Grouping Ref. OECDTG (level) |Lines of evidence Species. Exposure weeks Route of Exposure | Effect dose Tested doses ) Observed effect (+ and ) Assessment of each ine of evidence Rssessment of the integrated line of evidence | Modality
5,50, 200, 5000 and Sight but statitically significant ncrease In estradiol serum
20012 |OECD 453 (level 4) vt Rat 104 weeks. Oral 5000 and 10000 ppm [, 1550 o EEEOprm levels after 26 and 78 weeks but not after 104 weeks. Slight and inconsistent elevation of estradiol serum levels in the long term study in the rat i
T which was not confirmed ina short term mechanisticstudy of & weeks of treatment
oo o s ot n pp— No substance related effect at any of the doses tested after 2, y
4.6 3nd 8 weeks.
No substance related effect at any of the doses tested after 2,
,2002¢ Luteinising hormone serum level |Rat 8 weeks oral / 0,200, 10000 ppm ot sunes e auany ofthe doses testedaler®: | No ndication ofeffect onlutinising hormone serum leve. EAS
0,50, 200, 5000, No substance related effect at any of the doses tested after 26,
20012 [OECD 453 (level 4) Rat 104 weeks oral / 5000 pom e
10000 oom rsandinivess — —omaatonor evel N
oo - s o B pmp— 0 substance related effectat any o the doses tested after 2,
4.6 and 8 weeks.
No substance relsted effectat any o the doses tested ater 2,
2002 fat B veeks orl [ REDTRTLD 4.6 and 8 weeks. No effect ratio ater short term and lon term treatment. G5
o substance related effect at any o the doses tested after 26, | This i incicative of no effect n estrous cyelicity and senescence o the estrous cycle
Integrated line of 2001a | OECD 453 (level 4) Rat 104 weeks. oral / 050,200, 5000, 5000 pory o SubstancEIgla S SHeCt &t SCEibenoss Lo g2 R ¥ Overall negative evidence for effect on estradio, Es
e for endocrine [ In vivo mechanistic e R LH and E/p rat
No substance related effect at any of the doses tested after 8
acitvity ,2002¢ Aromatase activity in uterus | Rat 8 weeks oral / 0,200, 10000 ppm e v Noindication of effect on aromatase activity in the uterus estrogenic activity. ES
No substance related effect at any of the doses tested after 8
,2002¢ Aromatase activity in ovaries | Rat 8 weeks oral / 0,200, 10000 ppm e v Nondication of effect on aromatase activity in the ovaries. ES
Statstcally significant increase in activity at 10000 ppr after &
,2002¢ Aromatase activity in liver Rat 8 weeks oral 10000 ppm 0,200, 10000 ppm b S Y PP Effect dose ES
ot (ovari 0,10, 100, 1000 No substance related effect, including cel proliferation, at any
OECD 440 (OFCD level 3) | Uterus histopathology fa vy |1adans oral / E e No effect on uterus histopathology. £s
Rat (ovar 0,10, 100 nd 1000 No substance related effect on uterine weight at any of the
‘OECD 440 (OECD level 3) [ Uterus weight (with cervix) ( 14 days oral / & v No effect on uterus weight ES
ectomised) malke/day d fer 2 wee
Rat (overi 0,10, 100 nd 1000 No substance related effect, including cel proliferation, at any
OECD 440 (OECD level 3) |Vaginal histopathology fo vy |1adans oral / i E No effect on the vagina histopathology. Es
Rot (overi 0,10, 100 and 1000
OECD 440 (OECD level 3) | Vaginal weight fa o) |14 oral / i E e e No effect on vaginal weight. £s
0,100, 1000, 10000
11999 [OECD 416 (level 5) Oestrus cycicity Rat 2-gen reprotox oral / o No difference with control group in FO and F1 generations. | No effect on estrous cyclicity over 2 generations. £s
