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CA 5 - TOXICOLOGICAL AND METABOLISM STUDIES ON THE ACTIVE SUBSTANCE

This document contains only summaries of studies, which were not available at&e time of the Cn st
Annex I inclusion of iodosulfuron-methyl-sodium and were therefore not evalfiated during the firs
review of this compound. In order to facilitate discrimination between new.and original 11@rma@n

the old information is written in grey letters. All studie
the first Annex I inclusion, are contained in the Monogr
dossier provided by Bayer CropScience and are not S@marlsed 1n this documentg»\g Q

The Acceptable Daily Intake (ADI) established i
was based on the lowest NOAEL observed, speci
oncogenicity study. The conventional safety

s, which were alr@ad submltted% y
$ its Adden@ and in the (zé;gm@baseh

first EU geview @ﬁode@fmo&et —sodl®
call @(g bwdday i@the r hroﬂ%e /
éﬂncer@nty factor o&%O v@ app derl%ln
S

gan

>

SN

@of&@mg@gb% % ©© B @7 @
An ARSD was not allocated in the 1n13§f EWVIC fio ulfumn me 1 so se 1t@1as
considered not necessary. On the asts of, toxigological pro% 1fur®—me od‘?@m is
considered unlikely to present an égute %azard > @
CA 5.1 - Studies on absorption, %stnb@n, I&etabo%jm and excre{@)n uggnam@m@ls

N
"2 &’ & S &

CA 5.1.1 - Absorption, dist?tior@meta@)lisn@nd @'eti by ral ro t@
> T e & < & S
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&

o

&

§’
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©
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11996M-143006-017

Report N) 5
Title: @Q éy\ ostability after a sm oral ddminjstrition 00 r#ig/kg body weight to a male and
O emal®at (PERnyl-8c 4()@& @ 11 @
Report No;- 9 A583M4 & N Qp Ry
Documeng Ko: M\A42Q§&v01 1 v 9 5
Guid (= K3C): 9379719; @lAF: IECD:,; USE®X (=EPA): F 85-1, F § 85-1;Deviation
N n0t§§ecme&g o N N
GLP/GEP: S RS
&2 S AN
Report: @ 1996 NI-140088-01
Title: W N m al@lmm@lon rat, oral high dose (500 mg/kg body
AN / @ -Hoafk 5009
chortg&@f . %625@ 9 2
Document No: Q\M 140088-04s 1 L W
Gl@ﬁ%lines: X J\@ QU@ED @ﬁSE@(—EPA) 85-1;Deviation not specified
GLP/GEP: ye&
@
&
Report: Q) ;1996;M-140089-01
Title: &K é% B@)d evals foll ng single oral administration of 500 mg/kg body weight to male
@ @y | & fm@ rats_14C-Hoe 115008
Repog No: Y DAY
Docfwent 17 5] M140089-01-1

({Ncli%@

JMAF: ; OECD: ; USEPA (=EPA): 85-1;Deviation not specified

GLP/GEP:
S

yes

@
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&%

Report: ;1998;M-141310-01
Title: Metabolism - rat, oral high dose (500 mg/kg body weight) 2-14C-triazinyl Code@
Hoe 115008 o
Report No: A57609 N ®)
Document No: M-141310-01-1 L NS
Guidelines: EU (=EEC): 94/79/EC; OECD: 417; USEPA (=EPA): F 88-1;Deviatiog not ‘N
specified ®) A
GLP/GEP: yes A < N A
X Y ¢ & 9
Report: :1997;M-14131 61 YO
Title: Metabolism - rat, oral high dose @00 mg/kg bo@swught) U-140- phcn%Co@Hoc@
115008 2 9 S & <
Report No: A57610 ol N \U 9 «\@
Document No: M-141311-01-1 S L9
Guidelines: EU (=EEC): 94/79; m@ﬁ‘ O@CD @w U@&PA (A) @;s 1 Deviati %n not
specified m
GLP/GEP: yes FRIRES \ % AN Q % @
I NC NI
Report: B ] ;&@6;M&ﬁ30§@ ~
Title: Absorption, d@éibutiand *sliminathen lgoral l@fdos&}@) m@g bod%%f’eleight)
Triazinyl- 2-@( Qg)de Hea | lSO@} AS Q @) N
Report No: A57608 @ w @V S @7 D @ Y o
Document No: M 14 01-1 ~ N @ O
Guidelines: %hhcé@mw gg O@D 41@USF®A( @A) Sullliv. @385 1;Deviation
not ecifie §
GLP/GEP: yes S @ Q "\ﬂ @
S 2 & ~ o RS D
Report: & 1996e)1-1420035-01
Title: N) Id leyals Tolldwing stagle or&nd ven adr@gtratlon of 10 mg/kg body
m@) ight 10%11211&@\11d IGI%Q ratsy4C Ho
Report No: & A583@ SEEN &
Document Mo: "9 M-142005®) -1 N
Guidclillgs:// E&(—@) 94@7)0Féﬁ 41 USE@%&( E\PQ() F§ 85-1;Deviation not specified
GLP/@E‘F’: @es O AL (@) 2o Q
S D
Report: -@97-}&141312-01
Title: dos@l 0 m( vg body weight) 2-14C-triazinyl Code: Hoe
Y
Report No: N
Documentyo: MMBL@I 1 =% @ 9
Guide@: 4 BU (=ERC): 94779; J@\F. +«QECD: 417; USEPA (=EPA): F 85-1;Deviation not
Qypecified N N 0
GLPYGEP: Mye T QT QO
© < @ U
Report: R ;1998;M-180570-01
Title: @ N NWsorptioh, disgjbution, elimination - oral low (6 mg/kg b.w.) and high (200
RS .Q b. &) dosé¥Phenyl-U-14C)-AE F115008
Report N& @ (@Q()O,??{(z?y
Docugaont Ne&  AN\M-186570-01-1
Guidelines@)~ @% §‘(§ﬂEEC) 94/79/EC; JMAF: ; OECD: 417; USEPA (=EPA): Subdiv. F§ 85-
[(\@ eviation not specified
GLP/@: yes
%)
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Report: ;1998;M-148018-01

Title: Dog metabolism - oral high (200 mg/kg body weight) and low dose (6 mg/kg bod@
weight) U-14C-phenyl-AE F115008 o §

Report No: A67649 N @b o

Document No: M-148018-01-1 A@

Guidelines: EU (=EEC): 94/79; JMAF: ; OECD: 417; USEPA (= EP/{@? Subdiv. FéSg- °N
1;Deviation not specified 2

GLP/GEP: yes A < \ &

N i O D @

Report: ] ] :1998;M-180572y81 MERNENNERS

Title: Rat absorption, distribution, eling@@ation - rcpca§d oral dose (7 QI00 mgikg b@@ @
(Phenyl-U-14C) Code: AE F143)08 RS &

Report No: C000383 ol NS \U 9 «(\@

Document No: M-180572-01-1 RN

Guidelines: EU (=EEC): 94/79; m@? : 09CD: @w U%PA( f‘@r A): @; Q eviati %n not
specified @Z%’ A @) i

GLP/GEP: yes FRIRES \ % AN % w

O N o > O f\% S

Report: 5 1998 M-184530-01¢)° &Y

Title: Rat metabolls@ - Repf@ ed drl dose¥J x I@Qmsﬂk@%dy @5ht)§1 4C ng@nyl -AE
F115008 Q D A O

Report No: C000362g) w0 @ X @2 @& (S @ &

Document No: M-180530-01-1Y SRS @ e ~ 0O

Guidelines: EU (=EEC)%94/79/. J\@&F GHCD: 4%7; l@f,m Q@)A):@ubdiv. F§ 85-
1; l)@latlm@lot speiifie S Ry

GLP/GEP: yes @ NN A

The toxicological
The absorption,

1
F115008 was 1&%5‘[1

oral high dos

labels (U—l‘f@—phenyl and 2—14@\; 1azi
nsecutlve

bw for

sulfonylurea bI‘ld e

pattern was 1nves‘s@’ated 1n uri

v O .9 O
Q

T & & O
dﬁ ile gf iodo urethﬂ%odu@ WaS@lreadygwestl%ated and evaluated.
b

t@n (inelu ng“blood\and pl%%a ké@tws@eta m and excretion of AE
&d ub 1sta$sats u or&lfand trave@ low'doses of 10 mg/kg bw and
mgkgbw, T enge@f the@el p6Sition ¥as examined using two different
1ab@> Repe ed azal adn@%lstratlon of doses of 100 mg/kg
inves ated as we -phenylrlabel only, as cleavage of the

§1an eta@gkc p@&hway @kr single dosing). The metabolite
aeceSand c@e waéBing adequate analytical methods.

S Wi
ove %o

After specific tox (¢ ef@ ad b&come &bvioysabsorption, distribution, elimination and in
particular gi ohs® er

was close %the 90 day @AE&@\ W§S
xic Y

se level with cle

pattern was investigated in yrine, ﬁs@ces
< ged iny &

close to

SO e')&gmmeQ% Beagle dogs using an oral low dose of 6 mg/kg bw which
n&al hlédose of 200 mg/kg bw. The high dose was
the.dog subchronic toxicity studies. The metabolite
pla§@a by adequate analytical methods.

@

The test substal@a was r?%;ldl&g%sor@d andgapldly excreted in rats and dogs following oral

administratio
low. In rats
males an

m

No 1@&:2&1 ot
3 )

mination Vi rm&rang

a@resp@ nﬁsmgle oral high dose) of the administered radioactivity. Faecal

or ¢ul ulatlapropemes was seen. Radioactivity in major organs was
etween 95% (single oral low dose) and 70% or 80% in

excret@ wa %out °o (single oral low dose) and 26% in males and 14% in females (single oral high

dose)xThe 1@ain p t0\\1’ad10act1V1ty was eliminated within 48 hours and elimination was nearly
co%plet thln 72 hou after dose administration. No radioactivity was exhaled during the first 24
hours @r administration of a single high dose.

Absorption, plasma kinetics and elimination (elimination in urine > 70% of the administered
radioactivity) in dogs were comparable to those in rats.
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After repeated oral exposure to 100 mg/kg bw more than 80% of the totally administered radioactivity
were found in rat urine. @b
The pharmacokinetics of AE F115008 in the plasma of rats indicated a biphasic_elimination wiftva fastt?
initial elimination (half-lives ranged between 4 and 7 hours depending on test gofiditions) in Wich K@
main part of the radioactivity was excreted and a second slow elimination of &minor part g e -
radioactivity (38 - 60 hours). %
© < &\ \ éﬂ

Metabolic pathway g Q@ @ @\ %@ &@
In the metabolism studies the major part of the radloaeywty (>80%, fstudies w1th§1ngl@ph%‘§ )q&
was excreted as parent compound in rats and dogs. % { F115008 WRs m abohs&c@m ammalsby @
hydrolysis of the methylester of the benzoic acu@ctlon to AK F14578 and‘©-d hyla@)n at @e
1,3,5-triazine leading to AE F145741 after sngéle and@fpeaté@ral Q\lng%@uda& hyi%xyla@g n of
the 6-methyl-group of the 1,3,5-triazinyl-moi€ty wasZlso gbserv Br "'u ow the sulfon urea
bridge possibly due to amidases leads to F114368 an@Z-am@)su ny1-4 do- b@zmc
0031850) which cyclised to AE F143 13§t§ﬂ"he§%ava f th@)dm& {Sbon, sultmg in yl

2-[3-(4-methoxy-6-methyl-1,3,5-triazi y lh“eld% ) ar@meth@ 2-[3-
(4-hydroxy-6-methyl-1,3,5 triazin- @1 ur v- osu 0%1] bg 0 te@AE 177 s erv@ tobe a
minor metabolic reaction in anim4ls. M%aboh‘%s 1den§ied inth e do® tud ere sani%is those
found in rats. @ % (g @
Overall the studies show no @ﬁica\t dlﬁence in the metab l@prof@@ bet\@%reen se@s dose levels
or following repeated dosl(gf in t}é\ra‘[ %§étwe@ the r@fand the dgg@ @ N

S

The metabolism pathway pr ed 1@nam1@ls @Ven&@he owk%g?tzh@ The postulated
intermediates are shgyvn in brackéf h @rows§ resen@ one-Step enzymatic reaction,
but may mean cc@)) @abog an&fprma&ons Leﬁ@ng er he cpm%@ﬁ shown in Figure 5.1-1.

Q
@©@©©&<@\’@§a©§

@
& F§EFs T
§) &\ é\go\© @\é Q\
& & & & .~ o
QS L LS
@ O ¢ .0 © .0 @
Q O © SN DN
¥ 8L
S R
@7 2 @ & N
S Q\ & ©\
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S @ﬂ&@\@ O
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(0]
r e +
07 MNaj
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I ssNS N
0" o
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AE F115008

main compound identified

O ~ N
AE F168532 \[OH

| s =NH,
o o
AE F114368

9

Figure 5.1-1: et ic
Q@M é@ Ry

. 20 13;M:470475-01
Title: QM Triaginyl-214 C]ioulfu ormethyl-sodium: Metabolic stability and profiling in
o v livﬁicml\s es ffom raf{nd humans for inter-species comparison
Report No: Er%a-1 §§@§28 s &Q
Document No; & M-47@5—0 N Q
Guidelines@ { Re tion (EC) Ng,1107/2009 (Europe) amended by the Commission Regulation
é\g 3/2013)(Europe)

& ( 28
@ oy |68 EP&ECSPP 870.SUPP;not specified
GLP/GEP: .5 Ayes ©
SO SE

& @ P o
Tl@?om@tive metabeﬁm of C-iodosulfuron-methyl-sodium was investigated in in-vitro systems
by inc@ting the test item with liver microsomes from male Wistar rats (RLM) and from humans
(HLM) in the presence of NADPH cofactor.
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The results of the tests with demonstrated that the in-vitro metabolism of '*C-iodosulfuron-methyl- .
sodium when incubated with liver microsomes was found to be different between rats and humar@ 0
metabolism was observed in rat microsomes. The human microsomal incubations produced a @le v
metabolite (metabolite 1-2) that accounted for around 52% of the applied radi@vity. &@ ©®

In a second study (EnSa-13-0692), the metabolite was identified. Q @ .
R °\© o @ v
| O ) &S Lo @
Materials and Methods X Q @ § 2 @&
Test System @} © é\ﬂ § @Q}
,«

& N
Pooled liver microsomes from male Wistar rats ) and huma@ (Hlclyr) w%@ incted w§% &
[triazinyl-2-'*C]-iodosul furon-methyl-sodium inWe presence @NAQ cggctor e 1@@@/{ t&Q@
item concentration was chosen in order to haéenoué@ san;@@ maé\}ial fi ‘a(‘n;-- os identificatioti of
metabolites by chromatographic or spectrogcopic thod@@fhe @plin@times were @and ur <’
after test start. The test duration of 1 hourdo t{&test item wa@onsidéged agyeasqnable be u§

N ic riongﬁtes‘[o@%one;t} lﬁy-t@bswr
b

positive results were obtained from tzy{mt oS

already after 10 minutes. Samples w&ye anflyzed fSllow; rotétn precipitati réyérsedphase
y p i ifig protéin p %@%’ y e oty

S

iy
HPLC with radiochemical detecti@% (HPL?R‘%)F > S O O @Q
N

AL A SN
Results %§ > Q S &@ o % ©
The recovery of radioactiv(%y wa@eas@ n t@ micr8§ome incub@ns ag?amyg@med to >92% for
the I-hour samples. S AN % @ ©@% " $ N
The metabolic activit&ef th@ﬁlcrq&%es w@ cle@y demonstr@d b}%@eterm{@%g 6p3-
hydroxytestostero at was for fresto%%ron@@%gy te@steron@@—h}%roxylase. This

biochemical rea@n ixx@ll k{&vn for the @3A‘>§n®cros§?al e@lme@
The results ot%me tgis derﬁenstr%ed that the i -@tro aboliSth ofé\f?%-iodosulfuron-methyl-sodium
when incubated with 1i§f miggQsom as d&re bet rat%l@jd humans:

