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CAS TOXICOLOGICAL AND METABOLISM STUDIES ON THE ACTIVE
SUBSTANCE @ S

This document contains only summaries of studies, which were not available§t the time o @e first”
Annex I inclusion of foramsulfuron and were therefore not evaluated during tl@ irst EU rewi
compound. A short summary of the toxicological endpoints from the fi it EU review has\b en
provided and adapted with the new information where necessary. In ord@%to fac111tate@1 Cl‘l atlorf@
between new and original information, the old 1nf0rm@)n is wr1tte<§fh grey lett&% A& studJQs
which were already submitted by Bayer for the firS§f Annex I lusion, ar @ont
Monograph, its Addenda and in the original (baseline) dossier providgd by Bayery\g ce
not summarised in this document. The toxicology Studies avail at the tn&@of the ne
inclusion of foramsulfuron were complete and @cted according t Ghe state of t that
with regard to good laboratory practice, scientif¥c and tech@l aspects %d st @& gum@%nes
covered all required endpoints, and showed *nt foré@sul% h@an o;?rall frable\oxmcﬁ?)gmal
profile. & <\ o
O @’ © 9
The following human reference Valueg@;&vere idopte@durmi e 1%1 1191&@510 fo&msul@n in

Annex I:

- Acceptable Daily Intake ¢/ I) @5 mg%g Bw/d gﬁ@he @m @@the ﬁglt NOAEL of
50 mg/kg bw/day and a sé%ty f@§tor 0£400. & @ @

o
- Acute Reference Do (AM)) @t allo@ed ﬁ\\,not 1de@ed nec@saryé’ue to the low
toxicity of foramsulfiron 'S O @ Q & N Z)

9 9 N W9

Acceptable Operafor Exposuré&Lev §AOEL): 0dvmg/Kg bwé%\@on t@basm of the rabbit
NOAEL of iggmg/k@ w/d@/ a y dgctor, 6P 100:and inc udin@ factor of 20% for
absorption. @ @ S §9\ © & §\

Since the 1nc1us1% f fog%nsul@ n into An&ex I ndSQew ies Bave beéh performed which have an

impact on the or &OEL&The 1es @Q\Whlc e oirt@ re based- are still. considered
to be accept ay @requu@nenﬁs% Th@% eréono hanges;in the technical basis for these

reference lues o@m gu anc@ on talxestabli them T evision of guidance on AOEL
(SANCQO<«7531 rev 10%ef July2200 1d not re@@re sm& f the AOEL. Therefore it is not
neces%@to revise an@of thésg three're e valbes. ‘.

RN S
CA S @gudle =0 h@ptl Y dlsmgm me@ollsm and excretion in mammals

Since the ab thI@@StrlOl’l @@étatx@m a{@exc@e@n in mammals are well described no further
studies We§ necessary. @ Q f@@ @

N @% y %
CA 5 1. tlo% dlstn@utloet,a@llsm and excretion by oral route

The\metabohsm of fe@n ron @ow@ that the main excretion product was unchanged
foramsulfuron, gxcreted malﬁiy in fa?s. Two metabolic routes were identified leading to the
formation of AE F13(619 ine (4-amino-2-[3-(4, 6-dimethoxypyrimidin-2-yl)-ureidosulfonyl]-
N,N-dimethylbenga amide,Sand ?&ﬁhe clge product AE F153745 (4-formylamino-N, N-dimethyl-
2su1famy@enz de) @S miapr metabohtes A number of unidentified, minor (<4 %, polar
metab& s foi u ed f%m t ~s;~©c th the phenyl or pyrimidyl ring-labeled compound were also excreted.

v
@
Tl@%d rom t@ bas@ne dossier are listed below.
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Report: < T 1 099:1-187756-01
Title: Preliminary toxicokinetic studies in the rat AE F130360 &°
Report No: 004339 S
Document No(s): Report includes Trial Nos.: 6 @ ’
TOX96069A/B/C IS &@ S
M-187756-01-1 3 <
Guidelines: EU (=EEC): 91/414, 94/79; JMAF: ; USEPA (=EPA): %PPTQ 870. 74§\,Dev@ﬂon
not specified ~ R S
GLP/GEP: yes I o 5y o
Q R fi\%
Report: K :1999;M-187784-01 a K
Title: Rat - absorption, distribution, efl%nnatlon ‘rol]o@ng o%lodosdt IOQld IOO@ngD/l({
body weight AE F130360 o R . ©
Report No: C004352 . @ w\ [y m\ RS \
Document No(s): Report includes Trial N 7 N Y
( ' TOX96072 @ & @;’x 6@ @’ S %
M-187784-01-1 .= . ® @ O & g
Guidelines: EU (=EEC): 91/414, 94/7%JM@& Ui@ ( A)o PT@W 7485 Dex@mn
not specified qx\
GLP/GEP: yes DN @ R @V @U Q &
- T F=
Report: K] ) ] B 998@148&@’02 @é;a%end@)zooo -03-01
Title: Study ((,I‘LHQH fol@vm0 or@‘admk&l 1at1@@o bile duct u@lulat@w rats (14C)-AE
F130360 N L9 e
Report No: A6TBH6 (@@ @ © @ °N \,@
Document No(s): R(ﬁ%oltl udcs Tr lN( N S
%}xo@n 6@ . @ N ™ . §
§703 $ w\ﬁ\ SENORENS
@ M-148034 v Y @ _
Guidelines: N {1@(—1*@@) 91/4¥4; JVMAF: 54! I‘PA\Q@EP@\SS-]\\@CVMUOH not specified
GLP/GEP: o~ |Qps N S N
© o 7 N o o O @
Report: & P 1999;M-192393-01
Title: (& &F and clealan@%m lhe@al ( 4@ AE F130360
Repor{\loz . @0056% I S
Document No(s): ~QP Repyt mcl s Tn@Nos w\j N
N 9607 SE
ot & 5
Guidelines:©@ @@EU BEC): ‘)Y/W%@C JMAF: 4260; USEPA (=EPA): OPPTS
87 8§&Qe,vmt1 ot wj@c\me;L@
GLP/G@
Repgrt: q ;;,1999;M-188907-01
Title Y \ lawing a single oral administration of 10 or 1000 mg/kg body
S weight gk\ 3@6()
Report No: ¢ €004@ M@
Document S): NG Re@ includ¥s Tri@Nos.:
< &0 @g@xm@@
L@ @ | H188987:01-1
Guii@ﬁlcs @\‘f NeU i@EC) 91/414, 94/79 ec; USEPA (=EPA): OPPTS 870.7485;Deviation not
CYPIGELD
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Report: < 1999;M-192228-01
Title: Rat absorption, distribution and elimination - repeat oral dose (10 mg/kg day) Codgf @
AE F130360 L
Report No: C005527 ) o
Document No(s): Report includes Trial Nos.: S @
TOX/99/262-41 § S QQ
M-192228-01-1 S © 4
Guidelines: EU (=EEC): 91/414/EEC; JMAF: 4200; USEPA (=BRA): OPPTS > ., 9@ &
870.7485;Deviation not specified O N o @}@
GLP/GEP: yes U@ RN {”\9 @&
3 R
CAS5.1.2 Absorption, distribution, metah .?\ and e){r%o ‘ot &rougs % @&
9l
According to the new data requirements (Commission re@aﬁo %EU&@’O 2@9 Lg\an @itro
metabolism study was performed and is summ@risedd lov& @j& ] @Q %
S Q& &
Report § B Eeumae s
Title: [Pyrimidine-2-14@Forafnsul furof Metabolic S@lhty@}l Pr @ng n@iver ®)
Microsomes fr@é@l{at&\a d Husf%ns f&@lter @emes@mpa n &
Report No: EnSa-13-0823 S D Y & &
Document No: M-470479-0R1 ¢, 2 S @ SRS SRS
Guidelines: Regul @ (EQWO llmﬂﬂ?ﬁur(@ gma@ed by@ﬁe C@ﬁmis&'@n Regulation
(EU) No:283/2013 (Eqrope @ ¢ ©
US EPA OCSPP 870:5UPBsnot spéified S W9 ¢
GLP/GEP: yes 2 9 & <« s XK
S O ¥ O« &
The comparatlve @abol@n Py@mmm S —14@F0ra@ulﬁé§n (@SC—Foramsulfuron) was
investigated in an inwyitro s ms@/ incu tir@e tegyyitem with liver microsomes from male

Wistar rats ( an @Jma 5 (HLND in the presence @NA@}H Q@ tor. The 15 uM test item
concentratio § n in orde&m ha@ e ﬁgh mple §leriaf§for possible identification of
metabolites chr atogrd 1c 0 speé(ﬁsoscol@ m e saf@pling times were 0 and 1 hour
after test segrt. The test durat foof I<hour @ the st 1t onsidered as reasonable because
posmveﬁsults were Inegfrom enzymaﬂe@eactf@ 0f tosterone to Hydroxy-Testosterone
alread er 10 minf %ﬁes were @a‘}’tly e follo%ng Rr otein precipitation by reversed phase
HPLC with radlo@lca&ietec (HP
© % @
The recovery of radidctivity Wa(%eas‘@sed 11@@16 l@osome incubations and amounted 94.8%
(RLM) and €¥.9% Méﬁ el hong sam%gs T&ese decreases were considered as non-relevant
for the ger%ral outcome ¢Dthe § ,%Q % @
@ %

The me@olic activity of %nl@\@somesg was @monstrated by determining 683- hydroxytestosterone
that Was formed ftoum te erm@ by Q@ oste@w 6B-hydroxylase. This biochemical reaction is well
known for the CYP3A n@ros@al e% e. @

< Q . :
The results ﬁ‘;@ th t%t Wi 140$orat@ulfuron demonstrated that the test item was metabolically
stable afte& cub&mn wi Rquy and MDLM.

% 8
No detectablg(n %e;@ﬁes Were found after the 1 hour incubation period of the different microsome

pr &tlon@mm e§§ m.
@

The r s suggest that phase I metabolism is not involved in the biotransformation of Foramsulfuron
in rat and human liver microsomes.
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Materials and Methods
Test System s @ @©

N @
Pooled liver microsomes from male Wistar rats (RLM, batch 1010126, pool @}200 1nd1v1d@>) t@f

humans (HLM, batch 1210153, pool of 50 donors from both genders) were hased from&Xeno

LLC (USA). N
(USA) N &8
G < 7 S
Sample Preparation and Incubation V @ @& Q\ t0\9@ &@
14C-Foramsulfuron was incubated separately with REM and HL (@3) at 37 é)%c in @nal ume%©
of 500 uL. Incubations were performed in a therm&@xer (EppenQ)rt) %b’[h shaking at 1000 fpm. "&@
final incubation volume was 500 pL. N R @ ) @
RN I NS
& @@ %Q &% %, IS S Y
CONCLUSION © & & T @ S D o
From the results of the present study, th&féo&ﬁ%g C({NHSIO@, can b%dra v @7 @
e 14C-Foramsulfuron was metf®olically st&l@% & 1n%ﬁ®atlolﬁ\9\vv1th t aI@ﬁhuIr@l liver
microsomes (RLM and HLI‘@ t 3‘7\ fm@ hog%ﬂ thff@rese DP@ofac@r

e No detectable metaboht@ wer aftet@he 1 @aur 1@%‘[@ pe@ of the different
@ S QO

microsome preparatlon@wnh #h test m s

The results suggest that pha§ metaFohss@s not involved in &@blgt@lsfor%latlon 69 Foramsulfuron
in rat and human liver mlc(%)someé @ @& @ @ @ ©

TS e &L >

@ LN

CA 5.2 ACH@@X]C& K © @6 \ é N \@
Foramsulfuron ha; en WQ t@bav @ry low ac %m to amma@lrrespectlve of the route of
exposure. The as QNSOOO mg/k %W Fﬁh 0n1§§non— mﬁc@mlcal signs of piloerection,
hunched post@ and ite @)ft tO&UI f@’ces ag chn 1 si d&mal LDso was > 2000 mg/kg
bw with no syStemi@yclinieal mg@; and th o%} 1ny§ht10n @50 @ > 5.04 mg/L air which was the
highest acl%vable congentration oncéntration d1d @)t cat@e mortality and the main clinical

signs  non- specifis) likeswet f unched ure& p1 ection. There was no indication of
any sex-specific SuS’%ptlblh{y in aqy of acute\

@
Foramsulfuron vas no@ltat <§ tot abb‘?&askl n the@ irritation test in rabbits, reversible slight
to moderate r@demr@, chen@sm a@’ a slight to‘ioderate discharge of the conjunctivae, was

seen which Wis ful »@ble%\thm A8 ho@pos‘[@asnllatlon Based on EU criteria, classification
and labellkﬁg of forams rritari@is not required.