oo - R o n e No substance related effect at any of the doses tested after 8
weeks
0,100, 1000, 10000 No substance related effect o absolute and relative uterus
11999 [OECD 416 (level 5) Uterus weight Rat 2gen reprotox oral / 00, 1000, <«
oom welght in F0 and F1 ofthe doses tested. T s
0,4,40, 400 mg/kg No substance related effect on absolute and relaive uterus .
12001 [OECD 452 (level 4) Dog 52 weeks oral / e >400 mg/kg bw e
0,10, 100, 1000
2004 | OECD 414 (level 4) Gravid uterus weight Rat 60519 oral / No substance related effect at any of the doses tested.
make bw/dav
0,50, 200, 5000,
,19%8b [OECD 408 (level 4) Rat 13 weeks (+ 4 weeks recovery) [Oral / b >20000 ppm No substance related effect at any of the doses tested.
0,50, 200, 5000, ncreased incidence of uterine adenocarcinoma after 78 and
20012 [OECD 453 (level 4) Rat 104 weeks oral 5000, 0000 ppm |20 2 5000 pom e e of e
11999 | OECD 416 (level 4) Rat 2-gen reprotox oral / e nfoandFL
oom dose level tested.
E 0,50,200, Apart from adenocarcinoma in the uterus of the rat there are no histopathological
,19%8a |~ OECD 408 (levela) Mouse (13 weeks oral / e [ T No substance related effect at any of the doses tested. el ) - .
0,20, 100, 2500, 5000 Sight increase n ndidence of terine angiectass at 5000 ppm | endometrialcancer. The lack of any effect on the E/P ratio and estrous cyelicty after short :
2D | Enask) Mouse  |108weeks orl LG oom G after 104 weeks (vascular esion). term and long term treatment is suggestive of a non hormonal MOA
0,100, 300, 1000
1998 |~ OECD 407 (level4) Dog 4 weeks oral / 100,390, No substance related effect at any of the doses tested.
malke/day
0,40, 200 3nd 1000
11999 [OECD 409 (level 4) Dog 13 weeks oral / 4 >1000 ma/kg bw No substance related effect at any of the doses tested.
make bw/day
0,4,40,400 m
L2001 |0ECD 452 Dog 52 weeks oral / 0 40400 MBS |00 my/ig bw No susbtance related effect at any of the doses tested.
ooz - R o " e —— No substance related effect at any of the doses tested after 8
weeks
0,50,200,5000, | No substance related effect on absolute and relative ovary.
,1998b | OECD 408 (level 4) Rat 13 weeks (+ 4 weeks recovery) | Oral / P 20000 ppm e e
2
2001a | OECD 453 level 4) Rat 104 weeks oral / oo % |s000ppm No substance related effect at any of doses tested.
0,100, 1000, 10000 No sub Jated effect on absolute and et In he 13 wek peolute and
11999 | OECD 416 (level 4) Rat 2-gen reprotox oral / SN o ttstance related effect on abolu and relative ovary noted at 20000 ppm. At females had a
pom weight i the FO and F1 generations at any o the doses tested.
of corpora utea.
0,10, 100, 1000 No substance related effect on absolute and relative ovary | in Weeks 52 and 78 of the long term carcinogenicity study it is highly likely that the loss In
bAIRn | fat core or! [ maks bw/dav weight at any ofthe doses tested. ovary weight and ovarian atrophy in week 104 s related to the exacerbation (earler
Ovary welght 0,10,20, 40 mg/kg No substance related effect on absolute and relative ovary | 0nset) process of of The Es
2 £CD 414 (evel 4 Rabbit 06-24 al S
VAT | bttt |spe28 or [ buw/day. weight at any ofthe doses teter  long term stuch observed at
B , 50, 200, Statstcallysignificant decrease in absolute and refative ovary v o such eff 2
,1998a |~ OECD 408 (level ) Mouse |13 weeks oral 7000,20000ppm |%°02%%  |7000 ppm bl e