No mefabolism was, 0@@6&6@1 the rat m'@;@som@ incubation; .@he human microsomal incubations
produced a single Ebo&? (m@%oli@@&) @Tacc@mted t%r 51.7% of the relative percentage
(calculated from@eak valass). é,(;\ﬁ . @b

No detectable @etabgdlites @ fo&gﬂ aft\e@ﬁle 1 Bour infibation period of the different microsome

preparations with the testm.©\ Q @S@\

Further @ riments to@genti@he cl&dc@stmggm@ of metabolite I-2 were then performed.
S N )
Report: S 2013;M-465993-01
Title: . TodeSdlfuron-methyl-sodium: Isolation and identification of
< metab@lite(sYdrom dRin-vitro studywith human liver microsomes
Report No;Q Eng2>13-0692 @
Document No: & | ME#65998-01-1Y
Guideliwtes: g» Regulation (EC) No 1107/2009 (Europe)
o O~ %ame@ ed by the Commission Regulation (EU) No. 283/2013 (Europe)
S 9 USEPA OCSPP 870.SUPP;none
GLP/GEP: yes

In the study “[triazinyl-2-'*C]-iodosulfuron-methyl-sodium: Metabolic Stability and Profiling in Liver
Microsomes from Rats and Humans for Inter-Species Comparison (M-470475-01-1, point KCA
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5.1.1/13)”, a single metabolite (I-2) was detected in the testing solution of *C-iodosulfuron- .
methylsodium with human liver microsomes (HLM, pool from both genders) after an incubation@ &
period of 60 minutes. This metabolite accounted for around 52% of the total rel%ive percentagé@nd v

didn’t occur in the incubation with rat liver microsomes. S &@ ©®
In this additional study, metabolite I-2 was identified as "iodosulfuron—methy@’enzoic aci@ (AES
F145740) by spectroscopic methods (LC-MS) as shown below: %y \© \@)) \zs@
g 9 &S O @
& @ >

R o
bl R S @
i\% 2 & 14\5155 5 &% ©© % @

X N

The relatively high abundance of the @g’ abq@% “io@gg@gulfu@%-m&t@/l-b@zoic fo&ed ithuman
liver microsomes indicated a highe§@1porz§1ce f&ﬁhis @se Q@)trag%rm n reQ ion ifphumans
that is obviously not as present inSat m@oson@s. S S @) @@ &) \%

Whereas “iodosulfuron-meth, @enz&%acid”@as @fo%@ n @P;Q&iver choes,ﬁgwas however
detected in the excreta of thé\n-viyo rat @E-g{udies@ low amounts: & ©
Rats excreted the majorityf the ose a@@nched &arent via the @e (4@ —86@%) or faeces (1.1-
11.1%). Minor routes g Eeta 'sm@%)r iodggulfu 6@ mgt@ inq@ded - l?)%sic}e ers - hydrolysis of
the methylester to fo “Iod@ulf@n-me@lyl-b oic z@ﬂ” (A@FM&%O; (&@i 4.5%). No additional
toxicological stuc@e cess;a\@ § N - @© @@ I @
O N S N AN &\ v L §
Overall concbc?ion @6 o ©O ﬁg@j N §
: . > Sttty eSd Prostine te 3. ,

In the compgrative l@jwtro%'tudy@/let lic ility @pd Profi 1n Liver Microsomes from Rats
and Humdns for Inter—@cie@mp@on (M—470@75—01§Q§’, a single metabolite (I-2) was detected in
the tesﬁ%g solution C-i»eg ulfuron- “yls& m with h ﬁgn liver microsomes (HLM, pool from
both genders) aft@) incubatio, eriodof 60@mut hig metabolite accounted for around 52% of
the total relative %érce@a ea didn(?f}&goccx{%l thegncubation with rat liver microsomes. In an
additional s@, me@olit Q2 W@der&i@ed a&@od sulfuron-methylbenzoic acid” (AE F145740) by
spectrosccgc methods (L@-M lth@h tl@@neta@ite was not formed in rat liver microsomes, it
was how¥er detectegl\ % the excreta Fthe ﬁ@vi\%ﬁf ADME-studies in low amounts. No additional
toxicplogical studies@re negessaryy N

& > § ° & &
disteobutiteCmetadoli .
$ utggg@, mg@t@ollsm and excretion by other routes

CA5.1.2- Ab@{}ﬁ%nS
N

;1998;M-182308-01

Report: @, m@
Title; & N Dcrn sorption in the rat (14C)-AE F115008
RepartNo: . 00303
Drsdimen@yo(s): 9 | Meb82308-01-1

Gﬁidc@l@s: EU (=EEC): 87/302, 91/414; USEPA (=EPA): OPPTS 870.7600;Deviation not
specified

GLP/GEP: yes
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Following dermal administration of 14C-AE F115008 to rats only limited systemic absorption was_
observed (1.2 % using 100-fold diluted spray solution and 5.6 % absorption after application of a@ ©©

concentrated formulation. D @
@ @® @
& N
CA 5.2 - Acute toxicity S @ @@
The acute toxicity of iodosulfuron-methyl-sodium was as&ssed in an ea@ EU rev1evs§q \
iodosulfuron-methyl-sodium, however these data are su@ﬂanzed her @Dr reference@ er e. @ &@
Further information is available in the Baseline dosm%prowded by Bayer CropSe@@%ce @ in tlé\g C:§©
Monograph. A full summary of the new photot0x1 study 1s ap@ded belovs&l@ sec@on 5. 2@9 &@
Gl & & 0@ 2 &
% v, | C 1ﬁ 0n %,
(Tlivgil?efnsct:)dy Species Q @esu@v @% 6@’ . Reg EC .
o 1272/@ 8§ L7 N
Acute oral toxicity w7 N @ oy
. 19930 Rat @ > %@f() & Fl\j % \ é@ass@d @§
M-132162-01-1) S K&
Acute dermal toxicity S ©
(. 19932 @tQ &@0) @@9 L@;Sk() gﬁ:) ><§)O U@@asmﬁ\i
M-132113-01-1) R @DQ S AN
Acute inhalation toxicity S @) & \ C@
M > % |RO §@ kC50>2%81 n@ S| UnfRssified
M-140802-01-1) S S o S8 N
Skin irritation W N @y N Q C& N
(. 1993a § Rakbit Q@ ) N@%’lmt@ng © 9 Unclassified
M-132114-01- 1)@ S | w Q

9 & &
Eye irritation @ QY

O
(- 1993 @J@ %C Rab & . @ | Neirritgyhg = @ Unclassified

M-132115@]-1) % @ S | @ @0 &
Skin s%{@ zation @ @ S AN
a g b S, @ @
EWH f;;gnghg \ gezl(p;@@ @\ I‘é&n se@ngﬁ‘zmg Unclassified
M-140993-01-1)2 N a
Phototoxicity i, vitro)® @3 O o .9 g
(ﬂ, 2613 .© BALB/c 3F3 ce Negative Not relevant
&7
M- e le

@

The acute toxicity &i@odo uro@wt %Odl after oral, dermal, or inhalation exposure was
rela?fvely low. Clinical §gns (@moxw ion @ere seen after oral and inhalation exposure, and were
were non- spe%@& in most ¢ g r\ ini 51gns were observed after dermal administration.

Iodosulfu wa%”not @natmg to either skin or eye, and was not sensitizing to the
skin.
Q@ §§ S @
o S SRS
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CA 5.2.1 — Oral

& &
Report: ;1993;M-132162-01 @) v’
Title: Acute oral toxicity in the male and female Wistar rat Hoe 1 1@68 substanc ‘,@ @
technical Code: Hoe 115008 00 ZC97 0001 @ o €
Report No: A51192 NS )
Document No: M-132162-01-1 ~ % ° o 2N
Guidelines: EU (=EEQC): ; JMAF: ; OECD: ; U@E#A (=EPA):®Viation not(s%ecifiﬁi @ @
GLP/GEP: yes UQ @ N &
@} & o R ©© LN
No new study has been performed, and there are W scientiﬁc%ndiﬁg% th@nﬂu@ce the @}
regulatory interpretation of the official evaluatiof the activ@bstag@c% @ 6\ wg@ &
N9 NS
SO O R S & o
CA 5.2.2 - Dermal < b\@’ \@ @Q N @@ © @7 @
NP SN I )
Report: ;199 M-182113-03, @}9 ,f(@ @% >
Title: ) QP the wale an@\;‘elnal&\%sta@ HodPl 50§\§ubst§@ce,
technical C&J¢: Hoe 115008 00 Z897 000 o m@ @ Y
Report No: A5 @, =2 @ & 2 N © 9O .
Document No: M-13283-01-1n AL RS (A Yo
Guidelines: EU (=REC)%; JMAEy: OEED: ; USEPA (SEPA;Deviaén not specified
GLP/GEP: ves©@ O N & NN

G ©§ 0 o Ny %\
No new study has be@”perf@ed sand th@e are @ nevg@@ienti@ ﬁn@ngs tl@ts influence the
regulatory interpre@on é{ theoo§ial i@luatio of. activ@subs{ance. @
N o
F D s @\ & @Q §@ <
cAs23-mmalagin O O N o & & e

& N R
° < . N , @ © r\@ >
RepoptS ‘ § 996, M- 14080201
Title: b A 1 the mal$and female SPF Wistar rat 4-hour LC50
©
O cod® HogY500800 zczé%ﬁoomé =

Report No: ) /%7043@5/ S N A éf\@
Document Nogs): M-140802-010 ®) O @

Guidelines:Q € EL@@fEQ@%/G.]; J@AF: ;3QECD: 403; USEPA (=EPA): 81-3;Deviation not
speeifiedXQ & @
GLP/GE¥? s o 29D B

D

T oA S S

No &&v study has been pétf rm&@?? andhere afeno new scientific findings that influence the
regulatory intel@etation of th&%’fﬁci@ evaldation of the active substance.
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CA 5.2.4 - SKin irritation

& &
Report: I 003 M-132114-01 S o
Title: Primary dermal irritation in the rabbit Hoe 115008 substanc&@échnical Cq&@ ﬁoc@
115008 00 ZC97 0001 Qy .
Report No: A51143 S KX 5
Document No: M-132114-01-1 ~ % ) > LD
Guidelines: EU (=EEC): ; JMAF: ; OECD: ; USEPA (=EPA):gheviation notSpecified> o~ | @
GLP/GEP: yes &)Q @ N A @&
@ < S V9 s
No new study has been performed, and there are ew scientiﬁc%ndi%s that ﬂu%?@e the &
regulatory interpretation of the official evaluatiofof the actiw%ubstag@e. @ N\ é@ @@
N9 YN @6 NN
Lo v O &S N
CA 5.2.5 - Eye irritation Q @ K IS ) @7 @&
S I G- LN S
Report: ] J993:M6132148-01 «~ ¢y & 00N
Title: Primary eye igrithtiongdrthe r&l%it Hyg'l 15{5@? su%@’ncc, @hnicm@odc@joc
115008 00 297 0001 <~ O A O LS
Report No: A51144 o o2 2 & 2D &L D O
Document No: M-1321@§f01-1\ ~ W & @% © A
Guidelines: EU (=BEC)4; JMAF: OECD: ; USEPA (GEPAy;BeviaGpn not specified
GLP/GEP: ves&  ©Q J@ §@ Q i
S FEL T~

No new study has be@perf@ﬁed,@@i there©are evgiﬁ ‘Scientié% ﬁngs ti&%ﬂuence the
regulatory interpre@on f the ogial e@gfuati@ of @act%@subitance.
° v .
S \© QO \\ O S @ &
S, S &Ly &S
CA 5.2.6 - Skin senftizatién v e &S e
2 P A DY e @
:1996; M1 409930t
°~, Sensizing propertigsh theRirbright-Whitéguinea pig in a maximization test Hoe
OP 115808 syftance, tschnigddy CodeHog 1%08 00 ZC89 0001
Report No: & &7254&& f;%a %V fr\©
Document Nogs): AM-140993-01dy. A o QP
GuidelinesxQ (@)D @YF )392/69:8.6; J%AF: @ECD: 406; USEPA (=EPA): §81-6;Deviation
n(ﬁpcci‘é Q & @
GLP/GIQ R
N N NS
KQ N N
No {é\fv study has Been p@m&(@? andre a@m new scientific findings that influence the
regulatory intet@etation of th{@fﬁci@ evaluation of the active substance.
&8
§ N @
CA 5.2.7 < Phototoxicity” S N
Accor, to tem@ nev%:lata irements (Commission Regulation (EU) No. 283/2013 of 1 March
201 &Ofﬁc@ou@ of.the European Union, L 93/1, 3.4.2013), the conduct of a phototoxicity study
is %quire@%nder certain conditions.

Reporf

Title:

The circumstances in which a phototoxicity study, according to the new data requirements, is required
are “where the active substance absorbs electromagnetic radiation in the range 290-700 nm and is
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liable to reach the eyes or light-exposed areas of the skin, either by direct contact or through systemic
distribution. If the Ultraviolet / visible molar extinction / absorption coefficient of the active sub

@@ﬁ

is less than 10 L x mol™! x cm™!, no toxicity testing is required.

@b &@ ©®

As the Ultraviolet / visible molar extinction / absorptioin coefficient of the ac@(ze substange excekds

the trigger of 10 L x mol™! x em™, a cytotoxicity study has been performegﬂ% vitro usm&@ALK@ 3

cells. V Q@
& S

‘”\g\ <
G Q @
IS

Report: £0013;M-479588-01

S
@ O

Title: Iodosulfuron-methyl sodium

Neutral Red (NR) test durm multaneous&aadlat&

Cytot0x1c1ty a\§ay 1tr0 /c 3T3 cell@}
l}\rtl

104\34\ sunh&

Report No: 1579600 & @f

"\g

Document No: M-479598-01-1 Q \ @

testing, EMEA,

NRU photot ity
May 2002, Qprm;ed by quncﬂ}%prll 2@),no@pec1

Q\;’
Guidelines: Commission regulati (EC@O 44@5008@41 datéd N@ 30, 2@)\3 mlt
for Proprietary cinal Broducts (CP@P) Note\for (@1da e on Photosaf
%M P/3 1, ad@pted Ju %002 ifto op tlon§
2002.; OECD GO deli for ing.@RChenii als @Mell 32 vitro
(Rewised and, app& e Na@anal -ordlﬁ@tors in

GLP/GEP: yes @ & L @k@

P
& é I@ ater @sand@ethods @
A. Materials o~ @ S 6@ K S .
1. Test material: < @ @ @) o

Name: @ < @ @)dosu%r hyl&odiym
Synony @ ©\© N %A leo&s BC B6GSST ¢
Descripfid @ﬁt begg powder

Lot/Ba hnq@ %© I%LH{O@OSO@ Q %@

Pu,rl@? @ 3 0% w/wW v @

oo v €

/@ﬂlty of test mp guarantegd-for %ﬁy dl@tion expiry date: 2015-09-11

2. Vehicle and or p% itive'co t <§lven&ontrol
T8 phad
3. Test system: @@ S @ @7& /c 3 3 cellclone 31
e

pl@nte@wth 10% (v/v) NCS.

arlgs Balanced Salt Solution (EBSS)
1 chlorpromazine (Sigma) dissolved in EBSS

© I@Decc@s Mir#hal Essential Medium (DMEM)

g
7

@’ﬁf’ have d sto¥ cultures were propagated at 37 + 1.5 °C in
tic flasks. Seeding was done with about 1 x 10°
@US pe{ ask in 15 mL DMEM, supplemented with 10 %
ANCSES
@ Cells were sub-cultured twice weekly. The cell cultures were
inclibated at 37+ 1.5 °C ina 7.5 % 0, 5% carbon dioxide
Q@tmosphere.

