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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION ]
PRODUCT @
N

@ @® @
INTRODUCTION ~N S

HUSSAR®™OD is an Oil Dispersion formulation (OD) containing iodosulfu@n—methyl—s@m S
g/L) and mefenpyr-diethyl (300 g/L). It is an herbicide u@ on cereals. {W ;%\ \"\ é“ @
The formulation can be considered as an Emulsion Concentrate (EC@Qhe maximyn rec@ven& é
dose rate in Europe is 0.1 L/ha, corresponding to 1%@active subs@ace iodosul&@on-me yl

Q S

per ha. Q'?r@. o @@) 5 o @@}

CP 7.1 Acute toxicity W o O P @@ NS

The following tests were performed on the fo@nula@%) pro@?fct: @j& ©@J O g % o
o R Q N

- LDso oral, rat W\% \@’ N A\ & @7 @

- LDso dermal, rat LN AN (& & \© X N §

- Skin irritation, rabbit OSSPSR @Q ISEERS

’ <
- Eye irritation, rabbit (OMESN < §

& § & o
° N
- Sensitisation of the skin accordi@to 1\%0 iﬁ({;}%ﬁud@lgr teggapp@ionui@i%\&
v
All acute studies have been cucté&wit@
The results were as follows: ™ G §) @

-
:
g
g
" q
G
>
z
e
Oy

o () e
Study/Parameter <\ Species (sﬁ§ @esu® & %o %eference
4 VAR o] N
(3 S N0 O N M-226073-01-1
Acute oral / LDsg (m{@) . é§ (F)Q@y N ke 0 g O A S ., 2003,

|

NIENER N > N [M-226076-01-1
Qs AN +E) X
Acute dermal / L o(n&gdqg)m R%&(MRF ] 003,
R

v4

S
z
/..a@
‘4

N 9 Q @ - -01-
N> W . N M-227098-01-1
Acute skmo igjtation @ab;%&%(M+% Mon Ir@tant é’(;% h004,
N @@ @ N o Mod\E}ately@ritan‘[ M-227099-01-1
Acute eﬁlmtatlong& S &R%abblt 8@@%)\ <> 004,

Not classifted/
Q

N

N M-247898-01-1
Acute eye irritatiogy @

S @ o
JRaﬁQ@i (F) % q Irrltf\ to eyes 005

F

Skin sensitisatigl ¢, N e s N M-227097-01-1
Buehler 9 lications ©© @nne@ 2 9 I;@ a skin sensitiser 2004,
( app D &2 @

F

£ ccortiiy o B EG doniESNonin
Therefore, accord@ to eQEC\classiﬁj\@ tign@‘iteria the classification of the Plant Protection
Product Iodosulfuxon- yl;s@liunQ@me@pyr-diethyl OD 400 (100 +300g/L) is classified and
should be labelled as foliows:c)” Q
@" > & Q
S . %i% .
- EC dassifica onﬁemﬁ@ﬂﬂ@wm):
X R3@@rri@j’ng to 2yes”.
- “Regulation (EC) No¥272/2008 (CLP):

>
& @ E@rr@on Category 2; Warning: H319 “Causes serious eye irritation”.

Q&

&
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CP7.1.1 Oral toxicity
2n°
Report: I 003 Mi-226073-01 NS
Title: Iodosulfuron-methyl-sodium & mefenpyr-diethyl OD 100 + 3Q0 (Hussar liquid@Acute@’
toxicity in the rat after oral administration A @ Sy
Report No: C038943 @ S
Document No(s): M-226073-01-1 L & .
Guidelines: EU (=EEC): 67/548/EEC; OECD: 4@ USEPA (=EP4A) OPPTS s@ﬁ 100; Beviation
not specified o v > 0}6 @
GLP/GEP: yes Q @ N 5 &
QO ©
. @ & S R O &
Material and Methods % <©
The formulation iodosulfuron-methyl-sodium enpyr- dle 1 O)‘?O + @ L1qu®
(batch number: 193/03) contained iodosulfurgn-meth l-sodl@’(no inal l(f@’g/L asuf%d 96@@
and mefenpyr-diethyl (nominal 300 g/L, me 2@ ). @

The test material, a beige brown liquid w@onmu@(ztedﬁin de

volume was 10 mL/kg b.w. The test m

rial }sad iste

o

red as

erali

wa

‘§ The a%@mmlgﬁti

@’ngle gavag@@)se 2000
to 3 fasted female Wistar rats. Threeltl&%al an@als v@ tre w1t@3\\th

sdife d

@

ol

N N 2
Table CP 7.1.1-1: Acute oral toxicifin f%lale r@j 6 @Q @b @@ @Q 0\”\9
@ @2 & S O
Dose Tox@glcal\ @uratlon of mgr% et of@ath é%fter QD50 (mg/kg)
(mg/kg) findings¥> @ © @am o) (14 days)
° 4 @: % Q P
(1% 2000 S O/& 9 mln@ -7, (ﬁ(\Q > 5000
D o D

(274 2000 é\” @/3 @% @ 10 @n - Z%\ O & &\ > 5000

*number of dead ani /nungﬁr of an@ls v&ﬂ linic\al signsﬁt@\)n)ber ggé%imagtested.@
O D & & S LY E S

Findings ©© @ @

e Clipical sigi: deéﬁease 0t1h % aneamr@ ges&@és bradypnea, laboured
rily narro

breathing, increased s at10 palp&bral fissures.
@dy WelghtS@%)l re nOMOXic nglca&

fects on bo@y weights or on body weight gain.

e Necropsy: ros&ﬁaath@glc cl@ gek\%sere @Qserve@% animals sacrificed at the end of the
study periQx. >
9 @ @;\’ NS
- R
Conclusion ©@ G e @)
The oral LDsy'of H SA@O@@S fo@ to l@ﬁng@than 5000 mg/kg b.w. in female Wistar rats.
Accordi o the EC classification eri e fo@nulation is labeled as follows:
- lassifi 2001/ O
classification c%rl 1a\( i @
%o o Nen (g Q@ N

™ Regulation (Ec%o 1@}2/2@8 (ckﬁ

o« None &
Q% § % @@
o O S o
N &
< @ N
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CP7.1.2 Dermal toxicity

°

Report: I 2003:1-226076-01 < @\)
Title: Iodosulfuron-methyl-sodium & mefenpyr-diethyl OD 100 + 3(6(Hussar hquld@)Acute

toxicity in the rat after dermal application
Report No: C038945 @ . &
Document No(s): M-226076-01-1 N
Guidelines: EU (=EEC): 67/548/EEC; OECD: 402; USEPA (=EPA)! OPPTS WﬁZO%ﬁévm&n

not specified @7% 2D @ @
GLP/GEP: yes \)Q @ NS /{&

. @ &U é% S K

Material and Methods

The formulation iodosulfuron-methyl-sodium &@fenpyr -diethyl OD@%O + f&) § SSA® L1
(batch number: 193/03) contained the active i gredlel@wlod@fur%M‘%@’sodl %{nal
g/L; measured 96.7 g/L) and mefenpyr-diethyh(noméaal 308.g/L; 1 289 g/L
One day before the start of the treatment thg backaprd fl of &ynale and 5 female &star %
shorn. They received a single dermal doséew 40@0 m, b.wiof theﬁ}re liguid test comp
applied semi-occlusively. After an exp@%re t’@ of Z&hours, the f@ g Ig@ada geland tl@mgauz§
were removed and the treated area v@cle@g w@%oap@d wg& @ @

) 9

@ & N LR

Table CP 7.1.2-1: Acute dermal to@ﬁy wats @» 6 _ﬁ\ Q @) N
Dose § o%i&l @Du@on Q@nset of deathiS] o, Dso (mg/kg)
(mg/kg) indjngs B s1gns @aftbelﬁglays%\ (14 days)
Males | 4000 | & o5 o g@Zd 12d L& 7 =400
AP S ar
Females | 4000 Swsise, @ 2P15g O . > 4000
* number of dead an @S/number oma%@ilth chidical s@m/nu@ber of a@mals ﬁf the group
) o SR & o @@

Findings (ONEENN &
- Mort c@ aths®ccurr€d duﬁ@@the@tudy @ §

- Bo welgl@f and body wgight gain: y we naffe@ed mgmnales. A clear decrease in body
Welght wag observed gd @Ethe @y in ale@

1nical 51gns cal €kgin reactionsuere 0@ rvediat the @atment area: partly reddening,
partly formation o 1e eﬁft rusta p@ﬁly m;QJratloQﬁ)artly swelling, chapped in place.
- Effects oﬁrgag No 1cu]zg§ﬁndn€@s Wel@fout‘@

Conclusmn \ @
The derma so of %US@R eate 0 mg/kg b.w. for male and female Wistar rats.
Accord{%@o the EC assﬁ?@t?on fmgmulatlon is labeled as follows:

- classification criteri (ZOOI/i C;@\

B o Nen IS @

o Regulation (ECPNo @72/2@38@(0&@)
o&%m% § w\g
S & @

CP7. @nhalation icity
@ N} P %

Inhal{uon @ 0 the%mulated product is very unlikely due to the physico-chemical properties
ated

of odu®and due to its indicated use.

@

©
Inhala testing is not triggered according to 94/79/EEC because HUSSAR®OD is a liquid
formulation and is_not:
e agas or liquefied gas,
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e asmoke generating formulation or fumigant, .
e to be used with fogging equipment, @ o
e avapour releasing preparation, N §
e an aerosol, > @® S
e apowder, is dust-free, and hence does not contain a significant propof§on of partlcl& of ©
diameter < 50 um (> 1 % on a weight basis), % o @ &
e to be applied from aircraft, R N O\@ é\g
e an active substances with a vapour pressure > 1 é%‘z Pa and @ g}’ Q\ @ @
e to be used in enclosed spaces such as warehoyses or glassh @ O é\f &
e isaliquid concentrate that does contain a siggificant prop@stlon of particf®s or drlet@ @
diameter < 50 um (> 1 % on a weight bas r‘}ﬁ @ ©§ o @&
N
According to the EC classification criteria the forlﬁgﬂatlm@s la@eled a&llo@ ~ R
- EC classification criteria (2001/59/&) %@ @ % o
I @ Q o N
o None o Ny % ©@ @
- Regulation (EC) No 1272/200@(@7@» @} <O SN & s &
N R, N N S}
o None ) @ Q < @
@ K s % @7 @ @ @
CP7.1.4  Skinirritati N e & HLE SN
1. in irritatiomy o @ &@ £ SHIE
Report: :2004;M-227098-@1 o 2
Title: Acugg skin igitationigorro {8h on rab%lts Hussar*@md@dosul%@n -methyl-sodium &
méfenpyrdiethyl, @D 1@ 30%& °
Report No: «C039662>) & N . QD
Document No(s): @\?\4-227@@8—({@ %) & ?”\9 ~ Q N
Guidelines: &7 EUC=EECY)%7/538/EEC, Part By B.4; GBCD;, 404;Deyiation not specified
GLP/GEP: .V |yo¥ o '~ Y @ X

o S S
Material anﬁdetl&s %, 5 @ @b o 9
HUSSAR®®D (batch n%nber @/ 03 nta1®d the @tlve@lgred@ats iodosulfuron-methyl-sodium
(nomil}@oo g/L; megs red @’7 g/Kypand mefen dle@ (nc@mal 300 g/L; measured 289.6 g/L).

