk:lz(é%t}i) . [ i (250) P mtodlﬁled Chernoff-Kavlock ECETOC-TR-095 p25
0, 50, 250 mg/kg/day AR protoco (Leber et al, 1990).
GD13 N TN =P S i -
@ SDFwk 230 ;r(l)go/kg, : f}ju‘iﬁ;if;gé s |2 mtodlﬁled Chernoff-Kavlock ECETOC-TR-095 p25
0, 50, 100, 250 mg/kg/day » 100 mg/keg: e protoco (Sleet and Ross, 1997)
LA 100 mg/kgbh b : VEFRSGIPEZAMTI . SEARNEI, PEIR I
RS " o M7 15 2511 L& LS R g
e SDFk 300 mg/kg: f{E7 R AT R L~V R fiET AN Y 10 amodified Chernoff-Kavlock ECETOC-TR-095 p25

10-600 mg/kg/day

=/ FSH, LH, BXO7m7rF 2/l
10 mg/kgbw: 872 L

protocol

(Davies et al, 1997)
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GD8-20 )
& SDTFh SRR S I | S, DRI RS tipeg |4 modified ChemofiKaviockpcproc.TR.095 p2s
100, 200, 400 mg/kg/day P (Saavedra et al, 1997).
GD7—14 )
#%n ICL-ICR ¥ |31.15 mg/kgBA_bRE ke 2 1 E I d'ﬁled Chemoff-Kavlock ECETOC-TR-095 p25
0~1000 mg/kg/day protoco (Nagano et al, 1981, 1984).
GD7—14 .
. dified Chernoff-Kavlock

& 1 2R i seppg  (3MO _TR-
N CD-1 v REIE Al protocol ECETOC-TR-095 p25
1400 mg/kg/day Schuler et al, 1984

250 mg/kglh I : 443 B (MEMAE $5 KL OVEHR BLH) IR L o>
el liow S ] KT, IRFE 58 5 ;i
&0 CD-1 %A BRI 5. OEGME Ch A B o728, RETEEAL 0 [* mt"d'ﬁled Chemoff-Kavlock ECETOC-TR-095 p25
100, 250, 500 mg/kg/day profoco (Horton ct al, 1985)

3R
MER11A EGME: %Iz Y . ECETOC-TR-095 p25
N CD-1 % 350 mkght: ALEE 2RI CHIR O MMt o | 175 |2 modiied ChemoftKavlodk i icenmann (1987) .1 UfGreene
175, 350, 500mg/kg/day KA, P 5(1987)

Greeneb, 1987

AL JRIRARTFR AR 38 L ORI AR RS O NI 515D :
& CD-1 v % HIF5E ek 1 wpg | m:’d'ﬁled Chemoff-Kavlock ECETOC-TR-095 p25
250, 325 mg/kg/day protoco (Ambrosoi>, 1998)

36 mg/kg: FEAFMENTE, IEIREH](8) 2IEEIE

UIRZMER AT (4 AT O FE 23 K AR)

24 mg/kgltET OB 361, 12 mg/kghttT 134 #1365 T REL
GDs 20 to 45 L % LOAEL 12 ECETOC-TR-095 p26

0, 12,24, 36 mg/kg

Macaca fascicularis

36 mg/kg: REENY) « BHE T A )

TRPRIIRIRE T 1%, B mIE

12, 24 mg/kgitf : 188 e LA fcdidi b

FENAHD THOMAAIL, AW R 23020057 Td
D, T RTOERGRECHRL

(Scotti, 1989)

EGME is a well-established testicular toxicant following repeated oral administration
Several studies demonstrated that EGME affects the germ cell population with a specific vulnerability of certain stages of the cell cycle, i.e. pachytenic spermatocytes, particularly at stages VII and VIII. Necrotic
and apoptotic effects were both observed, depending on study design, species and dose.

In vivo

EGME, through its metabolite MAA (Section 4.1.4.7), exerts pronounced foetotoxic, embryotoxic and teratogenic effects in all species investigated (rat, mouse, rabbit, monkey and
Drosophila) and via all routes of exposure (oral, dermal, inhalation) in the presence and absence of maternal toxicity. The critical dose levels are approximately 10 mg/kgbw/d; the NOAEL after inhalation being 3
to 10 ppm (9 - 32 mg/m3). For MAA, critical dose levels have not yet been established but appear to be lower than those for EGME.