©©

132

@

&
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B. Study design and methods

1. Treatment @ ©©
Dose: Test item | +/— UV | Final concentrations in ug/ml& o
IMS* +/— | 7.81,15.6,31&%2.5, 125.0, 2@@“()
500.0, 1000 @\?é% ©®
Positive - 6.25, 12. 5&25 37.5, 50, L@ioo @b
control** B 0.125, 025)0.5, 0.75, J%M 529,40
Solvent A EBSSgentaining 1 %%v/v) B@O oS @
control X {%@g @© L ?”\g@ S
*iodosulfurethyl sodiugp)** chlorpro@&zine \\J) @& @q}©
The tes m 10dosul ron- m@(ﬁyl so@n@s disgglved @
EBSS <
Seeding of cultures: cell@%er WQ? Wer&seed@m 10 »\ L culture Qxd
in two 9 SjWell 1@7
Replicates: w&%ne fQr 1rra&tat10%xposug§ on@ treatment he
Treatment & irradiation: §24 h%@er se@ing the cult@%s W, ?e wa EBSS
@ed te@ter%?ded r weld\for prgyincubation of
& tl@’plat or 1'hour ard ne I%f)e was
R cirradiatgd at 5 @95 x@m e OmmiZmln at

@, %26 °@'the @er l@e wagp Stored 509 Hin +#Q min at 20-31

«:§ ~ the dark. Test it @was @@mo%%d and l@th plates were
% o @1 hedztvice With EBSS. E@h cuiture médium was added
S S @dni}@§ p Wer@*}cubéted abo! 22§urs at37+1.5°C

andY .5 “ %
Cytotoxicity rmn@?or@ﬁ @r me re % of N@tral&d up@%e the medium was
& @) move an& -free d1urn containing 50 pg
N © &\ % %al R¢ N re a@ded t@@ach well. The plates were

<
©© @©\ o @ l\’ﬁﬂ ate@ﬁ or apgther Jhours at’37°, before the medium was
b R re oye@co tely and t e@clls were washed with EBSS.
.9 % or ractlo of tlg dye @ 5 mL of a solution of 49% (v/v)
S S <
elomse te o ( ethanol an o (v/v) acetic aci
£S K2 § @d Ha *@fy@v)h 1 and 1% (v/v) id

N %, e ad@ed t ach el,l After approximately 10 minutes at
§ S N \roo r a brief agitation, the plates were
@ @%9 traﬂ&ferre ﬁoplme reader (Versamax®, Molecular
@ Q @Q ©) I@lces@ uipped with a 540 nm filter to determine the
\\ %bsor ce ofghe extracted dye. This absorbance showed a
%3 nea@elaﬁ@shlp with the number of surviving cells.

I@n er of meagﬁrem@s @ Io@ulft&%ﬁ—methyl sodium and positive control: each

~N ce t ion was measured 6 times
T

\% RN V & control: 12 times

2 Evaluation@ &
& %% T mean absorption (ODs49) value per concentration was
@ Q @galculated The EDso* values were determined by curve
@& & @© §9 fitting by software. The Photo-irritancy factor (PIF), as well
N Q@ ©© as the Mean Phototoxic effect (MPE) was calculated
<\9 @@ @@ %, according to OECD guideline 432.
Y 9 >
Q *EDso = effective dose where only 50% of the cells survived

EXaluation criteria: If PIF <2 or MPE < 0.1 no phototoxic potential is predicted
If PIF > 2 and < 5 or MPE > (.1 and < 0.15 a probable
phototoxic potential is predicted
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If PIF > 5 or MPE > 0.15 a phototoxic potential is predicted.

(S
II. Results and discussion Q\ §
In the range finding experiment (RFE) no cytotoxic effects were observed aftgtséxposure of the cek@%
the test item iodosulfuron-methyl-sodium, neither in the presence nor in t %bsence of i ina 1at1@t0

artificial sunlight. Therefore, EDso-values and PIF could 1@ be calculat&&a e resultlng, @alue

was -0.069. \a Q %@ 2
& @ @
In the main experiment (ME) no cytotoxic effects wigre observed @er e@osure@@the& 11s to@he tei@
item iodosulfuron-methyl-sodium, neither in the@gcsence nor in the ; abf€ence o rr on artl@
sunlight. Therefore, EDso-values and PIF coulQnot %gyﬁlcul@d I&@ resu{f%g l\@-va&e wasty

L
0.140. & @ TS
PG N . ° &
The mean of solvent control values of '@ 1rra®ted @us t&gon@radlaﬁsd gro@p met%@tJ;le §
acceptance criteria. The positive co@ clﬂé’%pron@ine @ce@hote@@m%@ the@@%ec‘%d range
in the presence of irradiation. @ @
o & &S S &
The results are summarized 1ﬁ@sable TA 5.27-1 an@ abI&CA 5 @%—2 l@low o

@@ @

S %
s O S o © Qo 2
Table CA 5.2.7-1: ODsmvalu% s Neutf@l Rfe§ssa@of the@ﬂ“‘am &perl& nt §
O@wnl@tlﬁcmj sunlight @ °\ O@mw hout aiﬂﬁclal sunlight
Con- @ o of <> $on- % of
centration n § SB, % solvent ‘@nral@n Wea% SD solvent
[pg/mL] G N\ S co%gol /Iﬁ] control
Y &  Crreatient wit iodpﬁtlfurg%m sodiym
f(()):l‘:'l(:: 0537 0.035 | 2, 1008): @x@ Apseadr | 0.0481 100.00
78 0.5539°] @205 107.64 A 781 @ 0.5388 0.0385 95.45
15.63 0.5497 | ~001R, | A07.00n | o 1563  0.5317 0.0287 94.20
31.25 Q3686 0.0549 | . 110.68° | © 3k25 0.5407 0.0661 95.79
62.50 @5439) 04321 by 10588 62830 0.5412 0.0555 95.89
1250 | @ 0540 0386 Y 1©3.37 © ®5.0 0.5223 0.0350 92.54
250.0 IV 0.5291 L©O0.0599° | A¥02.65> [ 2,250.0 0.4953 0.0253 87.75
500.0 ]  0.5472 [ 0.0392 10658 | © 500.0 0.4935 0.0209 87.43
10059 051152 @304 [9 9056 - 1000 0.4905 0.0348 86.90
N Qreatld%}snt withpositive' control chlorpromazine

Salvent 0.410\8”10*@%@65 Qioogp | Solvent | sog8 | 0.0297 100.00

control < control
0.125 | (“05149 | 095224 143.05 6.25 0.4489 0.0287 84.89
0.250 Q" 04249 [ K0.0450v | ), 88.34 12.50 0.1264 0.0147 23.90
0.50Q, 83042 @ 0.0303 [Q 62.25 25.00 0.0477 0.0017 9.02
0.750° | @p.1478Y  pd54 30.73 37.50 0.0483 0.0010 9.13
L0D0 | 0.063% | “©:0137 14.01 50.00 0.0474 0.0009 8.95
4500 @ 04627 o 0.0078 13.03 75.00 0.0478 0.0006 9.03
72.008  0.0626 §>§” 0.0017 13.01 100.00 0.0483 0.0012 9.14
4600 0.0684 0.0031 14.21 200.00 0.0508 0.0013 9.61

* mean ODs4 out of 12 wells
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Table CA 5.2.7-2: Summary of results of the Neutral Red assay

°
% viability of soﬁ%nt
EDso (+UV) | EDso (-UV) control of irr: ted
Substance [ng/mL] [ng/mL] PIF MPE @6 vs. non-ir{&@@;&%@
] pla
Iodosulfuron- N
Range methyl-sodium B B T 'Q@@ : §20 9«
finding Positive M o ) @}
experiment | O 1.19 1716 7| 1441 | 042 | O O
TIodosulfuron- N o v @
Main methyl-sodium B NS B @& 0.140 © < 1o O 9
experiment | Positive O Ne o ars ) @D
o] 0.57 Q%M J6.72 \@0.41(%, A 9&@@ S
EDsg = effective dose where only 50% of the cellsQurviv %\)f & v N S
PIF = Photo-Irritation Factor @ @@ Q@f b@ @ ©§§ % I
MPE = Mean Phototoxic effect W\% o\@j N 5 % @@ @7 @
. X
& | \?0 \swn&& %& @3\9\ § éﬁ ©§
In conclusion, in this study and und@% P erlﬁl@[al %ltlor@’rep d, thetest i iodegulfuron-
o TS NS
methyl-sodium does not possess aay ph%otom%poten@l ®® &@ ©©@ @@ N
FE e R e
CA 5.3 - Short-term tox1c1t§’ C& §) @x Q S @ \@@

The short-term toxicity &ﬁlod %lfuron%eth@om Q.;n was@s%essézﬁﬁm an | Garli review of the
active substance, howwert @fe sut@nar' £ herg for r%reno&m gragg%pe Further

information is aval@% in the Ba@ne@swr@ow@by }@yer C@Smeﬁce and in the

Monograph. . 9 N @
& g\ N & Q} &\ v § <
S o & Howm
Study duf‘at on @ ‘”\g % A OA @ OAE v o ‘
(Referenge@? Spegies 2.~ gv % bw/ ay @ mgfle bw/day Critical effects
_ ar (CEEENN .
o0 day ary @, S < &8/ 1@4 mﬁkﬂg_) 6@/ 74 mg/kg Decr body wt,
( , 1997 §§at &\ %G Q)w/ (M &) Qxbw/d'i (M /F) decr RBC
M-142651-01-1) OF . : %y § ay parameters

% @@Q
9 2
- day . R @@7 @1 9 /§9 m 119 /139 mg/kg Hepatotoxicity

9 Qous o
© > 2% (M ay(M/F
M 143075 oi@@i @éy N A (@) bw/day (M /F)
28-day d N @' | _; g . Decr body wt,
e T Kl FPRTO b
M-181089-01-1) S o wo" m\i@ wiaay parameters
90-dy dietar Q N 3
(-y’ 19318@% Dog &Q @@ {@%28.4 ;\T;Ig//l;g ;4;9 ;dSI m}\%[/l/(%: Defl'lb()fi}l/ wt,
M—180321—Q@§1 %% #@ %, “ ay ( ) w/day ( ) peripheral anemia
N N O & 9 Bone marrow
— ﬁleta §9 § 7.37/7.25 mg/kg | 41.8/43.7 mg/kg | hyperplasia,
M-1816 Sy @ & < bw/day (M / F) bw/day (M / F) extramed.
18 - ) @Q ™~ hematopoiesis

$
In rats@cioologically significant effects of iodosulfuron-methyl-sodium occurred from 1000 ppm (67

/ 74 mg/kg bw/day in males and females respectively) and above, and included reduced red blood cell
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parameters, decreased body weight gains, and slight hepatocyte enlargement. The NOAEL in the 90-

day rat dietary study was 13.8 / 15.4 mg/kg bw/day in males and females respectively. @ @b
S @

In mice, administration of iodosulfuron-methyl-sodium exerted toxicologicalniﬁcant e&f@ts 4@

the liver from 700 ppm (119 / 139 mg/kg bw/day in males and females respe vely), Wit}@qcre

liver weight and hepatocyte enlargement observed eventually in both sexgsOther ObSC\I@dtign@@ gs@

included lipofuscin accumulation in the liver as well as r signs of I@atotoxicityé}i 0 N@EL @s @

derived from the mouse 90-day study, with the LOAE& at 119/ 139@/1{{; bw/da{g@ﬁ malss andé\f ©)
females respectively. %@ Q& ) &© ®© @Q}
o @@ Q & & >

@ N @
In the dog, dietary concentrations from approxiely 40-50 @kg&%ﬂda %use@ose;g%pen cht

hematotoxic effects; at high doses (approxinfately 3 m@g bw@y), find inggﬁ:lu%d hyp%'plasia
of hematopoietic tissues and extramedulla@%he{n@pme@, botiRicco pame@by a g@dua@j @

developing peripheral anemia. Other ﬁ@ngos m%ludeci@ed bad we{@t g T%NOA@in
the 90-day and 12-month dietary studies in the dog sere @sy sim@@r, at§ /8 gw/ ddYin
d fefal

males and females in the 90-day s‘u&@ and?§37 FL25 nigkg g@ay @nale e%@the 12-
month study. & 2) S} O © (OREERAN
o & ¥ F g VS
Report: ) 998, M-181091-01 © Ao
Title: \nth gral (diggyy) ta@ity si@y F115008(Hog 5008) code:AE
911506800 1R 0001~ O %ﬁ N °\®
Report No: &C000689 N O O S 4 ©
Document No(s): & | Mel81091-07-1 =, Q 9 & @

Guidelines: © (=E§C): IACAS,CA 537 IMA®: 4208USEPX (=EPA): 83-1;Deviation
5O St sl@:iﬁed% Q@ KD §

GLP/GEP; Qf yes™ o NN

o 2 -STS; Y @ @

R

> Q7 S & N .
No nev@dy has b;e@pegfc@yed, and therg.are I@Hewmleng@ findings that influence the
regulatory interpretaiion of the official et@luation”of the activesubstance.

gulatory interpreggfion of thicial ¢t tiop

@@@@@’%\%©©©

. S ©
CA 5.3.1-28 t@@@f N ~ g@\© @@j
) &

S @
Reporid® *H@&M-mosw
Title: Q\Dog 8-day%lsgetarge-[,‘i ng study Hoe 115008 (AE F115008) technical

X v | subfmhces (Bde: @yt | 8 00 ZC93 0001
Report No: CB06850 RS
Document Nojr@ M-18;§§9-01\@§)} QD

Guidelines@ < E;@?EC)%A 5g;1-3; IMAF: 4200; USEPA (=EPA): 82-1;Deviation not
. R | S ied O
GLPIGE: o> [ &

O N4
O S O R
No gw stu@ has c@n t%()rrned, and there are no new scientific findings that influence the
re lanterpretation f the official evaluation of the active substance.
@
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CA 5.3.2 - Oral 90-day study

& &
Report: I 014265101 S o
Title: 90-day dietary repeat dose study on rat with 4 week rcgrcssio&@oc 115008, 0.8 %@
w/w_Code: Hoe 115008 00 ZC93 0001 (o3 S L&
Report No: A58942 SRR >
Document No(s): M-142651-01-1 ~ %ﬁ) 0 Y R 9 N
Guidelines: EU (=EEC): 78/831 Ann. V Part B;%%CD: 408 s@. 4; USEPA&EPA F‘sz-@% @
1;Deviation not specified ) @ %o S
GLP/GEP: yes N < ES) a ©
\ Q ° N & © Q @
Report: L9083 M-180321-01 @ R O o @
Title: Dog 90-day oral (dietary ) toxicity study 1 1@8 (AHG?I 15@) teghfical &
substance Code: Hoe 112388 00z£89 QL & 5;%7 N o
Report No: C000173 2 O O O YT
Document No(s): M-180321-01-1 ﬁﬁ o D ~ 5 P § QQM @
Guidelines: EU (=EEC): ATIACA 5.3R2.2; J F: ; USEPA (cEPA)=32-1;Deviatiogdiot
specified @@ &> @“ ° & ‘”\§ J(@éz Q% &@
GLP/GEP: yes O A . & O .S & & g
- S & U LN
Report: 747 : 1@EM_@7 5] @&)) @U
Title: Mouscay Wigtary, gepeat do?@@\’stud&\(/rcp(@\%nd %%dcndun%} Ho@ 5008 93.8 %
w/w &de: Hoe 11508 00 ZC93 09 &, - &
Report No: Asel Q0 NS =
Document No(s): M343078-01-1 2 § o S L N
Guidelines: %EU (=. ): §m31 Ai&%}.}@& JNIAF: 8@0; QECD: Q%@USEPA (=EPA): F
o>82-1;D%via not gPecifigs X Q S
GLP/GEP: Q ye§ . O N 7 @@ < @
o NN N
No new study@s bperf@med, @nd th&@ are%e new@cien ﬁn@ngs that influence the
regulatory %terpret@ﬂgon of the official %/aluagn of thg’active subce.
& & & & o & \T
A RS & O v O
CA 5.3.3 - Other @;es &\ » O %\ & RN