0,20, 100, 2500, 5000 Statstcallysignificant decrease n absolute and reative ovary | on ovary weight has been observed after long term exposure in the ra, the species that
2001 |OECD 451 (level 4) Mouse  [108 weeks oral 2500,5000ppm | 2500 ppm Satsaly sneontdecrease n sbsoute ond Sonelomed sttt onoenenos
0,100, 300, 1000
1998 |~ OECD 407 (level 4) Dog 4 weeks oral / 0 190,30 No substance related effect at any of the doses tested.
0,40,200, 1000 No substance related effect on absolute and relative ovary
1 £CD 409 (evel 4 o 13 week al ; 51000 m/kg bw
VLD |[EEEiED = 3 weeks or [ ma/ks bw/dav el weight at any of doses tested.
0,4,40,400 No susbtance related effect o absolute and relative ovary
2001 |0ECD 452 (level 4 o 2 weel al 5400 me/kg bw
AT |(EER (4K = 52 weeks or [ malke/day ROEnEl weight at any of doses tested
0,50, 200, 5000,
L1998b | OECD 408 (level4) Rat 13 weeks (+ 4 weeks recovery) |Oral / Gt >20000 ppm Nossubstance related effect at any of the doses tested
0,50, 200, 5000,
20012 [OECD 453 (level 4) Rat 104 weeks oral / oo oo 5000 ppm Nossubstance related effect at any of the doses tested
0,100, 1000, 10000 inthe F0 and F1
11959 [OECD 416 (lvel 5) Rat 2-gen reprotox oral / nthe Foan Gy AR
oom of toxicity. The ovarian atrophy in the mouse after long
B 0,50,200, Decrease in corpora lutea (2/10 at 7000 ppm and 10/10.at | term exposure i corroborated by the decreased ovary weight, Ovarian atrophy is known
I e i M |Bets e 7000, 2009099 | 7000, 20000 ppm | 7% PP 20000 pprm. 0 occur a reproductive senescence in mice. The reduction n the number of corpora utea
v Atrophy of the ovaries was noted 2% 2,500 ppm and 5,000 ppry | the ovaries of female mice treated at 20,000 ppm for 13 weeks are o imited Es
0,20, 100, 2500, 5000 2 4 inciden
[ 20016 |OECD 451 (level ) Mouse  [108 weeks oral 2500, 5000 ppm 2500 pom but without a substance related decrease in the number of cidence was
ppm it Tevel (20000 ppr y in the long term
corpora utea
0,40,200,1000 | _
11999 [OECD 409 (level 4) Dog 13 weeks oral / e 1000 me/ig bw No substance related effect at any of the doses tested.
4,40,4
12001 | 0ECD 452 (evel4) Dog 52 weeks oral / o 00 MBS 400 myig b No substance related effec at any of the doses tested.
0000 e F1 7
11999 | OECD 416 (level 5) Vaginal opening Rat 2-gen reprotox oral / ROt ) nhef ofthe ginal opening. es
5 | - v o b 0, 10, 100, 1000 No substance related effec,incudin cell prolfferation, at any
m/ke bw/day of ' weeks
0, 50,200, 5000,
,1998b | OECD 408 (level 4) Rat 13 weeks (+ 4 weeks recovery) [Oral / e 520000 ppm No substance related effect at any of the doses tested.
20012 | OECD 453 (level 4) Rat 104 weeks oral / B ‘:ﬂ“m 500015000 ppm Nosubstance related effect at any of the doses tested.
0, 100, 1000, 10000 inthe F0.and F1 generati
11999 | OECD 416 (level 5) Rat 2-gen reprotox oral / i~ [
0, 50,200, 7000,
19982 | OECD 408 (level 4) Vaginal histopathology Mouse |13 weeks oral / R 7000 pm No substance related effect at any of the doses tested. No effect on vaginaltssues £s
2001b  [OECD 451 (level 4) Mouse [104 weeks oral / 2201002300 50001 1500 ppm No substance related effect at any of the doses tested.
oo
4
11999 [OECD 409 (evel 4) Do 13 weeks oral / 0.40,200,1000 1300 g g b No substance related effect at any of the doses tested
m/ke bw/dav
1998 |<OECD 407 (level 4 Do 4 weeks oral / REREHTD No substance related effect at any of the doses tested