Due to the new data@eqm%nent@ pho@ucn ﬁldy is required if the molar extinction coefficient is

hlghgr than 10 L x cm\ or framgilturon this is the case so that a photoxicity study was
conducted and @Ls showed th{ orargsulfuren-does not possess any phototoxic potential.
@
The results hes&s%ldl re summar &d in the table 5.2-1.
@
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Table 5.2-1: Acute toxicity data of foramsulfuron
Study type Species Result Reference °
Acute oral toxicity Rat LDso > 5000 mg/kg bw KXXXXXX 1997 | & N
(M<141959-01-1) @ o
52101 @7 &,
Acute dermal toxicity Rat LDso > 2000 mg/kg bw @XXXXX 97 ,
A (M-141960-0851) S
_ % |"KCA 52207 N
Acute inhalation toxicity Rat LCs0>5.04 m%}air @} XX 1 S
(4-h nose-only,*dust acrosolYQ (M-148009-0 R
EX & s & 49
Skin irritation Rabbit Non—irri%\f Q &" 19975 &@
N (M143046-01-8) @
DN AN O
Eye irritation Rabbit N@irrit@ %\\)j &, )
o O & ©
N LY 9@ R
(Slij[lgls(u?:?)zatlon Guinea pig @& Ngn@cnsit'@}r ] &@ ©& ?
: QN & & &
Ot | .8 & @O
Phototoxicity In vitragssay | No ]él)lototo% potengipl ©@
with BALB/& S @ &
3TB3cells- > © @ @ Q
AN AN @
RN & %

Since the acute toxicity Was lowdand igo
further tests were deemea“nece%ary. The a

skin sensitisation st
summarised in thi

cument. st areJiste
rovi@i forlie ne%pho%oxicj\fﬁmd

oralgder inhalation, $kin apgheye irritation and the
ted and eyalvatedfor theyfirst approval, So the studies are not
d@ﬁcggoints €A 524 t0 5.2.6. A full study

RN |
@ oca] toxicity dld& sh@ anyyspecific hazards, no

S Wi su

summary has bee A %2.1;2.7) @@
@ S
CA5.2.1 ©©0§ o ¢ KQ?@%& @§@%
. r
& > \ Qy o~
Report:° J _ ;;]&@M—&@S%Ol
Title: &S ahroe 13 > F130360); Gaple: Hag 13036000 ZC98 0001 - Rat acute oral toxicity
Report No: SNWASEST N D N N
Document No(s): Q\# Repoit in es Tl Nosgy Q 6
o hugmos & o @
Guidelines:Q Y OEQD: 401, USERA (=EFX): F 84-1;Deviation not specified
GLP/GER, yesY o @
&
CA %2.2
Report:
Title:
S
Q
Report NQ(:Q
Docume@\?\lo(s@K Kport g@@etudes Trial Nos.:
Q A QTOX9%6111
<V S GPM#960-01-1
(K;ﬁ@clin@ v D: No. 402; USEPA (=EPA): F 81-2;Deviation not specified
GLP/Q(&: yes
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CAS5.23 Inhalation
Report: < 095 - 148009-01 s Qb
Title: Rat acute inhalation toxicity Code: AE F130360 00 1C94 0002 N D>
Report No: A67640 > N
Document No(s): Report includes Trial Nos.: @& AN @v‘))
TOX96115 S & |
M-148009-01-1 =N o & b
Guidelines: EU (=EEC): B2, 67/548/EEC, AnnefJMAF: 1985; QECD: 403; I@PA{MPA%?}@
F 81-3;Deviation not specified Y 2 O © &@
GLP/GEP: yes < 0 MERNEENER S
@ S Q )
CAS5.24 SKin irritati Q @@Q @ & @‘@Q @}@
oo n irritation
R D < o N 2 <
Report: %199%@-1@%01% N
Title: Code: Hoe 130360 00 Z&98 0Q0T- Ralghit skifgpritangy?  © <« .
Report No: A59370 N B O IS O & 9
Document No(s): Report includes Tr@\\Nosx N [ %ﬁ O §
ToX9e@ o (@S O O & §
M-143046-01-F %K ISER I SERNS) @ &L
Guidelines: OECD: 404;USEPAG=EPAS: F 81%5’;D0\§3(,ti0n @jjspcg@d \\\ i’\\k@
GLP/GEP: yes R 66 6 O & .9 o O
@ TN @7 SR
%@ SNe Tos &@Q & &
CA5.25 Eye irritatio K %
y Z Q) © @ : 9
Report: B -~ J199EM-143847-01, S (&Y
Title: Code: 130850 00 298 0§8Y - Rabdit eygrritancy
Report No: S-S < O A& &
Document No(s): Report incl sTﬁ@?f\los.:\y N @
§ & m@%m AN AR e
O 143047018 & ISHELS
Guidelines: ECR 405; USEPA(=EP4)? F 813; Deyigtion wat specified
GLP/GEPg,, 9 yes & N @ %o
o\f/ %, D) NS ) (@
& TE TS F5
CAS.2. itizati @\

Report: _ _ D 199FsM-141892-01
Title: > 136380 (ARF 136369); Cde: Ho&¥30360 00 ZC98 0001 - Guinea-pig skin
Y f§%nsilion4 agnu&n and@@?}egma@jtest)
Report No: ¥ AS&@Q N D &
Docume o(s): Report il@ffdes al No§2 %@
. Qox96t14 & o

M-14892.081 S L9
Gu\{a‘\élines: O@ﬁ: %gUSE@K (=m): F 81-6;Deviation not specified
GLP/GEP: ve O o (Y
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CAS5.2.7 Phototoxicity

Due to the new data requirements a photoxicity study is required if the molar extinction coefﬁc@[ is &
higher than 10 L x mol! x cm™. For foramsulfuron this is the case so that a photoxicity stidy wagy
conducted. The test was conducted according to the guideline OECD 4@(Balb/c 3”&@ nd@s

described in detail below. > s
S
Report: I < I | 3:M-465937-04, ! >~ .9 &
Title: Foramsulfuron TC: Cytotoxicity ass vitro with @LE/C:&T:; cel&aNeuﬁ%\red @
(NR) test during simultaneous irritation with artifici@) sunlight %"\g N
Report No: 1561300 N O 2\9 @V A ©
Document No: M-465937-01-1 N Q P O .Y
Guidelines: Commission Regulation ( 0. 440/2008, B41; @’mmlé@e for@ropr@ary @
Medicinal Products (CPMPY CPMP/SW, 98/01§ OEQ‘B? 432 <
GLP/GEP: yes 5 o2 S N
& N @@ Q@ @U ao‘a % <
Executive Summary % N v @7 @

In this study the ph0t0t0x1c potential of orgﬁtsulfu Te 1§§ical % Fvélé%% as Valuat§ The
test was performed using BALB/c 3 ell%ﬁ“one &1 In 1rst s@fA @x«ge fi n rlme@t (RFE
was conducted, the second step wast 1n e rlm@@ $ollo tratégns of the
test item were used with and witlput i ﬁlme @ 31 é*ﬂ 62.5, 125,
250, 500, 1000 pg/mL. As @lven&\g ontr@: BS@ (E ance alt Solugion) was used.
Chlorpromazine was used as‘positive cm@l One™est gﬁoup reated Wwith test item was
irradiated with artificial suv\’ﬁghﬁgfor 5 wn@al 6 t& 1. 7 [erfP U@, resulting in an
irradiation dose of 5 J/cm@JVA &: §roup&of tes@t@m tegated e@% v@kept in the dark for

[¢]

50 minutes. “ @ % . @

: S "\a @ O
Cytotoxic effects not Qoceur afjer eure oPthe E@gﬁy itegy to the@ells élther in the presence nor
in the absence ofJsradiafion with artifieial mhgh@@ bot p erefore, EDso-values or a
PIF could not @alm@ted The regulting }@’ Vaﬂhles ere 0. (RFE; and -0.002 (ME). Therefore,
the test item 1@Ias%$d a&g@t pho@toxf& (C’@ IS ® @

& o

I. MATERIALS ANIg}ﬂET DS N

@2 @ &@ R S O
A. MATERIALS@\ O & O o & D

Al. Test Materij orq@ﬂfurc@ Tec@mcal (AE F130360)

%on‘@ @ ©\ € p
¥ A %ﬁo 60- Ol -02

SN
% Purlty Q\ '%'Q @@97 w/wW

& Castg Y @ § 173459-57-4
Sta@lty 0 tgt compoung 3@ test material was found to be stable over a 2-year
%o %, (g Q@ @{orage period

Solvent&d > Q EBSS (Earle’s Balanced Salt Solution)

S g
A2. Vehlcl@d/o{ﬁmt ﬁontﬁ? @est material dosed as received

& X Q
A3. Confpol rlals@ § Negative: EBSS
< @Q @ § Positive: Chlorpromazine
Sy L@
AQ%?est g@lls: v @ BALB/c 3T3 cells clone 31 (isolated from the muscle
@@ tissue of the mouse embryo)
AS5. Culture Medium: Large stocks (Master Cell Stock) of the BALB/c 3T3

31 cell line (supplied by | N RSN
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-, Germany) are stored in liquid nitrogen in the

cell bank of Harlan CCR. A working cell stogk’is @&
<

produced by multiplying from the master cel

Thawed stock cultures were prepagated at 37&)1.5 °é@j

in 75 cm? plastic flasks. Seediig was doneavith a

1 x 10% cells per flask in?15 mL ofDulbecco’ s
Minimal Essential Medu%g (DMEM), Guppl nt&g
with 10%/NCS. The Q s were suyb-cultuted tv&@e
weekly. The cell cus were ingfibate 37
°C 1n<Q7 5+0. 5% c@o d10x1d re. @

©

A6. Test compound concentrations: @L of the test 1te @wnh@ad \x@iout@ra 13
15.63, 5651 25010000

325,85 g5 7 S

&
B. TEST PERFORMANCE © ¥ & @ @ S &
KNS s O & e

B1. Seeding of the Cultures @Q &N X
2 x 10* cells per well were seedec@a 1 t

00 B as
sunlight, one was kept in the da@(). &@ @@) IS @@ & @@ @@ Ko\
§ Ve T E S
B2. Treatment & @ v @ ‘@@ \25@
24 hours after seeding t d2§ﬁpres w?re §edb@§th t]@@ce K m The tr@nent was performed
according to the OE(@”gul ne @?OHO@S @ §’\ O é& §\

e the cultures V§ Wﬁéﬁd W&%B@ Q @ & @

<
e 8 dllutlol‘%@@[ﬁthe@ @ved @tes 1te wegi \tec@fﬁ tw??w@lates%loo pL/well);

e Dboth plé)es wer@pre- 1ﬁ%ubat@9 for %hour &%e d@§ w\,@

&i @ O
. aft@e hour one@y -w $ ate s 1rradlate§hrou he lidat 1.6 to 1.7 mW/cm?2 (5 J/em?), for

50’2 min at ZQ\@O °C ther p?zvas\ ed fof 5 0§ min at 20 - 30 °C in the dark;.
o after 1rrad1atle§he %st iten@was g@novec@’nd bdth pl%s were washed twice with EBSS;
o fresh cultyse me v@add@@z’md@ cel@@ver6§cubated for 21.5 hours at 37 = 1.5 °C and
75ios@coz ©© @\\ Q\ & @@
%f' %
B3. De@mmatlo{@?N&@ra@ed I@@ke@

Thmedlum was %%inov <) and"Q@ ee medium containing 50 pg Neutral Red / mL were
added to each @Gﬂ The plat s@vere@tumg to the incubator for another 3 hours to allow uptake of
the vital dye iqto th ysos @able QL. Thereafter, the medium was removed completely and

the cells w Wa§1sg3 EBSS"' T 0.15 mL of a solution of 49% (v/v) deionised water, 50%
(v/v) eth o an@ % @c acidSwere added to each well to extract the dye. After additional
approxschd ) m

{g} ature and a brief agitation, the plates were transferred to a microplate
reade, Vers@mx ,Qébleei\;g r Devices) equipped with a 540 nm filter to determine the absorbance of
th&@ ac dye This a@orbance showed a linear relationship with the number of surviving cells.

