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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT Qb
&S
INTRODUCTION 5 @@

This document summarises the information related to the toxicological studi&or the planf&prote@)n
product isoxaflutole + cyprosulfamide SC 480 (also known as IFT+CSA SC 480, IFT+CSA S@
240 and Merlin® Flexx) which contains the active substance isgxaflutole a&(@ the @afener
cyprosulfamide. This document has been prepa@ for the éformulatlon Kspecnﬁ\dtlo

O
102000016788. ©Q @ @ X

& " N
CP7.1 Acute toxicity %@ Q& &© N @ @Q}
@Q
Isoxaflutole & cyprosulfamide SC 480 is a suswn contrate @rmulat n Qtaml@ 2%{&
isoxaflutole and 240 g/L cyprosulfamide (safgner). a"glfe to@ol studgg we erfOQned with the
formulated product Isoxaflutole & cyprosu@amlgl\a C 5:1 20(&0143@@ The
0016758) 6th o
recipe to be as part of the AIR 3 process %02()0 1678 has hg%ly dlf@rent composition d@’to
differences in the formulants avallable@n th%\ﬁlffe t regl s n§s be&veen two
formulations have been assessed in Q‘ ng ()&imen ocungpnt n ber g» g—m—@ and it
rfo

luded that the acute t 1 licéble for th
\év[z}srzc;?;eu ed that the acute 0x1c& yS ” tgg e g@ﬁa re@eg P \1{9 e for the
? & &S
S ot >
The results of all the acutextp 1cology s@es &erforme on {l@s fpl@@ulat@n are Sommarized in the

Table CP 7.1-1. 65 © O QN L9
Va2 ©f§©@% S $\§
Table CP 7.1-1 Sum@'ry oﬁﬁu@ﬂci@ stu@ \q;\ Q é& &\

Study/Parameter m& o §f%cie®ex) Resufts @w & @ Reference
@ | ested das of 2 mg/@’ 2
Acute oral / L (m@@) g@le N |G ot 5000, © B 006
K2 @ 3 S OPmgkdbw @ Q M-275632-01-2
N O CP 7.1.2/01
%,
Acute cﬁmm / LDs(%n%g/kg)& \Q Male & F@Qﬁe 430 onoo mgkg bw . (2006)
@@@ ~ {ﬂ@ o %@ o 5 M-275614-01-2
> . S CP 7.1.3/01
Acute inhalatiog/ LC5g/L§ Mafe'& Fegile | 1G3 > 2674 mg/L . 2006)
Q SN A D M-280036-01-2
AN U P = . 9 %@ CP 7.1.4/01
Acute sl@rritation .9 Q Fema@ @ Ngqt irritant -C. (2006)
N NS M-283854-02-2
EESEER N N CP 7.1.5/01
N N -
Acute eye irritation v UE em@Q &© Not irritant _M. (2006)
Rz A @ S Q M-279246-01-2
. . @ @ CP 7.1.6/01
ilsﬁze?sltl. n t@ ©§ (Femald® Not sensitising G (2006)
Hice o O A M-278552-01-2
s & ©

X
Th@fore @ccor@g t%ﬁe EC classification criteria (2001/59/EC Directive), the formulation
Isgﬁae & cyprosulfamide SC 480 is not classified and should be labelled as follows:

Symbols of danger None
Risk phrases None

@
S
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CpP7.1.1 Oral toxicity , @ @©
@Dz

Report: - 200527563201 o 22~

Title: Isoxaflutole + AE 0001789 SC 480 - Acute &@ncuy in the rat @%r oral
administration. L

Report No & ATO03188 ) \\\) N

Document No M-275632-01-2 © 0% NSO N @

Guidelines: OECD Guidelines N° 423, (2001) @ & o

EPA (OPPTS 870.1100 gik;ws 190)99%) . & o O

EEC Directive 67/548 Anne %f Method BQQHS (1967, 1@15 ut@nt V@loné}

Deviation(s): The test compound is a ftoduct know nvo be stable anaﬁlon%)%en%@in l@
undiluted and in read —to—use@gﬁmu@ on with water. T i

performed. The déyiationggoes 1ot limifdhe asséssment of thHOresuld®y’ o

determinations of stabi it‘%@d hm@ger@ of fi&aqueeys foymulations werg not

GLP Yes RS O O .9 KS
° S

@ N
NTOA o N
1. Materials and methods ©Q %ﬁ \Q § @0 §) §‘9 § 9
@)

S N
A. Materials N 2 © < @ @ @Q \%
1. Test material: @ N & fiftvle + @ ? @© N
. : o T Jsoxafhftole +eA 00@89 SCa800 g
Specification no.: N §91 @00143@5 S \ \@9 2
Description: S % 9 e lighid &° $§ Q\y\’
Lot/Batch no.: & ¢§ %@ 06@ 042%@EFI1\@0058Q) "\
o~ N, &

Content: AN
§y & ) %, ngaﬂut@ 24%%& @Qypr%@'amlde 240 g/L (Nominal

© ©\ N é luesﬁ

O
@ N © KISOX@E{HO §46 , cygrosulfamide: 245 g/L (Certified
N
2 b@lalyw@’ >
o %
%&hty of test Q‘)‘j po @ Guarapteed Q@stu@% duration; expiry date: 27" March
NN @onm\ « S
2. Vehicle and/ os tl\% coptrol: "~ Ta@ ate@ >
3. Test ammals Q & \% N
Q O SO %
Spemé@ © ©© O Q\ Rat, ma]@
$ o Witar @%d CpPb:WU)

St
1 X @ Q@
Age: & lﬁveeks approximately

N
\&Velght at dosing; @é @@ Q@ 1 o 174 g
Source: @° . N Q@ , Germany

§
Accli@tizaﬁgn perkd: @ At least 5 days
. N o &
Dighh & & & © N s :i:criond
@ter:@@ S ¢ Tap water ad libitum
SR . : .
Q§Hou@§fg: (o @ The animals were group caged conventionally in
N polycarbonate cages on low dust wood granulate bedding
&
(I