me/kg bu/day




0,4, 40, 400 me/kg.

12001 [OECD 452 (evel 4) oog 52 weeks oral / Y 5400 me/g b No substance related effect atany of the doses tested.
,1998b | OECD 408 (level4) Rat 13 weeks (+ 4 weeks recovery) |Oral / o oo 5900520000 pom No substance related effect at any of the doses tested
2001 | 02D 453 (evel2) - 08 weets o n 0,50,200,5000, |0 No substance related and biologically relevant effect at any of
10000 pom o d
11999 | OECD 416 (lvel 5) Rat 2-gen reprotox ol / REMEDIED CGORTTRS @
om the doses tested.
19982 | OEct Mouse 13 weeks. oral / ‘;'ﬂ::n"::n"w‘"" 7000 ppm No substance related effect at any of the doses tested. No effect on the mammary gland. s
2001b  [0ECD 451 (level 4) Mouse  |108 weeks oral / 9,20,100,2500509 52500 pprm No substance related effect at any of the doses tested
No evidence of any estrogenic, anti-estrogenic,
0,40,200, 1000 v estrogenic, :
T e e 11999 [OECD 409 (level 4) oog 13 weeks oral / >1000 m/kg bw No substance related effect at any of the doses tested e e e gy e RO
ofsteroid metabolism.
,2001 |OECD 452 (level 4) Dog 52 weeks. oral / gw‘u: A00ME/KE | 100 me/kg bw No substance related effect atany of the doses tested
0,100, 1000, 10000 psolute and
|t G et B or! / pom weight in FO and F1 generations at any ofthe doses tested, | \© ¢/ °" ePIdidymis weight. 63
11999 [OECD 416 (level 5) Rat 2.gen reprotox oral / [REEDATDITD infoandFL of
oom he d d
1959 | OECD 409 level 4) Dog 13 weeks oral / 040,200,000 1000 i bw No substance related effect at any of the doses tested.
As
1998 |~OECD 407 (level4) Dog 4 weeks oral / [RELDETHTITD No substance related effect at any of the doses tested.
,2001 | OFCD 452 (level ) Dog 52 weeks oral / 0,8 40,400 MBS 100 mgig b No substance related effect at any of the doses tested.
11999 [OECD 416 (level 5) Preputia separation Rat 2.gen reprotox oral / By Mo substance related effectn the F1 generation at any of the |, cftect on preputial separation. A
" 0,50,200,5000, | No substance related effect o absolute testes weight at any of
,19%8b  [OECD 408 (lvel 4) Rat 13 weeks (+ 4 weeks recovery) |Oral 5000, 20000ppm |3 5200 20000 ppm g e e on
0,50, 200, 5000, Very slight but statistially significant ncrease in absolute
A | fat 104 weeks oral 5000, 10000 2™ | 10000 pom BT testes weight at 26 weeks but ot at al other sacriice times.
0,100, 1000, 10000 No substance related effect on absolute and relative testes
VED  |CEitiEE) fat PG or! p oom weight n F0 and F1 zenerations at an of the doses tested
| oo |13 wens o n 0007|1000, No substance related effect o absolute testes weight at any of
Testes weight No substance related effect on absolute testes weight atany | No effect on testicular weight AS
0,20, 100, 2500, 5000 | dose tested after 52, 78 and 104 weels. The statistically
e Mouse | 104 weeks onl [/ pom gtores signifcant incease Inrelative testes welght at 2500 and 5000
oo after 104 weeks only i due to bod weight loss.
el P — oos e o " 0,100,300, 1000 No substance related effect o absolute and relatve testes
weight at any ofthe doses tested:
0,40,200, 1000 No substance related effect on absolute and reative testes
11999 [0ECD 409 (level 4) oog 13 weeks onal / S1000mg/gbw [0 substance elted ffec on o
0,4, 40,400 mg/kg No substance related effect on absolute and relative testes
12001 [0ECD 452 (level 4) oog 52 weeks onal / o0 5400 me/kg bw o substance related fect on
,1998b | OECD 408 (level4) Rat 13 weeks (+4 weeks recovery) |Oral O No substance related effect at any of the doses tested
0, 50,200, 5000,
20012 [0ECD 453 (level 4) Rat 104 weeks onal / % 20 5000 ppm No substance related effect at any of the doses tested
0,100, 1000, nF0and F1 of
11999 |0ECD 416 (level 5) Rat 2-gen reprotox onal / % b 109
119982 | OECD 408 (level4) Mouse |13 weeks onal / O oor200,7000: | 7000 pom No substance related effect at any of the doses tested
Testes e As