INS
Approximately or@ay bé&:@taﬁ@@tbe@a é‘; fi v%s shorn on the right and left side from
the dorso-lateral @rea (@e t h oftthe rabbits A@gle application of 0.5 mL of the pure
liquid test itengyvas @ onto@he sh@ skiigyf 3 fé@pale KBL(NZW)BR White rabbits. The
treated skin ¥ta waShpp ma@@ 6¢ Aft@wn exposure time of 4 hours, the dressing and patch
were rem@%c;d and the %e ed @ wa% an@wnh @ater.

The individual ﬁnd@ of & %e tred skl@areas %@the various observation times are summarized in

Tab@«jmmla%m%? Q @@
& E S
& N é@ S @
) Q
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Table CP 7.1.4-1: Irritant effects on the skin — one animal — undiluted test substance /Qf @
DRAIZE grade after o
Exposure 3 minutes | 1 hour [ & 4 hours
Observation Immediately after patch remove&® & A
Animal No. E 0 E 0 P E A Q
2549 0 0 0 0 < 0 O] &0 9
Abbreviations: E = Erythema (redness) and Eschar formation, O = @ema formatio %\ RS N
@ Q) Q\ @ @
s &8
Table CP 7.1.4-2: Irritant Effects on the skin — Undllu@ Test Subs%@ce (Exposui@ﬂ houl‘@ @@ @Zx
SODRAIZE gradeafiep,? Qo . g
Exposure Fhours Qy 7
Observation after 1 hour 24 houts, @48 Outs 72%hours &  “hrritation
patch removed % @ g@j @? &, Mea lue
s & @ S & | O ud7ng
Animal | Body E 0 r@ﬂ QY | s ® [ E .90« E

No. weight @ S @ LS MIENENESEES

2549 | 2503 ¢ 0 0 &b 0 @ 0 ogy] 6O [ @ [ &0 0.00

2530 | 2227¢ 0 0.4 04 o] 0 B | & D [50.00« ] 0.00

2538 | 2390 ¢ 0 0 & | ® |9 [ (Yo O 0, D 0.00s 0.00

%

S
Abbreviations: E = Erythema (re@%@s) ar@]\i’scha@rformam@ﬁo Qedema @ﬂaﬁ% S é

Findings v & O & SN L9
No symptoms. \@2 S @Q § o N o «;§ N @y\,@
@ RS
Conclusion é\% ¢§ %@ © @6 \@ é N \@
HUSSAR®OD is ng@rritating to @ sk%@y N §’ @ o 5
o N

0%

O AN \ o
According to EC ss1ﬁc{§t10m§rlte he meulaﬁ%n ggﬁele@s follows:
- EC c@smﬁ%ﬁ@on tc%@erla R001/597E

No % D S
ﬁgulatlon (E€Y¥No R72/2 (CL§ v \@7
% o NOH@@? %ﬂ @% o\©© § @
Ad NS
@ &. @ BN g&’ é @
CP7.1.5  Eye ircitati > S & O

N
Report: <& ¢ ; :2004; 1\@25)7099 01
Title: Ac@e eygatritati @orro fén on @@mts Hussar liquid Iodosulfuron-methyl-sodium &
@\% mefenpyd 1eth1%@D 400+ 309,
Report No 4 C03966% OQ\’ D
Document No(s): PM-239099-051 @ -
Guidelines: Eﬁ&-}:l«:&) 67/5@/EE§$Part B, B.5; OECD: 405;Deviation not specified
GLP/GEP: @“% yes

Material a §
F

HUSSA 0D 1 @08 D35§1) (batch number: 193/03) contained iodosulfuron-methyl-
sodlurm@oml '«') 10 ured 96.7 g/L) and mefenpyr-diethyl (nominal 300 g/L; measured
%/L) tes@v ed with one of three rabbits. 100 puL of the pure liquid test substance was
é inteAf {fie co nctl 1 sac of one eye of the first animal after having gently pulled the lower lid
the eyeball. The lids were gently held together for about one second in order to prevent loss
of the compound The other eye, which remains untreated, served as control. The eyes were not
washed for at least 24 hours following instillation.
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The individual findings of the treated eyes at the various observation times are summarized in Tables

CP 7.1.5-1 and 7.1.5-2. @ S
D Q§
Table CP 7.1.5-1: Test on three rabbits for irritation effects on the eye ) -
Animal (1) — No. 2526, Body Weight 2759 g S L 2
Observation 1h|[24nh[48h | 72h | day4 | day5 | day6 | day7 [day 14 ean Yalue
D’ 24-4872h P
Degree of Cornea 2 2 1 1 1 1 1 S N33 (-
e o g IS RCITS
oApac1tyf . ) X Q @0 § §
rea of Cornea opacity [ | B B 5 1 1 1 2 O
@ O R § ¢
Iris 0] o 0 0 0 Q0 - 0 &7 0g 9 Y
Aqueous humor 0] 0 0 0 [Q 0 0@ Ol O | & 0@
opacity Q7 s RS Q@ @\ Y <
Redness Conjunctivae | 2 | 2 2 1 0| Q° 0 0 0 0,67 (-)
Chemosis Conjunctivae © ﬁ“@ 6@ @ %@J q $ = 2
T 1T @ [@0_Ro o[ O &7
Lacrimation 2 1 0 0~ QY @' [0 [0 §
Abbreviations: g = gram h= ho@ N & @ @@V é\? @ (Qy@ S
Anithal (2) @o. 2528, Body Weight 26438” Y < i
Observation lh 24 h R 48 @@ 722 dayy4 5 @y 6 [Jay 7 fday 14| Mean value
@ S @ O 9 | 244872n
Degree of Cornea 2 @:? \2 ] 2 « 2 1&@ 1& @19 @ 2.00 (+)
opacity Sz ol - ()
Area of Cornea 2 \@@ 4 g 3@ §§@ &1 @i «;@ Q\ ! < 0 3.33
opacity ) S 1@ o . S
Tris & [gd D 0 &7 0N 0o 6. | e 0 00)
Aqueous humor @0 0 S OQQ 0| & @) N4 N0 0 0
opacity ®) X R . Q 9 W
N 4 -
Redness ©© @ % N (%1 1 1 IS I ] 1 0 1.00 (-)
Conjunctivae  &y” Xy O[O 06 &7 & ® | o 0 0.67 ()
Chemosis @ N &) N > % '
Conjunctivae % 0@% (& @ g
Lacrimatitn® A9 | & | <o 1 A0 0} O 0 0 0.67
Abbreviations: g = grar\p‘é\) é\ }}&Qhour(s& S @\\* = grag\g not possible
N N @m}g? — Igg.@’ﬁl, Bddy gﬁigm 3072 g
Observation 1 «Z2h |{Fay 4 ay5 | day6 | day7 | day 14 | Mean value
N mQ o 18 PP T 24-48-72h
Degree of Corned 2 1© 1Q %@ 2) é@ 1 1 1 0 1.00 (-)
opacity N @ A %
Area of Cagnita 7] R EE LS 1 1 1 1 0 3.00
opacity @ ol N
Iris 0 L0 0Q g@ 0 0 0 0 0 0()
Aqueoushumor 4 * 7| Y| @ | &0 0 0 0 0 0 0
opacity & a é@% < 9
Redness 1 1 @ 1 1 1 1.00 (-)
Conjunctiva @ \f @@
f‘& ¢ 2e | 1 0 0 0 0 0 0 0.67 (-)
Chemosis @ Q
Conjuncgﬁ O
Lacrimdtion @)~ |2 1 0 1 0 0 0 0 0 0.67

Al{%\eéiati(@%} g = gram @ h = hour(s) * = grading not possible
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Document MCP: Section 7 Toxicological studies
iodosulfuron-methyl-sodium + mefenpyr-diethyl OD 400 (100+300 g/L))

Conclusion
The formulation iodosulfuron-methyl-sodium and mefenpyr-diethyl 100 + 300 (HUSSAR®OD) i@o S
moderately irritating to the eye with full reversibility within 14 days. According to the criteria for §
classification in Commission Directive 2001/59/EC, this formulation is not claés@ﬁed. @ @

A Y
Two tests were carried out with HUSSAR®OD, because of minor formulatio@hanges. T@ cur@&Q
formulation which will be sold has the code AE F115008 02 OD35 A2 a d%an contain tWo ine th@g@
were not present in the original formulation. Whilst one df4hem (the antifoam) is unc@\siﬁ@he QS @
dispersing agent has been classified as an eye and skin initant by calcgfation. Givensthe ¢ ntra@%n &
of the dispersing agent component in the formulation énd the resul‘i@om the ori§@al sk@ nd@ c&©
irritation studies, where absolutely no effect was segu-for skin irrifation and moderate j{ritatioﬁyvas @
seen for the eye, it was decided that a second ey ation study wouldpe the@'udel@cour@ﬁ of @
action. It was also decided that the amount of the dispersing g@m would beyery @kel{%@ pr(;g@e a
classifiable skin irritation in the new formulagion. & > N

@ A
Details on the formulation changes and a b%dgintemé& aredfeludein D@o@ﬁe@] C}@his &’

dossier. RN @
SN o &6 é% O & &

Report: W@OSM@MS%@ & & o >
Title: AE F115008 02°20D35A2 - Actite eye Iiritatiod on gabbits & & ©
Report No: C047212 Q B N S o Sy LYy
Document No(s): M-247898:01-1 « 2 & & &2 A o O .
Guidelines: Deviatiér not ‘S‘}&ecif’% RS Q> - Y8
GLP/GEP: yes I @@ \z} O S x i \6@ .