$

&

©
K,

7o
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B4. Data Recording

The data generated were recorded in the laboratory raw data file. The results are presented in. tﬁla N
form, including experimental groups with the test item, solvent, and positi@e control. metic

means * standard deviation were calculated for every test group. N & IS
The EDsg values, the Photo-Irritancy-Factor (PIF), as well as the Mean Pl%notoxw Effe P %ver%
calculated using the software Phototox (Version 2.0) (distributed &By
Germany, and recommended by the OECD guideline). N @ @ t0\9@ @
The EDsy values (effective dose where only 50% o gthe cells s&l@ved) Were term@%d bycurv
fitting by the software. % Q . @)
. . . & 2 Q o @}
The PIF is defined by the following equation: @ R 9 S

S D LS
B 7, IS AN RS
©%@<L¢§&> & T

§§5@\)©% %©@7§®@

If a chemical is only cytotoxic +and€5§s no yto %@c W@ﬁ@ te §th IF cdnot be
calculated, although this result indi€ates a3 hotc{ ic pQl nt& cas@,, a >@F vape can be

calculated if the (-UV) cytotoxicfty test is pe orme(@p to the t teéﬁcon@ratiiﬁﬁ(cmx) and

this value is used for calculatiogypf the% IF @ @ @® Q& &) ©©
@

AN
v 0
Vv %)
o § ShegCet E“@E’ S
DN @ & Do (+ ~ &
Since the > PIF is@’t an@gactmu ical vaj r\ e \blo s@lstl pro&edure can be applied to
i i & he
determine the optl@nc t-off. C§sely,t cla 1cat1@1 rule h s to e

If only a > PIF @b @@@uneeg}he%ny vak% >1 psedwt@ ph ox1c®tent1al

The Mean P@ot d)&?Eff @(MP@ is Based o 3%om the @)mplete concentration response
curves. It 1%1eﬁne the weighfed av%age %@ss a @pres&qtatlv *set of photo effect values.
@ @\/ P Cr \
&@ @ N @ @ mPE’ N s @
S O & O )
N % @i
T £ F T T
@ % @7 o % @
The photo \;‘?’ (P@ at COH@%’H‘ i C»)\l de 1n as the product of the response effect (REc)
and the d(g cffect (DEcb e. @ %@ h@ sponse effect (REc) is the difference between
the resp ] observe in th@ sengg’an @resene@ of light, i.e. REc = Rc (-UV) — Rc (+UV). The
dose-effect is given@g & ©\
N NS Gl & &
> ¥ o O |G/, -1
& » Q@ @EC: C/ 1
.t
& < % N g c

where C*%sepres@%fs t%@qul\@ence %centratlon i.e. the concentration at which the +UV response
Y x

equals the — espqnse a centration C. If C* cannot be determined because the response values
of th &PUV @fve systermatically higher or lower than Re (-UV) the dose effect is set to 1. The
@mg dgctors @’ are@wen by the highest response value, i.e. wi = MAX {Ri (+UV), Ri (-UV)}.
co tration grid Ci is chosen such that the same number of points falls into each of the

conce tlon intervals defined by the concentration values used in the experiment. The calculation of
MPE is restricted to the maximum concentration value at which at least one of the two curves still

exhibits a response value of at least 10%. If this maximum concentration is higher than the highest
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concentration used in the +UV experiment the residual part of the +UV curve is set to the response
value “0”. Depending on whether the MPE value is larger than a properly chosen cut-off value @PE
=0.15) or not, the chemical is classified as phototoxic.

B5. Evaluation of Results § .9

Y

If PIF <2 or MPE < 0.1: no phototoxic potential predic\gj7 @Q
If PIF > 2 and <5 or MPE >0.1 and <0.15 a prob @3 phototox1§otentlal is p@cted
If PIF > 5 or MPE > (.15 a phototoxic potentla@ icted @@ R & ) @

Based on the results obtained, the test item is evaluated as_follows: g\%
D

€
L7
Qe
9

B6. Acceptability of the Assay

non-irradiated cells. ~ % ®\ >

e if for the positive control C&Z@he@@tor F) b een@ two@S ueséég 6.
e if the mean OD540 of S(gg%nt cohtrols@Q 4. & o
N @ S o N 2
IL RESULTS AND Dls\éﬁilssn% v < S @
% & &
Table 5.2.7-1: Treatmient of BRLB/eIT3 W@l Foramisulfgicon Te e 1ca|<§E FE30360) in the RFE
Y
Wlt&ilﬁ@il suh@%t R \ . \Q Wl%out @icml sunlight

Conc. %Mes:@’@h %Qldar(p %%fSolvf.;ﬁ . D 'D@%"m Standard | % of Solv.
[ng/mL] & Value Dev1%@n Qontr@ [;@ml_@ @gue Deviation Control
: AN

\
Solvént 2 5000 O Solvent | G
0.54 °Q,T08 §0:00 - .6463* 0.0517 100.00
o | SR 6

Control

781 | 08367 4 00794 [< 10788 | “7.810 | 06897 | 0.0481 106.71

@)
2
2
=3
L

1563 | @593107 Q601 & 10906 ©° 15.63 0.6623 | 0.0669 102.47
31.25 | 705914 |:0.0340° | ap8.750] w2s | 0.6814 | 0.0995 105.43
62.50) 05939 o] 00459 [0'109_7 [* 625 | 06814 | 0.0618 105.43
125° | 05858 | 00369 | 16760 0 125 0.6940 | 0.0317 107.37
250 0.5766 | $00633° | 90605 250 0.7080 | 0.0740 109.54
500 | Q5406 | 00364 @ 9939 500 0.6955 | 0.0464 107.60

1000 Q05512 | Q03470] 10134 | 1000 | 07076 | 0.0362 109.48

* mean O@ 540 n@ut of @ we§ Q

EDso v§ ul@t b ‘@ermmed since the viability of the cells was not reduced with and

wit rrglfationgy
PI@= CO\;Q% not be deteﬁned, since no ED50 values could be calculated

MPE ﬁ@om
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Table 5.2.7-2: Treatment of BALB/c 3T3 with the Positive Control (chlorpromazine) in the RFE

With artificial sunlight Without artificial sunlight @ ) ©©
; L og
Conc. 0-D.560 am Standard | % of Solv.| Conc. 0-D.560 am Standard | % d
[ng/mL] Mean Deviation | Control | [pg/mL] Mean iation éontr @
Mg Value Mg Value ﬁ\
N ?@
Solvent | 649+ | 0.0680 100.00 | Solvent 0.6267%@ 0.0800 - Lg@bo 8
Control Contf6l N 2 S
0.125 | 04350 | 0.0468 | 69.60 625 | 04498 | 00452 | (7170 | &
0250 | 0.1368 | 00214 | 2189 | @250 | 00640 | 0.0127 1020
0.500 0.0729 | 0.0239 11.66 17-"25.00 0:05040°| 0031 803 A
0.750 | 0.0530 | 0.0049 847 | 3750 00512 |20.0029 | %7818
1.000 | 0.0530 | 0.0043 848 | @Bo.0pt- | 9948900 04P19 | A8l
1.500 0.0537 | 0.0065 859 [0 75.00 | 0.05027 | €0.00400 01y
2000 | 00532 | 00054 [ ABSIS] 0.00< 00559 -4 ~0.0099 8.9
4000 | 00534 | 00041 Q 85& 2200400 | 0:05460] 08067 of 871
* mean O.D.s40nm out of 12 wells & ~ * ®\ @@\)f @’@ $ ) ‘”\i@
@ © 6 SR 6@ &S
EDs, value (with artificial su@t) =016 },t Bl o> RS D &
EDso value (without artifici %éhﬁ— g@mL 2 .o & ©
PIF = 47.11 o v Q N .9
MPE = 0.734 N & o S &S
< ¢§ % 6 \© é N &
Table 5.2.7-3: Treati@ent of BALB@T&»@h Fo sul(\ 'l;gchmcal@AE FfS0360) in the ME
S Q
%o 9
Wl@rn&@al SI@hght \\ &\ S W1@%’)ut a@lﬂﬁcml sunlight
) V
o ¢ ERS
Conc. 0D Stand d % 0 S l{.d c. DO-D-&b um Standard | % of Solv.
[ug/mL]f@ Mean Devigtion @nntt%’ m n Deviation Control
> Value @ @l @ alue
) ©
Solvent ° |~ Solvent
0.70 &061 .00, 050.7180% | 0.0473 100.00
Control @ AN %@4\9 . @ ay trol 7
7.81 06977 ) 0.0874 19953 |~ 7.8 | 07012 | 0.0543 97.67
1563 | 0713007 @0649. Y 10070. P 1563 | 06892 | 0.0313 96.00
3125 | 06917 [©0.0282 | 98.682| @r2s 0.7056 | 0.0321 98.27
62.59] 066344 00352 [P 943 L Vers 0.7063 | 0.0468 98.38
125 0.6868 | 00285y | §797- [ 125 0.7162 | 0.0385 99.75
50 0.6891 [°0.0218 | “98.30) 250 0.7054 | 0.0420 98.25
500 | (0%943 .| 0)590-q” 997 500 0.7081 | 0.0334 98.63
1000 ,£0.7045° 0437 | _@0.07 1000 0.7107 | 0.0384 98.98
* mean .540 pd@UL O we@ o
ok S

EDso values @oul@%t ba&ermmed since the viability of the cells was not reduced with and

t 1 atlo

§ not be determined, since no ED50 values could be calculated
MPE
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Table 5.2.7-4: Treatment of BALB/c 3T3 with the Positive Control (chlorpromazine) in the ME

With artificial sunlight

Without artificial sunlight

@

Conc.
[ng/mL]

0.D.540 nm
Mean
Value

Standard
Deviation

Control

% of Solv.

Conc.
[ng/mL]

0.D.540 nm
Mean
Value

St ard
iation

% ot 8

éontr
ﬁ\

@

Solvent
Control

0.6548%*

0.0684

100.00

Solvent
Contol

0.7420%
&

I\
b 0.0390 -

Lgf?bo &

0.125

0.5502

0.0685

84.02

6.25

0.7196

o
0.053%°

e

0.250

0.1367

0.0945

20.87

@2.50

02227

0.03555

R 3001

0.500

0.0705

0.0242

10.77

©25.00

005762

G014

L 776 &S

0.750

0.1368

0.0982

20.89

37.50

b 0.4591

@0.0038

770

1.000

0.0780

0.0317

11.90

@,00°

gosers)

04p32

Ao64

1.500

0.0653

0.0060

9397

o 75,00

€0.0570~

£0.00319

2.000

0.0820

0.0489

353N

10.00. P 0,870 -

0.093

A8
765

4.000

0.0793

0.0255

Q12,14

220009

Y
8.0564¢;

780

* mean O.D.s40nm Out of 12 wells &

EDs value (with artificial su@t) 0418 pg@ﬁL
EDso value (without artifici
PIF = 64.69

MPE =0.771

The study was

(AE F130360). T

performed. The

confirming e
concentratio

Cytoto i
(AEF13

The resulting MPE w

phototoxic.