20016 [0ECD 451 (level 4) Mouse |104 wesks onal / 2o 190,250 3500 ppm No substance related effect at any of the doses tested
1998 |~OECD 407 (evel ) oog 4 weeks oral / [RATETHIRD No substance relted effect at any of the doses tested.
11999 | OECD 409 (level 4) Dog 13 weeks onal / 040,200, 1000|1500 mg/ig b No substance related effect at any of the doses tested.
12001 |OECD 452 (level 4) Dog 52 weeks onal / 0,8 40400 MBS 400 mig b No substance related effect at any o the doses tested.
100, 1000, 10000
11999 |OECD 416 (level5) Seminal vesicles weight Rat 2-gen reprotox oral / AT, vesiles welght n F0 and FL generations at any of the doses | No effect o weight of seminalvesile. AS
tested.
2001a | OECD 453 level 4) Rat 104 weeks oral / I No substance related effec at any of the doses tested.
0,50, 200, 5000,
,1998b | OECD 408 (level 4) Rat 13 weeks (+ 4 weeks recovery) |Oral / [y 520000 ppm No substance related effec at any of the doses tested.
11999 |OECD 416 (level 5) Seminal vesicles hispathology | Rat 2-gen reprotox oral / ?m’]gg i, in FO.and F1 generations at any of | o effect on the histopathology of seminal vesicles. AS
T e d i
1998 | OECD 408 (level 4) Mouse |13 weeks oral / 030,200, 7000 ppm No substance related effec at any of the doses tested.
! 7000, 20000 pom,
2001 | OECD 451 fevel 4) Mouse |18 weeks oral / 020,100,250 309 |52500 pprm No substance related effect at any of the doses tested.
0,100, 1000, 10000 No substance relaed effect on absolute and elative prostate
11999 | 0ECD 416 (level5) Rat 2-gen reprotox oral / weight n F0 and F1 generations at any of the doses tested.
B 0,100, 300, 1000 No substance related effect on absolute and relative prostate
1998 |"OECD407(eveld) | prostate weight B poots &d / weight at any ofthe doses tested. No effect on prostate welgh. 65
0,40,200, 1000 Non statstcallysignificant decrease n absolute and refative
fevel >
11999 [OECD 409 (level 4) Dog 13 weeks oral 1000 me/kg buw/day 1000 me/ig bw o statisialy stinfeant decrease n absoure 2
0, 4,40, 400 mg/kg. No substance related effect on absolute and relative prostate
fevel 4
12001 [OECD 452 (level 4) Dog 52 weeks oral / o >400 me/ig bw 1o substance related cfect on
0,50, 200, 5000,
,19%8b [OECD 408 (lvel 4) Rat 13 weeks (+ 4 weeks recovery) [Oral / P >20000 ppm Nossubstance related effect at any of the doses tested
20012 [OECD 453 (level 4) Rat 104 weeks oral / oo o |5000 ppm Nossubstance related effect at any of the doses tested
11995 |OECD 416 (level 5) Rat 2-gen reprotox oral / 0,100, 1000, 10000 nf0and FL of
,19%8a |~ OECD 408 (level 4) Mouse (13 weeks oral / 050,200,700 | 7600 ppm Nossubstance related effect at any of the doses tested
20,100, 3500 5500 P s
20016 [OECD 451 (level 4) Mouse  [108 weeks oral / 0/20,100,2500:5090 52500 ppm Nossubstance related effect at any of the doses tested
1998 |~OECD 407 (level4) Dog 4 weeks oral / B0 0 No substance relted effect at any of the doses tested.
0,40,200, 1000 Sight atrophy of immature prostate n 2/4 males vs 174 n
fevel >
11999 [OECD 409 (level 4) Dog 13 weeks oral 1000 me/kg buw/day 1000 mggow | 1Sht auephy of mmature prosare n
12001 [OECD 452 (evel 4) Dog 52 weeks oral / 0, 40400 MBS 400 mig b Nossubstance related effect at any of the doses tested
11995 |OECD 416 (level 5) Sperm actvity Rat 2-gen reprotox oral / e nFoandFL o
Integratedine of 11999 [0ECD 416 (level 5) Sperm motiity Rat 2.gen reprotox ol / 0,100, 1000, 10000 nf0and FL o
evidence for adversity o
p— v X 100and As
11999 [OECD 416 (level 5) Number of sperm Rat 2.gen reprotox oral 100, 10000 ppm (F1) | 199100, 10000 10000 ppm only i the F1 generation but without dose effect
s relationship
11999 | OECD 416 (level 5) Sperm morphology Rat 2-gen reprotox oral / e HeeRlaLS infoand 1 of
0,100, 1000, in 70 and F1 generat of
11999 | OECD 416 (level 5) Copulation index Rat 2-gen reprotox oral / I eIl
11999 | OECD 416 (level 5) Fertiity index Rat 2-gen reprotox oral / 0,100,100, 10000 eIl infoandFL of