. @ Q Y N y\?
Material and Methods > @ § o § T $ N

The formulation HUSSAR*@D (AE Pl 15008 02.8D35A2) (batsh number: &01665) contained
iodosulfuron-methy#sodiym (no@al %@g/L;ﬁeasu@ 8.8@% w/w@and m%fenpyr—diethyl (nominal
300 g/L; measured;26.0% /wi\ NG Q N @
S D RN MR
The test was started Rith on&of three rabhbis. IQQ(ZLL ep iqugg test substance was placed into
the conjunegival sac@ﬁjf oné%ye ofthe first anighial afteghaving gent%pulled the lower lid away from
the eyel’% he lids W@ gel@hel ether Tor §0ut ”\52) ecend’in order to prevent loss of the test
compofind. The other@ye, whigh remaine treated, served as\@ntrol. The eyes were not washed for
at least 24 hours f@@vinggﬁstil@on.(ﬁ@ne vl&g\lr after treatihént a severe irritation was not
observed, two further ra%:);ts $ tre%&i asya\i@cribe@ Théyndividual findings of the treated eyes at
the various observatiofditnesgre s arized’in T&ble CEJ.1.5-2.

o s suarze n e CE

Table CP 7«1.?2: Tegon @@ee @Tﬁts @ Irri;ﬁ’%)n Eﬁcts on the eye
o) Animal 1;Body Weight:2.9 kg =,
Observations _°~,” 1h | 24h Yy 48ky| 72h | day7 | day | day | Mean scores
& D @ | 14 | 21 | (24-48-72h)
“Degree of cornea opacity | O R [ 2 0 - - 2.00 (+)
Iris O <0 _l@o 0 0 0 - - 0.00 (-)
Redness cdnjunctita? 49 3 . b 3 V3 3 0 - - 3.00 ()
ChemosiSiconjunstivae > 2 | 40 2 2 0 - - 2.67 (+)
xS o O
S f(@ %nima@)f Body Weight 2.7 kg
§ O@l@@ervati@s @ 1h 24h 48h 72h | day7 | day day Mean scores
o 14 21 (24-48-72h)
Degfere of cornea opacity 0 2 2 2 1 0 - 2.00 (+)
7 Iris 0 0 0 0 0 0 - 0.00 (-)
Redness conjunctivae 3 3 3 3 0 0 - 3.00 (+)
Chemosis conjunctivae 2 3 2 1 0 0 - 2.00 (+)
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iodosulfuron-methyl-sodium + mefenpyr-diethyl OD 400 (100+300 g/L))

Animal 3, Body Weight 3.0 kg D
Observations 1h 24h 48h 72h | day 7 | day day | Mean scaxes §
14 | 21 | (24-48-12m)
Degree of cornea opacity 0 2 2 2 0 0 Q- 2.0(&@5) (@
Iris 0 0 0 0 0 0 |9 - 0:00 (-) °s.
Redness conjunctivae 3 3 3 3 1 0= - @00 (4, %)
Chemosis conjunctivae 2 4 3 20| 0 4 - 3.00°6) S
Abbreviations: - : no further examination X Qy @Q § %@ &@
Response: Corneal opacity: mean scores <2 = (-), @ >2<3 = (+4), &© 3=+ X o Q § C&©
Iritis: mean scores <1 = (-), % >1<2 (+)s =2 (-Hi & <) @
Conjunctival redness: mean scor@ﬁ 5= >2.5= -@@9 Q Q & @&
Conjunctival oedema: mean scores’<2 = (Q) @ 2=g e 6\ % N
N 9 YN S \ v
Conclusion S) @ N @j& ©@J o % .
HUSSAR®OD is irritating to eyes with fu ever@ ity Within @days @7 @
%thI@S la as @%m@

According to the EC classification crlgﬁﬂa t&\forn&
- EC classification criteria (20 \ o %G
o Xi, R36 “Irritatin ey’ N @ Q@ © @@@ S & o5
- Regulation (EC) No 12722008 (CLP); & & &

o Eye Irrltatu%@atqiﬁryz @’arny@ H319: Q& (& @© .

N XS @ O
O

CP 7.1.6 Skin se&@izati@n

@
Report: :2004;M-227097 4 @%% o D
Title: tudy for t in sef@itiza effe€nin guinea pigs{Buehlég patch test) Code: AE
@ F115008 O@D:)’é% t@ @$1 c Q @
Report No: oY [ 03966k N S @ X
Document No(©  I®-227097-01> . @ N
Guidelines: "~  @PEU4SEE % 96/54/EC; Q}?@D 465; USEPA (=EPA): OPPTS 870.2600;Deviation not
% specified, 2 S & O o g»
GLP/GEFy @s @ & S < S
&
Material and Me \ds é’ © %\ (& %
HUSSAR®OD (AF'F1 1%)08 D3% \ IOQ%atch numbed: 193/03) contained 100 g/l (measured
96.7 g/L) oft actlv @t iodg u f n- m@yl -sggitum, and 300 g/L (measured: 289.6 g/L) of
the active 1nwd1en@nef e“twlslyl "\ >
@
The test performe(d'@)n 3(@male?uln igs.(2® animals for the test item group and 10 control
animals)? Two am %used for doseg dlﬁ@ where the test compound was formulated in
phyii%aloglcal sahn?&solut@n Q @

Induction: th Ghimal ls, werggermatly trea@ with the test item nine times over 3 weeks. The 1% to 9™
inductions edith the 12‘V@est item concentration. The volume applied per animal was

0.5mL o @k@ﬂamk amgls

The oeﬁsw@ wer “@moved after an exposure period of 6 hours. The treatment areas were
Vls@y asg@@sed ourg after initiation of exposure.

Chall the challenge was performed four weeks after the first dermal induction. The backs and
the flanks of the animals were shorn one day prior to challenge. A patch, loaded with 0.5 mL of the
6% test compound was applied and fixed to the right flank of the animals for an exposure period of 6
hours. The skin reactions were assessed 30 and 54 hours after the beginning of the challenge.
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iodosulfuron-methyl-sodium + mefenpyr-diethyl OD 400 (100+300 g/L))
Table CP 7.1.6-1: Skin sensitization test in guinea pigs /Qf

Sex Animal Control group o
number Test item patch Contréhpatch O
30 hours* 54 hours* 30 hours* Q" S4hours* )
Male 01 0 0 0 v =
02 0 0 0 =) Q o
03 0 0 i 0 & 0 .S [’
04 + + Y%@ + O +Q 9
05 0 0 <« 00 NS IS
06 0 0 O S 0° ¢y @
07 0 00 0 g2 [ Q0. g
08 0 p 0° A N 0T
09 0 o 9 [y 9 NS i
10 0 Tox, B @ 0 L0 =)
=) .9 Treatedgroup L V& @
Male 11 0 N0 [ L9 0 W F A D D
12 0 &g « >0 w 00 N @ QO
13 0 O 0 .S 1S &o g
14 0 o 70 S0 O 9
15 0 P @b o |g» & ] O 0
16 o Nl 0T s Y Q0
17 KN 8 g S0 & 0
18 920 © 49 &8 NS -0
19 0 0.2 |~ 0 | AV 0
20 & B Z Z oY Q0 & | 0
21 Jo [IESERN YR 09 0
22 8§ @ 062 0.9 (& 6 @ 0
230 AN\ NN W F +
S FR S M NG SRS S 0
225 o 0 ¢ N TS 0
726 N 0N Q) NV %@@ 0 0
3 27 @& @ O . 00 Q0 0
28 Ny oM N o B o 0 0
29 OF 0.9 D0 Q [ 0 0
302 o) 6 @ 0o S 0 0
* : findj ade nd %ﬁourso@%% st%@exp&{@e, ©
+ : animal died 6 © Q £) @@
= S @ W’
Findin 9 Q @ @ N
N
Mort&laity: Animal 164 of L%e congtpl ite@grou 1ed at day 25 of the study, and animal no 23 of the

test\item group diedat d$9 (@he stuidy.

I

Clinical sig

Animal no

piloerect;
AnimahQ3 of

breat@ﬁrg, piloere

, paled>
)
O

u

&

ft \&ontr outg?
©

treated gr
ction, pale,

)

S Y

O

shov@rom day 23 to the end of study: labored breathing,

showed clinical signs from day 18 to death at day 19: labored

Apipral 16cg fthe t@atec@voup showed clinical signs from day 26 to the end of study: labored

piloerection, pale

breathing\
No cli@

i¢al signs were recorded for other animals
Body weights: no difference was observed between the control group and the treated group.
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iodosulfuron-methyl-sodium + mefenpyr-diethyl OD 400 (100+300 g/L))

Dermal observations: no skin effects were recorded during the challenge phase with the 6% test item
formulation. o

5
Conclusion @b @ S
HUSSAR®0OD (AE F115008 02 OD35 A103) formulation, under the conditiéps of this test %not\Q
considered to be a dermal sensitiser. S\ § L o
N NN &
According to the EC classification criteria the formu@n is label@ as follows: g}” @ @
- EC classification criteria (2001/59/EC): ® @ é\ﬂ &
o None > Y K O
@ N Q)
- Regulation (EC) No 1272/2008 (CLP): =) R o & &
o None @
N 9 %
Q. @ v
CP7.1.7 Supplementary studies on th@lan@%ot@é duct@ S =) &’

Not relevant: the formulation is not rec ended to \omlﬁre ith otheplant:protection
aftmendgt to bg tombiped w ction. &

products. @ w\g N %, ISEES
S dFsa g Ee

og N

CP7.1.8 Supplementary@tud%s for@omb@atlo@of &@nt é’iec&@ pr’@ucts

No supplementary studies hax .Qo eerrgon g bec@se L%S A ‘@0 will notbe re@tered asa

tank-mixture partner with otﬁer pl@{lt prot§ on goduc%jfor th&mte uses;

2 § O o § S &

CP7.2 Data.on ex;@ure@ Q @ @ c& Q&% &)

IMS+MPR OD 4 §@§ HUS@A@ n O@lsp D) fo@mlatl&l containing 100 g/L
e safghe

iodosulfuron-met d@n rgefenp}@dwt@ (30&g/L) @

a
N S N
The critical C@ for{g re- @prov@of I@Q@ul n- @yl @§ based on the use of the

representat%e form@’atlon\zﬁussagyo ussarQ d is intended to be used as a selective post-
emergence herbicide in$erea he@e batley, 1tlca gpel irum wheat). Its use pattern

conms@ependmg oéﬂe c@try, itva sipgle app@ ationvaryifg from 2.5 to 10 g a.i. /ha, between
BBCH 13-32. In tl@jpsm r\two ical @QAPs Fe defined as&%mgle application at 7.5 -10 g/ha per

hectare (see in the@ 1 elow) ater, ¥ Wil be@ﬁe dll@nt/c ier in all situations. Usage information
pertinent to oper or eQ sur sut@arls@n Table CP@ -1.

For modelln@ purposes tD@all be%i@ate%@ an @ulswn Concentrate formulation (EC).

Y
Table C@? 2-1: Applm{?%n pa@meters for 11@+ OD 400

[ G§A § Gro@h Q e Maximum dose rate Spray

Crop(s) N TeIZhn Jhappligations (L/ha ga.s./ha volume

@ @BC% o product) [ IMS MPR (L/ha)

B 78] o [
Wingerrwhe FC® 332 PO 1 0.1 10 30 150 - 400
il Sl I
S A
&ngnter@@ky %CS ®20-32 1 0.075 7.5 22.5 150 - 400
K)\ o

Q 7 @@ FCS=F $€1 crop sprayer. , IMS = iodosulfuron-methyl-sodium, MPR = mefenpyr-diethyl.

&
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iodosulfuron-methyl-sodium + mefenpyr-diethyl OD 400 (100+300 g/L))

CP7.2.1 Operator exposure

Risk assessment for operator

& &
@\ (g
Dermal Absorption & &@ ©)
Dermal absorption data are available for iodosulfuron-methyl-sodium (IMS) 0m an in vitro stu S
with human/rat skin (CP 7.6). The formulation tested is the representative Qne descrlbed@hls@ 6@
dossier. Derived from the results of this study it is propo@ to use resp&%ﬁvely for comentra&@and Q

spray mixture: \e @ @ @
e 0.4% for the neat (non-diluted) forn&latlon. @Q y\g@ § é\g &
e 5% for the spray dilution (lowe concentrati@b tested Wai@ 01 g% a@owe@%
expected in-use concentration } 2 g/L). 2 Q & o
N @ ) @
RN I A
& &) N &% %, IS N RS
Acceptable Operator Exposure Level S @ & @ b@’ O g <\ .