Germany). The cages of the animals were placed on racks.
The wood granulate was randomly checked for
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contaminants at regular intervals and the results have been
stored at the Department for Laboratory Animal Se@%es, ©©
Bayer HealthCare AG, Wuppertal, Germany. Q\ ]
Room temperature: 22 + 2°C; humidity: 8 =+ %
Ventilation: approx. 10 changes pér hour; 0\
Light/ Dark cycle : 12 hour rh)é%lm § L o
: N N
B. Study design and methods © & %\ \ Q) @
1. Animal assignment and treatment X @Qé@ @© § é\g@ @&
Dose: 2000 m. @ bw & é\g R © @Q}
Application route: Oral sgavage N Q Q ¢ @
Application volume: 1Q&mL/kg@w Q@j 6\ N N :§
Fasting time: aera 1str£yon @ Waﬁathh@ fromg the alifer
ppE: @na‘e& efore @mlms ationof th@ftest
R @ Q
@} co\ﬁpoun@and{ y vgce fed\agalr@ppro&mate %2-4 h
Q| dfter a nls@qon @
Group size: &© é ratSsggS?e gkoup @\@7 § @Q § ©
Post-treatment observatlo@ p rlg&g@ 14 -/ Ay'S @6 &Q ©© @Q \
Observations: § ~ @Aortah@/’ chﬂ%al 51 bo@y wel 1% gro§y necropsy
2 é @Q v @ \ 9
In life dates: = ) @\/{ay@%006 ©31* May 200@ <&

single dose (2000 k b -\f\; @ fast fen@e Wi tar ratsOAs n&mortahty occurred, three
additional amme@ ate dwith the sam%dose Q

f@ S @
D N & v § N
§ g O « o
IL. Results and digg ssum \f@ § O %@
A. Mortaltty & & @ v
oS 5% RS
Mortatity was not o@e 2%(9)0 m%@ bw g\
@ > @
Table CP 7.1.14 D(@, m aht@@anui%ls trf\@@ted S

N4 >
Dos® € g@%icc{ﬁical Q O%s,urrel@e of Time of death Mortality
” .

(mlg%%g bw) ] g@s o @f@ S\%é@ (%)
Fema Q g} %& ©
Y2000 1% % Q% R & - -

ne N )

2000 2 @ \ 0 @3 é -- -

@ \ﬁ @ %cute gral LDso**: > 5000 mg/kg bw

* s nur@r = er (@»ead ajypmals; 2™ number = number of animals with signs; 3™ number = number of
amma‘f@sed
*x ordlr@@th%ﬁm f&’ of OECD Guideline 423

Clm@%i observations

No cfidical signs were observed.

The test compougs fo (g.!i- at tap@/a @nd @tes aterqgl was.a %lmstered per os in a
; &1
er

@
%

o?@
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C. Body weight

Body weight and body-weight gain were not affected by the treatment. @ @©
D

D. Necropsy S @@ @@ﬁ

No particular gross pathological changes were observed in animals sacrlﬁc@t the end of'the study

period. % § @Q\ &

II1. Conclusion © @\’ y;\ \°\ § @

According to the OECD Guideline 423 the acute oraIYDso cut-o é Isoxaﬂuto@+ c@sul ide &
SC 480 formulation in rats is > 5000 mg/kg and a@ result is a egory 5 pr@ﬁct (iR un u cf@ssi 1
@
according to the Globally Harmonised Classificatj u System). Q &
i \ &,@ @@
According to the EC classification crlterlazQOOI@/EC@rectg%) thpfor dlation Tsoxafliitol
S
AE 0001789 SC 480 is labelled as follow% @ @ Q

(¢}
+

) N
NAESEEN R &% O & @é@
Symbols of danger : @oni\ %@ \& %© 7> N é\ﬁ ®)
Risk phrases :@Q\lo KX @ § @ @
& 03 N RN @ N ©
S >y & & & O
9 9 S < ©© ©@ S
S T e T8
CP7.1.2 Dermal t it {7&\\ .9 o
Report: : B 2006:02275644-0L > <
Title: x@soxaf@tle % AE © RS SC_#80 (&Ac toxigity) in the rat after dermal
A@§ apph@‘uon@ o UQK ]&

v
Report No & § \@0317@ N N \@V @@ g @
@ -

Document No M=275613-01 -2 N S @ ©
Guidelines: @Q Q%EC@ Guid@ﬁne&@@w 198 § @

(g EE@Dir@}ive /548 ex eth 367 in its current version)
2 ERA (QRPTS &70.1200% 712-C-9 @92,@

GLP AN Yes Y L. O »n,. . O
Y R Q) Y
RORY . L
1. Materials a@net ds @Q @7%\ %@’ S} >
A. Materials, @@Q @Q < ©\ Q o4
1. Test matérial: @© § Is%@]ut@Jr cyprosulfamide SC 480
@

o
Spéfication noc QQ 2102000014305
SN

iption: N &
%Descrlptlon.%@ @ ® Q Bei quuld
> Lot/Batch no.: @ @\ @ i@ -001042 (EFIM000580)
, SN
Conten’& % gf § @Qsoxaﬂutole: 240 g/L, cyprosulfamide: 240 g/ (Nominal
&§ é%\ O & O values)
Q@ @ © <§ Isoxaflutole: 246 g/L, cyprosulfamide: 245 g/L (Certified
§ % § by analysis)
§Stao t (@)ound Guaranteed for study duration; expiry date: 27® March
2007
2. V&? le and/or positive control: None

3. Test animals
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Species: Rat, males and females .
Strain: Wistar (Hsd Cpb:WU) . @ @b
Age: 9 — 13 weeks approximately > @Q\ @@’
Weight at dosing: Males: 240 g—-250 g § A B
Females: 203g—-220 g ©@ @ %
Source: , Gémany: & é%a
Acclimation period: At least 5 da% @ &@
Diet: @@}©
Water: Tap ad lzbztum @
Housing: The am shwer%@geq%ﬁ%dlwd®lly i
& w dust wooll, grangia hite beddi
~ i Q-';
g\y cagi%f t& i Qe ace@m ra%ks The §
@ {&nula@g@as ra%doml@ eclg}l for, nta@ants
@Q &egulal@lte%ﬁ and@ae re@ @ore@jﬁt the
®Depa %me%}for L@ram@Amn@ Se@&es Bayer
@ %@ Hé%%hca@@ AG *") ppétal, tug N
S «Room tg@lperét:ure Z@ 2°; Air humiditgy’ss + 5%;
@ é& §9V n@atlon%prox 10 @nges&%} ho%
2 L@/Da@ cycl@m heur rh@
B. Study design an%meth(@ S S \ @ N \

1. Animal assig @t and treay en%@ § §f ) S

One day before @ r@)f thg1 eatm%ﬁt th&back @ ﬂa@@ f @nal 5 female Wistar rats were
shorn (~ 10% @ ﬁrea T su%gfl% desmal d@ of 2000 mg/kg bw of the pure liquid
test compou% ap S€Ii-0 1u51ve1§y§ AftéP an &posur®ti 24 hours, the dressings were
removed \a@i the treated area \%@%TII@ @pld@vv te%@mg g@ and gently patting the area dry.