11999

OECD 416 (level 5)

Gestation period

2-gen reprotox

oral

0,100, 1000, 10000

inFOand F1 i of

oom e
i | | = |poms = ; .10 1o, 1609 o e s etocn g
0,100, 1000, 10000 in o and F1 generat of
11999 | OECD 416 (level 5) Rat 2-gen reprotox ol / g e
OECD 414 (evel 2) Rat 607-19 oral / e No susbtance related effec at any of the doses tested.
f implantation.
OECD 414 (evel 2) Rabbit  |GD628 oral / (AN No susbtance related effec at any of the doses tested.
bu/day J
2004 |OECD 414 (evel 4) Rat 60519 oral / e No substance related effec at any of the doses tested.
OECD 414 (evel 2) Rat 60719 oral / LRI No'substance related effect at any of the doses tested
OECD 414 (level 4) Pre-implantation loss % Rabbit GD6-28 oral / [BEDEND Nosubstance refated effect at any of the doses tested.
stnts onimplantation loss
2004 |OECD 414 (evel &) Rat 60519 oral / LRI No substance related effect at any of the doses tested
2004 |OECD 414 (evel &) Post.mplantation oss % Rat 60519 oral / ROIHLD No'substance related effect at any of the doses tested
OECD TG 414 (level4) Rat 60719 oral / LRI No observed substance relted effect
2004 |OECD 414 (evel &) Number ofve fetuses Rat 60519 oral / POIHED No substance related effect at any of the doses tested
OECD 414 (evel 2) Rabbit  |GD628 oral / 0 20,0 melke No'substance related effect at any of the doses tested
OECD 414 (evel 2) Rat 60719 oral / LRI No substance related effect at any of the doses tested
2004 | OECD 414 (level 4) Number of dead fetuses Rat 60519 oral / [R30R00,2000 No substance refated effect at any of the doses tested. No effect on fetal survival
OECD 414 (evel 2) Rabbit  |GD628 oral / 0 20,0 melke No substance related effect at any of the doses tested
i e (P [re— = I o 100 1o, 109 e e
B T = I o100 1o, 109 e e
B T T = I o 100 1om. 109 R g
11999 |0ECD 416 (level 5) Rat 2-gen reprotox onal / 0,100,100, 10000 FLandF2 of
OECD 414 (level 4) Rat 60719 onal / OO0 No substance related effect at any of the doses tested
ratio
2004 | OECD 414 (level 4) Rat 60519 onal / OO0 No substance related effect at any of the doses tested
OECD 414 (level 4) Rabbit  |GD628 onal / .10 samaie No substance relted effect at any ofthe doses tested
11999 |0ECD 416 (level 5) Delivery index Rat 2-gen reprotox onal / REDINDADD inf0and 1
oom dose tested
e T - — o | 0100100, 1500 o e g of 2 FL 67103t gty iy,
A 0,100, 1000, 10000 Nosubstance relate effect i pups of F0.and FL generations at.
11999 |0ECD 416 (level 5) Viabily index (day 4) Rat 2-gen reprotox onal / o0 osubstancere
% [orcomtents  |weanine nae T | ont I P R
Nosubstance related effect i pups of F0.and FL generations at.
11999 |0ECD 416 (level 5) Eruption of lower incisor Rat 2-gen reprotox onal / [REDETETL) any dose tested. Eruption of ncisors b 11| No effect on
G o by dav 13,
100, 1000 melkg [0, 10, 100, 1000 Statstically significant increase in absolute and refative adrenal
b | fat o719 orl bu/dav weight in dams at 100 and 1000 me/ke bu/d
100,1000me/kg [0, 10, 100, 1000 icaly ignifican increase in absolute and rlative adrenal
2004 |OECD 414 (evel 4) Rat 60519 ol oo, 10 e
0,50, 200, 5000, v increase o
1 £CD 408 (evel 4 s 13 weeks (+4 weeks recovery) |Oral 20000ppm | %5%200:5000 | 565000 pom
TR R 2 So=bEduoeEaT) |Ed SO0 2oe00 i 20000 ppm. SRR males and females and in relative adrenal weight in males.
Tght