The AOEL for iodosulfuron-methyl- sodmﬁgp wa’Set d#ing the A%lex @clusio@pro@. Itas
derived from a 90 day and a 1 year dq&%tudk OAE} %mg/lgg Ay D% g@l absorptio da

safety factor of 100) resulting in an A@L Qi"@» 05 3 g@%ay %© C} @ éﬁ S)
& 9 S ©

O S

Operator exposure estimates & )

Operator exposure estimates wgre cal%%late using @th tl@%en@ m ? an@he L@POEM2

Exposure calculations are pe*i\fomgl wit andewith protectivie equipment. dhe application to winter
()

cereals will be used for ex@»sur cu@%ns 24 re&resents the h]&g st a@lcat@ rate and thus the
worst case scenario.

SN
The results of the ex@sure q@ula&f@s are er@sedeab]é@P ’2.1-1. \Q

&

@

@
Table CP 7.2.1-1 @edlc&% syste%c Qxﬁsure&g pr&rtio@%f the&QOEL
Q Totalsystemi "AOEL
Substances” [ pPE O VS e e s“re % of AOEL
i N mg/k@bw/}@)* (Big/kg/day)
O\VJ @w}g %a ﬁ mod @ @
@eld crop sprd¥er a p@tlon to cere;@{sx 20 ay aﬁ& rate 0@) 1 L product/ha,70 kg operator
P NePPEUY| L O o3y, D 0.6
IMS S 0.05
T Wi e [ %0008 O 0.2

Q) (O
N .0 O UKEOEMp
ngﬁ crop gﬁray@ph&{[\n to reals%@ ha/(@/ at a rate of 0.1 L product/ha, 150 L/ha.

% 6kg (%P@htor
e “No P@ Q) 0@ 0002708 0.05 5.4
WIhPPE | @ 0002408 48

1) NoWPE = lightly dressed offgrator, ring agﬁort s@%ed T-Shirt, shorts and shoes.

2) With PPE = Gloges durmg mlxmgé oading@nd a gﬁgerall during application.

3) No PPE UK PQI erator rm&f g sleeved shirt and long trousers.

4) With PPE I@ eraj earing Yong siggved shirt, long trousers and gloves during Mixing/Loading.
*Dermal absprption @Lues of @% (g@; formif@tion) and 5% (spray). Inhalation absorption was taken as 100%.

! Lun &hn, T.-R est;@D.; @Zka, H.; Krebs, B.; Locher-Bolz, S.; Maasfeld, W.; Pick, E.-D. (1992): Uniform
iples @Safeg@rding" Health of Applicators of Plant Protection Products (Uniform Principles for Operator
otectl ; Mitteilungen ads der Biologischen Bundesanstalt fiir Land- und Forstwirtschaft, Berlin-Dahlem, n® 277, 1 -
112 ( (§> (M-001230-02-1)
2 Scientifi¢ Subcommittee on Pesticides and British Agrochemicals Joint Medical Panel., Estimation of Exposure and
Absorption of Pesticides by Spray Operators (UK MAFF) 1986 and the Predictive Operator Exposure Model (POEM) — A
User’s Guide (UK MAFF); 1992, revised model 2003; (M-054618-01-1)
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The BBA model estimates predict that IMS+MPR OD 400 can be used safely with Field &op &
Sprayers even without the use of any personal protective equipment. Systemic exposure frome¢he us

of IMS+MPR OD 400 with Field Crop Sprayer without protection results in 0. @J/o of the 10d<@ur&
methyl-sodium AOEL. @

The UK POEM estimates predict that IMS+MPR OD 400 can be used safgly with Field @p yer%
even without the use of any personal protective equipient. Systen& xposure from t e

IMS+MPR OD 400 with Field Crop Sprayer without [@éctlon resul@®’in 5.4% o e 1®sulfu@ @
methyl-sodium AOEL. % ® % Q
Overall conclusion @ > @ @© @q}
Exposure estimates predict acceptable risks for t@htended usg even ‘@%ou‘c fhe use@§f pe@nal @§
protective equipment. To be consistent with 800 agrlclgltur act1c°es Whﬁ@h&lﬂ@slg pe§a01de§t 1S

recommended that gloves be worn during ml g/lo he& and&@g comat&l sgaces
@ >
CP7.2.1.1  Estimation of operat@vexpg%re\ @ % \@Q %, %@7
a) Estimation according to the Ger@n i el é\a @ @;\9@ @3\9 N S
Exposure is calculated with the maximum{@pose rate. Lower d S wil@ o@%d bﬁs q&f@ulation
and separate evaluations are not rivade. Ehe fol]@wm um ns &@ rn RN
NS % S 9
Field crop sprayer %@ « @@ < @F &@ \@ o .
o N 0 @ S
Treated area: 20’ha/day 9 $ @y\’
Max. dose rate:  _0.01 Kga.s. /h@ IMSQe. 0 /ha,@duc%g Q
. \
Personal protectiv ulpl@nt
No PPEight %@Tesseﬁp @t sleeved sl%l and short trouser)
@@Q 6\@)E @?)Veqi fo Q%g/loadm% s&dam’@oveﬁ@>
Detailed calc@tlo@%nh@e B%& modgl\’c)re @&F@ente@m Table C%@Z 1.1-1.
“ @
S N & \
IS Q\@Q \QQ &@ o \@Q <9
SEES) R
TS &0 9y
TSI e S
@ 9O g © o O %
Q0O S & Db
SRS ,%Q & @
=) % S @ %
@7 °\ Q @ o\
Q AN N @& 9
N (g @\ R Q
@° N >
A &8 8
@ < Q & ©@
@ o
&
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Table CP 7.2.1.1-1: Calculation of operator exposure to isoxaflutole using field crop sprayers N §
(German model, with and without PPE) @ @®
& N
Operator exposure estimate: German model. Tractor-mounted/trailed boom sprayer: hydraulic nozzles N
Product; HUSSAR OD AN
Active substance: IMS a.s. concentration: 100
Formulation: Liquid PPE during mix/loading: R@atmn
Dose [l or kg/hal]: 0.1 nds:
Work rate [ha/day]: 20 PPE during apphcatl& Respiration:
Body weight [kg]: 70 Hands:
Inhalation absorption [%] 100 % Head:
Dermal absorption [%)] 0.4 (concentrate) Q'S@ Body: N
5.0 (dilution) Qy
S 9 % S
Calculation of route exposure: @ X (% @ @\r’@ <
Specific exposure a.s. handled @mted Josure [Rykg bw/day] @E & °
Route [mg/kg a.s.] [kg/day] ﬂ% NOQ\P l%ﬁct fac or with P@ @
j) nhalatipn §
Im= 0.0006 \0 000 @ %0 @ @002 @jmn@\téﬁ @
Dy = 24 @Q 0.0069 @ 0.01 @7 ©000069 v = g}ﬁadmg
A= 0.001 Q @ 0000003 " 1.8\ @% 00006 | A <&yplication A
DA = 0.06 % 00002 > Q) 0.000%91 Qandsb\%
Daan = 0.38 2.9 011 S @ &7 0parse _fes Head
Da) = 1.6 Q@\@ 02" 0.0046@ .05 Q 0.000229 ) B=Bofis,
@ N O
RN v SN .9
Absorbed dose: ) QO N § No PPE & \{(\\Withigg%
tlmate emic ”  Estigated X Systemic
Route %, @%sorpt@ [%] @ute ex@ue o @su& rpute expospre@ exposure
N L) [me/kg &87day] o [ig/ke bw @kg bw/dad}  [mgkg bw/day]
S
Dermal: adn@& \Q o§ N 0068ﬁ§ @0027 g %@O@ 0.0
phc ‘i\g S T0.00 9 " .oooz o© 486 0.000074
Inhalation: o @ {07 0.000002 :@ 0.000 ‘., t%’oooooz 0.000002
@ Ap tion 0890003 7 0069903 | @ 0.000003 0.000003
v T 1= \ @y 0.000323 R 0.000079
e & DS
b) Estﬁ&mn accor(ﬁ;ng to%e UK-PO @
Using the UK- PO the@%hes@cpos@ fo&@}ch %phcatl@%l type is calculated if the maximum
ﬁes We@iose rates and higher spray volumes for

dose rates and th Vo %@sed
crops which are t eateé\i pphg ion e ‘b‘\ be covered by this calculation and separate
evaluations a ot e g% follgwmg\gum&t ns.have been made:

R @
Field erm%prayer apmcatlo@ereﬁ y @ R

N

Treated area: @ 50 Nperc@y ©\

Ma&%ose rate: ‘? /ha planQpro\lon product corresponding to 0.010 kg a.s./ha
nznethyd-sodium.

Applied Volung@ a @

Duration of, %

Contame@isaze @@ @@ L, @tnm c@sure

o <
Deta{\d ca]@tlolth?ﬂae UK POEM are presented in Table CP 7.2.1.1-2.
N) ‘o

¢ £

&
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Table CP 7.2.1.1-2: Calculation of exposure to Iodosulfuron-methyl-sodium (IMS) of operators using
IMS+MPR OD 400 at 0.1 L/ha; application with field crop sprayer (UK POEM, with and without PPE@‘SO
ha cereal fields.

N

o
S ©

THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) 6
Application method |Tracburmuunbedfhailad boom sprayer: hydraulic nozzles E]
Product "HUSSAR OD Active substance
Formulation type ﬂ a.s. concentration
Dermal absorption from product 0.4 % Dermal absor@ fromspray "
Container [ 10 ltres 53 mm dosure =] &
PPE during mix/loading Gloves : PPE during agplication
Dose 0.1 L/ha Work rgte/day ©
Application volume " 150 L/ha Duratjioief spraying Q

N =
EXPOSURE DURING MIXING AND LOADING @Lj \
Container size 10 litres @ AN
Hand contamination/operation 0.05 ml @ ° @ R
Application dose 0.1 litres pro @ v &
Work rate 50 ha/day R @ @
Number of operations 1 /da @' \@ Q
Hand contamination 0.05 °\
Protective clothing None &%Y \ \ 6
Transmission to skin o &
Dermal exposure to formulation 6@ m]/d & Q\ R

" @
DERMAL EXPOSURE DURING SPRAY APPLICATI
Application technique Tractor-mounted/trail@iom sprayer: hydra%noules 6 @
Application volume @ ray/ha @ @ @
Volume of surface contamination @ o 10 mlh @' & @Q
Distribution %G, Hands
65% 1(@ DS
Clothing @ @ None Permeable ne Pe %e Permeable
Penetration °\ 1009 § 15% Y 0% 5% 15%
0!