N & & A S
Ny DR ® S N RN Surface area | Range of doses
A Y . 2
@@§ AN é?? 65\)?\ @Dose%gﬂ@}bw) (cm?) (mg/cm?)
@ @Q @Q e D maes P 2000 16.0 30.0-31.3
OO S § @mle@ 2000 15.75 258279
A@atlon rout@g QQ @ rmal; semi-occlusive dressing
%Duratlon % % @ @§Z4 }Q@rs
> Group size: § @\ @Q 5§S/SCX/ group
Post-tre&@ﬁent&bse@n @od Q4 days
bse@tio@ S N ©@ Mortality, clinical signs, skin effects, body weight, gross
@& @Q < ©© necropsy
Inlife dates: S & 10" May 2006 to 24" May 2006
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I1. Results and discussion . @ ©©
A. Mortality > @Q\ @é@j
Mortality was not observed at 2000 mg/kg bw. § S RS
N
S & & &

Table CP 7.1.2-1 Doses, mortality / animals treated () A PO K @

Dose Toxicological Duration of sigs Tm@f death | @ D@?ﬂali@a &

(mg/kg bw) results* > &Qﬂ\” R [‘V&B@ @q}
2000 0 0] 5 & = R RN
~F, leS TS @ S S) o
e Q Q & &
2000 0] 0] s’ -0 b o @ N 0 &
Acugg termalLDssc,> 2000 mg/@%w @ S 9
* 1St number = number of dead animdls:; 2" flifmber~s: number of gmals @ﬁl si § W\f@
™ number = number of animals 1n% groép Z) 6 @ & ©©> ©@ S
@ N Y 5 @0 Q S &
<Y S S &@ @ ¢ ©
B. Clinical observations, @@ @& © § @ %@
No clinical signs were (?Bseré%l & ©§ @@} § . “ RS §
C. Body weight @ © @% @ § §9\ © & é\
Body weight an dy ight was ot{ffecteé‘@y trent@ maleg® In four females there was
a slight decreéé of l@\iy Wf:l%ht 1%he ﬁreekéa?’[er tre me§§@ §
& 0 5 @

D. Necrops % \f@ © %@
No pam&%ar gross pathplo ch@s we@ ob rvi ed ,-Q nl%@’sacnﬁced at the end of the study
perlod\ @ IS % \©
I11. Conclusmn§ & éﬁ \© @ é\ %

The dermal L]ﬁ of fo

(@)
mg/kg bw @ts ©@ N \© N @
O o K 2
Accordi %0 the EC c@ ssifi ©¥o @m

BYH 18636 + AE @@178 ST 480 is labelled a@"ouows
v QS Lo @
Sym@ks of danger, ~ : @Non@\

§ Nor%

%

1/5C Directive), the formulation

lat1c@§iso;€ﬂ’utol@+ csulfamide SC 480 was greater than 2000
)
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CP7.1.3 Inhalation toxicity . @ @§
Report: - 2005:1-280036-01 > 2>~
Title: Isoxaflutole & AE 0001789 SC480 - Acute inhalationgoxicity in ratss Q &
Report No.: ATO03351 & @
Document No.: M-280036-01-2 < 9O o 2
Guidelines: OECD Guidelines N° 403 (12 M 981) @ g}a N @ @
EEC Directive 92/69/EEC Annex*V Metho2 (1992) @ § é\a ©§
EPA: OPPTS 870.1300 (199 S R O &
Japan MAFF: N-12 Nousan=8147 (2000) Q & N & © {\@
GLP Yes ol N v NV 9 @
0 O & & &N
. Q O & O o
1. Materials and methods %\7 @Q Q & @% @% I
1. Test material: &% so{ﬁwﬂutc{\% cy@sulfiﬂ%de S&SO\& §@
Specification no.: Q@ 1@000%&305 NS @}\ § SRS
Description: &© «%elgegguld& \@' @@ @@ § %@)
Lot/Batch no.: @Q %@ 2-00@ ( @@?{00@@0) ©® ©© S
: LN
Content: § ~ @oxaﬂutole 240 i ,QA 000 7% 240" g/ (Nominal
N N S 2
© O @© vaué ) N § D
~ <D /L, Sulfa 245 g/L (Certified
@ . I e 246'¢ L. cypro W@ gL (
by analysis) "~ Q A \

Q

o
Stability of @con@ounde Q@ uaﬁ@ntee@for @dy dl@éltlo(% expiry date: 27" March
v

2007 8 & &
2Vh14§ %t t@% @%%ﬁ%}©§@l%§ luti
enicie or & lVbCOIl I € artigle was 0SOl11 as aqueous solution.
N9 s & @

3. Test animals N
Sp@g%1 R %@ = R@, males an%@mal&@’
o O &
Smain: \@ & o SSPEN VWastar (Fsd CQ@WU)
L & N p@’oxu&elygo months

Age: S
Weight at %si@ @ «§1 90g-197¢
@ 171g- 176 ¢

Q O
Sourge: @ § %?Q , Germany
A@imation peg%ﬁ: Q @
s Diet: s§ @ . @
> X O S@itzerland
o @ p water ad libitum

Water &@ %% S
Hou@: Q gj & @ During the acclimation and study periods, the animals were

@K @@ @© § N housed singly in conventional Makrolon® Type III cages
§ S A\ @© (based on A. Spiegel and R. Gonnert, Zschr.
§ @@ @Q N Versuchstierkunde, 1, 38 (1961) and G. Meister, Zschr.
Q é@ @ Versuchstierkunde, 7, 144-153 (1965)). Cages were
@ changed twice a week while unconsumed feed and water

bottles were changed once per week. The legal
requirements for housing experimental animals (Directive
86/609 EEC) were followed. Bedding consisted of type
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BK&8/15 low-dust wood granulate from - .