S
No new study ha@?e@rfor@ﬂ, a ebre@?\ej no ne©w s@ltiﬁc findings that influence the
regulatory integpretatom of @@ofoﬁ&a ev@atigr@%the @tive substance.
Q0O S & Db
3 MR AR
CA 5.4 £Genotoxicityesting) o & @\%
The genotoxicity o{\%dos ron@ethyl@%di was assessed in an earlier EU review of the active

sub}dnce, however thes@data @ sur@r%riz@ ere for reference in grey type. Further information is
N
available in th@@ase ing ]@r pravided &y Bayer CropScience and in the Monograph.
RV

& o
@§a©©©§g©
Q%Q
S

§@@@@§§

& &

&
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Study Purity Concentration / .
(Reference) (%) Test system Dose levels Resdg@é >
Bacterial reverse mutation S. typhimurium, strains TA D %
test (Ames test) 974 100, TA 1535, TA 1537, TA | 4- 50 g/plate, @?a S
| = Bk ' 98 + Sehix S
M-132017-01-1) E. coli, strain WP2uvra N @ 2l
Mammalian cell gene &75 «\U RN
mutation (HPRT test) eg- | HPRT locus \g&/Chinese _@f100-2649 @hnl@\e an
(-, 1996 ‘ hamster cells ©Q +SImix®@ S g@%ﬂ §
M-141032-01-1) @ & S Rl O A
DNA damage and repair S @ & N
(UDS test) N \@ \u 2Py
(-’ 1996 88.7 Rat 11mar}%mpdt €S O % 30(@ g/(n Negative
M-141073-01-1) @ ?&@ S o @ &> N
Chromosomal aberration in @ R 106500 p&g)/ml 4 @
Vitro 28 7 %un@@br(%sts o) hm % a& ou Diive
. 1995 ' Q@ hagter W N ng@Y,
M-141224-01-1) kS & g”wn Q@@ )
Chromosomal aberrqtiog Q o § N) @ ©© N
(micronucleus test) in vivo 7 SH& N$ migg ¥na N I@ 2&)0 Neea;
(-, 1996 Q@ O\ @ fema ey mg/kgdbw © ceative
M-140992-01-1) i N Q] .2 o

T © & & T &

<
Testing for potential ge\\rﬂmtox@rop@les oi@odosron @eth \ 0
vivo test systems o feren@endts @e co@sten@a nega‘uve re

N
5 n 56\@@1 in vitro and in

Q @
CA5.4.1- In@ro @les o O K@’ D §
. % o\@ § @) %@
SES; @ @
chorﬁ@ 993 ﬁ@wzm-m
Title: o utagerric g&emlal raing Of Salmonelliagyphimurium (Ames test) and
OP EsclerichiaQoli ]5@8 sub,%tance technical Code: Hoe 115008 00 ZC97 0001
Report No: &> | ANI035 L9 ”\9 S
Document No,, -1320¥7- 01@;U D (ﬂ& @A\Kg
Guidelines~0 ¢ EU (%I?FC)‘\ OEQD: ; US@?A %F {PA):;Deviation not specified
GLP/GEPRg @ R 2
r S <
Report> {; F9996;M-141224-01
Til&é.& R 7 mati@haliaaehr me aberration test in V79 Chinese hamster cells Hoe
l @f 08 @stdncz%chl@il Code: Hoe 115008 00 ZC89 0001
Report No:  @° AT &2 S
Document N,@\gx <\M- 1@24 04,1
GuidelinesQ™ &EE&) 92/6858.10.; OECD: 473; USEPA (=EPA): 798.5375;Deviation not
@ spgeifieddy
GLP/GBP: C%U hyes 7
QO
N @ N N
& & T e

&
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Report: I oo 141703-01
Title: Detection of DNA strand breaks in primary hepatocytes of male rats in vitro UD
test in primary rat hepatocytes Hoe 115008 substance, technical Code: Hoe 1 L& 8
00 ZC89 0001 N
Report No: A57977 S < 0
Document No: M-141703-01-1 ‘o A o
Guidelines: EU (=EEC): 88/302,L 133.; OECD: 482; USEPA (=El&%): Subd.F;D@\\l‘atiogﬁ)t
specified A D N
GLP/GEP: yes ¥ @ [ @
) X ¥ S
Report: I I (00 141032-018 T X O 72
Title: In vitro mammalian cell gcnation test HPR%T—tcs@‘@x%ith @) Chiggse Hamster &
cells Hoe 115008 substancéjechnical Cofts; Hog @s008 0 ZCRO¥001 © Q(@
Report No: A57293 & e’ @@ 2, ma@y Q Y n
Document No: M-141032-01-1 Q O AN N W .
Guidelines: EU (=EEC): 87/3()2,%33; OpED: 435 US@VA (=EPA): @),700 nd@ati
not specified RS N A e
GLP/GEP: yes o> - @ A& L;\ N g\g U§
| SO sy o &
No new studies have been perfon?% andiere dre no new scggtlﬁc @dm@lat uenc@?@&e
. . . s . Q) N
regulatory interpretation of the @%f 1 ialf@alua of @ act@@sub@g{%ce.b@ @@ é

N o
According to the new data réﬁ’uireq@ents @ﬁnm&sion R@gulati‘&n (E@%og 282/2013 of 1 March

2013; Official Journal of\t@ Eur(@ean io§%3/ ]%3.4.2 13) (1x the c@uct a phototoxicity

study and a photomut enicit@ud is requided o) Blant iotection active’in ents under certain
con(;;tions ’ é@ @ wi@ . \I@) S 5 gi@g
& § ¢ & e °°
o 9 & A (&

> SN N
According to t]éﬁ!ewgta reqﬁiren@ts, ated b&gﬁer go t § thexgjfcumstances in which a

phototoxicity@udy@eq@%@l are “Wher&the Qa(ﬁke substancesbsorlgg electromagnetic radiation in
the range 299-700 nm a&(ﬁi is 11@5@ ts@yh th&yes o@ligh@xpos@areas of skin, either by direct
contac rough sy%?hic @ribu L If t%he ul@iol@/igi@molw extinction / absorption
coefficient of the a@%e sué%tancgs leoss@n LQ?L X 1%)1—1 x.6in-1, no toxicity testing is required.”
& S & Oy _
For photomut%emclt@he re@ulre@ts a@pem@ und§ point 5.4 are as follows: “Special testing
requirementsQn relafion t@éﬁ%t@iﬁtagity %y be @dicated by the structure of a molecule. If the
ultravioletw%visible molar €xtineton / rpt@l c%@cien‘[ of the active substance and its major
metabol@s’ is less thagg?OOO x mol-1 x
this text, it is the uaderstaydi goo@aye 0 ience that a photomutagenicity study may be
trig}red based on the n@l’ecul@\s‘[m ture an@related photochemical properties, but not automatically

2], @tomutagenicity testing is not required.” Based on

by the molar %@r?ct%:/ abs@rptionoeffi&ent. This is in clear contrast to the requirement for a
phototoxici@tnd swhic onlyi%ﬁg refed by the molar extinction / absorption coefficient.
SO S S
@

A stu@as or Witdosulfuron-methyl-sodium to determine the UV spectrum in pure
Wat§in wter adjpsted §%H 1 with hydrochloric acid, and in water adjusted to pH 13 with sodium

The UV-visible absorption spectra of iodosulfuron-methyl-sodium yielded two peaks in the case of
neutral pure water and basic medium, while in acidic conditions there were three peaks of absorption.
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Table CA 5.4.1-1 shows the molar extinction coefficients of these peaks as well as the molar

extinction coefficients measured at 290, 295, and 310 nm for all three experiments. @ ©©
N >
& &> S
S LQ
Table CA 5.4.1-1. Maximum molar extinction coefficients for iodosulfur@l-methyl-@lim@'u
neutral, acidic, and basic media % O .9 \zs@
V&J dolar extinctiln co%ﬁcient@} @
Solvent Wavelength & @QL / mol * {Q@ [\Q é\g . §
199 g o 38752 O | & @

237 D’ @323 O o @

Water 290

N v > 2 51
Water / sodium hydroxide @ & 8 @ @ & &L &

H 13.0 Q ” S =
’ 2|22 & & & A ©

W« 7S e[ T 0o

& 9 22y @& © 375187 o
NN 2299 K o L 34209 RS
Water / hydrogen @iori %5@9 ™ ©@ o Q48582 N 7
pH 1.0 & g’ VO @ 3589
F A CFES N e
O & e BT S L1025
© N

& @ >
A photo@icity study @s congifcte %‘[1 iod@sulfggon-yl s@g@ﬁm (data point KCA 5.2.7) and
was cl@r y negative d¢all eg%entrations @E‘iod%@mrorﬁnetlﬂgé sodium tested.
D) SRS NS
N N CERG =
The quantum yitﬁ@ of totnsﬁ@%o 0no\f5¥7iod@ulfurc@@nethyl—sodium has been calculated to be
®=2.68* ]%@ Th@uan @CJ yiekgﬁshc&z@a lmﬁ@nnov@of the energy of photons into chemical
reactivity. Since light ab@pﬁ@t’ self:%@not %@pon sfe for any phototoxic reactions, but rather the
subsequ§ teps in tpe@@nerg scad®) i.c. @e disiﬁ?ation of the energy transferred to the molecule,
the likelihood for io@ulfl%)n—myl s@ium 10<§ndergo photochemical reactions is very low due to
its Few quantum yield. @ @\ Q o
e @ & Q
The intensitycyf su&h%ht re&shing'the su@ace of the earth depends on the wavelength and the specific
absorptio%ﬁh mosibere. §his atthdspheric absorption is responsible for the phenomenon that, in
contrathe sical relatigh of increasing radiation energy with decreasing wavelengths, the
energyof syflight decreases with decreasing wavelength below 480 nm under environmental

the earth.

cc@ion Gas with@vav@lgths below 480 nm fewer photons penetrate the atmosphere and each the
surfacté
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The American Society for Testing and Materials (ASTM) has published wavelength-dependent

irradiance data and solar spectra measured at the surface of the globe (ASTM G-173-03 Referen@ ©©

Spectra; http:/rredc.nrel.gov/solar/spectra/am1.5/). The most relevant spectrum for Europe is ghat for @7

a 37° sun-facing, tilted surface, for the wavelength range 280-1000 nm at sea@ el altitude. &@ @
"\

T tongths?
Atmospheric absorption below 290-295 nm leads to intransparency, so thatno sunlight a@wav@ngth«iﬂ
below 295 nm reaches the surface, due to complete abs on of hght@ the ozone @ker m\r@e @? @
stratosphere. The absorption is already efficient above 290 nm, so t]é@the sungh%lg@m thelJV ]@ &
range (280-320 nm) has only low spectral 1rradlanc%@>1ght 1ntens1@ . @ @© @g}

N @ © QO

Thus, significant photochemical effects below 29 in the é@ur%&vuo@emt & not &pecl@g as

the sunlight energy below 295 nm is too low &ﬂ(%@se p@totoand&o U‘E@gﬂ&c effe% ofa
substance which are directly linked to pho@geactl@s anc@mtlat@ b % l@re no@xpe@ @s

A
rnge & N S @ s &
Mean intensities of the global sola&@ectr@a dum?sprf&g andg@ aV ect c@y Atlas
Material Testing GmbH. These 1r<%ns1t§@dat en @dlff tty@@ ofr .\\J- an&dlfferent
sun elevation angles are sho TaQ% CA 5
O @
Table CA 5.4.1-2. Glot&%irrad@twl@ﬁten@f da@ w1t§&ntens§ gl\f@v as&att m~ nm™
Type of Wav&engtl@ﬁ’n © Q @ Sufx%elevatlon an@
sunlight From T | @ 90° Mi g ] Qv 4 200 10°
UVB 20 o »:é?@ 35, @ 14 | 079 0.3 0.1
UV A OB20 | TH00s | opl9 & 356 & 240 14.1 5.7
Vis o400 47 7807 | N591.% | £34640°| 2399 143.4 53.2
IR P 780 3000 o) 4433 | Y2724 |°193.3 120.7 48.6
< & A& {@ al NN
A o O » L O LS Q

It is clear from thl@a th&\ola@nerg}@@elo%ﬁo i whicK\reaches the surface of the earth is very
low. As shown i Qable%JA 5&1—1 the ex‘u@@’lon coefﬁc@t of iodosulfuron-methyl sodium is
below 1000 Lgnol- 1 a@o nrfiin ur@ffere@%nd bagic media, and very near the threshold of

1000 L mol-fem-1 & 3 l@n 1N01dlc@edla 2 @

5 &
In sumﬂ@?y, iodosulfyron- me%tyl@dlu 1§ a @ low quantum yield, a low extinction coefficient at
Wa@ngths at which the@ a, s@ﬁic am@\t of energy reaching the earth, and was completely
negative in the @totox@ty @y @nh tlQ@ factors, and in the absence of a validated guideline for
photomutagericity, %9 tllﬁsm@f Ba@ CropScience that a photomutagenicity study is not

required. @
& FEs e
O
&S e
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CA 5.4.2 - In vivo studies in somatic cells

& &
Report: I . 096 M-140992-01 S o
Title: Mammalian erythrocyte micronucleus test in male and fcmw\/m[ mice i@
115008 substance, technical Code: Hoe 115008 00 ZC89 .
Report No: A57253 NSEER )
Document No: M-140992-01-1 % ) > LD v
Guidelines: EU (=EEC): 92/69, L 383 A B.12; D: 474; US@?A (EPA): & \ | @
798.5395; Deviation not specified o L o |S
GLP/GEP: yes g < & S Qo ©
%\J Q %" N & &@
No new study has been performed, and there ar new scienfific ﬁn(@gs thé%n @ce itg@ @@
regulatory interpretation of the official evalua@@n of kby activg Sub{ﬁ&nCG %, @6 N LY
& &Y Y
% @ R S A
CA 5.4.3 - In vivo studies in germ cell& \ \\ @ % © é\g §

As all five genotoxicity studies were @%a‘u%e%and ev1c@pe fo&g@rcn@ge 1@ wa serve@ in

long-term experiments in the rat aouségenegoxwl@uests@ @n e@l;&wer ot t&@ered
CA 5.5 - Long-term toxicity care'{%genic@gf @;f@ &@ @Q S @ K
The carcinogenicity and chromic toxicity odosulfurob@xnethy%sodl Was@sess d in an earlier EU

review of the active subst\e@ce ho@leve ese§a aarg su a.glzedxlgﬁe fo@efge 1n gray type.

lg;llrther 1nt;(l)rmat10n 1séggvalla@7 in th@)Basel@ D(@er pr®1de(@Kby Bayé%’Cro ience and in the
onograph. @ &9 @ &

@ § .9 @ @© @ @
Study G & %, LOAEL and
(Reference) ©© @%ecie@ @oseﬁ\g@els oy [f\@ §A&L findings
Combined @Bronu © &) 0, 79, 70053000 iy

toxicity o & 0, 2.95, 298, 331k’ | My .96 mg/kg
carcin ﬁlClly [ ZTE S :%@;L, W/d'l)@é %, b@/day Decreased body

(19958 > O GF0SILP, ®© K 391 mgkg | Vet

0,17 ppn 35 ppm

M-181889-01-1),,,© N2 %%ﬁ%gbw@ay @ bw/day
15:Q%:2 M: 5.15 mg/kg

Oncogenicity @ Q
- ©)
study @ Mou@Q

e @ bW y bw/day Hepatotoxicity
&-181@5&%?1) o & 757, M77 F: 5.72 mg/kg
D B mg/kg\ /d&@ bw/day
v %, % @’ @ @

In th\e rat, admlmstratlon@f 10d@sul on-m t@ll—sodium at dietary concentrations from 700 ppm for
up to 24 mont@@cau d dec &ses g@body @ight gain and terminal body weight in both males and
females. N@nd@g& wev§ﬁted in cl@l biochemistry, organ weight, or macro- or micropathology.
A NOEL@&' 70 @1 (2. Q@ / 3mg/kg /day in males and females respectively) was determined.