6.5 @005 0.375 mlh

Dermal exposure % .5 .05 @ 0.375 m]/hgx
Duration of exposure @ @ h @ 6 o\© %
@ @ 41. Q 'ml/day

X
Total dermal exposure to spray @

& @hsso gy § §9

ABSORBED DERMAL D

%
¢

: Mix/lo (:Z&Q %@hx/ load Applicati
pplication
Dermal exposure @ \ & .05 m]/da\ 41,55 Qm]/d 0.005 mlday 41.55 mlday
¢ r\a
d@ spray g v

Concen. ofa.s. pro 100 mg/ml 0.066667 mg/ml

Dermal exposure to 2% R 5 -‘; Ry @ @70 n@y @ 0.5 mg/day 2.77 mg/day

Percent absorb (f@ 0.4 Y N 5 % R 04 % 5 %
Absorbed de& Ko @‘7\9 0. ﬁg/day @ @ 0.139@ " g/da @ 0.002 mg/day 0.139 mg/day
(@) &gg
INHAL&E@\J EXPOSURE DUI(@:. SPRAYE N O Y Q\U
Inhalation exposure N 0.01 n§ N
Duration of exposure \) & & 6, h v & %
Concentration of a.s. in spr; @ 66666% g/ml @ 6
Inhalation exposure to a.s. % 0. mg(lay% @ @
Percent absorbed @ @Q @ 0 % A @ @@:
Absorbed dose @ @ \0 004 g/ o
) S & & D
PREDICTED EXPOSURE NAERSED & % With PPE
Total absor] e @ 0@ mg/dd R 0.145 mgday
Operator ligdy weight S @ Q 60 kg o\ 60 kg
Operator exposure Q\ % 0. 002&8333 bw/day@ 0.002408 mg/kg bw/day
X N
Al °\ 0.050\Rlgkg b
%AOEL @ & @j\:% v@ 4.8 %
%% %
@© 2
CP7. 2@ & asuren@ of operator exposure
Smc sur &T imate-carried out indicated that the health-based limit values (AOEL) will not be

de der practwa:@ondmons of use, a study to provide a measure of operator exposure was not
necess nd was therefore not carried out.
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CP7.2.2 Bystander and resident exposure

Risk assessment for bystander and resident . @ @©
Currently no official and implemented EU model is available for calculation of 8stander or Q\ K
residential exposure. IS @ ©)

@ S8
Therefore, as long as there is no official guidance on how to estimate byst der exposur@ ach &

is presented in this document that considers both dermal osure — deriyed from avallable d‘l‘%
and inhalation exposure — derived from an operator exp@are model siif@nlating a bystg de@who is @ @
&
exposed in a similar way as an unprotected operator spraying in the @d Addltlo&g@y sur
residents is assessed as well. %@ Q& @
QA

This approach is following a guidance of the Geffian Federal @um @’)r R@(ﬂ sSme t@@S
is in line with what has been published by USSEPA a@PSD@cen&& All @?ﬂetaﬂs w1th%gard
to figures and assumptions are provided in this gul% ce. @ Q @ (g é @% %

o @ S @
Exposure estimates and proportions of tg\ﬁsys@c AQ}L ac@unt@)r bythe &;nates are §

summarised in the following table. Q
"\g \
L& ey &&e,
Table CP 7.2.2-1: Predlcte@'stem@ expo\re%%ys@der a [@@pﬂt@iﬁ@ ofog&e AOEL
o < o A
L @ Total syste ic” . % AQEL P o
owrer &
Substance @ Sc I‘lO exposure g%@ of AOEL
(H;J%ékg bwiday) bw/daygs

& Qow ¢Fop apﬁica@ (trag] or-n@unt \@

4k

S §9 ©§Bysta$ adul QO O 0.000003 |~ g5 05 0.006
S Bystander: child Y} ;S 00000 g < 0.006

@g ﬁ%@@ o © Régder@al E@urc@ @
L v Resid@nt: adylt > O 0.0pp00ozf 0.05 0.0004
QO o) lé;dent“@hﬂg\ O 0,0000603 0.0011

* Assumes a by%t der an a@?t an N 15 Clgg for ayild.
*Dermal ab t1 %. L@latlor@bsorp@n W@taken as 100%.

Assessment @ @ o @ @
The results of‘the ca cula al th Xhe s@atlo @nh respect to bystander and resident exposure

is favou@ for the 1n}(%nded ]gﬁ OD\g 00.

Q
CPJ:2.2.1 Eﬁwmat@ of b@sta@ m@’ resident exposure
@

@
The follow@eﬁn\iﬁyhs @ass@tio&;%r bystanders and residents may be applied.

%N
Bystand@ ﬁiden@@re é?involx% in application or handling plant protection products or the
h

professianal of treated crops. The question arises whether it is necessary to distinguish

betwﬁe% by@der&’nd reSidents in terms of the potential for exposure and health risks. However,

3 Marti Q,Westphal, D., Erdtmann-Vourliotis, M., Dechet, F., Schulze-Rosario, C., Stauber, F., Wicke, H. and Chester,
G.; Guidance for Exposure and Risk Evaluation for Bystanders and Residents exposed to Plant Protection Products during
and after Application, Journal fiir Verbraucherschutz und Lebensmittelsicherheit Journal of Consumer Protection and
Food Safety (2008, in preparation)
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because the circumstances of this exposure could differ with respect to amount, frequency and

duration, this seems to be reasonable. @o @@
Bystanders may inadvertently be present within or directly adjacent to an area f@}a short perl@@)f v
time, typically a matter of minutes, where application of a plant protection prgdh duct is in progeess 0@®
has recently taken place. They may be exposed to plant protection products mainly via th@d rﬁ

route from spray drift and by inhalation of drifting spray droplets. Hand hg% apphcatlgn@ co ere&@

to be worse case compared to field crop sprayer. @, AN \v\g o~ S
N @ @@ %@ &@
Residents may live or work near areas of the apphcat of plant p@@c‘uon prod -.Q\' c&©
working or sitting in a garden in the vicinity of the application). Thgy be exp 58 se (% plan@
slge; 1nh® ion of

protection products mainly via the dermal route @@1 spray drift depo

drift (depending on the vapour pressure of the active substa §? ‘fnfantsﬁ@ld t lers &pos@

might also occur orally (e.g. through hand-to uth@ nsf@gﬁ Je / @’ —m trans\fer)
S

& & & 2 o
Table CP 7.2.2.1-1: Percent Drift Valites fo ﬁlffer@Cro@(Ral&%ﬁmn @al 2001, current v n
v
27.03.2006) S@pllgggon o:@ \ - % @Q ISERS
Crop, Distance 10 m Q& @ 6&9 ®\ (P s)iﬁtc Dr@ @” @’@
I ey
Field crops®”  ° Yo o 029 @ A
Fruit crops, éarly c, Cy N & o 181 ¢
Fruit crop§plate ©° & Y K3.600 i
Grapes 7 o S 123 O
Hops S .92 9 O oF N 577 oD
Vegetables, o:@\mentals sn¥f fruit® X @) S
Sodm (O Y R
mQ > §0Tm \ ST S @ 183

O § S (453 N
© O SRS
Exposure c%culatic@@ are ﬁerfor%ed ac cq}diné@ the 1owi1@ equ&@ms:

X S N
% Dermal e@sure &1@ @ray du;% fo ingé&lov%mp application using a tractor mounted

sprayer 9 @ @ @

SDEs = (ARSD 1§§A ABW S O
5= ( : § )@B %Q @@@ @b
@ @ 4 o
Where: @7
SDEg = Systemic Q@pos of tand@s via ihe Dermal Route (mg/kg bw/day)
B, Y
ARy, = Apphcati%‘n @(m@ ) Q § 0.01 kg a.s./ha = 1 mg/m?

D = Drift £%) & 0.29% (10 m distance) for 1 application
BSA = Exposed Budy S oe g@a (mziQ 1 m? (adult), 0.21 m? (child)
DA = al Abso (%) 5%
—ody \@mgh@/pe@n) 60 kg (adult), 16.15 kg (child)
"%Inh @\o Q%)sm&ﬁue to spray drift

X AR QA x £ 1A) / BW

SI@ (Ia&
Wher

SIEg = Systemic Exposure of Bystanders via the Inhalation Route (mg/kg bw/day).
Ia* = Specific Inhalation Exposure (mg/kg a.s. handled per day)  0.001 mg/kg a.s. (FCS).
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AR = Application Rate (kg a.s./ha) 0.01 kg a.s./ha.
A = Area Treated (ha/day) 20 ha (FCS). @ S
T = Time [Duration] (min) 5 min. N §
IA  =Inhalation Absorption (%) 100%. & @®
BW  =Body Weight (kg/person) 60 kdult), 16.15%g (cl@.
SIS
Total Systemic Exposure of Bystanders &% @) . § \245@
© & S & e
Adults and Children: SEs = SDEg + SIEg (mg/kg bw/day) & & 9 & &
& N & VO &
Where: o & & ) &@
SEs = Systemic Exposure of Bystanders (m w/day) N @@) R & @
SDEs = Systemic Dermal Exposure of Bystanders (mg/kg day&\ @ 6\ LR <
. . N v
SIEg = Systemic Inhalation Exposure of Bystand w@ay) N
@ 6 SIS
Table CP 7.2.2.1-2: Calculations for by@%nd&gexptﬁure t‘%osﬁum@ethyl-sodit@y @
0& o > (> f(\ \9\ (&7\9 §
Adults QN & @ S O &Nilden
@ Bys@nder%f Fi\eiﬁ” Cr@Spr@r @\Q} $ ‘”\:@
Dermal exposure: @ & @%%9 @Q @ma,lﬁexpos@% @w "
4
SDEs= (ARxDxBSAxDA)/8W  © | &  ®DEse(ARx D x BSA x DA) / BW
(1x029%x 1x 58y /605 @ [¥ @mﬁxo@lxs‘%)/lms
B @mg/@ S mg/kg
Absorbed dose: O.@OOZ@ bwiday @ Aggsorbediﬁﬂse ) 0.000002 bw/day
Inhalation expo@e NG $ % Inhalatlon@xpos&se.

SIE = (&* XA®\A9§I@><1A)/B&¥ Ol & SR =(® x ARx Ax TxIA)/BW

(0.00 L@% 01 &0 x3/360 ;&LOO%?@“\'@ < (0.008575%%% 0.01 x 20 x 5/360 x 100%) / 16.15

&
Absorq%d dose® 6%000@05% g& @gg?orl%gg@éose: 0.00000119 %ﬁ;@
Togafsystemic e);@@sur%\@ é@ ot@ystemic exposure:
Sk~ SDEs + SIEs O \ O SEs = SDEs + SIEs
Total abs%@ed ﬁ v O % Total absorbed
ose < 0 00;;@’ nﬁ\ﬁg b;@ﬂ N dose: | 0.000003 | mg/kg bw/d
% obAOEL: | 50.0059 " % of AOEL:|  0.0061

** Specific %halatlon Expo@re @ed b;%j%74 @%rdm@‘o Martin et al (reference 3)
& .2 N
b) Rwdentlal expos ﬁre odoﬁfnr@me@l—sodlum
Ko
X Dermiﬁxposure Vi poaus@“by spray drift

SDER—(,i@D }“TR@ C§-Ix DAY BW

Where: @ N @©
SD% @yst c E§%sure of Residents via the Dermal Route (mg/kg bw/day).
@ ApplicationRate (mg/cm?) 0.01 kg a.s./ha = 0.0001 mg/cm?.
©® Drift (%) 0.29% (10 m distance) for 1 application.
TTR = Turf Transferable Residues (%) 5%.
TC = Transfer Coefficient (cm?/hour) 7300 cm?/h (adult), 2600 cm?/h (child).