©@

1. CONCLUSIONS

In conc

on, it can, lf@

N

e

R

%
S

.0Q

RS

N
test item Foramsulfﬁ@n TeghnicalX
R %1 \

CAS3

The short-t
guidelinegtand w;
All nec SZ
refer t%vt e r@nog
forQ re- -.- oval®

&

ry

@
@Plort-germ

toxigity st
@ ful @omga

1CS WEre

@\

l%éht =

nt wi

(g
9

@

orme@ to@sess@the
est fyas pe

xper

riment’ serve

1008, ng/mds>

pe’ﬂmen%

@usmg @@

as&\ge mder(
of h@’[esta{;e c@solv

\

RN
effects W) n Qobse@é after

360) nelﬁaﬁi in the presgﬁnce
experiments. Due§t e missin {Sytotoxic ef
—0@2 ;é&\pect
¢ ©

AN

Q 9

)

\

n the%a

\

Y

6

]&9 pé/mL

S Ko

@

ment '[QOf @% with Foramsulfuron Technical
diation with artificial sunlight in both
0-values nor a PIF could be calculated.
erefore, the test item is classified as not

ce of

@b

N
O
@@

r ED
1§ly, éh

&
&
«

i

@%

EB

ic po@n‘ua@ of &oramsulfuron Technical

Peell clone@l Two experiments were
sect\}@i experiment (ME) was the
were applied as the highest

stat@that 1@'[1115@1(1}/ a{% under the experimental conditions reported, the

E %@:036 does not possess any phototoxic potential.

S

ot O

1c1t§ Q

tes werd performed and reported in accordance with OECD and EU testing
GLP. A summary of these results is presented in Table 5.3-1.

ented and evaluated during the EU process for Annex I listing. Please
e baseline dossier of foramsulfuron. No additional studies are presented

@ogmsulfuron
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Table 5.3-1: Summary of short-term toxicity studies

Study and dose levels NOEL/NOAEL LOAEL Effects@ @@
ppm mg/kg bw/d ppm mg/kg bw/d N 2
@‘}))
. A female ly: @
Rat 28-d oral diet m: 434 m: 1789 S
0-1000-5000-20000 ppm 5000 £ 490 20000 £ 1884 *vl’v’w g s ]
2
N
Rat 90-d oral diet 20000 m: 1568 éﬁ @ é@o:@ts @}@ A
0-20-200-5000-20000 ppm £1786 - &©Q - @@ obs@ d § S
Mouse 28-d oral diet 6400 m: 116%@ Q PRI o effecfs) &@
0-400-1600-6400 ppm f: 1@ N @ —Q (©) seryeql \(\@
I © R
& oy .
Mouse 90-d oral diet 6400 S 002@@ %Q &% Xy @@ No'effects >
0-64-3200-6400 ppm 78,7 | &7 @ - @ dbservedy |,
N o7 < S @
Dog 28-d oral gavage i\ﬁ \\ [} &% QO w Neeffocts §
0-40-200-1000 mg/kg L@ w00 O] LS QO O TSRS
bw/d Q & X > TR G @9 erved
W S & L& I @O &
&= S - i
g O O QO S
Dog 90-d oral gavage @ &@ @@f) IS @® & S @© No effects
0-10-250-1000 mg/kg SN 1000 0 | 7 g2 6 - N
bw/d v ¢ & AN &
e o & @ B . A
S
Dog 1-yr oral gavage <, @ & ©$)0@ . § é C&w\’ . § No effects
0-5-100-1000 mg/kg bwd | @7 % Q S - D observed
B s e e
Rat 28-d derma1©© ©\© & %% O O S @ § No effects
0-10-100-1000@ehe O | S D000 ey & - R
bw/d @ ., .9 g O @
& ) NG >
o F. < @ o

Inar
of 0, 3750, and 1

CA5.7).

) ©@ ©©Q @? "\@ \©\ \§
In summary, the short—t®©l to@ity @ies <§6211<i‘§
administgagion in all tested 1es, @

B
N
CA 531

al

N
S é@
t 28-day diétary néwotoxicity study in

5099 ppm fora
either sex so tha%@ere as n(@?ﬁile%@ of &f@urot@ic

S
The studses from th@aseline@s%r are Q
v

<

Q@

o

S (g
ZS@ay {ﬁf

N 1S
dy @

QO
S

Wi

starrats with exposure to nominal concentrations
1furéa no @}dtmégjt—relat@ effects were seen at any dose level in
potential of foramsulfuron (see details under

AN

&

low toxicity of foramsulfuron after repeated
n§arggt%rgans. Furthermore, the NOAELs are very high.
d urder points CA 5.3.1 to 5.3.3.

N

Report: A@& <N ;;1998;M-147543-01

Title: S Rai38 day dietaryagpeat dose study Code: Hoe 130360 00 ZC90 0001

Report Np, m@ K57 148~

Docurh@t No@% A Repo@%ludes Trial Nos.:

@9 @@ ) | w TOX95405
N O M347543-01-1

Gﬁ»ide@l@? EU (=EEC): 92/69 B7; JMAF: (1985); OECD: 407; USEPA (=EPA): F 82-
1;Deviation not specified

GLP/GEP: yes
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Report: < T 095 i-147445-01
Title: Code: Hoe 130360 00 ZC90 0001 - Mouse 28-day dietary toxicity &° @
Report No: A67045 NS
Document No(s): Report includes Trial Nos.: 6 @ K
TOX95385 IS &@ S
M-147445-01-1 > L
Guidelines: EU (=EEC): 79/831 B.7; JMAF: 4200; OECD: 405;Dexiation not spg@ed @ 7
GLP/GEP: yes Z % ° AN
< @ o \ @
Report: ;1 1998;M-182949201 IR &
Title: Dog 28-day oral toxicity study @\ 130360 (AE€T30360) CodgyHoe 15Q360 G
ZC98 0001 Lo & & O 9
Report No: C001562 QY o N 9O o @
Document No(s): Report includes TrmlNok %" @K@’ %\ %@ 6\ o\% S
TOX95386 @ O S @Q
M-182949-01-1 OO D S S -
Guidelines: EU (=EEC): 92/96&?&0& Qfﬁrt &\fﬂw%\ﬁzo 0EC5®409; U\S'EPAQ%E@
F 82-1;Deviation ﬁ@t spedified > Lo N
GLP/GEP: yes NN é\" K N~ o é@ NS
CA5.3.2 Oral 90-day s 9 o § ©@ S
Report: K] 93 ,199&M 14746- Oé}() S
Title: Code:Roe 130360 0C97 001 (4E F130860 00 7 0@l) - Rat 90-day dietary
tox@.jy sttl(@i’@;&\mth gf@vee:ly@%dose?)@nod * %{(\@ 9
Report No: AB6%046 7 o S NS
Document No: M- 1474@@)01 © © @ N ;\& @ o D
Guidelines: SEU (=FE C)@/S%l@, le@u 42@g OECD? 4088¢éct. 44USEPA (=EPA): F 82-
@ ,[&watgo ot specified < @y
GLP/GEP: oY [ y&% & ‘\ @ RS
o O > © N
Report: > @PK 1998 MD147779101
Title: , © ouse 9 ©130369 (AE &30360) Code: Hoe 130360 00
& |edvoer o U
Repot No: . %673{1@9) s L Y N
Document No(s): X9 ch%)gtmd@s TridPNos A, N
N X9548 & O S
9 | &) S
N- 47&1%@’ NS
GuidelineS'@@ chEU @Ecy@;‘/s&k) JM@? 42007 OECD: 408; USEPA (=EPA): F82-
1; fiat®n0t s@me o
GLP/G yes NERAENGEEN
@ A Q R @ o\

Repart: ::1998:M-181801-01
Tibs: | Dag dy Hoe 130360 (AE F130360) Code: AE F130360 00
@ :
Report No: & \ 6001&@8 '
Document S): § R includs Tri@Nos.:
LS $x954
Q0 w 1@181@ 01-1
Guidelines: &Y W @EC) A11A.5.3.2.2; JMAF: 4200; USEPA (=EPA): 82-1;Deviation not
S @ (o ied

NI
P/Ga¥’




B
Bayer CropScience
R

Document MCA: Section 5 Toxicological and metabolism studies

Page 19 of 35
2013-11-19

Foramsulfuron
Report: < 1099V 136725-01
Title: Dog 12 month oral toxicity study AE F130360 (Hoe 130360) code: AE F130360 @" @
1C96 0001 IS
Report No: C003751 ) o
Document No(s): Report includes Trial Nos.: S @ @
TOX96121 § SR
M-186725-01-1 SRS ”
Guidelines: EU (=EEC): 88/302B/EEC; JMAF: @00 OECD: 432; USEPA (=EPX): 8390 &
1;Deviation not specified O§ N o @7}6
GLP/GEP: yes Q @ YA S
© R N
%@} Q N N
CA5.3.3 Other routes 2) S AN
o & R .9 @
Report: K] ; L1999 MO91438:01 @& & v o>
Title: Rat 28-day dermal toxiciggstudygfoe 130360 (AE F13 @f«)) N gog(ﬁ 00 %c 94
0001 Lo S
Report No: C005128 N N @ A\@
Document No(s): Report mTLlu(zcs T No;.\> @ & ©& N I % S
0x96 % % SR, @3\9 @ &
M-19143401-0° & . & O @ © &
Guidelines: EU (=EEC)92/69 EEC; US\EPM EPA)NB2-2:BeViatidnot spdcifipds
GLP/GEP: ves 2 &S & o
\ZJ N 2 T @) @
TR Y ety YO
CA 54 Genotoxu(%)ty tes@ig @ » S @ \@9 2
>
All the required genotoxieity sglbdles W@e pr§nte@nd %atedg%urirrﬁe 20 process for Annex I
listing. Please refer toithe -‘ LT #@and (i ba ssier fgr foramsulfugor. Foramsulfuron was

tested on its geno
bacteria and ma
mammalian celf® in g

S
of 1@ en{g@xlc c@cem}% o%&nevg@@a the

foramsulfuro

ic potent1a a
aha@ cell@k romosome damage in
@

plets bat@

ivo. Otverall they

it Wa@concl@ted that kS

of _genotofitity tésts on gene mutation in
70 @d in @ivo and DNA damage in

elg@@of evidence suggested that

L8Sts p@formed is given in table 5.4-1.

Table 5. 46{@%ummary oﬁgenotmaty @les “@1 fommsulj,;@hn (El@ty 98.4 % in all studies)
) A

Q)
Studyﬁrains/specie%@ °\® % ©@% °Q9e 1&21?5: &\ S-9 mix Results
§ & . S
% & & \dﬁ vitro studids’
Bacterial re\@ mu@@)n te@me& Q .0 ©
test) O S (z’@\ @
@ @ AQ & . Negative (bacterial

% ) @§, 0- 590@&;1 /plate with and toxicity at > 20 p/g

e S. g@imurium TAD535 5,94 1537, @ N without late) =
%A 8 and TA MIO° S S |l N P
li WP2 uvtA . Q
Ol WP2wiA S o R &é\
% > Q with Negative
Chromoso err: %s an @ 24 1
1 hoc 0-2 O o 0-2400ug/m : ”
ymp @Q ng S thout Slightly positive at
O WIROUE 1 2400 pg/ml
HP. n tesgy . .
Cﬁ$§se gﬁter lung V7‘§ells 0-2000 pg/ml Wl_th and | Negative
e without
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Study/strains/species Dose range S-9 mix Results °
&
In-vivo studies . @& o
Mouse micronucleus test N & S)
NMRI mose 200-1000-2000 mg/kg bw _ @ | Negative O\@
ST O & P
IL)JDSI_ Test t(ENA; rep:ur), Sprague- 600 and 2000 mgfksg bw {? Ne&?&ve N &
awley rat hepatocytes S Q@ @ DN @
@
@ < s & &
Photomutagenicity study: . @ @
geniclty study ) N e S S <
Report: I I 1 3:M-465939-01 . N
Title: F oramsulfuron OVGI’VIGQ&OH phc@gafet@nd waiyer fo&:@ndu a oy R
photomutagenicity studyO ;\a IS A
Report No: M-465939-01-1 @§ o S 0V 2SN
Document No: M-465939-01-1 %, ° Sy Ny xS O S g
Guidelines: not applicable;n@}\pplig\%le @ & Q) N ”\a S
GLP/GEP: no Q AN A & A @ ((/&9 ~
U . @
N

According to the new data requ1@ne the @nduc@f a tom@ge @@l’%’ st@ maxi%e required
under certain mrcumstancesgnce for fora@éul n no@t cu ance exi @/hl could provide
evidence of a potential to cays p ot\chen@eal effects, and s1n q@@ntu yleld @ foramsulfuron
was very low, a photomu emc Skas %t deer@d to be re s wag) confirmed by the
negative result of the photo 101ty §mdy duc&@d Wi %foraﬁmulf e the mechanisms
underlying the phOtQ&IﬂlleC ffeets, llk@phog?éxwlt@ an&gphotomutage@ﬁy are the same, a
photomutagenic reacidn is ot e ted. @here@ th@%nduc@of aé?oton@fagemcny study was not
deemed necessary {$or m&e deta@d pl%@e rg"e to t@ﬁacl@d stiementéCA 5.4/01).