, Germany. The wood granulate Wa@ o
randomly checked for harmful constituents at the rgguest ofy
the Laboratory Animal Services, r Healthcar@AG. @)
Room temperature: 22 + 2°C; Aif@rumidity: 40-%0%;\©
Ventilation: approx. 10 changesgper hour; § < 6
Light/Dark 03@ 12 hour r]gg%m N

%\
¥ Q &
B. Study design and methods & S) N Q
@ s Q O &
1. Animal assignment and treatment Q &’ Q& & © &
One group of 10 Wistar rats (5 animals/sex) wposed to @an ag@sol goncen ¥ on&f@ @@
2.674 mg/L for up to 4 hours using nose on%\expogﬁe sy@\ﬁ@n A@%ﬁmpere @ade so'that 1(21%(1d

aerosol generated was respirable to rats. %e testcﬁcm v@aer@ised@ldﬂute @7
\2 67<\mg/l® air &%ﬁxmﬁn t@gﬁhmcally at@able

AN

@ Oﬁcen atfon)-. A 7> @
Application route: @Q gﬁqala@n (q&@ oriﬁxp%@’e) §‘9 @ @)
Duration: @ & 4 rs ©©@ @? \

Dose:

8)
¥ s

4

N

In life dates:<§@$ S @20M $fay 200619 6 Tune006 &
ST N & & &

@%) @

Generatlo%and ch%cterf@atlon@f chamber %1 sph{;%? %y

cO&centr@n
%) \w) [w\]?
50 9 | © 17.@%? 674 5 348 2.25 43.1

& @
Group size: @ o\& 5@jts/dt§/se @
Post-treatment observ. gl\\fion r10d §4 d‘cs 0% & N @2
: &
Observations: \ © l\@aht chm@%mgn%%abodg%elg@ rectal temperature,
% @ 9 feflex @ sme@ent&gros ecrop\
SRS
S . O X
@ S’ @
2. Generatl%@f tl@st 6m0sp@ere / @mh&%ﬂes%}ptl()@ RS
@7 Mean 4 ? @ ) ]
D@et éﬂmm@ ackicved. o Mg nm@ Geometric Respirable
concentration @ncer&ﬁtlo% %Qerody@mlc standard fraction
L) ¢ /L deviati (%0 <3 pm)
(mg/L) c (%g )@ & (ngE) Q 1arié@;er (um) | deviation (um)
S oS el
II. Re@s and d@l sionQ @ Q\
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Table CP 7.1.3-1 Doses, mortality / animals treated

Actual Toxicological results* Duration of signs | Time of death Moﬂ@lﬁ%% &
concentration S @Q\ 0
(mg/L air) @§ AN ©®
Males Q § fﬁ@ 4
0 5 Co A -- %, S0 S
2.674 0 0 5 s KR - ol §
F. e&@es Q% . &© . N @Q @
0 0 0 547 - A @\@ R O].9 0@
2.674 0 0 5 f@\% 9’ S [«@@ S NOw
Acute inhalative g‘@so >6674 @ L aify v @& /@ ES °

* 1 number = number of dead %ﬂmma&\ 2 &\umb@ Q\mem@ of sapimals §w1tl§igns;

3" number = number of animals expos§ K N @\& %© C} @Q éﬁ ®
SE TSIy S Feo
B. Clinical observations R % & > @Q ® ©© S \‘”\9
All rats tolerated the exposur @1th91ﬁ§sp601f@’ s1g1@§ @ Q& @ @© &
Reflex measurements: no e&e rats e 1ted& hanges%n re@ Kes, % ©
Rectal temperature: com@nson&etwe@n th @Jontrol@hd the ex@re @@up g@éaled a significant
hypothermia. S S\ % § @ ©@% LN
v e 9N .06 « \Q
S O g & o Q &
C. Body weight § o § < N @@ @ -
Body weights: n@signifidant changes™ & N §2 @& N

S o & &
D. NecropS)b © ©
@’ v .

Effects on@@rgans necropsy ﬁ&(@lg@'e ur@%arka@ie ingats
peno%@ & § N

A X
I11. Conclusmn§ & SN @&
The inhalation @350 ﬁula@on @%«aﬂu@e + &yprosulfamide SC 480 for male and female

Accordi %‘[0 the EC@glaSSI@tlonerter OLQ%WEC Directive), the formulation Isoxaflutole +

: S
cyprosu fé;mld]: ?@f is % ells fo%@w @
N ymbols @er @\ : ne

Risk @jirases § Q@)Nm@
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CP7.14 Skin irritation N @ @©
@r
Report: I B 2006:M-283854-02; Amendgd: 2007-02-1@\’9 N
Title: Isoxaflutole + AE 0001789 SC 480 - Acute skin irritatign/corrosion on rabbits
Report No & AT03299 <
Document No M-283854-02-2 %% O .o ;\5@
Guidelines: OECD Guidelines N° 404 (2002 N @ @
EEC Directive 67/548 Annex V-, Method B. §Q1967 in its (@Xrent rsm@ é
EPA (OPPTS 870.2500 — 71@-98 196)(1998) & NS N
GLP Yes @ N5 s A N
&) %) @
: S I N
1. Materials and methods S 9" N N g IS SN
© & & T oo
A. Materials Qg\)ﬂ Q ® &
<) S sC N @7 @
1. Test material: tO\TSoxaQﬁtole&\yprc@ﬂfang S \@0 éy “ §
Article no.: Q@ 102@’)00 %30%\ «;@ &Y @ IS
o oY A o WS & e
Description: Q& Reige figuid @ > S S %
Lot/Batch no: @ « 22006 010@@(%@300 ¥ S
ontent: R @caﬂ&tole (%@4}0 2/l cypr\g@ulfa@de 2@ g/l (Nominal
o\@ al \\1\\ @ \ @
@ % Isﬂut 24@ /L, Qprosuffﬁmﬂ@% g/L (Certified by
é% (g % @alys§ %\ é
Stability of @ co@gm@ound@ “QGuara stugy durilon e@)lry date: 27" March 2007
2. Vehicle and@r ptlve c&ntrok N%j& § @
3. Test anlﬁls & O O« @
(OB @é
SPGO@S T @Rab@ femddies
§®n @© § Albino @ KBﬁNZ\@BR)
Age: Q\ S 0ung>dulﬁammal<§