H = Exposure Duration (hours) 2 h.
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DA = Dermal Absorption (%) 5%. .
BW = Body Weight (kg/person) 60 kg (adult), 16.15 kg (child). @ @@
D
+¢ Inhalation exposure due to vapour drift. S @® @6@:
S
SIEr = (ACv x IR x IA) / BW © @& °\©
Where: @ & %\ \\ @? @
SIEr — Systemic Exposure of Residents via the Inhalation Route «.. g/kg bw/ @
y p % @&
ACy = Airborne Concentration of Vapour (mg/éﬁ) 0 rng/m &@pour press < ﬁ@ ).c&
IR = Inhalation Rate (m*/day) % 16.57 m /«@y (a%ult) 843 m? a (ch g @
IA = Inhalation Absorption (%) 100%x @ @ @@ @§
BW — Body Weight (kg/person) o, 50K @durQ\ré 153 (c@d) §
@ A
As the vapour pressure of iodosulfuron-me h}g som 1%6 X @Pa @200(3 f@’e p@uct @7 o °
considered as non-volatile and therefore ACYy =Qand STEr = @
ST AR \© & o &
+ In addition, oral exposure of Q@ﬁ dre \s es@aate As wellby the@llo e equitions. ©
e Children’s hand-to-moutl tran@r N % @\@7 § @Q S %@)
N o O O © O 5
SOEH=(ARxDxTTRXSEAx&g?qxr@xo%@Bw@Q S ©©
S <R é
Where: ~ N § S @ S
SOE ' =S i Qvia e & nﬁﬁ
n = Systemic Ora}@@posure Vla the Ha§to I\@Quth R@Me ( g b%@”da
AR = Application Rate ( o 0.0 kg as./ha = 000@}1g/cm
D = Drift (%) < nvg g "\a @ @6 o> @29‘Vé$10 rr@for 1 application.
TTR = Turf Tr era e Re51© (%6 > ©© @ 5%.
= Saliv tra t r (%@\’ NN §9 5@8 (ER@ default value).
- Sufg NN m.
Freq = Fr enc f Ha@g to Mouth (%sents/lg@ur) evédts/h. @
H = Egposure Duration (&ﬁ s) =\ & ©2 hg, @;\’
OA @ral Absorption (% @@ @ AN
BW Body Weor% (kelp so&ﬁ NN EQ 6.15 kg (child).
.0 . &

2 @ \
o h@iren @]ec S0 mo tra
N \ °\ @

SOEo = (/% xDx DFR @gR A) @N @
N

@ @ X
~

Where: N @& Q
SOQ% Systeml&Oral @%os%@{na t@ @ to Mouth Route (mg/kg bw/day).
AR = Apphcapon Rafe (rﬁgﬁ:m o & 0.01 kg a.s./ha = 0.0001 mg/cm?.
D = Dri& (%0) 0.29% (10 m) for 1 application.
DFR = dgegb r Re&ues @&o) 20%.
IgR = Rat r Mgrthmg@ Grass/Day (cm?) 25 cm*/day.

&oral Bbsorption (%) 70%.
BW %— 0§ é‘[ (k&g rson) 16.15 kg (child)

Té@l svs®mlc exposure f residents is then estimated for

Adults: SEr = SDER + SIEr (mg/kg bw/day)
Children: SEr = SDER + SIEr + SOEn + SOEo (mg/kg bw/day)




B
Bayer CropScience
R

Document MCP: Section 7 Toxicological studies

Page 23 of 31
2014-04-03

iodosulfuron-methyl-sodium + mefenpyr-diethyl OD 400 (100+300 g/L))

Where:
SEr = Systemic Exposure of Residents (mg/kg bw/day) @o S
SDEr = Systemic Dermal Exposure of Residents (mg/kg bw/day) N §
SIEr = Systemic Inhalation Exposure of Residents (mg/kg bw/day) @Q
SOEn = Systemic Oral Exposure via the Hand to Mouth Route (mg/kg bw/ & ©®
SOEo = Systemic Oral Exposure via the Object to Mouth Route (mg/kg bw/day) Q @ o
S
Table CP 7.2.2.1-3: Calculations for resident exposure(t) iodosulfumﬁi?rylethyl-sodiﬁ R §
)
Adults | Q  Children O 1 &
\)
Resident: Exposure after applicatio@ith Field Qﬁ)i), tractor @unte@tra a5

Dermal exposure: ,\@%

T

Dermzhgexpﬁﬁure Q A AN

2

SDEg = (AR x D x TTR x TC x H x DA) / BW

&@R—&Rx@ﬂxmksxm@m&m)mw

(0.0001 x 0.29% x 5% x 7300 x 2 x 5%0)'60 @° %@0 oo%x 0.20% x 5% 2600x 2x 5%) / 16.15
Y )

Absorbed dose: | 0.00000018 |-yg/kg/day @ @)so bed d0@ 0@000@ @g/kg/day

Inhalation exposure: @% N @ B@glat@ exgosure. @ 2o N

SIEr = (ACy x IRx IA) / 1600 x BW & [ 2 sIgw= (AEY x IRX IA) / BW

2 S
(0 x 16.57 x 100%3 60 S D @fm@”f 10D%) /16.15
9 S ©

Absorbed dose: (\@.O . @ mg?@zg/d?%?@ Cb A@@rbed@ose %® @\0 0 mg/kg/day

R t § &, Ora&expo&@ (hand-to- mouth transfer):

G @ @© @ ~ SOEH—@R;@H&@SEXSAxFrequX
\ s o) B
& @@ L 0 Qb {WOOO@(O%%AX5&50%){20){20){2)(70%)/
& NNEVCEEN 16.15
s .9 F Q ,
SO o SR %" Afysorbeddose | 0.00000025 | mg/kg/day
@© @6 ® & q&@j (;@”\a < Ora@xpo,s?ure (object-to-mouth transfer):
5 TN o R §)OE,§§(AR x D x DFR x IgR x OA) / BW
@ @é}y § @@ (OQ\Q,le029%x20%x25x70%/1615
SO {Z\ kS : N %\Absorbed dose | 0.00000006 | mg/kg/day
Total systenﬁexp@ure : & w\y\ v © ¢Fotal systemic exposure:
o, SERSSDERF SIEY & & |@  SEx=SDEg + SIEg + SOEy + SOEo
Total absorBed d(%e. %@000%%18 S mg/@day@ Total absorbed dose: | 0.00000055 | mg/kg/day
- -
% of AGEL | 090045 - 2 7 % of AOEL: |  0.0011
@ N < X AN D

7 Q

Q NS
CPJ2.2.2 M?@asuen@tjw@byégnd%@ﬁnd resident exposure

Since the exposg@re esti ie ted that th

e acceptable operator exposure level (AOEL)

mate i
will not bw@ed@nd actical con@tlons of use, a study to provide a measure of bystander
exposure notég; ess an@as thepefore not carried out.

<

9

AN
Cp 7@:3

Ri@(@ass
The gry
of inha

&W@er eﬁosure
@
ent for Waﬁer

tion exposure during re-entry is generally confi

st potential for worker exposure following re-

entry will be contamination via the skin. Risk
ned to a brief period after application, while

the product is drying, which will be rapid under outdoor conditions and would generally be avoided
according to good agricultural practices. Exposure to workers entering treated areas are predicted
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using an exposure model proposed by Hoenicke et al,* (1998) and Krebs et al. 3(2001). The followmg

assumptions are made; S
o . N
- Re-entry exposure is predominantly via the dermal route (contact with the foligge) @®
- Residues on the foliage depend on: @‘J@ & ©®
1) application rate Q @
ii) extent of remaining residues from previous applications &% Q ¢ \245@

1ii) the Leaf Area Index (LAI) [total size of f@hge compa ] to surface agc?a] \\ @
- Transfer of residues from foliage to the clothes or skin SF workers d@ nds mamlyé% the@ ensf
contact with the foliage. & Q @ c&
- Activities with a similar pattern can be grouped a generic Tl@sfer Coeffii 191t ("& ) appliged @
- Dislodgeable Foliar Residue (DFR) is calculat@smg a defa&t Val f3 u‘%s/cr@ per kg as/h
This figure is based Brouwer et al.® (2001) 6 R @
- Workers re-enter the treated culture shortlyéter t}@?pra %s drl@% on @nt suffaces, neve hy\\fess 1t
is now recommended to use the higher del%al ab Geptio lue@ong@neat a dlébed \@

The dermal exposure calculation is perfoq@ d a@gordnf&to th‘fo 1 vs%lg ea@ v\g
D@ FR&XTC&W REARXR™ ) & @Q
N

where %y SEN %

DFR = Dislodgeable fo@r re@@dues g as/ %) § @b @Q < \%

TC = Transfer Coe@menﬁ%cmz/p@son/ @ S @© N

WR = Work rate urs/d%/) & @)

AR = Apphcatlon rat & @ \@9

P = Proteotic iR facto for 1 nogt PP , a long sleé¥ed s or 0.1 when

adequate clot lov§ & e (©)
@’ Q AN S
@ §’ o «

DFR levels: @ ES \Q Q@ @ 2 @
A single app1106@bn 1n51de§°ed l%hls rig] ko sses&ﬁ ent rc%ﬂt@'n an%ﬁumed DFR of 3 pg as/cm?
per kg as/ha. & @J@ ©) @ ©© S %@

Transfer Cégfficients: N %@ % & v @ @’

As no @\ﬁic TC%@MI@ ope to asse§re e&% act@ ies performed in cereals a

reasonable value of*2500 ciw?/person/h h@)eeﬁmed éﬁthls rigk assessment. This value was obtained
from the Europoeyil data for hr@eget s an@)is considered to be conservative with regards

to scouting activies.
©Q N @ SIS

@ Q) S .0 @
Predicted ex@sures@re areQ\wnh O@z of @osulfuron methyl-sodium. Systemic exposure

values a é;pe the hlghest der ion Value {( body weight of 60 kg is assumed for the re-
entry W@er Expos stlm@es bas pr@m @ of the systemic AOELs accounted for by the

estln;,gtes are summﬁ@sed %the f@owu@Tablg etailed calculations are presented below.

> o [

@ N
4 Hoernicke, E.; c@mg, S &hal, @Label@tructions for the protection of workers re-entering crop growing areas
after apphiﬁ\ of p%n rot on pro%*acts; l‘@hrichtenbl. Deut. Pflanzenschutzd. 50 (10), (1998), 267 - 269 (document
no. M-107, @\9

3 Krebs qQMa chra Wolf R., Hoernicke, E., Nolting, H-G., Backhaus, G.F. and Westphal, D. (2001)
Unl &m prln es f egu«fgg ng the health of workers re-entering crop growing areas after application of plant-
tion ucts orke posure to agrochemicals, Ed. R.C. Honeycutt and E.W. Day, chapter 8, 107- 117, CRC
ess (2@%? (document n6>M-209388-01-1)

¢ Brou () ,D.H.; de Haan, M.; van Hemmen, J.J.: (2001); Modeling re-entry exposure estimates: techniques and application
rates; Worker exposure to agrochemicals, Ed. R.C. Honeycutt and E.W. Day, chapter 9, 119- 138, CRC Press (2001),
(document no.: M-128767-01-1)
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Table CP 7.2.3-1: Summary of predicted worker exposures arising from the use of IMS in the @o @
HUSSAR®OD formulation and comparison with the AOEL N\ Q§
Active substance Systemic AOEL % @OEL @® &)
exposure (mg/kg bw/day) © °\©
(mg/kg bw/day) N © o
e ~ 1.2 &
IMS 0.000125 .05 N 0.25 =, S @@ @
*Dermal absorption value of 5%. Q @ SQ X é
Inhalation absorption was taken as 100% for all pounds. &© é\a Q § &
Assessment N S & © @&@
The exposure of workers entering treated areas 111 within @ept&@@ lmyés or-i\ S+1\@ o>
400. K 9 S SER
Q @ % @% v @y AN
FE s T
CP 7.23.1 Estimation of workerﬁeﬁ) sure \\ @ &% O §
S
Detailed calculations of worker expo%é duq&%g re@@fry @\ %© C} § § Q
. TS %
Re-entry exposure to 10d0sulfuroé1eﬂ%1((§}0d%r§ > § @b @@Q @@ O\%
¢ & @ S @ & O
Product Name: Hussar O S A @ ¢ @)
Active substance: Iodosul%ron—né&hyl—@ @§ oy S @ @f@ %
) SR N
b SRS |
D N F?li@ x O T x WRE x o AR R P
SRS RS
cm%@rs/h@ hrs/day kg/ha
& < YQ q %)
D O 0T N3 X NS00 X (2 @l x 1
G D & S
D O © éso 's./pers/dayy,
o § S\%é S @
5 o = & 0. 1 ers/@ é&%
& e e
using . F00°% mal LHON a dr1e foliar Tesidue
P i e S

S @@@%& ??) 258 0@;;)00 5
m W.
ST T

CP 7.2. 3.% Measur@‘ne@ wd&er @posu@?