\ @ @
The studies f]@ the @}ehr@%osmé\are{@d un\\ﬁ T th@ub h@ers betow (5.4.1-5.4.3).

v \ &
CA 5.4.1®@ In wtr@stud@ 5 O @@f S \@7
Repoft> - ; 1996; M”T’413g@11
Title: NS HoeN 303683 MNoe I}W\S)Q()() ()p:\%( 98 001 - Bacterial reverse mutation test
Report No: @?) AJ761 9& Ao y\\\i@ QO
Document No@): - é@pmk@dud @11:11 @@&j
Q d \@ ToQp1 ()5\ N
gl QO @@
Guideliggs) ( EED): 92¢99.L, @n‘%fi; QECD: 471;472; USEPA (=EPA): Subd.F;Deviation
@ *nJ10t specified @

GLR/GEP: Tyes . » @ ’

N S R
Report: @ ) ;1997;M-141958-01
Title: N N Ploe () 30360); Code: Hoe 130360 00 ZC98 0001 - In vitro human

@ N lyn]oLyLe ch aberrations
Report Ndg & | 45266 S Y
Docum@ﬁ%No@@ Rep rt@cludes Trial Nos.:
X O~ 6 TOX96106

S L@ M4 %1958 01-1
Hidelings? Eﬁ( EEC): 92/69 B.10; MAFF: 35 (1989); OECD: 473;Deviation not specified
GLP/@@P: yes
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Report: I N 096:Mi-141837-01
Title: Hoe 130360; Code: Hoe 130360 00 ZC98 0001 - In vitro chinese hamster lung V@" @
cell HPRT mutation N
Report No: A58125 Q)
Document No(s): Report includes Trial Nos.: S @ @
TOX96109 > AN
M-141837-01-1 S © 4
Guidelines: EU (=EEC): 87/302 L133 p. 61-63; @CD 476; USERA (=EPA): §798.500,20
pt.700-;Deviation not specified o N o @7}6
GLP/GEP: yes Q RS
© R N
@ < & VO &
=) R & & <
CA542  Invivo studies i tic cels D sy L@ V& e @
4. n vivo studies in somatic cells & N & 6\ v Q
Report: K] 199@ 142032-010> A0
Title: Hoe 130360 Code: Hog 13039;&)0 ZQ@M 00062Mou$dmicrontcleysyest 50 & °
Report No: A58340 w ) N A NS
Document No(s): Report maludcs@l Nos.: @ Ny Y N S .
AN . @
TOX9 O SN w\j X S
M142032:01-0° & L O O w7 P $@ @
Guidelines: EU (=EEC)Q)2/69,L.383A,Ann.B42; 0L® 4745 USERG( b@@
798. €39sﬁpumu(§%> not gi@eifiedy O &
GLP/GEP: yes &% RN D
* ) Qr N - @@
Report: K ] ::1996;M-141186-0 L i
Title: Hoe 13030 Code: Hoe 36065 ZC9LDO001 - IX vivergat he@cyte unscheduled
ONA s@Qlesis® O S . N oo
Report No: EYSIEEIRENEER % Q &
Document No(s): Q\' 6@1t1ml@s i Nos.: @ & @
@Q TOX9610 \\ N @ X
o 14;{156 oLy @ @ %
Guidelines: ¥ o OEED: 482;Deviation not%ecm@ ®
GLP/GEP& ygs % @ YT @ m»
> S < N

CA 543 In@w st@hes lgerm @qs O gx %
Since all of the @ﬁrem%tlon ngtoxici @udles pro ted essentially negative results, and since
no evidence o n eff on @m (ﬁ a@een i her dies, an in vivo study in germ cells was not
regarded as r@essa@ >
S @ Q @ 9
=) S ¢F
CAS. 5@7 Lon %?rm t@mty and c&m@nmty

All siéeessary studies we@resel@d a@eva@ted during the EU process for Annex I listing. Please
refer to the M0n0§raph &id th@%e dossier. The long-term toxicity and carcinogenicity studies in
rats and mice not give eyienceot a inogenic potential of foramsulfuron. The following table
gives an o@we\& f t studies. BJo additional studies are required for the re-approval of
foramsulf&

&y e
<& @ &
@’@@%

-

&
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Table 5.5-1: Summary of long-term toxicity studies with foramsulfuron

Study and dose levels NOAEL LOAEL Effect: @ @b
ppm mg/kg/bw/d N >
O @w‘)> @
. . . N S Q
Rat combined chronic toxicity/ m: 849 @ °
carcinogenicity 20000 £ 1135 AN I@ffed@ >
0-100-600-1000-20000 ppm ' R ° . N
G MEGNEES
> N @
< @ O 9 P
y R T & & o
Mouse oncogenicity 8000 Q} 1115 &© 6& I@eff <
0-40-800-8000 ppm : 1358 o @
pp S R o4 & —
" N GRS N RS
e studies submitted in the baseline dossier @ge 11ste@7elov@ Ny N 2o
& O &
) &
Report: K,,zoo@w PR o O & &
Title: Rat dietary combing@chr n%tox \ﬁﬁand cogepntSyty stu@y AI&L*‘130360\(H0§
130360) Code: A@mo&( 00 1% ooe& S AR A
Report No: C006180 QN O v o & o
Document No(s): Report 111c11;é§6%1131@05 N R @\@ @\) @® § %@)
TofB119 > S O O
M-193438:01- 195@ P R
Guidelines: EU (=FK0): 88%302/@@3 JMAF: 4200; (@éozéjﬁ; USEPA (€BPA): 83-
5; De\v}’tmn%&ot spe@)ned & Qy S %
GLP/GEP: Y NIRRT
RO
Report: :2000;M- 19@\32 NN
Title @ e to \,-.--f Yber @?(/99 62-42 Rak dlctﬁy combined chronic
S to@qty and’s LO%H]L]I study; ¥ visiags0! hisegrica @trol histopathology data as
& |dxquested by the EU Code? AELY30366%0 10689000

Report No: & YI0ES5  © « 9 * S

Document No: Q\f M-T199282-01-1 - 2 © 9
Guidelines? Reyiationgiot spgodfied O V@ o
GLP/GRYP: ﬁ% é” NN _Q
< ,\‘ \
Report: N V; 3999:M-193893-01
Title: & | MYuse dNary gogentdity study AEZR30360 Code: AE F130360 00 1C96 0001

Report No: @, %06%}@ @ @) @ (ox
Document N&§): € Re@@ inclydes Tlg;Nos @

\!v 176
& Lo gus
m;\M 19389 \

Guidglines: N ECY@?%S/S J F: 4200; OECD: 451; USEPA (=EPA): OPPTS
A 8?§E20(§bewatm not@ﬁeeimed
GLP/GEP:  @° |yes & M\O A
N %“
& N e
CA 5.6 & @pro@tlve &Xlﬂty
All the\{%cess@fy studies ¢ presented and evaluated during the EU process for Annex I listing.

Pleas{%’efe @(\ he &t nggﬁ@ph and the baseline dossier of foramsulfuron. The 2-generation study in
Qﬁ 1nd1<@fe &@ reproduction toxic potential of foramsulfuron. Also the developmental
d

tox1cit ies in rats and rabbits did not reveal a developmental toxic potential. Therefore, no further
studies=were required or are needed for the re-approval of foramsulfuron. Table 5.6-1 gives an
overview of the studies.
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Table 5.6-1: Summary of reproduction and developmental toxicity studies with foramsulfuron &° @
<
Studies and dose levels Target NOEL/NOAEL LOAEL Effe& §
S &
N
. Parental & 15000 ppm 058 s o <
Rat 2-generation study reproductive m: 1038 mg/kg/ bw/d eff 7
-100- - : D
0-100-1225-15000 ppm toxicity £ 1430 makg.puid O o\@bii@ &
o § @
& FITSk
Rat teratogenicity Maternal & S é\g o effedts
P ¢
0-5-71-1000 mgikg bw/d | developmental | 1000mgkebw/d - Q7 . &7 o obscrled ¢
toxicity Q'?@' N @ Q ) @ @
— @@’ D@ @\ N X
& @ g}g Qx 6@’ @@ xi%ody weight
. ) Maternal N ke wd Q500 me/kgbw/d O G@ &
Rabbit teratogenicity toxicity N AN > S JfoQd int:
0-5-50-500 mg/kg bw/d AN o 7 AT o &y geddish uiine
Developmefifal [, 0 & o > No effdcts
toxicgt %}% 590®g/k§® % A@ - § @ obgrved
\Y) B
| . N a o b & O .o o @
All studies submitted in the baseline dossier dfe 11stund§@z) 1nt§A 5.601 an@@A 50.2.
a @ O
. . A .9
CA5.6.1 Generatlmstues ) @ & N & o
Report: R ¢ B 51999 M-187748-01 O
Title: Rat dle ) (@n repy ICtolV@OXICQ study AE l—;l @60 Code: AE
@00 199 000 D S Q AN
Report No: Q0004338 S VS @ 7
Document No(s):y R@Brt irteludes Tal Neg: N2 @& @@ﬁ
& Q[\ $0Xg6123 S NI £~
& 18748019 « Y AT S o

Guidelineg, ‘Of EUT~EE(y; 88/3Q2/EEGSBT IMAF: 42007OEED? 416; USEPA (=EPA): OPPTS
. 8%0.3800Deviagen not $ecified. @ U

GLP/GRP: EVERNES x> O

° N S N K
O & & O & S
CA5.6.2 elopmentatfoxicity studi
Divelopmentafoxicity stud RS
Report: @ 1 1997:M-143157-01
Title: NV Y Hos@B036Q (AE ER0360p EodeFoe 130360 00 ZC98 0001 - Rabbit oral
deopn@tal todeerty (l@gogel@ily) range finding study
Report €7~ o YW & -
Documeht No(s):  s@eRepogt inclutles Trighl 0s.; Q
N o S 908864 N
v @mssg Q
@ | M-143457-01d2 &>
Guidelines: NEU (€FEC)288/302; JMAF: 4200; OECD: 414; USEPA (=EPA): F 83-
" 3;Beviatign not spgcified
GLPIGE: X |w
S ©
& 8
cL T
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Report: < 1997:M-147435-01
Title: Rat oral development toxicity (teratogenicity) study Code: Hoe 130360 00 ZC98 0@@yf @
Report No: A67035 NS
Document No(s): Report includes Trial Nos.: 6 @ K
96.0760 & &@ &
TOX95390 > <
M-147435-01-1 e © ¢
Guidelines: EU (=EEC): 88/302; JMAF: 4200; QECD: 414; USERA)(=EPA): 8§¥,De§@ion Y
not specified 2 v @7}6
GLP/GEP: yes Q RN
o> R S Q o &
Report: Kl ] G1997M-14%441-01 . & o o Y
Title: Code: Hoe 130360 00 ZC9 42"/&""7' - Rabbit egal dev e@pmentfﬁ%on (ter‘@@&emc@
study & ) ﬂQ
Report No: A67041 a @? N & &%’ S

96.0761 .= L @

TOX95392 > O N &% .