@ BN
Weight at@»sm % § é,(;\f 2.9%g — Okg
Source: © @ © %Germany
Q O O Q\

Acc%natlon perlo § ’%T’ At 1@5@ 5 days
N

= @F Germany
N S
: @' ap@ater ad libitum

*Water % @
Housing: _ . K% & O animals were housed individually in cage units
S %% @ l\@tall/Noryl by EBECO. Excrement trays below the cages
@ %\ S = @Qkontamed low dust wood granulate bedding (J|

SIS S Germany).
@ o y

§ Q@ % @© The wood granulate was changed at least twice weekly.
§ @@ @Q N The animals were regularly transferred to clean cages.
& é@ N The animal room had a standardized climate:
©® Room temperature: 20 + 3°C; Air humidity: 50 + 25%;

Light/ Dark cycle: 12 hour rthythm.
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B. Study design and methods

1. Animal assignment and treatment @ @©

One day before the test, the fur was shorn on the right and left side from the rso-lateral of thcg:@j

trunk of each of the rabbits. A single application to the shorn skin of 3 Grhales albmd\rabb@%f

0.5 mL of the pure liquid test item/animal was applied. The treated skin ai a was approx@aate@f 2.5

cm by 2.5 cm. Doses of 0.5 mL of the undiluted test item were placed ag a dry gauzg | d which was
then applied to the clipped, intact skin of three rabblgor 4 hours@sﬂer an exposure \rlod § 4 @
hours, the dressing and patch were removed and the treated area wa@%refully cleded with wat The&
treatment site was observed shortly after the end of @ exposure %de then dalé:?g for uo 7@@ C&

@2 &
Dose: @ Q \ &2 S
ose: 0.5 IgiL pure liquid \t}@t su%%ance/@qma]@ \ N
Application route: Defmal (&@m oc@vswe@oce@é) @: & AN .
Duration: 4%our§ A\ N @§
. & \t @ & . S X §
Group size: @3 rag ] & QO %\ Q éw S
Observations: @Q Gkuucal @gns @m e@cts,@dy ﬁgh@t b@mmng of
In life dates: %@30th ay 2@@6 to@m §2006 ©© N
. . LN O N @ AN .9 &
IL. Results and discussiegp O N @ & @ %,
o RN 2 & & @“ N O
A. Findings “ % o O @ Q )
Under the present t cond@’ons@e foll@mng @dm%yvere n@ed syste@ic intolerance reactions.
o & S @
@ ¢

@ o
Table CP 7. ]J-ll S@mary%f lrngant Q@ects (Sgcorex)@ @ 7,

Animal | ¥ g v\g o 247 . a8 @\J 70 @Pean Response | Reversible

o 2] kN @J fl@s &olir\s@ %}\@Jrs @ﬂscores (days)
A | Erythemd@redndsy) . O .0
1 and Es@dr & 4 00 %\0 G 0.0 - na
<o T Oy
fornggfion 2 @ > Y N
O@dema Eormatipn .| © 0 O] L, @ |¥ 0 0.0 - na
| Erythema (r@\\{éssg@ f@@ @Q
2 @%and Eschag) QQ @0 ‘@ 0\% 0 0.0 - 1*
formatl@ EN 9
\y\’ Oedemy Fog@fior}ﬁ\J ®Q @Q 0 0 0.0 - na
Er@q‘%ma (redn ) Q@ Q
3 @ g Ko 0@ 0 0 0.0 - na
4 rnl@on Q &| W
Q@ O@magormaé&@n 0 0 0 0.0 - na
*the scorg) s 1‘$j}1

@breé@lons @) positive response: mean scores <2 = -
@ Positive response: mean scores >2 =+
na : not applicable
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II1. Conclusion @ ©©
It was concluded that Isoxaflutole + cyprosulfamide SC 480 was not irritating to %e rabbit skm@ g
O
According to the criteria for classification defined in the Directive 2(@[/59/EC t e&fori:%u ation
Isoxaflutole + cyprosulfamide SC 480 is labelled as follows: %% S § %45@
< & S e
Symbols of danger : None X Q @@ L = &
- . ® NSRS
Risk phrases : None AN SEEECERFOEN
S) R o S A &
CP17.1.5 Eye irritation Q'?(@ @ N . \® W\,@ Q@
- Y o & OO N
Report: ; B2006:M-279246-04C @ o .
Title: Isoxaflutole + AE 080178%8C 480 - Aciit® eyg irritation on rabbits L&~ o>
Report No & AT03287 o > < ., 9O
o e NIRRT
Document No M-279246-01-20 . Y RS
Guidelines: OECD Guidéittes 405 (@aoz)%&\ PSS & e
EEC Direqtive 67/548 annex \ Part B@ieth 5 7 i@% cyrfent version)
EPA (OPP §’}f@.240§?71 —98—),7@5)( 1998). & Q
GLP Yes O CHRNET- SRS

(i% @ & @@a & °\ . @
I. Materials and meth&@ S @Q @ <& 2

A. Materials é\” ¢§ %@) @@ @
1. Test material: @ § oxaﬂ@tole @ypr@ulfaml@ SC $80
Spemﬁcat@ & * 1({&000 k@S @@
B
Descrl]@n @,@ %© &
Lot/Bgteh no: 2 200 %@0104«§EF@4000)

oS &
@ent. @© . § @7 %@xaﬂu@% 240 g/L@ cyprosulfamide: 240 g/L (Nominal
>

O & & Qan @
@@Q % @ @7&9 &e 24@1 cyprosulfamide: 245 g/L. (Certified by
R @Q < @lym@ 903

Stab11® of te@cor@und\\ @Guar@teed for study duration; expiry date: 27" March 2007