& @
In t@mou @%epa@goxi ity similar to that observed in the 90-day study was also seen in the 18-
month diétary toxicity study, with centrilobular hepatocyte enlargement, increased mononuclear cell
inﬁltr, pigment deposition, and lipofuscin storage noted generally from 350 ppm. A NOEL of 35
ppm (5.15 / 5.72 mg/kg bw/day) was established for this study.
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Tumor incidence was not increased in either the rat or the mouse after lifetime administration of
iodosulfuron-methyl-sodium.

&

S @
Report: I 1993 M-181889-01 N RS
Title: Rat dietary combined chronic toxicity and oncogenicity studQ’AE F115008 (Foe °
115008) Code: AE F115008 00 1C89 0001 (ﬂQ P )
Report No: C001157 R % S K
Document No(s): M-181889-01-1 S @ NS @
Guidelines: EU (=EEC): 67/548 Annex V, Part B “JVAF: 4200; GECDSSS3; é\”
USEPA (=EPA): F 83-1, 83—2;1}9§iati0n not specified S Q @)
GLP/GEP: yes R e N & © Y
od ¥ X O 9 @
Report: :1998:M-181896°01 T Y
Title: Mouse dietary 18 monthcoge@ﬁ/ty sty ALKI ng‘@(Ho 5008) Coder AE
F115008 00 1C89 000{ NN B S ((@% °
Report No: C001158 v ) - A NS
Document No(s): M-181896-01-1 ﬁ& . @ &U /($ K N D s
Guidelines: EU (=EEC): 88@2, A%g. V, &JM® 420@@5%@}451 @EP SSEPA)YF 83-
2;Deviation g(@spcq}%:d . 2 KN S {@ S
GLP/GEP: yes R - . 5 S A \)@ AR
o v © S & & © ©
No new study has been perf@ed, and thegg.are no@éw sCientifi® ndiags that influefize the

regulatory interpretation oc%the 0

f@ial e@uati@%f thd@ictive Ebs@e. @6@
SEERV

& S
s & ¢ & )
CA 5.6 - Reproductive t0x§y < @ § SO é& O
The reproductive deélopnsg%l t@%%ity\of iod@o@um@g%et sodiin was assessed in an earlier

EU review of t@cﬁ%\substa{ﬁce, theveese @a are% 1zedﬁh§e for reference in gray type.
Further infon@tior@ availiBle in @e Ba%?slin§ ]@}ssie 0Vi‘;§sy Bayer CropScience and in the

Monograp\l@ © IS4

N}

o
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Study type NOAEL and .
(Reference) Species Dose levels findings at LOAEL @ o
Parental: N %
NOAEL = 500 ppm O mg/kg bv@y S
2-generation study 0. 50. 500 Findings: decr bodt AN RS
(. 1995 Rat 5600" . Offspring: Q @ a
M-182647-01-1) 28 NOAEL = 500 s,@n (~ 50 mg@ bw/ay) =]
hdings: inc@pcri— / post—@;&al m@%lity@}@ @
ecr body v @ \Q %o 5&
> | Maternalg Yy Qo &
Developmental 0. 100. 3 %@ NOAELR 315 mg/k %b@v/da% © &@
toxicity study Rat 1600 n’]ﬁ Findings: de@ odyért \© ) @
. 1996 ‘ T | Fel@ > & D LS
bwidgs 2] \oX v S
M-141359-01-1) @ AELS 31 @g/kg@/da A\
@Z§9 idingy. skefdfal rgtardati@®” &> &
RENE At S @
i\g \\ N Matggnal: % Qo §
Developmental @) 15300 @’ NGAEL ©25 mgkg bylay S S
toxicity study Rabbit § 42 &' " (;é\ﬁ @din@ de§body ’ Cl@ si(%ns
. 1996 UL T TR wetal” T D
' bw/day. RS
M-141358-01-1) R 127 D NC@L — Q)0 @ﬁg bu@lay °S
2R @ @§ lji@jm%@ke@l@e ret tio&
| N o NN 8 e .
In the rat 2-generation repggducti@h stu%@ad pifiistration of iodosulfron: thyl&@hum at dietary

o, N %
concentrations of up to 5000 (from apprexXim 30@ approximdtely 1@ mg/kg bw/day,
. PRSI e oY G e
depending on the ph@of thiggstudy),did %)t aveany Qg%ct on@rtili repr&iiuctlon, mating
behavior, or offsp@ dewelopm Pdintal to%citdica@l by &decrea@d body weight gain, was
noted at 5000 p@n bq @ the s@}st andw\saeco%%“genimtion @%n iffg in gﬂ@pre—mating phase and
continuing th@gh thestudyp At 5@ p off%@ing t@icity& 1i1@ited to an increased number of
dead pups %birth, {Bereased perimatal %)ﬂali% incregged incidenciof renal pelvis dilation, and
. Gy
decreas@up body W@h‘t al@od@lght gain. Ghe L @« is study for both adult and
offspri& was 500 p%l@ (ap%@i%ely 5“g/kog%9v/da;}.’ N
SRR o N
In the rat develo@qen@oxi stud@ﬁ ma{éﬁ’lal f@dings@@re only noted at 1000 mg/kg bw/day and
included deed @@d v mp‘sg)gr)l a d@ecre&@d ody weight. The only fetal findings observed in
the study were delayed osst 10@, O@ion%@@loo the abdominal cavity, and distended renal
pelvis i@me fetuses.“Ihe AEL @i bo@dams\a%d fetuses was 315 mg/kg bw/day.
N
N A9
o o RS o
In the rabbit developmeu@ tox@&lty stu@(, da§ showed decreased body weight gain at doses of 100
mg/kg bw/day @d above. Tht ma 1 N@AEL was therefore 25 mg/kg bw/day. In the fetuses at
&
400 mg/kg ay\o%by, t wa$a slig@ decrease in ossification of sternebrae, suggesting a slight

delay in eml o@al dev@opngat. Th&¥fetal NOAEL for this study was 100 mg/kg bw/day.

< O
Ther{%éfere @era‘[@nip&cm observed in either the rat or the rabbit developmental toxicity
sty@s. é@ v N

&
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CA 5.6.1 - Generational studies

& &

Report: - 005 M-182647-01 S o
Title: Range finding feeding-reproduction study for a two—gcncratg§cpmduction t@icity@
study in rats Hoe 115008 substance technical Code: Hoe 11§08 00 ZC89 0&)1 .
Report No: C001447 NSEER )
Document No(s): M-182647-01-1 ~ %ﬁ) 0 Y R 9 N
Guidelines: JMAF: 1985; OECD: Sec.4, 416, 198¥ USEPA (=@%A): §83-4, 1@84;1)&%011@%
not specified Q @ NS S
GLP/GEP: yes N < ES) a ©
\ Q ° N & &
Report: 1998:M-182825-01 @ R © o @
Title: Two-generation feeding-reproductjon tox@ stuii?%in raté@oe 1@008@1%&&11@
technical Code: Hoe 1 15@% 00 9 0Q0 & 571%7 N >
Report No: C001514 2 O O O YT
Document No(s): M-182825-01-1 ﬁﬁ o T < S @w @
Guidelines: JMAF: 59 NoSan&200, 1985; o@cn: 4@@2 USEPA (=EPA): @%83-@cviat@
not specified a2 &> g o O & N S)
GLP/GEP: yes © ix RSN S
N D O S & N
No new study has b fi %) & i i i ﬁ)
y has been per orn@i, aonega ere no K©&w sc ﬁc@ndm at uelg&et e
regulatory interpretation of t@)fﬁcﬁi’ evm]@atior}x oi@tghe active i@s ance & @)
S & o & N2
Report: 7 2004 M-38R967-01 « >
Title: %@gg.ula Fox@logy P qsiti@papeg%odo@fur -methy{%&iium - Response to
pdinitial @esu@% frongiKemi @mg 20J4 re-registrat@n proégss
Report No: ST M-802267-0)1 O o 9 @

g
Document No(s):Y | M302267%01-1 N 7 @
Guidelines: © Qot spfgciﬁedk%t speéified A &
GLP/GEP: ¥  pbnas > D 9 o 0O @
& P o & >
° N D @
A questi N was raisedé? KE@reg ng the tox@ogy@@ctio@f the AIR-3 dossier for

iodosulfuron-met odi{mand @“@s a}d@seg@n theg@ositio@%aper which will be summarized here.
N Q N %@’ SE
Question from@(@]?MI-@Q @@ @@’ @\ @@
In th&two g@ler to@*ty s@y in ghe rat (g , 1998, Study No. C001514)
@ased incidence ofﬁa‘[ec@“@ah s \@@noted at the dose level of 5000 ppm in both F1
dF2 pups."i?cres% ir&idenc%&en@elvis was also noted in the developmental toxicity
\‘”\; study in thegat (199@ep@No. AS57677) at the highest dose level (1000 ppm). It

) N
is state by the sdy &Sﬂwr that inc{@nces were within the historical range of the rat strain

used. Howevet no Jiistori g@con‘tro@data is available to support this statement. Furthermore
inc sed@ide oﬁv\gﬁlood e abdominal cavity was noted at the highest dose level in
t]@§rat @@elop@nta@icity study. The incidence of this finding was also considered to be
B ithi@le raage of historical control data according to study author, but no historical control
Q§ da availa le§lould you please submit historical control data for the findings noted in the
dies mentioned above?

The only two-generation reproduction studies in the company internal archives which were conducted
in the same laboratory using the same strain of animals from the same source were the range-finding
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study and definitive study conducted with iodosulfuron-methyl-sodium ([ |  ll. 1998. Study No.
C001514). The laboratory has been closed in the intervening years and although historical con‘m@ ©©
data was requested from the last owners of the laboratory such data was not rec%ved. Q\ g
N &@ S
Dilated renal pelvis was observed in two adult animals and two pups in the C(@’trol group @ the fange-

finding study conducted with iodosulfuron-methyl-sodium. In the two-generation replso@ctlol@ dy»s@

it was observed in one F1 adult in the control group. e & é\a \ @? @
AN S

Developmental toxicity studies conducted in the rat @re extracte%rom the co @ny 1n%nal@hw@

and filtered for those studies conducted in the sa b and us g @e st@n of awi ma om @

same source as the rat developmental tox1c1ty study c%lduct 1th?{§dosul®fon-®¢hyl\§g®dlm§
Data for dilated renal pelvis and blood in the@ndom@al ca@ﬂy W@ coled ﬁz@ th&resulti%g 20
studies including [ 1996, Report k“%) AST;’(§77 @ Q © @7 @§
N 6 % < s
Data collated from these 20 studies sl@@/s tli&\he %lde of dﬂ@%d r@al pe rat O
developmental toxicity study with @@osuléon -methyl-Sediumy wn‘@ the l@torl contrél
incidence when considered on a H@er bagjs (6 liters @cted@ 1000%hg/kgbw/dasy vs 7%itters
affected in one study in the hlcai\éﬁtabase@j or sfig ly@@tmd@Qe hlstorlcal@mtr incidence
when considered on a fetal b%%ms (&2 fetuses affeeted at 4000 mfrkg bw/ ay, 9 9 fetuses affected in
one study in the h1st0rlca\%%1taba@) Thss stu Was§ondu ed at the sam@now- sed laboratory as
was the two- generatlo&repro@tlon@}udy, and si rly 40 ou hlstorlcal 00@501 data was

requested it was not eivedVTt @Osmb@ that er 1es fr th‘ abor«agory were referred to for
compilation of th stor@l c ase\efere n @,) e tV@ repo@s, but are not in our

internal archive© v\g
§b @ © S K @ @ §

Dilated ren@ pelv1s6<?sj agﬁlv%@co@n fn@ng m@e W@tar ra@%’One publication (Burton et al.,
1979) wed 1n01der§9m adilts of€3.8% in ma]§ Z 1@&males with overall incidence of
11.3%. O’Donoghy d@ﬁlso ?@977)@0%@1& mCQQence @\nales in an established colony of
approximately 30%9; which spc@aneo;@y re{?@ed in‘that same colony “virtually to nothing” within
apparently a V@y sho @@ ) @ ©\ § @§

VOO0 S o
The 1n01de§\¢oal occurrence of d@ed res Q peléis 1n£g@ rat is a normal morphological variation and is
not by 1@1" an 1nd1ca£?of pé@lologlcal ef@ts @ compound in the renal tract. Dilation of the renal
pelviswhich is not@é\con@med &y pa é@ogl 1n
transitional cell eglthelu@i rer@}tub e, inflammatory infiltrate, etc) is generally not of any
toxicological gi & 1ﬁ%xce§ SplC obgervation of dilated renal pelvis in the two-generation
reproductlo

the rest 0@:}16 u@ry t

The getentl@%fe@f %w administration of iodosulfuron-methyl-sodium in the rat can be
examine e rat two-yeat chronic / oncogenicity study (- 1988), in which animals were fed

dings in the renal parenchyma (changes to the

ccompany other significant macroscopic findings in the kidney or

diets aining iodosulfuron-methyl-sodium at up to 7000 ppm for up to two years. There were no
relevant increases in pathological findings in either the kidney or the urinary bladder in this study.
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In summary, .
e Dilated renal pelvis is a fairly frequent finding in the Wistar rat; @
e There are no findings in long-term studies with iodosulfuron-methyl-sodium which su ; st
that dilated renal pelvis observed in either the two-generation reproduétton study or{ ©®

developmental toxicity study is a toxicologically relevant finding; Q
e The incidence of dilated renal pelvis in the two—g@eration reprodg%ion study«&h@wson
relationship to dose; and g}’ Q\
e The incidence of dilated renal pelvis in the F]@dults is mucwer than t%h\g%p whj wouﬁ%
normally be expected if its incidence in the developmegfal t%qmty y w§re per@anen&
\ \I© 9 Y
Based on these findings, the incidence of dila‘@gi rena@elvihe m}dew&f@m toxic%ty suﬁr
and the two-generation reproduction study cc@duc@g@wit@dos@roné%thyl@odiu& is no‘t%n .
indication of a toxic effect of the active ig@%@diel{@’ \@ % @@ © @§
N NI WY I
The incidence of blood in the abdol cayity in @ rat@elo ntal@%ﬁxici tgg litter§,>6

fetuses affected at 1000 mg/kg bwAlay) is Within istori o N %
day) is ‘Within the his 1ca§ange itters10 fetiises).
9 9 S O O L S
v S $ S 8)
¢ > v & K SN
S S Q AN &@ 2 o ©
CA 5.6.2 - Developmenta@toxicé stud@% v @ N 9
~ “ S
@ Q ¢ (©)

Report: MIM0665DT 5 S
Title: @ Range find studsptter gyal admintstratior in Wistar rats Hoe
SN é% sabfancitechical Code Hog@l 500890 ZC£80001
Report No: O [RA56889S ¢ N & Y 4
Document NQyJ- NM-14@65-019° & © o S § O
Guidelines;: ‘Y Devintion a9t spegified @m\% ™~
GLP/GER:” w S & YV - B T
Report: A 1996;M-141359-01
Title: @Nj O 'ullcvcncnf&toxic(tcra@{cni ity) study - rat Hoe 115008 substance,
<) & nic/odc oe | 5908 0/ C89&¥U 1
Report No: @ O 768y . © Q ®) v
Document N&&): M-ﬂ\@359ﬂ\ﬁl A oy
Guidelinely EUN=EEXY: 88/307; JMAAY: ; GECD: 414; USEPA (=EPA): Subd.F,83-
K @@Devi@on not@pecifd - %
GLP/GEP: «Ryes S .9
o X
Report: A ,2014;M-502267-01
Title: &@ Reg &-\5} y Flog olsitiop paper - Iodosqlfurqn—methyl—sodium - Response to
Fe) “Dinitjiglquestidns frogy Kemi during 2014 re-registration process
Report No:'" o[ Med0226201-1 O
Docume@yNo(spp> | M#502269-01-1
Guidelines: . \not s@é‘iﬁed;not specified
GLR/GEP:5,”" N nav

)
SIS
A que@w was raised by KEMI regarding the toxicology section of the AIR-3 dossier for
iodosulfuron-methyl-sodium and was addressed in the position paper which will be summarized here.
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Question from KEMI: .