0,50, 200, 5000, absolute and relatve weight of acrenals in males and females
20012 [0ECD 453 (level 4 s 104 week al 10000 ppm
[ 20010 [OECD 453 (level ) at 04 weeks oral 5000, 10000 pom |50 200 5000 ppm ) :
dose effect relationship.
o e s e e el o]
weight in males of the FO generation at 10000 ppm. No
100, 1000, 10000
1090 |0ECD 416 levels) Rat 2.gen reprotox oral 10000 ppm R substance related increase n absolute and relative adrenal
PP weight in females of the FO generation and males and females
ofthe F1 generation
0,50, 200, 7000, LG s e R - ST Inconsistent increase n adrenal weight after shortterm and long term exposure often
,1998a OECD 408 (level 4) Adrenal weight Mouse 13 weeks. Oral 7000, 20000 ppm 000 o g 7000 ppm i i i i
— 20000 pom without a clear
body weight at 7000 and 20000
Statisicallysignificant increase i absalute adrenal weight n
males at 100, 2500 and 5000 ppm without a dose-effect
ip after 104 week - :
20010 [OECD 451 (lvel &) Mouse [108 weeks oral 100, 2500, 5000 pprm |% 20100 2500,5000 |50 ooy relative adrenal weight in males at 2500 and 5000 pprm after 52
PP weeks, at 5000 ppm after 78 weeks, and at 2500 and 5000
ppm after 104 weeks, allwithout a lear dose-effect
relationship
1998 |~ OECD 407 (level4) Dog 4 weeks oral / 9:4200:200.588 No substance related effec at any of the doses tested.
Statstically ignificant increase in absolute adrenal weight n
,1999 | OECD 409 (level 4) Dog. 13 weeks. Oral R0 (& L ANLIED >1000 mg/kg bw females at 200 and 1000 mg/kg bw/day and rel nal
ey Ede) weight in fermales at 200
Parameter sensitive to, but 0, 4,40, 400 mg/kg. bsolt d
evel
o L2001 | 0ECD 452 (evel a) Dog 52 weeks oral / a0 >400 me/g bw 1o substance related cfect on
0, 10, 20, 40 mg/kg. bsolt d
evel y
,20006 | OECD 414 (level a) Rabbit  |GDG28 oral / b e
11999 |OECD 416 (level5) Rat 2-gen reprotox oral / A nfoandFL
,19%8b  [OECD 408 (lvel 4) Rat 13 weeks (+ 4 weeks recovery) [Oral / oo a2 1520000 ppm No substance related effect at any of the doses tested.
0,50, 200, 5000, No effect on the adrenals except aftr long term exposure n the mouse where
20012 [OECD 453 (level 4) Rat 104 weeks oral / oy 5000 ppm No'substance related effect at any of the doses tested. o PR, o
0,50, 200, 7000, i f inthe 13-week i
B Adrenal histopathol 150 200 T,
19982 |~OECD 408 (level 4) crenal istopathology Mouse |13 weeks oral / R 7000 ppm No'substance related effect at any of the doses tested. e
0,20, 100, 2500, 5000 Increased incidence i hypertrophy of the adrenal cortexn | s It can thus be. on
evel
20016 [OECD 451 (level 4) Mouse  [108 weeks oral 2500,5000ppm |2 22500 ppm Inereased ncdence n hyperrophy. " by ot ety
11999 [OECD 409 (level 4) Dog 13 weeks oral / 0. 40,200, 10001000 gk bw No substance related effect at any of the doses tested.
12001 [OECD 4532 (level 4) Dog 52 weeks oral / 0, 40400 MBS 400 mig b No substance related effect at any of the doses tested.
11999 |OECD 416 lvel) Rat 2.gen reprotox oral / BB nf0andFL o
19580 [OECD 408 (level 4) Rat 13 weeks (+ 4 weeks recovery) [Oral / oot a2 1520000 ppm No substance related effect at any of the doses tested.
20012 [OECD 453 (level 4) Rat 104 weeks oral / ot a2 |00 ppm No substance related effect at any of the doses tested.
,19%8a |~ OECD 408 (levela) Mouse (13 weeks oral / oo 7% | 7000 ppm No substance related effect at any of the doses tested.
e