2. VehigleXand/or po%tlve rol.@% N@gf? %
N
3. Test'animals @\ &7 Q

N
\&Species: v @é o\@ Q@&abfemales

Strain:  @,* &@ @ A&ino (Crl:KBL(NZW)BR)
Age: @ \%% *v  @Young adult animals
Wejght at 4 dosinge® &~ 22 kg-25ke
Q
gﬁ@rce@@ @ § Gy
§Acc%@aﬁm@erio§ At least 5 days
i I
. , Germany

ater: Tap water ad libitum
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Housing: The animals were housed individually in cage units
Ge
L
wood granulate was changed at %gast twice weekly\ he
animal room had a standardized ngate < § &
Room temperat@ 20 £ 3°C; & NN é\”
)
Air humidity: %i 25%; @ O Q\ @ @
o & & &
Light/Dark gycle: 12 hou&@ythm. NQ < N
S Q O S @
B. Study design and methods Q,;@' @ @@ N \© 9 @Q}
S B
1. Animal assignment and treatment @ ‘”\7 6 S
A single dose of 0.1 mL of the undiluted est itertt e as %;@ced @) the@onjung@ijval ey&a’fter
having gently pulled the lower lid awa m‘&e eyéb@ sq%ere y held tog bout

one second in order to prevent loss of@e tes&\)mp@ d., ﬁle ri eye was un@ate md se d as the

control. The eyes were not rinsed f@t least24 h@fs aﬁ@s ad istral tes m. Smce the test
item was not severely irritant oﬁghe ﬁr@’anlm%pl it was t§ eval@ er a@ als Ocular
reactions were observed apprO@ fe}gﬁ@ ho {,@f) 4 our@ ter 1113‘@%
AN
S &)
Dose: @;\’ é& §?l ml@ure lf@md te§ﬁ sul@nce[&@nal

Application routels D Insti tlcgémto tl@‘?:onﬁﬁfctlv% ac @one eye. The eye was

S
. N %  ndtrins ora& ast 2&¢ho folla\{% instillation.
Group size: S @ Q@rabb@% % U@i

@
Observau@@ \ & &\ *o Cllﬁ@al &&1 e;@ffec@}boelght (at beginning of study)
i life gdies: & o O 7@June@%06 X on J§e 2006”
& ©
& @ & @’ @ >
1I. R@s and dlSCl@lon§ @ @@ § &
A. Findings N Y § : "\ . g\
NOEENES

Under the prese%@est %ndm@ the s@}low&@ﬁnm%s were noted:

The 1nd1v1du@ﬁndn@%of treat€e eye@t the@lou&servatlon times are summarized in Table CP
7.1.5-1. Th@ontro?%ye no@é@how@y ab@%al @indings and are not listed in the Table CP 7.1.5-1.

For all@ mals the tgsg?comﬁ%und a%er &) ea and conjunctiva at 1h post application. At 24h the
test ggmpound ad&%@d @onﬂ@tlva @nd t@ye was rinsed with 0.9% saline solution for animals 2
an N N
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Table CP 7.1.5-1 Summary of Irritant Effects (Scores)

Observations 1h 24h 48h 72h Mean Reversible | @ @©
Animal 1 scores | (days) @® v
(24-48- QQ
72h) O ol
Degree of cornea 0 0 0 0 0.0 (@ﬁ H‘KQ 12 ‘2”5@
opacity v® @& &N @}@ @
Tris 0 0 0o | o0 680 G O & &
Redness conjunctivae 2 3 0.9 o @1.0 (-) &Q % @© @g}
Chemosis conjunctivae 1 0 N O@(/—) R Q o)\ @
Observations 1h | 24h [ 48h ¢}° 72wy @Lﬁea@@ Reversible | “
Animal 2 P &9@ g}g Q@’ sco@ © (d) % &’
RIS bQ (2%—48- s g o
o > @ 7 I & w ©§
Degree of cornea 0 QQ 0 ¢ (%\9 N @7“”\9 0.0.6) ‘é@ @
opacity A o R R @@ S %@a
Iris 0 9 |90 P 0O \;@?o QY [ .o ma ™
Redness conjunctivae KL [~ 3 o 1 AN ) @3 1.%() Y3
Chemosis conjunctivae .| 1 & $9 @ |[©o0 @3 () ;\\% &2
Observations ~ %1 Yh & 481@ % “Mean, %R%versible
Animal 3 Y ¢§ © C @6 B D Seares - (days)
2 NEEAR S faag
& | 9| & 2| &%
SR o R N P
Degree of nea O 0 0 @ @ﬁ& 0 ég 0.0') na
opacity EC@ «§ 9 &@ S L9 @@@ S @
Iris = ” ol 87 [ed [P o] ©0.0 (-) na
Red#ess conjunctivie | O2 3ae| L ® [0 L [P 200)
Chemosis conjf;@?\ug é%‘@ o\p %@%\} 1 g 8; 1.0 (-
na = not applicab Xy . @\)
Response: @ co @%pa@ megﬁ scor®\<2o=®©, (g >2<3 =(+), >3 =(++)
Irigib.’ m}an s@es <lg(), & >1<2=(+), =2 =(++)
@ Conjulg)tival re@ssz (lQ')\ sg@g@s< \'@ (), >2.5=+
R N
N
HIsConclusion § @ . @ Q@ @Q

It \%s conclud%kthat Is@aﬂifg}e + @yprosg@dmide SC 480 was not irritating to the rabbit eye.

& 5
According@ the%e\\r%eri r cla&iﬁc@)n defined in the Directive 2001/59/EC, the formulation is

2 . O & 9
labelled ougg@@ S
{*ﬁ S@bols@iapg@? : None
QQ &sk phr@joses & : None

According to OECD classification criteria, Isoxaflutole + cyprosulfamide SC 480 is not irritating to
eyes.
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CP 7.1.6 Skin sensitization . @ S

: )
Report: I I 2006 M-278552-01  © 2 o,

Title: Isoxaflutole + AE 0001789 SC 480 - Evaluation of potéutial dermal S\ISIUZ%OH
in the local lymph node assay in the mouse m@ g@ 2
Report No. & SA06149 0 R
Document No. M-278552-01-2 N

Guidelines: O.E.C.D. Guideline 429 (2002)
US EPA OPPTS 870.2600 <
S0 =4 \\W) Q
GLP Yes @ NIRRT
° R

k@/@
Ly
o
)
-
o
@

N
I. Materials and methods © Q‘g\?ﬂ @
A. Materials &”\% \\ N >
1. Test material: Q@ Isc@i%ﬂut & $%sulz£ﬁ@ide§b 48@@? éﬁ Q
Specification no.: ©
.o &
Description: N @Bfn @1qu1&%©