In the two generation toxicity study in the rat (_, 1998, Study No. C001514) @ @©

increased incidence of dilated renal pelvis was noted at the dose level 0£5000 ppm in @h F1©

and F2 pups. Increased incidence of renal pelvis was also noted in thvelopment& oxi

study in the rat (. 1996, Report No. A57677) at the highest %jse level (1@80 p@. It

is stated by the study author that incidences were within the historical range oﬁ%@ rag \s@ain %,

used. However no historical control data is avai@e to suppm@‘his stateme@” F @rmo@Q @

increased incidences of blood in the abdomin&l cavity was n at the higg@t d eve@’l C&é

the rat developmental toxicity study. The in¢lence of thi@ﬁnding was @@o cgm ere@@o be@

within the range of historical control dat@cording to&tudyc a@or, bt no historical, cont@

data is available. Could you please sglirnit hi%orica@ﬁr&@lﬁta &@fhe é&ing&%@tedx@he
NI I NS
The only two-generation reproduction %ie§ ﬁ;ﬁe @?pa @n % @@ n§@

sfudies i any e rchives W@eh were condueted
in the same laboratory using the samraigiéi ani@]s f]@ the e s@'ce th nge-ﬁ@ding
study and definitive study conduc with%dosﬁ%ﬁuron-%‘ffeth;@sodiu@ , 1&5@, Study
No. C001514). The laboratory @as eg\&ﬁ%losq@n th@tew ing 95 a@lth(&’h historical control
data was requested from the@ owifers o@e labo@fory $uch ,;JQ a%lot rec ed.é
D

QN SN L9
. . 5 O & o @ SN 9
Dilated renal pelvis was%gbser\%d in tw@adu@@nm and wo pupsin t@ont@roup of the range-

finding study conducted with4o osu@ron—@thyl@diuQQIn t@@» twq&generag@ reproduction study,
o £

studies mentioned above?

o

. S & N
it was observed in F1 adult irfthe cg@ol graup. §
§¢ & o\ %, . @ @ & @@

O DN
Development @xici&tudies conted @he %ﬁwergxtrac fromithe company internal archive
and filtered fc%tho@udi&g@con ued irgﬁhe safe lab@nd using t&ame strain of animal from the
same sowg%))as the rat deyelopragntal 'city@udy conducf@d withiodosulfuron-methyl-sodium.
Data feﬂ@lated renal @%Tvios blood in the.abdo@yinal eavity, were collected from the resulting 20
studies including Fl 99@1%};;0\@ 0.@%}7 67 AN
Data collated frpm th@% 20@&@5 @ows@at th€ncidéfige of dilated renal pelvis in the rat
developmenﬁ toxicity St@ Wi }odouro@netk@?ﬁodium is within the historical control
incidend@\en consid%ed o§ itter&sis f?ltteors&a fected at 1000 mg/kg bw/day, vs 7 litters
affected in one studg@a the historical databa e)ﬁ@ightly outside the historical control incidence
wh%%onsidered ofra fet sis\@ fe'@@es aﬁ@\cted at 1000 mg/kg bw/day, vs 9 fetuses affected in
one study in th@ﬂstorica dat&gﬁse). his study was conducted at the same now-closed laboratory as
was the twc@nerati&@rep ucti;g%r%\studgnd similarly although historical control data was
requested k as ngf recegyed. I is posgible that other studies from this laboratory were referred to for
compila of g histdrical ¢dHtrol database referenced in these two reports, but are not in our
intern%arch@ % <
N @ N o

B R
Dilate al pelvis is a relatively common finding in the Wistar rat. One publication (Burton et al.,
1979) %ﬁfﬁved incidence in adults of 13.8% in males and 4.5% in females, with overall incidence of
11.3%. O’Donoghue and Wilson (1977) report an incidence in males in an established colony of
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approximately 30%, which spontaneously reverted in that same colony “virtually to nothing” within _

apparently a very short time. @ ©©
S @

The incidental occurrence of dilated renal pelvis in the rat is a normal rnorphocal Variati&l@and j
not by itself an indicator of pathological effects of a compound in the renal tr@’t. Dilationgqf the’renal
pelvis which is not accompanied by pathological findings in the renal paggﬂ%hyma (cha&@s to ¢he gs@
transitional cell epithelium, renal tubular damage, infla tory inﬁltr@; etc) is gen@ally ﬁQt\Of a§ @
toxicological significance. The sporadic observation of dilated rena@lvis in the t@b-ge@atio@ &
reproduction study was not accompanied by other s'@lﬁcant mac@scopic@ ﬁndi&@ in thgzidr@ or @q}
the rest of the urinary tract. @ 2 Q S >
K% > "\@ & DN ‘2’5@ Q@

- , TRV SR %&.6\”\\?

e potential effect of chronic administration®T iod&ulfu -me@l-s diam mﬂﬁe ra%can b%

examined the rat two-year chronic / oncogeyicity @%dy (] 9988), Wl@h anirfils W@ ed@& ¢
diets containing iodosulfuron—methyl—so@ﬁimo ag%p to 0 &@ forqp’to @ }ﬁ Thﬁrﬁe wer§o
e
@Q ©

relevant increases in pathological ﬁns iﬁ@\nher‘t&be kk@ey orﬁ@@uri@yy bl r ip$his stL@y.
S S O NS
In summary, R & © S S @) N
 Dilated renal pelvis is@Tairky ffequen findfg in th Wl@ raté,@ é
e There are no ﬁndingys\’in légg—t;gg:tud With@dosulﬁlronf ethy&@diu@which suggest
that dilated renav@@é)lvis 0@serv 1n ejther th&two—@eratim rep@uct@study or the
developmenta&oxicit@%tud}@s a to@cololly i@evaﬂ‘t\ﬁnd'ng; . Q

AN
e The incidengg of dilg@ed 1 p@s in @ tw@ener@tion refpoduction study shows no
v N Q

relationshapy to di %; an @
% \f@. Y O N R @ © .
e The mélgence@: dilate re pelv@n tl{ﬁ@l adults is garch 16wer than that which would
normatly b@ﬁpe(ﬁ@5 if é%s incidence ip\ the rat@;@evelo@wn‘g&@oxicity study were permanent.
. N Ao Q @ fog
N . X . g ANTIIPN -
Based @hese ﬁndm&,’ thoe idence of dilated renal pelyis in the rat developmental toxicity study
and the two-genera@n re&%duc@n study con@%ted Saith ioé&\sulfuron-methyl-sodium is not an
C e LN Q
indication of a t(@ eff%t of t@actl 1ngr@nt. (&
o Ny o §F e
The incidenc®of blddd i abdothin vityziht the tat developmental toxicity study (5 litters, 6
fetuses @ted at loo%mg/ké/da@ﬁs %@n thg%storical range (7 litters, 10 fetuses).
D

NS
T > &

* R SUIRRGANT s
Report: ! :2015;M-508521-01
Title: &@ jﬁ y tlogy@ osition paper - lodosulfuron-methyl-sodium - Response to
~Q “Dfurthquestions from Kemi during re- registration process
Report No: S %, | Mep852¢01-1 Q

Docurqg@ﬁﬁo(s@ NE2508529-01-1
Guid&l\}ﬁes: ' Anot sperified;not specified
GLEGEP:0,” -] n.a,

& o O
A furﬂ@quesﬁon was raised by KEMI regarding the toxicology section of the AIR-3 dossier for
iodosulfuron-methyl-sodium and was addressed in the position paper which will be summarized here.

Question from KEMI:




E ] Page 33 of 45
BAYER Bayer CropScience 2015-05-27
R

Document MCA: Section 5 Toxicological and metabolism studies
Iodosulfuron-methyl-sodium

1. In the rat developmental toxicity study (- 1996, Report no. A57677) increased .
incidence of retarded ossification, haematomas in the liver and distended ureter was note; >

pups of the high dose group. Could you please submit historical control data for the folo win
findings: &) @ S

e Slight or non-ossification of skull § A S O\@

e  Weakly or non—oss¥ﬁcat%on of sacral vertebral arch % o @@ 2

e Weakly or non-ossification of sternebrae < &% N é\g

e Non-ossified forepaw metacarpale 5 @ g}’ \ @ @
[}

Haematoma in the liver and distended ure erV Q é\ﬂ &
2. In the rabbit developmental toxicity study g_ 19896, Report HO&S%% n@@ ed@q}
incidence of non or weakly ossified sterW e was noted 1 thgh c@e gr@p C%u d y%g%
please submit historical control data for ﬁndmg @ o\ 6 %

9 v N NN
Developmental toxicity studies conducted in @e ra}w@ere @w\\tfact et ron@é cor@anya@tern rchive,
and filtered for those studies conducted 1r§1§%e sa%@'lab% d using 2 the same s@am of &himatfom @
same source as the rat developmental t% ity W y c uct& 1thaQ SK on @ethy&odlu@@
In the rat, the incidence of weakly o@%n- 1ﬁegi ‘@cra 3@ tebr@arc d of fton- o ed weakly
ossified sternebra(e) was within t %1stor1 al conﬁol ata on ®t 1 an@ littexbasis ”\The
incidence of slight or non-ossifj at10 o@lndl ex&Qeded @1 cotitrol
incidence on both a litter and-@¥etal ‘b@ms oweve@’lt shQu db that th 01d e of this
finding was quite high in théy\\e’ontn%l groug Of thegodos@uron éimethy& odlu@(16 itters, 49 fetuses)
when compared to maximém incidence iwvthe orlcal control da %@ s, S5detuses). The
incidence of non-ossified'met rpale att @ €0 OO mg/kg Bw/dayShightly exceeded the
historical control dat@n a f as&ﬁ nly ( fe ] at"i q%‘kg W/day@@ 9 fetuses in the

historical data
- @ S @

These observatj ?@%lcat&e o sllghtl;?elay@skele& de pm@ rather than of a frank effect
of iodosulfuray-meth§i-sodi@m on $etal djg houghdbothfetal and maternal body weight
are similar between'the h1§H’ dos@}nd € Con: gro at the'end ©f the study, maternal body weight
showed dslear effect a ”both @ 0 mgrkg /damg&@treatment period. It is highly
likely that this decrea bod@welg dur com@bund adminié&ation slightly delayed normal fetal
development thus l@dmg &\hg@delay@n fe‘g@\skeléogal ossification.

The incidence of@oth @ma ai e hvg and @dlst ed ureter slightly exceeded the historical

control inci e, a gh these 4in mg\@ere tistically significant in any dose group. The low
incidence gen at the hlg ose@)up @gestﬁ%@ @toxwologlcal relevance.
For the tabbit, devel §;mentaf<%x1\ty studi cted in the rabbit were extracted from the
compapy internal archiv filtgped fo “studies conducted at the same lab using the same strain
of aitimal from the same@durce-3s the r bit @ elopmental toxicity studies conducted with

iodosulfuron-mgghyl-sodium.&The jié&dengerof weakly or non-ossified sternebrae at the top dose
slightly excegded theﬁﬁsto 1 control data when considered on the basis of fetal incidence (46 fetuses
affected in fhe studycongdycted,with iedgsulfuron-methyl-sodium versus 34 fetuses in the historical
control d@) emal@ody ight at the top dose was significantly reduced throughout the
treatm& @ it is ably that this decreased maternal body weight led to slight delays in

fetal §owt {elopnient.
K

&
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Report: I 0614051001
Title: Range finding embryotoxicity study after oral administration in Himalayan rabbi@
Hoe 115008 substance, technical Code: Hoe 115008 00 ZC89 0001 o §
Report No: A56721 N ®)
Document No(s): M-140510-01-1 NS
Guidelines: Deviation not specified G A °
GLP/GEP: no AN S o> B
@) [y >N O
Report: I N (006 V141358-01 @ v o 9
Title: Rabbit oral developmental toxicit (tcratogcnicityf@\sﬁtdy Hoe 11@9\%8 anc&@ ©
technical Code: Hoe 115008 00.@°89 0001 Q R f,© @
Report No: A57676 i~ 9 o A &
Document No(s): M-141358-01-1 & N N
Guidelines: EU (=EEC): 88/302; JMAF: ; OBD: 4B¥,Sect:d; Us@‘% (=@X); Subd.F,83
3;Deviation not specifié® @SN X @ .
GLP/GEP: yes . @ N o & A
EUREIRN D S O S \&
SIS A Sy &
No new study has been performed, aergglse no&@v sc@%ﬁtlﬁg\j @dm@@ha@uen@the ®)
regulatory interpretation of the ofﬁc Vtion @’the@@lve S@Stﬁ%@. S @ &
o 2 &S H LTSS
CA 5.7 - Neurotoxicity stud N O @Q % O é%

No indication of neurotox%ity W
methyl-sodium in rat,

has been performed t oul@alter fhis corfelusi
performed gt w usigls

&

CA 5.7.1 - Neurgtox

cagducted ¥Ath iadosul furon-
ogducted with iag

R
reqaired. No new study
\g
S

bseg@ﬁ in @%’ of tR studics
mouse, or dog, affd thusheurotoxicitycstudie§iwer Hot
o 0 s
S QA
S ©
S8 s &
N R

é\

v
& .
dies i%%em&\ @

N
%@stu

No indication@@ ne%@toxi&@ was @oser‘%@«?in @ of @stu ies congyicted with iodosulfuron-

methyl-sodégm in rat, 01
has be%@rformedo t?u
) &\

L
CA5.7.2 - Dela@% peur@

No indication@f ne

methyl-sodium in rat,

mouse, Q;\ﬁ@)g, a;&Nj thuéﬁeurot@’lciq@tudieere not required. No new study

1ter§ conclusi@ Q@ ©\
L S
SEN®) o S
N . @%’ & >
thud}e% o S

D
oxicity wa&g%serv in arfy of th&tudies conducted with iodosulfuron-
O N N . . .
motiye, o@mg, a thu%@uro@cny studies were not required. No new study

has bee@ formed Eh\m@wou ti t@is ci@usg
= < S @ & ©
CA 5.8 - Other toxicoldgical stirdies ©
@° SRV Q&
§ Q°
N ~
CA 5.8.1 ; Toxicity stu of metabolifes
The to:ﬁ@gfy of&@veral r@r%eta%@ntes of iodosulfuron-methyl-sodium was assessed in an earlier EU
revie@%f ttiv stance, however these data are summarized here for reference in gray type.

F @r ix@matio@jis a@lable in the Baseline Dossier provided by Bayer CropScience and in the
Mono .