Since therexposure esﬁ%ate c@rled out 1$§ c?ﬂt the acceptable operator exposure level (AOEL)
will not be exceedg@%nd actl con se, a study to provide a measure of worker
exposure was not neces ané}vas th@efor ot carried out.
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CP 173 Dermal adsorption .
Summary and conclusion on dermal absorption . @ @©

N
The extent of dermal absorption of iodosulfuron-methyl-sodium formulated as @OD 400 @Q @é@j
(HUSSAR® OD) formulation (IMS+MPR OD 100+300) was investigated i o using hufhan ar@
rat skin. A summary of the study is given in the following section along with the mean values b
the study results and following application of the new EFSA7 guidance rales. A conclu{l@n an@® y\g@
recommendation regarding the dermal absorption of 10d% furon- met]@L ~sodium for@gu ateﬁ}s an@ @

400 is given below. @ %
o $ &
Study results @} $ @ N @© @q}

The mean percentage of iodosulfuron-methyl-so in the OR 400 f@ulah@l t @%S side@
to be potentially absorbable (directly absorbed plus total r:@in ardoseRite) oper a pé%tod (@
24 hours for the neat formulation was 0.23% #9r the n arfd% or tHe'rat ski.

The mean percentage of iodosulfuron-met l-sod in @”OD@YO for@alatlon that@a f@sﬁder@ ¢
to be potentially absorbable (directly absarbed plus total,rem 'ning a%ose ) over a pertod of|

24 hours for the intermediate dose rate gyas 19@*% fo@uma& @d 4.99% for@ ratsskin. §
The mean percentage of 1od0su1fur0 odlgw 1n “‘ for@’lati at cons@iered

to be potentially absorbable (direcily abso d plus totai&yema& se SHB) 0 pe&@ of
24 hours for the low dose rate wa@ 40‘@ for h%nan skin an(@ 8‘7 r theyat sk@
Application of the EFSA gu1dafme rulee @ Q @ K

According to the new EFSA%guld ce the @s the provis % tha«t\whelsxt%e sam@hn erlod is 24 hours
(which is the case for this gudy) %\% oV, égﬁ' the total absorptiof({matgsial i t receptor fluid at
the end of the study) occiirred %thm ha dur@t)n ( ours%f thegotal §ar phng period that
the absorption will bestaken gas, Sthe suf of re@pto id, a@cept@ha ber waghes and the skin sample
excluding all tape sggips. These cgla r théintermediate @dse group for the human skin
samples and the hi w dosedgroups f the rat\Skin sagyples in this sgady.

There is also th@rovn thata sta&dard deyiatio %qual t@or 1a%er th§25% of the mean of the
absorption re@'es Slise @ban alternati e(@/ah%@r rej@stion e¥the dy. The guidance prefers the
approach o%addmg@e standard @§V1at %n to mea@ cove he upper 84" percentile value of the
results. o Q@

Addltlg,@ly where a@@era@ecov@ ofé@s tha@%S%%Qpcurs @normalisation procedure is to be
used by preferenc ® t N

Albeit that the no er c n51d at G§h the <gbﬁue oB2 5% for the standard deviation limit and the
95% recovery lifft to % serv@we @%?s vatues haye been considered. The application of the
guidance the @esult @ the@ OW{% values for [BC]- ioddsulfuron- methyl-sodium in the
HUSSARO% formulat (_; fo@e in l@occ tlor@nd residential risk assessments:

2 @ )
é N
o 0.4% for th at f ulatmn (1 h“ g/L)@

\ 1% for theyi\nte atese (s m /L§
e 5% for@e low ds

(ng/@ &

7 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] d0i:10.2903/j.efsa.2012.2665.
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Report: :2010;M-366373-01 L o

Title: Hussar OD 400 (**C)-Iodosulfuron.methyl-sodium - Comparative inyitro gy
dermal absorption study using human and rat skin & @Q A

Report No: SA 09209 @ S

Document No: M-366373-01-1 < «© 2.

Guidelines: 0.E.C.D. Guideline for the testing of Chemicals s ’ N
Skin Absorption In Vitro M d Guidelil@%ZS (April 4);§Q\.E.C§ @
Environmental Health and Safety Publi@on Series o@testing and®y ©§
Assessment No 28, Guida@e Documeng for the Con@ct of Skin Absorption
Studies (March 2004); Edropean Conftrhission Gujlance Documét o
Dermal Absorption- c0/222/20QQ, rev. 7)(Marc 2(&0@,not@@ec%@d

GLP/GEP: yes « @%Q & E T Q

SR G .

Material and methods % . QZ;}\?” @© Q@ & IS Cé % @&

Rat skin: X &% Q" s §

Species, strain: oY S éﬁ Q

Source: § §y @ %

Sex: . Q ©@ & N LR

Number: 14 9 9 ) (©) 'S ©® © S

A S v v S @ @©

natomical site: Dors@ N O @Q N

@;ﬁ
«5

Rat Skin Preparation: ~ Eachvani al was ervéf%al d1silgcatl@Q@Afte@acrlﬁc%@the skin was

oclf@ped (@r ed \e Puse study do skug%@s dermatomed by
Use o%mml *\ tal mples of ca400 t@@m pm in thickness.

Y S NS
Humanskin: G Soue: F@l SEEEN
N mbeg,and sex: 8 dgnors, féhale s & @
Q

\Anatomica egion. bd0m§ N
@© @6 Thl@{ness& 1 to ;@f Q@ ©§ @
Test Mate A \ 03 X
Non- rad @gelled atc @05/2 Q@ \@7
. Purl@— 97.3% @ v N ©
Radlolabelled @\; [tQ\z1ny 14C]@)do Sﬁguror@iethycl&odlum

T ?%64 S
§ 3@ M mg
©@ Réﬁ)pum{y of t{ om& tlo%@@l%%

Formu@: The ulaﬁ 1n thm,experlment was the Hussar OD 400 formulation
\ (spec ication nu OOOl 1563) of iodosulfuron-methyl-sodium used at
Ry norfamal cen@ilons 100 ga.s./L, 0.1 ga.s./L and 0.01 g a.s./L.
N % @ @\
Test system: @"° -th h diffpsion cell system (Franz’s cell modified, Gallas, France)

r
s

% wasseditg stu@t e absorption of the test substance (exposure area of 1 cm?

@ Q n). A diffusfon cell consisted of a donor chamber and a receptor chamber

@Q Chetween which the skin was positioned. The receptor fluid was Eagle's

N % medim supplemented with 5% bovine serum albumin and gentamycin (50
O~ S §-§6L) at a pH of 7.4. The receptor chamber was warmed by a constant
culation of warm water which maintained the receptor fluid at 32 + 2°C
@@ (close to the normal skin temperature). The receptor fluid was pumped
through the receptor chamber at a rate of 1.5 mL/h and stirred continuously

whilst in the receptor chamber by means of a magnetic bar.
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Skin integrity: Before dose application, the integrity of the skin samples was assessed by
measuring the trans-epidermal water loss (TEWL) from the stratum cor@. S
An evaporimeter probe (Tewameter TM300 system, Courage & Khazaka §
was placed securely on the top of the donor chamber agg, the amount ater
diffusing through the skin was measured. Human and$it skin with & EW@o
of greater than 15 g/hm? were considered potentially damaged al@wer t
used. These samples were replaced by new sklntg ments wh@wer@ o)

tested for integrity before use in €2 study. @& \ @}@ &@
Treatment: The dose preparation was apglied to the s;i@%uckness sar@ c&©

pipette at the rate of approximately 10 ;d@ xpose(k he dos@ @

preparations were assaygddfor radloachty cogfent ( y usiyg do@

checks (surrogate dose) taken b,efor q&?md affor the *imroce
Sampling: The receptor fluid p@mg t@ ughsgﬁ recgpto as col cte 1n

glass vials held in fract v col @frac@n coll ctor s st aﬁgr’

dose applicatio mplgs wersy ct hour or th

experiment (Zéﬁur ALt 8 ®HS @@ atlo‘mt e Wasgwab

with freshly ¢d 1% v T 80 mg Bs@hos e buffer salifre

using natugz swabs, in nd réfdin t on:4 @@sorbed

dose, unt@no r%hoact%lty w dete Wl‘(@a G er anltOl‘ At the

end of@e study(24 Hours g r applicatiqn), the @ate d the skin

ad] oSt to tﬁe treatment sitd (surtoundiffg wa@e) were swab(@d Each skin

K§ﬁnpp o to refdove thestr cornetim. Ehis involved the
hcat or;§'n adgeswe pe (Monadethy, co) for 5 seconds
befo refi rem@ed against the'direcipn of hair growth.
é\’ Th1@roc S con, @ued ifitil a @my épear&ﬁee of the epidermis was
@ 1dent 1ch icate ha str@m comeun@ad been removed. The
@ \@pe -sftips were coll%eted n@g 501 atlo@%lalsig analysis. The skin
o surt und1 he aj catior ot sitey(surroudiding skin) was separated from the
O @ treatcd skim. Bot%\surro@dmg&n a&e@npped treated skin were

& retaln ra s1s
& S 8
Radio&say: @ %lounts of r@ibacg@ty int %He vagious samples were determined by
§§) 11@1&11d s@%ﬁlla&@ ng @C) S%nples were counted for 10 minutes or
n anﬁo riate scintillation cocktail using a Packard 1900

@ @ nte W th 11ne putigg facilities. Quenching effects were
W O inéd usi an exXternal standard and spectral quench parameter (tSIE)
% tho ffici elatigh curves were prepared for each scintillation
@’ &eockgaf! and @ere ular; vehecked by the use of ['*C-n-hexadecane
@ st%iiardS\T he som illatiéh counter was recalibrated when a deviation of
\y\] B ﬁ er, tHéin 2% $as @rved when counting quality control standards. The
it etection Wﬁ@&ken to be twice the background values for blank
. Sa s im@ppropfiate scintillation cocktails.
Findings: §
lodosulfuron-me 1 soddix deministrated to be soluble in the receptor fluid up to the maximum

amoun hed@ 100 Qg/ce he solubility in the receptor fluid was deemed to be sufficient to

reduce@ f b@g dlfgu@ion
Méésure@%)@lts of the ho@genelty of the three concentrations of formulation applied indicated that it

was a@table

Good recovery data were obtained, with mean total recoveries of radioactivity in the range of 97% to
111% of the applied dose.
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These study results are presented in Table CP 7.3-1 and Table CP 7.3-2 for human and rat
respectively.