Q
Lot/Batch no: § \ @5 001@’2 (E‘EIMO(@%O)@ S é
S
Content: % é Q?sox tole @10 gL, %@\)ro@fann%@ 240 g/ (Nominal
S
S &
¢§ % dsoxa ls@e 2@6 g/L©cypésulfa@¥de 245 g/L (Certified by
@ 'S @ @naly%

Stability (@s‘[ e&@poux@b N G&Xante ?or s@y glon §@plry date: 27" March 2007
@)

«§ g & 6
2. Vehicléand/or p 0sggg ve C Cf?ol %V I@e Water C@tﬁlnl@l% Pluronic Acid was selected to
&Q\ @© § @7 ensure *‘” patﬂﬁhty With the test substance and maximum
N &\ %, ttm& mousgears with the maximum possibility of skin
§ % § %\ en@?@tlon th%arlous formulation ingredients.
@ >
©@ ©©Q @Q N © pos1t®e cor@fjol group received 0.25% p-benzoquinone in
@ ©\ Q 0"/ @oxa§ole+cyprosulfamlde SC 480 and 90% Pluronic
@ 2 Q@ @'j? at 1% in water. The positive control was spiked in the
@ N fo mul*@on to ensure that under the conditions of this assay,
\y\] v @.@ o\@ Ghe s@y demonstrated appropriate sensitivity with the positive
< confrol.
@ X

@" N

2 .. < Q
3. Test anifnals N § &” &
i Mice, females

é%%l-n@:@@@ @® =~ 2311% /Jt8 ks old
Q© e, @ east 8 weeks o

?@%: I 1
C

climation period: At least 5 days
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Diet: Certified rodent pellet diet: AO4C-10,
D

Water: Tap water ad libitum @b &@Q &)

Housing: During the study period the animal¥ were indi@duall Qoused
in suspended, stainless steel, wi esh cages. O ¢ \25@
Room temperat{ifz: 20-24°C @& o> \O\ @}@ @
Humidity: 40 -90 %; & o L » &
Light/dark@&cle: Twelve&h@urs rhythmé\ﬂ Q @§ @@}

Air excﬁ?‘e rate: 10—1@ime%per S &
4 > @Jh%“ ©\® N

1. Animal assignment and treatment S\ @@Q %Q &% @J&a N ~ v

Twenty-four female CBA/J mice were all%cat?d6 gréﬁs 0 anfmals @ea@l; @& =) %

e Four groups received the test sub%a\\ﬂce a&?con@trati@ of ]%%5, 5&nd 16% in ?\i\eﬁhlcle,

e A positive control group recei O.ZK@% p-&g@zo%%on%@ IO%J}sox tole&s cypr@sulfamide
SC480 and 90% of aqueou&d luic A\& aty 1%. {1@ posifive trol@as spiked in the
formulation to ensure that @der %he co%itlonf thsay e s@ de@nstré%ﬂ appropriate
sensitivity with the positigg controls. @’ (@@ @ $ @© N

e A control group receig&\@hzélﬁicle@% pluronic acid in&@%{. &

D

B. Study design and methods

@)
O N G0y .
s O N W T Q&
. R S N TN S
Observations: s N @lini&@si ski effects%@dy weight

S 2 Méitalit
K& @t begi in@ad terminatid® of sttidy)
In life date§ é \@ &O‘h\June 2\“@ to Ju@g 20(@
A Y
The test sul@anc@ﬁ)osi%@ control oqf%theo VehicleQwere @ppliedZon external surfaces of each ear

(25 uL/anfmal) for thl;gg conge u:@ays @ays 1 amg 2) 3@%&6 appropriate concentrations. On
Day 5 @e cell prolifefrati Alin t ocalalym@nod&s?@was®easured by incorporation of tritiated
thymidine and th%ﬁ%tainidwalu%&were&d t?gj@alc ate pro@feration indices and auricular weight.

) S
D S @ AR @b
e XN .S & @
II. Results@nd di@uss \\ @\ S
SERO @

. A= 9
A. Fin S % O @ %
Mortality and clinital signsQ— Nq mortality Qaﬁ@no clinical signs were observed during the study. No
cut{i%eous reactiofts and@in@@on \@@e ob@ved at the treated site for the negative control, positive
control or ISOX@fLutOle + ypi@ulfa@ide S@O treated groups.

&

§
Body wei@@s -\No si 1ﬁcan§§ﬁoeight changes were observed during the study either in the

control @n theQreated grou >
< S ST

-

&
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Proliferation Index @ ’ ©©
The results are presented in Table 7.1.6-1. N ]
The proliferation index values of the test substance were 1.3, 1.1, 1.8 and 1.2 atfreatment co@zentr@'bons
of 1, 2.5, 5 and 10% respectively. @ <

D
The proliferation index value of the positive control was 4.5 at a treatmen%concentrati@%f 0.28% ofcp-
Benzoquinone in 10% Isoxaflutole + Cyprosulfamide S(@O and 90% i&aeous Plur%ﬁ@ Acid,at l‘Vé\’
Negative lymphoproliferative responses (SI<3) was noted for Isoxafi#itole + cyp lfg@e \@: ag@

all concentrations tested. & &© é\g Q ©© C:§©
In the positive control group given p—Benzoquirzn'%@fi SI value >Q wa%@mted.& & Q) &@
& Q
Q N L @ 9 Y
Table CP 7.6.1-1: Proliferation Index o Q@j > © 6\ LY :§
> & <y S
S) cY J@ < N
GROUP TEST # %&F% . @(’)N@{Ré{ﬁ% % D/NOD]:© S@UL@ ON
SUBSTANCE(S) ANRJALS OPAYS0? & | & | INDEX(ST)
1 Vehicle control* Q4 AN A & A Y 39 o ~
2 T 4 [ 10 N a6 S L9 13
I flutole + S :

3 C;I());(oasulllf;)nfide  d M? & 2'@\; S Q©\J379\@ > L1

4 SC430 Q@ RS S Vo 5gs 1.8

5 w, 45|, Uoﬁ).o <2 % 389 ¥ 1.2

6 p-Benzoquingge** @ o @ Y0.25 Q| 814759 4.5
* 1% aqueous pluronic acidr % 7 S @} § ) o N
** (0.25% p—Benzoqui@ne in@ﬁl@s&@ﬂut@oje + C@su{g&mide @180 égd 902@\0@aqueous Pluronic Acid at
1%. V' O @