AE F059411 (2-amin

0-4-methoxy-6-methyl-S-triazine) is a metabolite of iodosulfuron-methyl-

sodium. Testing for acute oral toxicity of AE F059411 shows that the LD50 value in rats and the
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symptoms of toxicity are similar to the acute toxic profile of iodosulfuron-methyl-sodium itself. The
Ames test on AE F059411 was negative. Thus, AE F059411 does not pose any particular hazard@ &
potential different from that of the active substance. @ @§
The metabolite AE F114368 was only detected during metabolism studies at ginor amounts&%ld @®
mainly in the fecal samples. Testing for acute oral toxicity of AE F114368 shows that thek DS Relue
in rats and the symptoms of toxicity are quite similar to the acute toxic pg@‘%e ofiodos&@lrop-@@ethyg}%
sodium itself. The Ames test on AE F114368 was nega%@@ Thus, AE@[ 14368 doeggot p%Eany@}@ @
particular hazard potential different from that of the active substance.Q @© L o
5 © SIS
The metabolite AE F143133 was only detected dur@%metabolisn@%tud' s.at mi@@r angounts iﬁzurin&@
samples. Testing for acute oral toxicity of AE FgaF133 showsyhat tbhe@; 50 Rue iats afl the @
symptoms of toxicity are quite similar to the g cute to b@rcﬁof i@sulf@n—m&yl—s@um@lf.
The Ames test on AE F143133 was negative Q) hus,& FI 33@‘7@68 Jgﬁ)ose particula%hazard
potential different from that of the active s%bstan @ Q S & ¢
O S @

IS
A
\&©$°©% &

@ DA NN

Report: ‘ 1989 88-182294-01 )Y &9 o» ~
Title: Acute oral toxictty stgd in rags with:®,aminQ-4-megloky-6-Qethyl&riazif®
Report No: 001299 Q RN NN RN
Document No: M-182294:01-1 v 7 @ & @ o © QO .
Guidelines: OECDYJ01; USEPA(EPA): YSCAN0, § 831 ; Dexjation ndt spedtied
GLP/GEP: yes Y & O A gy SO L 9

92 O oI o &
Report: | )98 M582299-01 ™ Ay
Title: @cttcrco&ﬂg use | .A ly Now23 19@2 forlsegistration purposes 2-Amino-4-

@ methoxy-6-hyl@iazind SR
Report No: S| CAY736 2wy Q 9 & @
Document No: &~ |<M-182299-01-2 N & N S
Guidelines: NPDevia@pn noQpecified X & §
GLP/GEP; Qfno ™S . N i
o 2 7 © ~ D v

RepoptS 5 | 19P8;M-181601-01

Title: -
P
Report No: 2) &
Document Nog): M-181891-01D° o ®) @

Guideliness™Q Y Elé@fE DB.13 2B.14,93469; QECD: 471, 1997; USEPA (=EPA):
7985265:098.51 evigiion nd@specified
GLP/GE¥? @ o 9D .S

Report: R

M;W%;M-lsmos-m
Title: Aite ordlstoxicity ih the'hale and female Sprague Dawley rat AE F114368

@" | substape, tealgidal Q%be: AE F114368 00 1C99 0001
Report No: & DCOOLPT

V2
Documen‘g%(s):% M¢:i$\\240§\—01—1 ©\/
Guideligy: o~ | Kb (“EE®): B.1, 92/69/EEC, 67/548/EEC ; JMAF: 1985; OECD: 401; USEPA
< O (=ER&Y'F §81-1;Deviation not specified
GLR/GEP:.>> & Ves ™o
Q@ & 7
<

&
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Report: I I I 1995:M-181800-01
Title: Bacterial reverse mutation test AE F114368 substance, technical Code: AE F1143
00 1€99 0001 §§
Report No: C001107 ~ > X
Document No(s): M-181800-01-1 N )
Guidelines: EU (=EEC): 92/69, L383, B14 + B13; OECD: 471, 21 Juf@i’997 USEP, ( EPA):
798.5265, 798.5100;Deviation not specified ®) @XQ 2
GLP/GEP: yes Ch A N Q&
W f\\@ @\\ﬁ Q) @
Report: I - 152169-01 O 2 & & 0
Title: Acute oral toxicity in the male af@female Spra Dawlgy rat AD F1431$3 @U @
substance, technical Code: A 3133 00 1C9%0006° é f§ B N
Report No: C001252 & N g N ﬁf@ @@
Document No(s): M-182169-01-1 @ R RN NG
Guidelines: EU (=EEC): B.1. 92/6@EC§§@/548 C; JRRAF: %@%s, OBLD: 401, 19 .
update 1987; UQEPI&( EP@ §81-@ 0/9@2 025;Deviation notSpecif} P~
GLP/GEP: yes NS D S @ §
@ O L O > & & g
Report: k @98 M @8241(@% &
Title: Bacterial reydsse mutfon teSSAE FI¥313 bstm@x tu]@\%al (@% E&?‘f/43133
00 1C98 00 & & QN ﬂ ©) S
Report No: C001348@ | % NN @ NN
Document No(s): M-182410-01-1 > O 9 O
Guidelines: EU =EEC§B.13€§@| , k83 A82/69/EEC; @cn:{f{ 2165.98; USEPA
=EPA): OPPTS §1®DLVI¢@UO“ ng{specifig & &
GLP/GEP: v

Further 1nformat10$n i urltle@lron§® asmg?ed @ ;gm in th

e LB m T
o 99

[¢]

ba@ine dossier, have been

N

transferred to c de%k mfo&natl&\n in de&\neng}CA N @ §

@’

CAS.8. ZX%)upplemen&ry s@aes @e ac@fe S@bsta@ (o

> K@©©@§%

The toéelty of sever%@mp&r@es of 1odos@>ﬁ1ro @ethyﬁodn@@ was assessed in an earlier EU review
of the active subs@e howeve @@ese% a ar@umn@zeg hete for reference in grey type. Further

information is av@lab@ th@ seling’Dossier pr@gded

Mono graph,©@ @

ayer CropScience and in the

o,

©© Q@@@\@é

The sub %ce AE F114844 igdHe fre@ncid @sd the Tast precursor stage of iodosulfuron-methyl-
sodium. All studleso§whl lodo%ﬂfuro&meth@sodlum was administered by the oral route can also
be ygtd for the hazsd asses len@f A 4@4 as iodosulfuron-methyl-sodium will be present as
the protonated free acid. @ he e@na@mal Q@thy and potential for mutagenicity of AE F114844

were determn@@se %‘gtely

substance 19 sulf I
AE FI 14@0(@90t
@
@

&
SFe 8

@ @
Q&

&

¢ der@al toxicity of AE F11844 was similar to that of the active
l-sotum, @yd the Ames test was also negative. It can thus be stated that

USH dny@hﬂzclrd@ffcrcnt from that of iodosulfuron-methyl-sodium itself.
O

o

&
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&%

Report: I o0s V- 182172-01
Title: Acute dermal toxicity in the male and female Sprague Dawley rat AE F114844 @
substance, technical Code: AE F114844 00 1C97 0001 o
Report No: 001253 N Q)
Document No(s): M-182172-01-1 L NS
Guidelines: EU (=EEC): B.3., 92/69, 67/548; JMAF: 1985; OECD: 40%; 1987; US%A N
(=EPA): §81-2, 540/9-82-025;Deviation not specified ®) §
GLP/GEP: yes A < N A
2 ¢ o 9
Report: N 1998 8182403-01 . 9 & ©
Title: Bacterial reverse mutation test 114844 su%@ncc, technical@ ode: AR F1©@44 @
00 1C97 0001 @% 8 & &
Report No: C001344 ol N w9 0
Document No(s): M-182403-01-1 G RER AN %
Guidelines: EU (=EEC): B.13., B.1©§2/69@EC@883 @@,&)E S 471.3D97; SEPA%
(=EPA): OPPTS 870:5100; DeSiatio@ot spvified © . O &° &°
GLP/GEP: yes LN . N N N D g
RN IR O
For further information on impuritie@@lea@efer @conﬁ@ntifor@mn @oc@t J Cg
ST NP N > S N
A mechanistic study to determine%e re@yrsib of at ica& ect@@bser afteforal
i

administration of iodosulfurethyi—\s’od was @ndu&t@e?jd in@ dog. A further e@poim of the
study was to determine the p%ﬁsibi@ty of %ﬂton of@affects%etw@y ioglg@@lfur%l-methyl-sodium
and the safener mefenpy&@eth 1."Dietazy adinistration fox four wecks gg@od furon-methyl-
sodium alone at apprqgmateéﬁoo mg/kg b® day in céehbination with mgf@)yr—diethyl at varying
doses, caused in so group@dec@%sed bady W@‘-t a§ or food co@umptk}l, and decreased red
cell parameters. re v@ no potentiation bggnef@rf@r-di athyl ofithe efféots observed after
iodosulfuron-néchyl-@ium a%rninissgratio@The H@\m;%lo ical@ndings observed in treated animals

were shown t&be ﬁ@ﬁ re @ble a@er Ce%sation@ treath ent. @
9

: 2 S & Y 4 @
Report:Q> :20QTSM-454%91-01

\%

Title: o« #-week toxigity stud y oral route (ditary:admixture) in beagle dogs followed by a
QP 12-theek tréatment-frée pefiod ;\\x S
Report No: e | 2602 TS o, < Y S

Document No;_ M-A54891-01d0 S A oY
Guidelinesx&)~ ) EEC-Recoritmendation No.96/54/EEC, B32, 30 September 1996;not specified

GLPIGER; e o R g2 @
2 @ o >
& & N Lo %@E@LS AND METHODS
= S & &
A. MATERIALS: @ ¢ Q
@° S @ S
A R
1.Test§ter<l% v @
AEFLIS008:." & « 9
I@fscrip@{gn: © § beige powder
@ot/h: AN CR21436/02/950601
S Purigy o5 Y 87.1
& ks S

@ability of test compound: not stated in the report

AE F107892
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Description: brownish viscous liquid .
Lot/Batch: COIHSMV008 @
Purity: 95.2 S
CAS: > > S
Stability of test compound: not stated in report @',@ SR
: g N S € o
2. Vehicle and /or positive control: none %y o \@
. ¢ & &S O @
3. Test animals: Q @ § o S
Species: Dog @& &© é\a Q § &
Strain: Beagle % Q o & & ) &@
Age: approxi@ y6 montbg old @ R © %) @
Weight at dosing: 6.6-8.7 kg N @y 6\ \% g§
Source: N@y g§ %
Acclimation period: 8 %ils ace}imatiap Q Q & @& ’

Diet: Bog dies 12562 (PXS),
e
Water: ©Q tap water & @ @9

Housing: & iddividual houshig 1n$ennel®v©1th @od sﬁng&@)
Environmental conditionsQ © 9 ©© @ S ’

8) ©
Temperature: Q@O ﬂ:\%@C v > & @Q& & @© é
Humidity: v, 50 + 2O%§ o % %
Air changes: &ast I&air clignges p@ hour @ N ©
Photoperiod:  °~ %12 houfd hgf§n}@ms da@“ * $ §
¢§ @ \ NS
B. STUDY DESI @ ) é\’ Q AN
& O &
1. In life da@% N N . b @ﬂ 2@4 25§?11y a1
Q &
2. Amma@assnﬁ?nen&%d eat @ @ S @

Dum% e pre-treatgent egod nlm@% were sel d acc@’dlng to the results of the clinical
andf@boratory ex nat S an ocated to @ups& ordigg to a computerized stratification

procedure. Q\ & w\g @ ?i,\ . %\

@)
The dose levéls se@sed 10d0 uroMet —sod@ and mefenpyr-diethyl were chosen based
on the res@ts in oal@ 90- d@y studi®s withéach compound. lodosulfuron-methyl-
sodium Had bee to h%a%% a r@k ct otyseveral hematological parameters (including
eryth &Wte count, hemogl@n cont tgaﬁ@n @packed cell volume), while the effect of
yI- dlethyl sinfidar dose 1n 3‘]&day had a much less severe effect. Nevertheless,
ncerns were @eardl he 1b11> hat mefenpyr-diethyl could potentiate the

shematological &ffec 10dqulfur@ -me, -sodlum and thus this study was designed to test the
effects ObS@Led When bo@@éo@undswere administered together.

§
Both i 1o ulﬁﬁ@n -m -sod1um #d mefenpyr-diethyl were noted to have hematological effects

w1d0 Ghethyl-sodium alone, to test whether low doses of iodosulfuron-methyl-
Qi mefen ym;l; thyl administered together would have any effect on hematology, and to
ami het@r the&ffects due to a high dose of either iodosulfuron-methyl-sodium or
ng@f@yr—diethyl could be altered by co-administration of a low dose of the other compound. The
n

ing study design is shown in Table CA 5.8.2-01.

%%wmm@@ y 3@ /kg b v/day, and thus the doses were selected in order to elicit clear
effi

s&?ﬁwum o

Table CA 5.8.2-01. Target doses, in mg/kg bw/day, of iodosulfuron-methyl-sodium and
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mefenpyr-diethyl administered to male dogs for 28 days.

Target dose, in mg/kg bw/day (@
Group Iodosulfuron-methyl-sodium Mefenpyr-diethyl ¢
Control 0 O 0 @@ A
High-dose IMS* 400 o 0S &7
Low-dose IMS / low-dose MFP 100 100> &
High-dose IMS / low-dose MFP 400, L) 00 LD w
Low-dose IMS / high-dose MFP 197 o) &4005 @
* =1 _ _ ; . — . ® < S

IMS = iodosulfuron-methyl-sodium; MFP megnpyr dlethyl R é\ﬂ@ Q@ Q C&©

@
Animals in the group receiving iodosulfuron- yl-sodium 2@1 00@§/kg§v/da§nd me%np -
diethyl at 400 mg/kg bw/day showed a mar ody Welg&.lOSSQ affd were sferfed t

control diet for one week to allow them taregain ggnditidn. It W@S hypc ﬁ that\\%e tast@ and
/ or smell of the mefenpyr-diethyl were caisin @]ect@ of t@fee d th dy weight loss
was not a direct result of the admlnlst ion of@lther @st substance. Thisawas te by OVl
the animals with a diet containing ‘Fy m e?fpyrQ hyl @prog% a high dosg, again cau
inappetance and body weight loss @%\1 <Egwup wie Wlth‘ﬁrawn @om t@e\he log@l ass®§ent
prior to blood sampling on studysgay 1@% @ @ @7

< ~ S & &
3. Diet preparation N @ @ ©© @Q \
iodosulfuron-methyl- sodand\i%efe @@j dleﬁﬁ We&g’mlmto dog diebat th concentrations
shown in Table CA 5.8. MS (K Q) I @ & \@ &

N L W92

Table CA 5.8.2-02. %Dleta% conce@trat& @odosron %ethﬁod&n and mefenpyr-

diethyl in diets fed, to male'dog&for 264 %@

2 Y o S @wta ry c0nc®tratﬁm in ppm
Group S @& WD O(Lgsulfurﬁ-me ayl- so@um @  Mefenpyr-diethyl
Control & &\ $ N 0
High-dosgJMS*e” © O [« 7 A 11080 § _ 0
Low-dose IMS ®low-dose MEP N N 3000
High=dose IMS / lotedose MFP &’ Y 110082 O 3000
Lofcdose IMS / ligh-do€dMFP> | o © 3000 , O 11000

*IMS = 10d0s@ron %thy@%odlu@\\MF&} mefgnpyr @ethyl

For each con@?entr emi thei&fal s Qount -~ each test substance was prepared with
approx11y ]@0 §16 diet usu%@pes rtar, or a mixer to 1ncorporate mefenpyr-
diethyl info the diet. %;%s p@a d@ dispersing the premix in the remaining diet in
a m‘@r ora perlo%of 10 mitnutes,’ Th ictarysadmixtures were made every week and stored at
roofs temperaturk protec f&m hg t cl@d plastic bags. Each day, prior to delivery to the
animal rooms,sth dle@' adr@a&turer@lxed with water, adding 500ml of water for 300g of
diet. @ @\ - &
@° N
4. Statiggs =Y N R
Data t staﬁ{}tical nalyzed W@rst tested for normality of the distribution using the
Koln® oro@illie@rs te&f the distributions were shown to be normal, the homogeneity of
variatices. Betwe grougts-was tested with the Bartlett test; the data was then assessed for
%@tlstlcle VA ce using the Dunnett test if the variances were homogeneous, or the Dunn test if
@ey ¢ not hom eous. If the distributions were not normal, the value was transformed
lo mically, then re-tested for normality of the distribution using the Kolmogorov-Lilliefors
test? If this transformation rendered the distribution normal, the data was then tested as described
above. Data which was not rendered into a normal distribution with logarithmic transformation
was then tested for statistical significance using the Dunn test.
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C. METHODS: @

N
1. Observations S @® ;

Each animal was checked at least twice a day including during weekendgyand public h&hday

mortality or signs of morbidity, and clinical signs were recorded at lea%once aday. & @ %
% °\© Q, @ '24\9
2. Body weight © N L SO

AN
The body weight of each animal was recorded twrc%efore allon of the a@%hals tre@at@ent S
groups, on the first day of treatment, and once a week until the of the stu
oy < dy Q S &

Q@Q &

3. Food consumption Q) @
The quantity of food consumed was recom{ed for %ach a@al Q&\NCI Hiirg th&uantf&y grx@? and
that remaining the following morning. g @ 2 & @,

AN 'S & ¢

4. Hematology 7, N )
Blood samples were taken withou estl&%ia p@\@r to &edin@nd folowin
at least 14 hours, once a week d§ 1n§§§e pre pe fod on@té\\tﬁdy

y\’n overnigl§§t of
(@e first day of

treatment) and 7 for all animalg, tudNays F%La 21 % 2 fo au'%l%ls except
the group receiving a low d@e 0@0do%furo@ethy§odlu@ an ight fose*Qf mefenpyr-
diethyl. @ & v (@@ @ Q& S @© N
@ % @ @)

5. Sacrifice and pat ology @
Animals were not sagtr 1ce%a@ the é@% of& stu@ but@gere returneg;@ sto&%a

S @SU {% A@DIS@USS@N >

TE I

S @
‘”\a .
A. OBSERVA g@Ns\© O % \\ o
© v e §
1. Clini mg§ of tosteity ©
In anirfials receiving 10do L%ﬁ’uro eth@mdlu@’ at @OOO % and mefenpyr-diethyl at 3000
PP in appeara@ce n three xs‘mals@url the treatment period and into the

begihning of th%?ostat& mg:%t per p actlv%ﬁy vg& noted in one dog in this group from
week 3 to 4 o@e treatment rlod\ @ @
AN % &

9
In anrmal@recer@g g&ulfu@@h’ -m yl @m @OOO ppm and mefenpyr-diethyl at 11000

ppm, a tin app@@ran%@vas %)“Eed 1%@\/0 O%he an@rals from weeks 4 to 6.