@
Document No(s): Report includes Trial Nos.: %o @© Q«@\j Q) @@v@ ©§ @ @§°
o
M-147441-01-1,. D gazi\ IR Y ©§
o4

Guidelines: EU (=EEC): 8@?3‘02 %MAF @00 QE\CD ;U A@@’A)@} &
3;Deviationglet spe N <) NI
GLP/GEP: yes [{@ QO 2 O S
T l\a @ RAESERER S
Report: K] ,,Z,(LOO M- 1&9\&31], 0P & ~
Title: Ist @jidt,nd@] to R@m t nu@ber TO@{/()S/Q(Q 75@ﬂm Tdey %pmantal toxicity
(te\atogse icity) 5tL 1510 hlsto@ﬁl control bg$le iglitdata as requested by
the PU@@ e: P@e]aO@)OO 80080 & Q
Report No: Q€ 010803 N © Q) &
Document No: & M-399311-@051 O V S @ o
Guidelines: N | Diatiginot spedified, NEEOEERS
GLP/GEP: _o° |&» - ‘& Qo> 5 NS
o T NE S oo
casg -2 Neurotﬁglut@tudl S © o 2 N
Foram@uron a sul@nyh{@herblmd @@s no Structital reQ@onShlp to neurotoxic substances and
furthermore, ther s Ho ev@s ce. 0 rot@c tential in the conducted apical studies.
Consequently, n euro@yxwlt udl‘g.wer ulre an%@o special studies have been conducted for
this endpoint. @

@ @ ©@ \ \ o\
S %
CAS5.71 % Neurotox1c1ty§ldl rodénts %

Since the approval for %H“u:r\n at Q@pe@ level Bayer CropScience has performed a 28-day
neurdtoxicity stud lloég a I@mesﬁ” @ Japanese authorities. This study is not required for
Eur%)ean approval howéver fo@ow1 sSions with the RMS, Finland, it was agreed that the study
would be 1ncl&@3 1&1’&6 dor f mpl%ness. No neurotoxic effects were observed in the study.

RN

o

Report: &@ % ::2009;M-352628-01

Title: @ @% 1@28-dietary neurotoxicity study with technical grade foramsulfuron in wistar rats
Repogt No: . N09-NIQZ

Docfunent o7~ -5} M>352628-01-1

%ﬁﬁeling@ ~ OﬁD Test Guideline No. 424 (1997);not specified

GLP/@: yes
()
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Executive Summary
In this 28-day neurotoxicity study the neurotoxic potential of Foramsulfuron was investigated in@ats.
Technical grade Foramsulfuron was mixed in the diet and given for 28 days to young-adult mafe’and<$
female Wistar rats (12/sex/dietary level), using nominal concentrations of 0,53750 and 15009 ppm.
Twelve rats/sex/dietary level were used for neurobehavioral evaluationlswith micrepatho
performed on selected tissues from six rats/sex from control and high-dose Eroups. BO%WGI and
food consumption determinations, as well as detailed clinical observatiohs were conduictedeyveck]y?
throughout the study. Observations for moribundity and fprtality were{?érformed a;\g%ast ofce da@
Automated measurements of activity (figure-eight maze){and a functig@al observat&gﬁal b@ry @iﬂ ) &
were conducted the week prior to treatment and again during wee Ophthalmglogi
were conducted on all animals prior to shipment r¢féase and th@&agam on a&@t an ma@ duru@
week 4. All animals placed on study were subj to a gr necro durig week 5. Eor selegted
animals, the brain was weighed in order to calcutate the bral%od weighgypa tlo d skelefal miscle,
peripheral nerves, eyes (with optic nerves) éﬂd tlﬁs tl% ntrg ner\%@s system We% also
@

examined microscopically for lesions. @

The mean daily intake of the test su O ance“ém @a on@bw@y) roxm@y 4
weeks at nominal dietary concentrat oﬁQﬁSO pp@i res 1vel was 7 0 dad 1208
mg/kg/day for males and 362.4 a @ 1 g/ %ay here \§ catntgnt-related
effects attributed to exposure to Fap: msulfuron@%: anysdose | é

@Jrot colc@%endpomts

a NOAEL of 15000 ppm waS@stabh%@d fopymaleStand ale&(equl ent1® 12 8 and 1415 mg

Foramsulfuron/kg bw/day foﬂ@ale and fen@e rats @speé&vely@ &
N

@

@ & @ S
I. MATERIALS AND M@mo@s §@ C e & § @@
©
A.MATERIALS: & NS @ @6 S & @
Al E§@Wat§rial § @bran&lfur@ Technidal %% F130360)
criptivh: ° ”\a tespow AN
&t/ h #: < & h%l 0 0(0§nBatchNo. ELIR004130)
5;? O @ K @9 6 ‘V@w @
CA

&@ Stabm@ﬁof t@con@und Theest el eriakwas found to be stable over a 2-year

@ S & =
A2. Vehicle an po itive cogitrol:

A3. Test a Is © N N N
g’q @© S & & >
@7 Spec1 @ @ @ Rat,
Stra @, N < A@tar Han Crl:WI (HAN) rat
N % @ @ Weeks old eight weeks of age / s and 146.6 — 193.7 g
N Welght@ dosgk @Q 185.6 - 295.9 g for m:iles 146.6- 193.7 g for females
@ource: XXXXXXXXXXXX]
S Acchipati @en@ 6 days
@ Dl\g @ @ Purina Mills Certified Rodent Diet Meal 5002M (Lot
@ @ § Code JAN 10 09 2A) provided for ad I[ibitum
§ @@ % Q consumption during the acclimation period and
§ @@ § Q@v\ﬁ throughout the study except during neurobehavioral
testing
Q @@Q Water: Tap water (XXXXXXXXXXXX Municipal Water)
ad libitum, except during neurobehavioral testing
Housing: Individually housed in suspended stainless steel wire-

mesh cages, each containing a feeder, a source of
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water (pressure-activated water lixits), and deotized
cage board in the bedding tray §p S
Husbandry: Husbandry conditions were in accordance wi the@@
USPHS-NIH publication Gu1d$0 the Care a@ se 0
Laboratory Animals. @g
Environmental conditions - @ S SN
Temperature: The daily average of 18- 26§gC was maln@med¢§ ©
Humidity: The dailyspverage of 3§&’70% relatg@% hupiidity ‘@%
maintaingéd. \ y\g@ &@
Air changes: Mlanum daily a\@%ge of 10&9 (ro@ ©@ and ©
gf(room 318 changes p@ our <y @
Photoperiod: ours of_light @g@mat@ w@ hour@%f
& rkness

lights teggledgyoff rlngv\,ophth@mlc
C&exal@@@ath‘gﬁ &% @%@0 @@%“

AR 8

B. STUDY DESIGN: %% @ Q 3

B1. In-life dates: & \§tart April % 20 @9%
S E > 20. %,

@Q S
@

S O
¥ Y
B2. Animal assignment and tre ent T s Q\ @b
es

Two dose groups (12 rats/sex/dietary (@el) e ad@@ms‘[@@l st sibsta lexed in the diet at
nominal concentrations of 0, 0 ahd 15000 ppm for mates 3 % /kg/@y) and females
(362.4 and 1415 mg/kg/dayﬁo\’All 42 rats/ /d%g@ry leygl weréused-€or eu@beh%lloral testing, with

six/sex/level used for mlcl%athOng 2 § & o § S o

@ o o
B3. Diet preparatiopand a@ sis % © @6 é & "\@
The diet was prepa every oth eeh theXtest @é‘can@ mixe&irectﬁ% with the feed. A sample

of each batch ofdted my) jxed was taken anekretam‘@ in the fred er @3°C) until the study was
complete an § @cal data deemed sfacto@ The ncegqis
was measure /M3 anal$iis. The sta@ity i\" > b otl@oom temperature (~ 22°C) and
freezer (~ 3°C) e%osure and’@hom eneitihof the est substa » in the feed were established by
analys2§ samples at r@on@’t tions of 2000 a 75@@ ppm. The concentration of the test

:r—d

substaneg’in the ratlol@was n@sure at10®t at Was us,e(@iurmg all weeks of the study.

RN
Homogeneity A%@lysn nel \)f t g@'ﬁest s@star@ in the ration was within the acceptable
range for conce trat

ck @iose Qsed 1@])15 stitdy. These concentrations of 2000 and 17500
ppm had pe relq’/ ard%@ewat& (%§ ) of 1.78% and 2.37%, respectively.

Stability, @alysm stab ©of @“\?am g?uror&m the ration was established at room temperature
at dietaf'y’concentratiens of 2 nd 17 ppl@\mth no appreciable decrease in concentration with
sevemgdays of storage. Fo sulf@on sta@bat freezer conditions for 35 days, with no appreciable
decrease in concentratlo@t 20@ and 17500 apm.
N

Concentrat ‘@ An&%ms @ual@nal @Qﬂy determined) concentrations of the active ingredient in
the 3750 15(@ pppiydietaty levefy used in this study averaged 105% and 104%, respectively.
Based or&ese@e\sults,@ r@n analytically-confirmed dietary levels for this study were 3927 and
15668ppm. O & O

& SO SRS

B ﬁatl v @
Statistjie@ evaluations were performed using software from either INSTEM Computer Systems or
SAS. THe level used to establish statistical significance was p<0.05, with the exception of Bartlett's
test, which was tested at p<0.001, Continuous data were analysed using an Analysis of Variance
(ANOVA), followed by a Dunnett's test if a significant F-value was determined in the ANOVA. For
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the FOB, continuous data were first analysed using a Repeated-Measures ANOVA, followed by a one-
way ANOVA if there was a significant interaction between dose group and test week. Categorica
collected in the FOB were analysed in a similar manner, using General Linear Modeling (GL. cj§
Categorical Modeling (CATMOD) Procedures, with post-hoc comparisons usn@)Dunnett‘s ti’;nd an
Analysis of Contrasts, respectively. @

Motor and locomotor activity (activity for the entire session and activit st%r each 10- n@?ute @rval)%
were analysed using ANOVA procedures. Session activifyydata were ﬁés\\t” analysed ys lzlgng a Repeat
Measures ANOVA, followed by a one-way ANOVA. Fér pathology continuous werd Val% led @
initially using Bartlett's Test to analyze for homogengity of varianCes among grQups. S@@ Lli@
data were further analysed using an Analysis of V. %ﬁance (AN ) followe& Dunn tt'sc Fest fay
pair-wise comparisons. In the event of non-h eneous data, stagistical @alyS@ wa @)erfm@e
using the non-parametric Kruskal-Wallis Test Tollowed by@f@a Mang- hl@ey I%\Test pa ise

comparisons. é& @@ % & @
Micropathology frequency data were ﬁyse @m a %ar Test 10weé®by @j
Fisher's Exact Test in cases of significafif varlaﬁon b he % e an @rob bility @e of
p<0.05 was accepted as significant .QQ, st@i%twal&t;sts th@\g cepg)@n of@rﬂ est {2 which
a probability value of p<0.001 was sed. @ @

Q & @ 6 @ @ @Q @ \
C. METHODS: & = @ S L&D 9 5
C1.0Observations KSR Q

Cage-side observations we%’ coﬁ@uc @wm&ially fpnce ﬁally hg)l@ys d weekends) for
mortality or clinical s1gns@f mor{Bu ” Detad ed %yswaéqg;amn@ 10n@r chm;:al signs of toxicity
were carried out and recorded@ce e@%:h wegd @@ Q @