No evidence of any endocrine disruption.




0,20, 100, 2500, 5000

2001b  [0ECD 451 (level 4) Mouse |108weeks oral 2500,5000ppm |27 2500 ppm Increased incidence of cysts in males after 104 weeks.
1998 |~ OECD 407 (level4) Do 4 weeks oral / RECIETAD No substance related effect at any of the doses tested.
11999 [OECD 409 (evel 4) dog 13 weeks oral / 0,40,200,1000 1300 g b No substance related effec at any of the doses tested.
0,4, 40,400 mg/kg Tendency of increased incidence of pituitary cysts in males and
12001 [OECD 452 (level 4) dog 52 weeks oral 00 mfgbwjcay |5 5400 me/g b T e ot
0,100, 300, 1000
1998 |~OECD 407 (level 4 oo 4 weeks oral SETY No substance related effec at any of the doses tested.
(level ) 3 / maja/day i
099 |0ED 209 (everd) TR = e o n 0,40,200,1000 | oo o btance ted e on 350t and NS BT o fect n ptary weiht
weig
0,4,40, 400 mg/ke. No substance related effect on absolute and relatve pituitary
12001 [OECD 452 (level 4) Do 52 weeks oral / o 5400 me/kg b o substance related fect on 20
0,50,200,5000, | _ No substance related effect on absolute and relative brain
,1998b | OECD 408 (level 4) Rat 13 weeks (+4 weeks recovery) [Oral / oo 20000 ppm o substance related fect on 20
v ightin
20010 |OECD 453 (lvel &) Rat 104 weeks oral 10000 ppm 050, 200,5000, 550 pom females at 5000 and 10000 ppm fter 78 weeks and at 10000
10000 ppm.
oo after 104 weeks
No substance related effect o absolute and relaive brain
weight in males and females of the FO generation and in males
of the F1 generation at any of the doses tested. Statistially
’ 0,100, 1000, 10000 significant increase inrelaive (but not absolute) brain welght at
TPED|EEEXES(EDE) L3 B Cral 100.1000,10000ppm | ) all doses in dams (after weaning) of the F1 generation but
without any dose effectrelationship. Statisticallysignifcant
increase in relaive (but not absolute) brain weight of male and
female pups (F2 generation) after weaning at 10000 ppm.
0,10, 100, 1000
2004 | OECD 414 (level 4 Brain weight Rat 60519 oral 32100, No'substance related effect at any of the doses tested Inconsistent effect on brain weight,
— (= / me/g bw/day "
N Statsticallysignficant increase i relative brain weight in males
19982 |OECD 408 (level ) Mouse |13 weeks onal 7000, 20000ppm | %,50/2%0, 7000 ppm 2t 7000 and 20000 ppm with astatsticalysignificant decrease
7000, 20000 ppm
in absolute brain weight in males and females at 20000 ppr.
females. Statistical signifcant ncrease in relative brain weight
[ 20016 [OECD 451 (level ) Mouse [104 weeks onal 20,100,2500,5000 10,20,100, 2500, 5900|5500 ppy in males at 2500 and 5000 ppm and a statisicalysignficant
PP PP decrease in relative brain weight at 2500 and 5000 ppm in
females after 104 week.
0,100, 300, 1000 No substance related effect o absolute and relative brain
1098 [<OECD 407 (level4) Dog 4 weeks onal / e
11999 | OECD 409 (level 4) Dog Bus o r 040,200 1000 | oo s e e s e
0,4,40, 400 mg/hg. No substance related effect o absolute and relative brain
12001 |OECD 452 (level 4) Dog 52 weeks onal / R >400 mg/kg bw e
T |oscoas tevas e — o ] 0100500 1000 nfomar o
20012 | OECD 453 (level 4) Rat 104 weeks. oral / ‘1"02:'02::"“5000' 5000 ppm No substance related effect at any of the doses tested
2004 | OECD 414 (level 4) Rat 6519 oral / REEEHD No substance related effect at any of the doses tested.
,1998b | OECD 408 (level 4) Rat 13 weeks (+ 4 weeks recovery) |Oral / ‘;'nz‘;'nz::""sm' 520000 ppm No substance related effect at any of the doses tested.
. 0, 50,200, 7000,
,1998a OECD 408 (level 4) Brain histopathology Mouse 13 weeks. Oral / 20000 pom 7000 ppm No substance related effects at any of the doses tested. No effect on the brain.
2001 |OECD 451 (level 4) Mouse  [108 weeks oral P 020 100:250050%0 | 2500 pom
1998 |<OECD 407 (level ) Dog 4 weeks oral P R00:300.588) No'substance related effect at any of the doses tested
11989 | OECD 409 (lvel 4) Dog 13 weeks oral / 040,200, 1000|1500 mg/ig b No substance related effect at any of the doses tested.
12001 |OECD 452 (level 4) Dog 52 weeks onal / (AT No substance related effect at any o the doses tested.

bw/day

>400 me/kg bw