Table CP 7.3-1: Mean distribution of radioactivity at 24 hours after dose applic of [“C]- &

skin

@@

S
@
QQ

iodosulfuron-methyl-sodium in an OD formulation at the rates of 100 g/L, 0.1 g/E' and 0.01 g/¢§t0 human
skin samples. % 2 @
@ @\9 °\ N @
Results expressed in terms of percent@ge of applze@ldwacnvmzé\” @ @ &@
Disgribution of rad1@{t1v1ty (% dq&%ﬂ @ @
Neat formulati 2 Di@ion. @Q}
High dos Intermediate dose §Di1ut' : Low %se <
Dose Levels (100 g ‘~17 0.1 LY (0201 g/w@ <V
Species Humar (n=6) ¢, @%maﬁ%@F@ O Bruman (n=6)
Mean @ Sw fyean &@’ @ean &| Slg .
SURFACE C@)PARGMEND S O
Skin swabs (8h) 96,46 | 2.53 991 |, =) 2.60] 104.6 5@
Skin swabs (24h)* @0.05 0@, $0.70©° Q61| D255 o
Surface Dose (1 two tape-strips) |~2 0.07F Q06 |~ 118 008 &7 0.6 _ 033
Donor chamber 47 0| 'SN0.14 832 | 7L1P 289 . Z2.36
Total % non-absorbed N 9677 6 23] 48310 128 1084 [~ 2.11
@ __, “SKIN COMPARTMENT © N
Skin ® 0.6 0.07 049  ©0.30 1.3%) 1.13
Stratum corneum © A o5 [ @y 0.2 118 [\ 0487 98 1.22
Total % at dose site D221 047 ~A59h 0060 | A2.40 2.29
&) RECEPTOR COMPARTMENT [
Receptor fluid (0-28h) @ v 001 K0.01 086 | A 0.15% n.d. n.a.
Receptor fluid tefiffinal ¢ & d. [ Y nad @n.d. n.a. n.d. n.a.
Receptor chamber  ©™ ' n.d. .2, 92 n.dg) A, n.d. n.a.
Total % diresity absopbed ¢ XS .01 | 0§ .15 n.d. n.a.
sTupy: © & W Y & O |@
Total % Potentia 9 D > >
Abso;{ha@i:le ¢ ’ w% \&\9 @.23 S 817 \@@ 1.78, 4 0.63 2.40 2.29
TOAAL % RECOV@(Y [S) 9699 | Q@28 [ 1049 123 | 1108 3.07
% & E@uatm@cco@lg t&EFSA Qulidance
absorption >75% within half o
smd;p duration? % g} @;\9 N S @b Yes No
standard d,@atlor;:,@§% o ¥ OYes © & Yes Yes
recovery 95% 7 &@) \ QO N& O No No
adjus Total % Potentia g 2 7
Abjs@ ble! . 9D Q® @l 1 S
: sum of radidactivi founﬁswab term@t) on and in surrounding swabs.
b gumof F&dioacti fou skirggfter tayi@Stripping procedure and in surrounding skin.

N

°: tape-strips exc mg n@l ers 1 & 2 whishl are considered to be non-absorbed dose.

epto

% a ose site

id (0-24h), receptor fluid terminal and receptor chamber.

d. sun@f%radloactlvny
° 1% @tly bed tta
ues c%nmder or the ad]ust%@btal % Potentially Absorbable according to EFSA are in bold Italics

@SD st@rd de@atlon
§ n.d % bt dete%ed (beﬂ@v the limit of detection)
& n ot

%@cablet\a
Q@ number f ski

@lls used for calculation

This is due to rounding-up differences resulting from the use of the spreadsheet program.

@?1 the above table, the presented means do not always calculate exactly from the presented individual data.
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Table CP 7.3-2: Mean distribution of radioactivity at 24 hours after dose application of [*C]-
iodosulfuron-methyl-sodium in an OD formulation at the rates of 100 g/L, 0.1 g/L and 0.01 g/L to ratgﬁl
samples.

@\ (g
R : . .. @
esults expressed in terms of percentage of applied radioactivity. & &Q
Distribution of radioactivity (% dose) ﬁ\ R
Neat formulation: Dilution: % \\/ 2]
High dose @ntermedlate @%e Diluti ﬁ%Low"Qose é\”
Dose Levels (100 g/L) N 0.1 g/L® @% 2
Species Rat (n=6) Rat (155 t(P) &

Mean | SD@ Mean ,$ SD Kcan |V S];@ @Q}
SURFACE CQMPARTMENT X ¢° A & S
D

Skin swabs (8h) 92.79 | €93.39 949 [, D 6.70 [~ 9NTT | | D 4.24
Skin swabs (24h)? 0.11 0.09] 3293 k., Lo¥| D04 | 0:59
Surface Dose (1% two tape-strips) 048D 0%6 o 1.1@5 @34 | @3.57, 438
Donor chamber 0.80 P78 |@ Q@ “naqd 3.5 40246 ]
Total % non-absorbed 9418 | S 2.40 98,29 | =) 720 99.92 5§
SKIN GCOMPARTMENT © .S & & S
Skin ® AR 0.78Y B9 | 2. })%a .87 [&2.540  2.03
Stratum corneum ° 47 09| ~1.28 D73.04P 088 | 2143
Total % at dose site N 73 e 16D @@58 O 463 @32~ 344
@ RECEPTOR COMPARTMENT O N
Receptor fluid (0-24h) 0.9Q 1.01 0401 ©0.18 3.26) 3.32
Receptor fluid terminal A 891 | @, 0.01 nd. [ & na. ] . n.a.
Receptor chamber 2 SHn.d. nsa. aond. i e | (Snd. n.a.
Total % directly abgprbedd S e 096 92| © 0.3@ - 018 | &) 3.26 3.32
STUDY: S NS
Total % Potentlg@AbsQrbable § c(\zu) 3 §1.8,@® @-99 © 4.7($ 6.78 6.72
TOTAL % RECOVERY ', | "96.81 L8] &o033p 29| 1067 5.53

A2 A “Evaltiation @ordmﬁ to EFSA Guidance ™

absorption@ﬂS% {ithin Half of D © > o @

study dygation nv% Ye& €§ N& Yes
standfed deviation >25% A ﬁ@’» Y&~ |2 A Yes
recévery <95% @ \@ ~aNo \@ e . ONo No
adjusted: N & SERSEEYEE S Q

Total % Poter&ly § @;\ KOS > 10 10
Absorbable 2 (@% QN>

RN
2 suf@pof rad1®§1v1t uni mgs9wabs @termm@bn and'® surrounding swabs.
b: 3h of ralidacti @ fou skl er tap %trlppl@procedure and in surrounding skin.
tape-strips excl ers Wh1 re co@@idered to be non-absorbed dose.
@um of radioggtivity @ ptor 1d (0 -24h), receptor fluid terminal and receptor chamber.
¢ total % dfpg y absotbed + total % ose
f: values co dered%r the sted al %’e&o entially Absorbable according to EFSA are in bold Italics

\
SD: standard dev@lon @
n.d.: f8¢d detected (belggythe liggd Gor de@lon)
n. ot aj able ‘2”\9

mb skin ¢ells usgd for \;)
$a the aliyve tab ep ted medns do not always calculate exactly from the presented individual data.
@fhls e to rounding&p differences resulting from the use of the spreadsheet program.
O @

Co siop® 03

derng@} penetration ﬁough human dermatomed skin of ['*C]-iodosulfuron-methyl-sodium in the
OD 4(@9)rmulation was investigated at three concentrations corresponding to the neat product (100
g /L) and to two representative dilutions (0.1 and 0.01 g/L), respectively.
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The mean percentage of iodosulfuron-methyl-sodium in the OD 400 formulation that was considered
to be potentially absorbable (directly absorbed plus total remaining at dose site) over a period of @ @
24 hours for the neat formulation was 0.23% for the human skin and 2.63% for the rat skin.

The mean percentage of iodosulfuron-methyl-sodium in the OD 400 formula that was cég%de
to be potentially absorbable (directly absorbed plus total remaining at dose si e) over a period QEN
24 hours for the intermediate dose rate was 1.75% for hur@n skin and 4. &99% for the rgt @m @ \245@
The mean percentage of iodosulfuron-methyl-sodium in the OD 400 -~ ulatlont md@gﬁeq
to be potentially absorbable (directly absorbed plus t tal remainin @ dose szte) r a ‘§‘
24 hours for the low dose rate was 2.40% for hum in and 6.78% for the rat

ol N @
According to the new EFSA guidance there is the provision t{a¥ wheinthe s@aph erloﬁ\bs 2 ﬁ@urs
(which is the case for this study) and over 75@f th@%}tal absorption (m 1a1 he rec%pt ﬂu1d at
the end of the study) occurred within half of the dyite tlongﬁ ho of t@ total tha@
the absorption will be taken as the sum ofre ethr uidyreceptor ch ber es an the §ble
excluding all tape strips. These criteria skere met for ‘@ 1nte.Q§edia®dose P group the«z@lman
samples and the high and low dose ps 8 the ratski plesdn thlé?"tudy
There is also the provision that a standard é\natign equalto @@ger@n 25% of t ean@f the

absorption requires the use of an @em%ve vaje or r@ctlo the@fudy ncei?ﬁefers the

approach of adding the stand%@lewa&on to the m th@pper p@ntllﬁvalue of the
results.
RN § & @ @ @@
Additionally where an &\@@H rec@very@@ les§ian %% OC@RS a ﬂgrmal@tlor@socedure is to be
used by preference. IS & . &
S Q A "\

Albeit that the not co&slders @t bo@@he VE?EC % f@ the sta@dar ($ev1at10n limit and the
95% recovery li to oo cohservative, thisse valyes ha ~f~ d. The application of the
guidance the wythe fol ow1@ Valu@\afor Kf@] o‘osulf@-mefhyl -sodium in the

HUSSAR®O ati &
9 n@% QQ? 2 b\ § @ é?
Human @ AN ©\
. 7&%4% for the f @at f@{%la&)n(l @g/L)\ e
e 1% for th terméldl @s g/L}@, @ S
e 5% for tlg@ low dyse g/%ﬁ @b
@ @&

@
Rat skin: “© @ @ \ ‘ @\ @
e 3%\for the neat fo mu@) 0 g/L

. % for the 1&%}med@e dose ( @) \%
o 10% for the\‘%w da%g ©. Q%g/L @ \©
A @ @ R §

AN
CP74 @ A “%mbl x1c610g1c@ data relating to co-formulants
Q

% @ §9
CONF“I@Q%N@L u%form@n - data provided separately (Document JCP)
< @
)
@ & ey

&
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