& QS O A S
C2. Body Weight Q@ ) S @ © S
Individual body wgight @%ermma 1on$'weresade @klyg@ddlt@nall | animals were weighed on

the day of sacr@éé’e fo&rmma bo%wmg@neasﬁ{em%t §

‘”\a

C3. Food nsum@ion ) \ @

Feed wa %%/Qallable for-gd [i l@m mptlc@n fo pe Jof %@Week prior to changing, at which
time afy uneaten fee@ was @llected an disposed of. N«ndlyl(@al food consumption was measured
weekly. Daily foo@nsu@}tlo as a\@age&%ver the duration of the study, based on per kg body

weight. The ave n@ ofitt the a t% 1ng@dlen@(A I.) (mg a.i./kg body weight/day) was
calculated us1n WeekQ 0 (from 1nnk§ of the week) and food consumption data.
The genera NG Satio ula% was: |a.i.in feed (ppm)/1,000] x [feed consumed
(g/kg body. Wt/day)] ody @%day @m@s formula, the average consumption of a.i. for
males a males thatzreceiv, dlet@ nt@ ng amalytically-determined nominal concentrations of 0,
3750 a 5000 pp@%oram ﬁQ)n Wa§ 30@ and 1208 mg/kg/day, for males and 0, 362.4 and
1415‘:@g/kg/day, rfem @
@)

C4. Neurobeh@?oral Asse en%ﬁzﬁ
All animals(@t Wa%%ass' ed to.the u% were tested using the FOB and motor activity on two
occasions ce @ ing the week pri initiating the exposure and again during week 4. The order
of testl gnm@’n)t of als to mazes were done in a semi-random manner, such that groups
were a ros est ta@es and test devices, and no animal would be tested more than once in the
sam§naze n ngtor to each test day, the appropriate animals were placed in the correct
t had ablished for testing on that day and allowed to acclimate with minimal
dlsturl@e until testing on the following day. The dose group identification was concealed prior to
testing t0 ensure that testing would be conducted without knowledge of the group assignment. Sets of
eight animals (maximum) were evaluated individually using the FOB and then, approximately 30
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minutes after the last animal in the set had finished being tested in the FOB, all eight rats were placed
individually into the mazes to measure activity. éf S

/

Each week, testing was staggered over three days to accommodate the schedulefor behavior: [%?ystmg
The open field and mazes were cleaned prior to testing the opposite sex to uce the res& al
from the other sex.

\
&% : & § 0
a. Functional Observational Battery (FOB) & %\ N
The FOB closely follows the battery of tests described b , Withy %ch animal 1V1d%y &@

not readily quantified. The procedures used to dete \\f e landing £pot splay an sgrength @pe bas@
on established methods. The technicians who @ cted the FO bln@ed v@ re ect t
animal's group assignment. Inter-observer reliab 1ty has be@esm’[ﬂashed@a or@ to aﬁow ﬁlple

persons to perform either the observatlonsénd/oeas& en@, ens@ng }?’cons%tenc of the
results of each technician. © $ % & °
% @ @ Q % @ © @7 @
When applicable, observations were %red o}bmte@zty %llo 1) s@ght ely&ercﬁe or
infrequent) or 2) moderate to sever até@vere llec$ white, he i%s ﬁr home cage,
during handling, and in an open fj & T r%?mmqg s (imghe egl@er ﬂat fac th f@perlmeter
barrier, such as a cart). In addltlereﬂg@x and physiolggic o at n@ mer@ ere made
while the animals were sittingyon th@ cart @irfaceSfollow) (@ﬂ ﬁe@ ob atigns. Home cage
observations included: po e, pll%ere@@ , 1nunt?§lw mdto vementS (suCh as repetitive
"chewing" movements of mouth jaw,Gremoss; and @nvuls%ns)@alt a&?@rma@yes vocalizations,

decreased activity, repetfié@: hea obbﬁ@g a@ncr&sed I‘@G{[Wlt% % @
@

Observations during &%ﬁdhr@ﬂncl @se of @mv %om dage, reaction, to being handled, muscle
tone, palpebral clogi¥e, lacrimati ion, sal di3 char@, stains (lacrimal, nasal, perianal, urine,
oral), alopecia, e@mgl@ b1 e%mark&e halmyg bro te@ma geclusion, missing toe nail(s),

dehyd: fuchi %@ h RS
ehydration, a@ ture upon plc 1 0% tm&) § o

Open fieldeg2 min @observatl I@lncl@j ed: @nber§ egs, p11 ction, respiratory abnormalities,
postufiﬁ/oluntary m@r m@%me@ stereotypy {excessive oriepetltlve behavior), bizarre behavior,
gait a alities y&)@dhz S, g\o\rgousal level, a&@amoﬁ%ﬁ of% excretion
A %, (&

Reflex and phy@%ogl%obs@tmm@nea%@ments inclded approach response, touch response,
auditory response, t@pmc@ pulze Bt nogival liﬁin il ighti fl i

il g, pupil response, righting reflex, grip
strength, bodgpyweight, bod@@t%m&eisaturQC\@nd l% ing 8& splay.

b. Mot@d Locomatpr A@lty @ § w\a
Motor and locomotgactivity as\evaluasg app@mmately 30 minutes after the last animal in the set

(8 ratssmaximum) ha ﬁr@d 1&@1:011 e@t rats in each set were placed individually into figure-
eight'mazes and activity%as Ir@i or a fotal of 60 minutes. The figure-eight maze was selected as

Scoring criteria and explicitly-defined scales were us¢d to rank t%@verlty of o rvat S W@l ar&

an established &d widely- autot ate@ctwlty measuring device that can be used to detect both
increases a de créases f actliﬁiy h maze consisted of a series of inter-connected alleys,
convergln& tral na wasQovered by transparent plastic. Eight infrared emitter / detector
pairs (t 1n h of ®e fi e-eight alleys and one in each of the blind alleys) measured activity;
each tigie a intéfupted, an activity count was registered. The floor of each maze rested

abo§ absc@ent vlich was changed at the end of each day. A Columbus Instruments
(C@@umb@@? OH) Umv§’al Maze Monitoring System and a personal computer were used for
autom data collection. Broad-spectrum background noise (74+2 dB(A)) was provided throughout
the test to minimize acoustical variations during testing. The uniformity of light intensity (100£70 lux)
over each of the mazes was verified daily.
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Motor and locomotor activity was examined during each of the six, ten-minute intervals. Motor
activity was measured as the number of beam interruptions that occurred during the test ses@on.
Locomotor activity was measured by eliminating consecutive counts for a given beam. Thus, for§
locomotor activity, only one interruption of a given beam was counted until ghe rat relocaln the
maze and interrupted one of the other beams. Habituation was evaluated as@ decrementdir a

during the test session. N
?&% N ©@ § ‘3”\9%
CS. Ophthalmology ©) &

Pre-exposure and pre-terminal (week 4) ophthalmic eXams were ﬁumed on %ﬂdy a@Enal @ a
semi-darkened room. The pre-exposure examlnatlon@as used to t ammalsgv ic @nw%@
ophthalmological defects that could interfere with e interpretatjon of studyx sults. Aninggls

such defects were sacrificed without necropsy. % i re es teSted u@g a enhg]@or

transilluminator with Finnoff NY)@nd t}@a a mydrlau@ent
was applied to each eye to dilate the pupil glydriagis, thexconjunctiva €ornea “and lens” were
examined with a slit lamp microscope, a%dt e )?reou mo%@’etma@choro@ an@opt@c were
examined using an indirect ophthalmoscgge and@ ond@sm‘e (%drop@ N §@
C6. Sacrifice and Pathology Q K ’§ N

All animals placed on study were @@JGC'&% to a\c%mplse\r,e gr%@l psy ifvolved an

examination of all organs, body@awt% cut@urfac ex tial ogifice gﬁd cesse] The first six
males and six females at each @etarys:ie el v@re sed f@5 perfilsion a gotio of tissues, with
replacement, as necessary (e§§1f th&per jon was’considered @ de@yte ora 1ma®replaced due to

early termination from study 3§% e de@iy ane he@d usn@ an @traperrtoneal dose
(50 mg/kg) of sodium pet ffbbarbi 1 a enerfu d V1 entrf@,% A sodium nitrite (in
phosphate buffer) flush follo mve§e ( V) EM T@‘ade $alin) in phosphate
buffer. The entire @n a sp botl@eye@g%mth @)tlc éervesk\and selected (bilateral)
peripheral nerves ($€iatig, tibiajand @zral) gas¥eriangganglion, gastrocnemius muscle, both
forelimbs, gross }€sions @ neugal tissués or s‘keletalo@ scl d physicakgdentifier were dissected from
each animal g ost—léed in %LO% éﬁosph@ bu’@red rmalingFhe btain was weighed upon removal
from the skul@priq@ pl%@nent to féxmalingand brai§dy@'eight ratio was calculated. The
remaining @pimals, including e tha%vere @criﬁc@’ prigr to s termination, were sacrificed by
carbon @dee asphyy@lon@srd n@pswd Tertninal \eddy Weights were performed immediately
prior for necropsy., t& al]&\@ for calcu@s’fon §P orgatr to- body weight ratios. Micropathology

examinations wergpondutted o> con@reh@we ectiomof neural tissues from perfusion-fixed
control and hig se rats of sexes Ek% coronal s@ﬂons of the brain and sections from three
levels of the spinal ¢ %cer@eal acighlumbay) an e cauda equina were embedded in paraffin
and stained hef@atox osm rsgl root ganglia (including dorsal and ventral root

ell&s ar& asserian ganglion were embedded in glycol

fibers) from the cervica d@ ba
methac@ (GMA). @yes @c nel@es a astréenemius muscle tissues were embedded in parafﬁn
and stained using P@ %, r&&nerve c1at@1blal and sural) were embedded in GMA and cut in
crossiransverse-sestion, eLl a@'lon n@ectlon GMA -embedded tissues were sectioned at 2-3
um and stained using @’mod ed e’s t@r The sciatic nerve was also cut in cross-section at
approxrmately @3 ng\ ain 1th modlﬁed Lee’s stain. In addition, histopathology was
performed ny r coltecte t necropsy. Tissues from perfusion-fixed animals at the low-
and mid- w@ n0‘§ubje to micropathology unless a compound-related lesion was
presen@ eh dos roupy)

<

Cc7 &%ﬁlvn@ N

Tlﬁ(é stu @th not 1ncl§e concurrent positive controls, but references are made to previous studies
condu at this laboratory to serve that purpose. For the Functional Observational Battery (FOB),
studies were conducted with acrylamide, carbaryl and untreated rats to establish the sensitivity,
reliability, and validity of these test procedures, the adequacy of training of technical personnel and to
serve as a historical control. To assess motor activity, studies with untreated animals and with rats
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treated with reference substances that increase (triadimefon) and decrease (chlorprornazine) motor
activity have established the sensitivity, reliability and validity of the test procedures used. 1es
performed at this laboratory with trimethyltin and acrylamide have established the sensmvt

reliability of the micropathology procedures for detecting lesions in per1phera§9erves and tentra

nervous system. N
@ @& N
II. RESULTS AND DISCUSSION S O & °
A. OBSERVATIONS: < @9 %\ NS
Al. Clinical signs of toxicity \g S @ &@
There were no treatment-related clinical observationsiseen at any d@%ry level m@@the@x ©f“?e 1ngi©

that were considered incidental and unrelated to trgfnent were ab on rlgI{ oulder’in @€ higlw

dose male, areas of hair loss described as alope@?l two control am@i@vo lo®- dos&e J and@ae
low-dose female described as a spiller on one occ#sion. g N
p . é@) s 6 \% N

N 9 NS
S
A2. Mortality © %@ @@3\’ (@ ©@J v @& % IS
There were no deaths at any dietary 1evel%% \ @Q % @@ @7 @
& ~ é\’ 2o §
B. BODY WEIGHT AND BODY GHQ\GA & <& O
Body weight was not affected by tri@me elt& sex ﬁny d@far% {evel (Fgble g@i—l).@
) O N
Table 5.7.1-1: Body weights (meggl%g) g;@d ) oy @6 @ @ § @Q o
Day No. AN & ose l§evel (@%) % © @
f@%é% @ /kb( \0@@ %/kb()
Contro g/kg bw (m 15 1208 mg/kg bw (m), 1415
AN y @@d gg@%b & m@ke bw;@;@)
N . §® Mtes (n=® PN
Day 0 @ 237 9&14@ - 23@19.9@@ | @ 24841258
Day 7 F 6\271 7504 % O a0:288 (DS agaress
SEES O N &

Day 14 > 2%%26@3 S \@289..8 S P 307.0+ 40.5

Day 21 \@ 145325 @ O 3 340288 N 322.0+46.0
Day2§§ D329 5 8 o L Dogdes O 344.0448.3

@N A N @%\}9 %nalesﬁ 12)
Day 0 4 @57 1§ 4 @@’ o©$’ 165.9+182 163.6+7.8
Day 7 ©@ ﬂl\s\ \181 §126 177.147.3
S Q2

Day 14 @% @189 o=l ¥ Q@@ 199%+11.7 189.3+7.8

Day 21 S 199,530 5 @)0 8+14.2 200.0+9.7

Day 28 > g@ﬂg\? q m@ 21254132 208.9+10.1

Values represengyhean + s. d & @ Q&
Body welg}@ere{m\ﬁtatl ally dif] erel@from controls (p<0.05; ANOVA + Dunnet's test)

&§9@©§’©
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C. FOOD CONSUMPTION
Food consumption was not affected by treatment in males or females at any dietary level (Table @ -
2).