5

2. @talﬂy .9 QQ @ @
No deaths occu@l dury ng thesgtudy. &, @
% \@ T

B. BODY WEIQHTA@) B(@)Y V%%; HIGAIN:
As shown.i®' Ta e%CA ofily statistically significant effect on body weight was noted
during astweek he tr%éatrne@ period, in dogs which had initially received a high dose of
mefe -digtlyyl in@onjusietion Wath a low dose of iodosulfuron- methyl-sodium; this marked
decyé: dy@vei fy” was related to the inappetance caused by inclusion of a high
conpentr§ efeppyrt-diethyl in the diet. However, both this group and the group receiving a
@h do% of ipdosulyron-methyl-sodium together with a low dose of mefenpyr-diethyl showed

leol ally significant decreases in body weight at several points during the treatment period.
ffects on body weight and body weight gain largely disappeared during the reversibility
period.
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Table CA 5.8.2-03. Body weight and body weight gain, during the pre-treatment, treatment, and
reversibility phase of the study, in dogs administered iodosulfuron-methyl-sodium alone or @h &
mefenpyr-diethyl via the diet.

A
Dietary concentrat@n, in ppm @@) A
Iodosulfuron-methyl-sodium 0 11000 300%& 11000 3
Mefenpyr-diethyl 0 0 3000 30005 | 14900
Week -4 7.2 7.2 «7.2 7227 | 97.2 .7
Week -1 75 VYV 16 |or76 A .6, | @
Week 1 7.6 78 RN 78 @76 51 B8 &
Week 2 18> 84 <] 17 &7 759 | ©6.9 &
Week 3 29 84X | 8.0 8 76 Y 714"
Week 4 Q1.9 23 .9 82 1.9 6%
Body weight, g | Week 5 8.2° | O85 o] &% [O70.7] w33
Week 6 O 89 (r8xn | 2385 @& 24 7.6 .
Week 7 § 81 9 s8R 87 | @5 IR
Week 8 Y 8.4, | 87 P 9B |« 738 &2
Week9 O N 8F 8.8 O] =91 g> 84 | OS2
Week 10 ©° 7. 93 89 [9928] &M 4 85
Week 119 @@(U _ 8.2 5@0 Y 9\%@ 8.2, [ 8.5
Week 4 to Week 1 \) 9 N N §
o1 e%fééatm;\% «\@ g | @ 0.6 @\@6 y o4 0.6
Body weight WeekK 1 t6 Week & & S KN .9
i ey o(@atme G’\ § & @06 v oy 06" | %06 0.5
to eek 1 \@ O S N
I (reéﬂm i 5.0 . P 05 | 0. ;\Q 1.0 12
* statistically @fm@t at p@% 05@0 N ©© @ N > @
N
C. FOOD C()éﬁ'wt@ﬂ ENRN ¥ & N
Food corfou s@tatlst@ally%lgmﬁ antl @crea@ on@geveral occasions in the groups

recewmg both 10dosu furo@net}g%—sod andomefgnpyr-igthyl in the diet. In the group
rec@ng 3000 ppay nvof @1 @ounds foc@wcons@nptl , was only statistically significantly
deéreased on the fst t,w@lays of treatmrent 49d retlirned-to & orrnal levels by study day 11. Food
consumption, @amm}l/daéﬁ’s sho@n 1n \ble 5. 8 (4,

© v
R
NI P
S\ @@@@
& @QQ@"@Q%

N NS

Q N S0
= %@O@’Q@@
S @ﬂ&@\ O
@%

&%%gf&?@
&§§©%©@
&¢ls
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Table CA 5.8.2-04. Food consumption in g/animal/day, during the pre-treatment, treatment,

and reversibility phase of the study, in dogs administered iodosulfuron-methyl-sodium alon &
with mefenpyr-diethyl via the diet. /\Q
Dietary concentratm@m ppm @Q@ A
Todosulfuron-methyl-sodium 0 11000 3000 % 11000 3060
Mefenpyr-diethyl 0 0 3000, 3000 & 14900
Pre-treatment Day -7 736.4 796.4 7999 801:3~ |, ®01.3%.°
Day | 800.4 | <6302 | 2130** | 3609* K T104.97%
Treatment Day 8 810.5 7703 | 33738 6068 & 8R4
Day 15 798.0 o) 686.8 796.4 | #9400 | 181%*¥%
Day 22 79485 6454 R 7851 AN 39%4 | M96.8°
Day 29 798%° 7990y | . %01.9 8082 . ® 8084
Day 36 803.1 @° 796F [+.79527 | J801.6~.] 801.0
Day 43 4.1 9 251 b s [©'8253 835.1,
Reversibilit Day 50 A\ 8030 | B03.0R] 8044 o 8092 LY 8042
Y Day 57 <P 8053 808 |« 818890 256 | 8268*
Day64 O] 807.8. 7 8083 _[O 803.5 807.6>° [ 00.2
Day71 ©° [%.799.85 | .998.7 @ 799.1 884 I 801.0
Day 76 Q - T 8027 4 8063 | S5 &@ 808.4, 802.9
* statistically significant at p <O0. * statigtical nifi atp, 1 ¥
a animals trznsfirred to norfna durqgg\l’hls wee g f@%ﬂ@ﬁ{ &4@0 Q @ @©> é&
b animals administered diet cm}ammg mefenr@heth 1at 11000 ppm %@ﬁg thiéveek. @
o < &
. BLOOD ANALYSIS:’ SR @ <&
Because of the matked badyweight eff@s obecl 1@the celvmg@)OO ppm
iodosulfuron—@l -sodfim 11099 ppr@%efe T- dlet§ &d sa@?les were not taken
from these animdls after we& a@he{emat@l (%@ults {rom the first samples are not
included in @ follw% ng Q us@sxlon @ N2 §

Statlstlca@ 51g1§ Tcantd

groups@uring the trgatme

cre es in (?\e or I%re @f@ell Paramet@s were noted in all treated

n@ towa s reggvery @yas evident from study day 42 (14
da@ter the end "' Ptreatinent) @ recovery @ ﬁ\g\\by st@y day 70 (6 weeks after the end of
treatinent). Hen% i&g dag\ﬁ fron§l pha&es o&he stu@us shown in Table CA 5.8.2-05.

@ N @
@Q >
©




B
Bayer CropScience
R

Document MCA: Section 5 Toxicological and metabolism studies
Iodosulfuron-methyl-sodium

Page 43 of 45
2015-05-27

Table CA 5.8.2-05. Selected hematological parameters measured during the pre-treatment (PT),
treatment (TRT), and reversibility (REV) phase of the study in dogs administered lOdOSUlfl@’h

methyl-sodium alone or in combination with mefenpyr-diethyl via the diet. S
Dietary concentratml@n ppm @Q@ A
TIodosulfuron-methyl-sodium 0 11000 A900 4100007
Mefenpyr-diethyl 0 0 3000 L 3000
Day -27 (PT) 5.62 571 L0599 oY 591 o
Day -13 (PT) 6.11 T 603 o 622 5 606 o
Day 1 (TRT) 6.36 6.65 Q 6.70 @ | &76.36y
RBC. TIL Day 14 (TRT) 6.14 o 5.00%¢ 5887 R 4.99*
’ Day 28 (TRT) 6.36) 458 g0 581 & 4954
Day 42 (REV) 630 387 .Y 6247 |  95.659
Day 56 (REV) 2625 &°| O6.15% Y6550 b 5.86
Day 70 (REV) 06359 ey 6.5 U0 683 <] 615 .
Day 27 (PT) K 133 _© 133 a35 O] Miogy
Day -14 (PT) <7 ~Il&4 s ] Q3.9 )], O13.9¢ 148
Day 1 (TRT): 0| N4.6.7 1519 [ 148 &  1@4
HB. /DL Day 14 (TRD)" & 1486 IS 11 & 82 &Y 414
&= Day 28 (ERT) |~ 146 3% O 012,90 [ Sf1.0%*
Day 42(REV) 2| 5.1 &7 | o33 [ 4D 12.7*
Day$6 (REV) |~ 1449 | 138° 145 o 12.9
Day70 (REV) [0 146 qF ™7 71 . 947, 13.6
D& 27(T) of 040 | .040:> |0 044~ 0.41
Day B(PT). | §04C |© 042 [v o 0.42
&) Daytb (TRT)” 0435 06 5N 945 0.44
POV @ Day 14 (@RT)~ 043 Of @34** 0.40 0.34%*
< | Day 28¥TRTIY | 044 5 [ 0318 {7 0.39* 0.33%*
&’ IDaydI REV) |© 046 o YV 04 0.38*
O S DayS6REV) o044 o @42 044 0.40
.9 Day 70 (REVE)| D44 T | ¢ 045 0.46 0.42
A LDay 27 (PR AN Q S 4 5
| Day-14 ¢T) S -, 3% 3x* 5
) Day 1 (JRT) ° *
N RD [ @4 O 9 7 6
Reticulocyte® @ay KTREY | 64 &7 3 7 1*
per 1000 @ QDay RV (TKT) [© D 3 3 1**
O O BNQEEV)S ot O] 6 3 6
S\ Day S6REV)T | . 2 3 . 7 3 2 4
- PDay® (REV) [& & 11 6 10

ttt 11 fi t 0
\salslca yg@lc@a p@)

Hemau@glc

hem @n
the*@oup

5;

NI

& @

1steredy

QO
S

@ st%é@fcally significant at p < 0.01.

e peripheral anemia included decreases in erythrocyte count,

S mR concLusion
obs rved@ i ia i

cer@ tionspacked cell volume, and reticulocyte count. The effects observed in
sulfuron-methyl-sodium at 11000 ppm were no different from those

the@ up #dministered iodosulfuron-methyl-sodium at 11000 ppm with mefenpyr-

Q&%thé@ 3000%pmsd

T (J nemia noted during the study was dose-related, reversible, and due to the test substance
iodosulfuron-methyl-sodium as this anemia was observed with the same severity with or without
co-administration of mefenpyr-diethyl.
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CA 5.8.3 - Endocrine disrupting properties S @

Iodosulfuron-methyl-sodium did not cause any effects in endocrine organs ogﬁsues in any &f the ©®

studies presented in this dossier, and thus does not possess any endocrine (%ruptmg prop@aes @ @
9

% \ =N
CA 5.9 - Medical data VC@ Q@ @@? Q\ %@6 2
CA 5.9.1 - Medical surveillance on manufacturin%lant perso@ and moni&ring @die@Q @q}©
& R & & 9 o
Report: |} O 182318@:@ 2 % I
Title: Medical data. Medical sugyeillancg0f mandfactutdyg plagt persqai®l. Pteposed Fest
aid measures Jodosullm&(ode PA%OOS@% % r Y

Report No: C001333 > @ K A o & A

Document No: M-182378-01-1 % ° ' D S O §

Guidelines: Deviation not spezjfied° @ S WD N

GLP/GEP: no N N N« N O & o

GRS S R N

Report: % 20BMARD00 O O N

Title: Occupatjé#ial medical experienges with {gﬁosul@on methyl- s@ﬂm

Report No: M-476230-01-1 K A2

Document No: M-476230-0%1 &7 @) o N 7

Guidelines: US EPA FIFRA @.melg@Req@eme@aN/AMt a@mabg@

GLP/GEP: no @ @ Q" «

Q \ @) K \
There have been gm‘@ant c@ges@medlﬁ Q?@ or @; occupatl %ndmgs between the
initial report in &se recent repost from 20 b@ccupa‘uonal data and the
medical advi@ be f&ow after XPOSURRy &to 1%&sul%}ron n@yl soﬁmm is described in data
points KCA 539.7 bglow. « . @
2 S b\ & o @

CASS. %@ Data colléﬁd 01§1ma§? o @Q § ©\
No data can be ret@éd oﬁhum@ an{@dos%ﬁuro@eth%l%odlum No poisoning cases have been

reported. %
©Q N @@7 \ < N

@ <& - o .0 @
CAS5.93- ]ﬁect ol@serv@ons\\ Q\ @’@\ (&)
S L & 9 @
None avaiable. & QQ @ @ o\%
N N A9
%, SR AN
CAS.9.4 - Epidemiological stirdies R &

None availabl&.@% . N < Q
%% - @
CA 5.9.5 s\Diag @sis 0@0i50®1g (deﬁ%rmination of active substance, metabolites), specific signs
Q> of pd disoning, cl@al tests

Thergare n@epon@ '%i%ning in humans. Animal experiments with high doses showed unspecific
S omgke irregularbreathing, weakness, salivation. Although it is a sulfonylurea compound,
iodos@on—methyl—sodium does not influence glucose metabolism.

CA 5.9.6 - Proposed treatment: first aid measures, antidotes, medical treatment
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First aid:

e Remove patient from exposure / terminate exposure o
e Thorough skin decontamination with copious amounts of water and so if available f@h
polyethylene glycol 300 followed by water
o NOTE: most formulations with this active ingredient can be@ontammateﬁ w11h©
water (and soap), so for formulations polyethylene glycol %)O is not req@d @ @@
e Flushing of the eyes with lukewarm water for 15 minutes
¢ Induction of vomiting does not seem to be requifgd in regard 0@1@ low tox1® @bould@ @
only be considered if a large amount has been,swallowed, 1f@ 1ngest10n%v@s le an
hour ago, and if the patient is fully conscioy Induced Vc@mtmg can renfove ma mu@@O%@g}
of the ingested substance. &

o
o NOTE: Induction of vomiting ibldden 1%for%@t1oq@jcontn§ng o%@nc Q
solvents has been ingested. ¢ 2 &
@ @ w\ﬁ @ @@ @’ é % & o
& ¢

@
Treatment: % @’ R
e Qastric lavage does not seem todye reqﬁued ega % %r t@%@ny he qgﬁmpou@
e The application of activated rco&}nd 1ur® phaﬁ@j@ o@er ca@mh@ght S

considered in significant ingestio

e As there is no antidote, tr@meg@ has t%be sy@)tom§ and@%ppoéi&e Q) \
@ > @ O
Ny & & o o &
CA 5.9.7 - Expected effects of ponugﬁ @ Q@ S \@2 @

. 9 Q=%
No persistent effects are™sxpected. 9 SN {QF *o S R
S ©§ ¥ .9 & O

%
F TS e & %
@ S o © Q @ @
S (O NTK . 9 N
F D Mas a8 ©§@ <
¥ & .0 O o« ¢ & S @
N N S N
ST S I
&@ \@QQ\Q% Q° \@Q Y o\©
© Q
§ RN > §©
% @ @@;\9& & &
@ N0 & . O @
Q OO JO N & D
¥ o K &2 ¢
=) N @%o@ %
@7 °\@ Q @ N
S AN N @& 9
> ® o O
° SN
&@ %%gf § N
§f§ Q & ©@
SN
& ge
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