Table 5.7.1-2: Food consumption (g/animal/day + s.d.) @b g\@ A@
Day No. Dose Level (ppm) v & AN
Q" ¢ N
Control 3750 (307.0 mg/Kgbw (m), 15@}0 (1208 mg/.i]&ébw iy, 1415
362.4 mg/kg bwy)) Mkebw () & @
« Males (n=12)O° W & L
@ Q =
Day 7 21.28+1.75 13242.56 R| o Q&m.w@gsl SIS
Day 14 222342 54 Dr5:238 o 2 & 2%@&3;(&@ %Q@
Day 21 22.38+2.41 S 2100023 @ @9%37\6
Day 28 20.71+1.89 A Y | & 21362808 g
N \ }emale@n= Y & §
2 5 )
Day 7 16.05+2.78 ©Q 1@5@@@ @l‘\a § §5.7@4 5
Day 14 16.1511.@ @ 16 9562 09 O @b O 1@%&3%
@9 < ©©> N
Day 21 16. 73@55 @’ 2607 Q 221,53
Day 28 153041, @ € Q6 754221 & |- & 15.651.38
Values represent mean + s o § @ @‘v\t‘o)
Food consumption was not stat@ally@jfferer§ @rols ®<0 OQAN&VVR?-F D@yet‘s test)
S @& x> o
D. NEUROBEHA@ORQL RE Lms @ & L@ S @&
D1. FOB Findi <~ @ o
There were n din \elated to tréatme “diet %w@ eith€rsex. Observations considered
o i iy

incidental an d t&g@eatme t inctuded lesigpy desofibed as a scab in one high-dose
male (weelést), urine stain in o &fem ass1®d to the lowdose@ft)up (pretreatment week) and hair
loss (de@bed as aloa) WO l@—dose femalgs (we€k 4). None of these findings are associated
with trféatment sincg ommonl §cen . n@ontr(\:)h\gl”amr@ (e.g., hair loss and dermal lesions)
and the urine stai *@S seézn prio tre&éent@atlatl S

D2. Motor ac V@:%y Q \% @ @§

In order to H@sure@ne é%lt devof th&?ffe ence that should be considered biologically significant
the avera%pretreatment%lue mo et gra@ps of males and females were taken as basis for

compar © Y W
For_thetor activity:she pl@%eatm@t uQ és f@@roups that later received the test substance averaged
from™1% lower to 3% I@her €han animals,4skigned to the control group for males and from 6% to

10% lower thaf€con le forgiemales (Tab@S 7.1-3). For locomotor activity, the pretreatment values

@

for groups tiar lat the test sypstance averaged from 3% lower to 6% higher than controls
for males @nd fr 2%@ 8% dowerfan controls for females (Table 5.7.1-4). As a general guide,
these 1 ts c@ irm @erences of approximately + 20% are within the range of normal
Varlab@ orat?ﬁ@ for groups of 10-12 rats/sex/dietary level and, therefore, are not
b101 gmf' nt of the overall 60-minute test session, motor and locomotor activity was not
f@cted by treatment a ny dietary level in either sex. For males and females, interval motor and

locom activity were not affected by treatment at any dietary level. Habituation was also not
affected by treatment with Foramsulfuron in males or females at any dietary level.
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Table 5.7.1-3: Summary session motor activity results (% difference from controls)

Test week Dose Level (ppm) (@" @@
3750 (307.0 mg/kg bw (m), N 07
362.4 mg/kg bw (f) 15000 (1208 mg/kg bw %} 1415 mg/k (%
Males (n=12) @ o <
Pretreatment -1 %% +3 R @K @Q &?@
Week 4 -6 © & 7 S § @
Females (n=1\£ QL @@ \© Ao ©§
Pretreatment -10 @} Q&U . —669 R @© @
Week 4 -3 @&% 9 S - N
Values are perf:ent greater (fr). or less (-) than. chcu%};t control °\v Gog R &Lﬁ :§
Summary session motor activity was not statlstlc Ly dlf@@m ﬁ;&%con@g}’((p 5, AROVA) >
%, ¥y T L S
s L@ @ Q Q @7 N
. \ < @
W\? \\ @ &% o O = w, §
Table 5.7.1-4: Summary session locom acﬁw\y ret ("Z’Nllffer@ e fromw con 5) O S)
Test week @ X ° K @se &eﬁ@’l (@@J $ &y ©
3750@307 @ mg/kabyw (m Y O EN
@362, 4w kg B (), & 1@%(1@@ mg/ w%@, 14%\2 o/kg bw (D)
<] O
SR T A
Pretreatment \@J) ) @Q & o § $§\ +6©\y\7@
Week 4 S o 38 P O « 8
Y& gFemdsedd) O o O
Pretreatment &y S . S)) Q@ @© @@ o @ -8
S (O O NN @ @ L
Week 4 @ N\ $ w -3\ & -13
> £

Values are pe@m gréater (+@r less @) thaﬁwoncu st co
Summary s(%gsmn lo@motow\\éctm@@was %‘[ stat%&cally erent fgom

@ \
E. 0P§HALM0¢L@GY @ & & ~

All ophthalmologi dirigs Wexé\éonm@red t1~t1101d 1 and%nrelated to exposure to foramsulfuron.
The incidental ar abnormadities W@re regg ded at studdtermination included corneal opacity and
retinal degene@mon rnealdppacity’ and e tma@ tion noted at the terminal ophthalmologic
examinatiom@ere consid tQ ‘be ba@]ggrouri@k and/or incidental observations because the changes
were not statistically mgr@ca %le charges gj°the &used animals were not correlated to the results
of the n%@scoplc exa@gma‘u@of th@eye%&om erfused control and 15000 ppm dose level animals;
and/or there were n%?reat ent-related findings "&b any dietary level in either sex in a 90-day toxicity
stu onducted wg mp&iind Qpr&@e Dawley rats at nominal concentrations of 20, 200,
5000 or 20000 pgm (seéA 5@ ).

wntrol ((p<0.05; ANOVA)

@ &
F. SACRII{gﬂ é@ LOGY @
F1. GrossPath y @ & Q
No com ss lgstdns or gross observations were evident at terminal sacrifice in males or
femaleg at n@wta evel©
N @ @N o v

@
F err@al Body an@rain Weights
There g@ere no treatment-related differences in absolute and relative brain weights between control and
treated perfused rats.
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F3. Micropathology
There were no treatment-related findings in neural and/or non-neural tissues from perfusion-fgged
high-dose males or females. Tissues from animals at lower dose levels were, therefore, not exami ed. &

v
II.. CONCLUSIONS & & &

. @ @
Technical grade Foramsulfuron was administered in the diet for 28 days to”young-adult Wistag, rats
(12/sex/dietary level), using nominal concentrations of 0, 3750 and 15 OOO%prn for male®and ales®
Twelve rats/sex/dietary level were used for neurobehaviaigl evaluatlong:&?lth selecteg@fssueNrom &
perfused rats/sex from control and high-dose groups u¥ed for neure{$thology. T ugh@@ .,‘ Dof &@
continuous dietary exposure to the test substance, the@ were no neufotoxic effects or tre@
findings at any dietary level in either sex. Based @n these re@s a NOAEI®for nettotoxj
endpoints was established at 15,000 ppm wh1cqu1valent<) O@g/kg@w/d@%m n%les a@to
1415 mg/kg bw/day in females. AN

D'

S Z & oo o :

CA5.7.2 Delayed polyneuropathy%tudles} \@ Q & Q @7 @&
Since foramsulfuron does not belong tothe clm\fg opQ@phagﬁr e&@am frqg whic@ome

candidates have the potential to cau@@ﬁolm\ro thy, singeIn t@wthe xicofogy stlilies no
evidence of any nerve effects @ se it nQt ne&e@’ary & conduct tesging with
§ %

foramsulfuron. Q o o > @@ &© ©©@ @@Q N
v S @ Q D &
% AR o
CA 5.8 Other toxicalogical ﬁud@ . & \@ %
No other toxicology studl@were@eem@ Q’ N @ %@
S EgCHS PR
CA58.1 e & SENORENS
8. y studies @meta@)lltes §9 o &
Since no plant- oil- @mﬁ %tab*@l?es J%ave be@ ide @%{ed 40 sp@c studies with metabolites
have been con @.) ed. @ & @ §
S S %© Q" «, @
CA5.8.2 @ Supple&entar&%u@un t@ actlv@§ub@nce
No sup@mentary toy@g%log@udles er&p@rforl@@d Q@ . &
> O & N
@ S N

Q
CA5.8.3 Eydoc&ﬁae dl@ptl rom ies o ©©

In the apic s;udle @0 ev@ence o@f9 a ocnl@ effe®of foramsulfuron was obvious. No clinical
51gns organ ght effe b or hol cal f@ﬁ in endocrine organs or organ systems were seen
in any s ronic or ¢ romc/ mc udw ich would indicate such an effect. Furthermore,
the repr@guction toxieit 1n rats and d pmental toxicity studies in rats and rabbits did not
indicate any impagtyof f msulgiron @1 re uction or developmental parameters indicating an
endoerine effect. Furthepgrore @rams ro&es not fall under the interim definition for Endocrine
Disruption.  @° & @ A

F &S S

& N @

CA5.9 I\ Medical@ta S Q
The f@l%wm@@(nfor atﬁA 5.9.1) was provided by the global medical director of Bayer

Crop eHC@ and gives the most current facts (January 2012).
CAS. @ Medical surveillance on manufacturing plant personnel and monitoring studies

Number of employees handling product: 30
Production period: 2002 to 2013
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Personal safety measures: Work clothing, safety shoes, rubber gloves, goggles, dust protection suit,
dust mask or face mask with ABED/P2 filter
In-company experience: No unusual occurrences or complaints

9y
&)
Doy

5 g
& O
CAS5.9.2 Data collected on humans (753 S o\@
No data were collected on humans. % § <
© < N &
. : g @ & S 0 9@
CA5.9.3 Direct observations ©Q @ S é\g @&
X
Please refer to point 5.9.7. @} Q& . R ®© @g}
9 Q & §
SRR N
CA 5.9.4 Epidemiological studies “ %" é@’ &%\ %@’ @6 \% N
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Treatment:

e Qastric lavage does not seem to be required in regard of the low toxicity of the compound. §f S
e The application of activated charcoal and sodium sulphate (or other carthartic) mig] b§§
considered in significant ingestions. S @
e As there is no antidote, treatment has to be symptomatic and supportive. ¢§ & @®
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