§ S \® %y Q é@ > @

N Q
Negative 1ymé%—pr®"erativ% resffonses @Kﬂvésere ged fc@oxaﬁwole + Cyprosulfamide SC480
at all concer@atio@@es‘[QQH the positi% CQ&@I greup givéd p-%e@zoquinone, a SI value >3 was
noted. T{@positive responsestg p-I@qui%ne de@én%@tes Q@Validity of this assay under the
curre;@ondition us& the §pgcifictest %rmula@g. v , ©

SO S OL s S

N
S)
II1. Conclusioﬁ@‘ @ @ @;\’\ \% IS @b

x vélue was OVK@ ng@a‘[ed g%up and as no dose-related effect was noticed,

n
Isoxaﬂut(%e, cyprosulfaide.5E480 %@s fo no@ be a sensitizing formulation in the Local Lymph
Node A@j@ . ) y Y

& 8 R
Ac{épding to the ?&)mm@om ecti e@ 00@3&%9/EC, the test substance Isoxaflutole + Cyprosulfamide

SC480 is labelé@eq as folldws:; ©

@ 8
s @S9
S@bol%f da * None

@é&isk@%sesgj@ <§’: None
S &Y @ <

e

As no stim 0

o4

ye

B
C&$‘1.7 @@@ Sl@pleg;entary studies on the plant protection product

None. @@Q

CP7.1.8 Supplementary studies for combinations of plant protection products

No short-term toxicity studies are required by the EU Directive 91/414/EEC.
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CP 7.2 Data on exposure

Isoxaflutole & cyprosulfamide SC 480 is a suspension concentrate containing 240 g/L isoxafluto and@©
240 g/L cyprosulfamide. The proposed representative use is as an herbicide i ~n aize and sw @
Applications of isoxaflutole & cyprosulfamide SC 480 will be achieved via Crop Sprayers. U@
information pertinent to operator exposure is summarised in Table CP 7.2-]. S

) N .
Table CP 7.2-1: Application parameters for isoxaflutole &W@rosulfamidéc 480 g}’ Q\ @ @
@ O S &

N O v S c&©
Product Application | Growth NZ Ma@num ApplicatQ%jj @
T e I B e o
rop(s o N volu

G & appl%lmons & (kg (@@T/I@? o %y

Q @ A prodist/ha) @7
Maize/corn | yro o @9%&13 o N 6“ % N @QQ
Sweet corn Flexx ' e 9 00 o& @ ° \ “& W;\Q'l > 4@8 Q)
* IFT is the abbreviation for isoxaﬂutoQV: Fie@se, F&S = Field'gop spr%e% NA@ t ap@l@%le. @
Q)

RV o0 d § 9.9 °
CP7.2.1 Operator esur{\’ © @@ &@ @§ & @© S

Operator exposure estimate?’wecalc @é\ing bath the Gerni fa and the UK-POEM”.
Exposure calculations a{c@perfo ed@xrt{§andxwith g@tectﬁ@ e ﬁ@ne@ﬁhe application to

/ d f lat @
maize/corn was use yggr expo@s Qb/}u ati @ \ é& \Q

(S
It should be noted PPE” thrman%oons@ers a 1181‘[1 dressed operator, wearing a
short sleeved T-@nrt @rts and shoes. Stch an uhp raters @ﬁhould never handle plant
protection pr (@ts as&ls clot 1n§& not @cc danc w1th occpational practice. Therefore, a
coverall or alternatixely, trours a‘work é%(et stu§§oo®ear should be regarded as basic
working cléthing for operators %dhn lant@mtect@ﬁ pr ucts. Ahis scenario is in line with the UK
POEM,&¥no PPE” 1@%nsr§ed (1€ an operato@earr@ typisal (long sleeved) working clothing).
Both els allow ﬁs@nate\ r protected@@erat Wea%‘ilg ai tional PPE, if necessary.
© & & O &

It should be note& t this sei§?on rotegtive measuregds not intended to be a recommendation for
the minimum %)E ne@s en kgndlin: IFT+@A . It does not consider specific requirements,
which may «€xist 1r@nd1v§al {I%mbeﬁ\ tate% Adc@onal PPE can be used to further reduce the
exposure (%the operator. R

S

Q O
~ fﬁé}@@Q@@
G @ © «Q
S§E Vo
O
> O o
N ©
S WA

1L K}m JEx, Wes@al @ieczka, H.; Krebs, B.; Locher-Bolz, S.; Maasfeld, W.; Pick, E.-D. (1992): Uniform
"'\" Safeguarding the Health of Applicators of Plant Protection Products (Uniform Principles for Operator
\? s); Mitteilungen aus der Biologischen Bundesanstalt fiir Land- und Forstwirtschaft, Berlin-Dahlem, n® 277, 1 -
112 (1992); (M-001230-02-1)
2 Scientific 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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Dermal absorption o @
Dermal absorption data are available for isoxaflutole from in vitro studies with human/rat skirtdd etalls}
regarding how the dermal absorption values were derived are provided in Sec@ 7.3. The V l@s u@)fl

in the following risk assessments were:

Isoxaflutole: © *o S
N
Concentrate: 0.7%. & Q@ @@%}9 @\
Spray dilution: 6%. o 9 ¥
@
. , % R oo &
The current EU AOEL for isoxaflutole was der rom a 9 ay or@%at st@ &(@ ora bsor@@n
and a safety factor of 100) resulting in an AO% of 0.(%2 mg/@bw/g@y %@’ S
NN A
The results of the exposure calculations ar%umm@fzed @Qi"ablgP 7. § 1 IS Q) @7 @&
SO

S &
Table CP 7.2.1-1: Predicted systemic éxposu @as a opOI@)n “the L &
i s s fropon s QT 5

& Totgls sternic exposur, ©AOE@\>)) D
pPE Q Y &P @ o f AOEL
o 122 (mglRe bwiday)* D £ (mgl dayg©@ %o

Substance

< S @erma%ode‘k @ & Q
i oat 0. @
Field crop sprayer applicatiofto cere@ 20 %ﬁday af@rrate 0£0.4 1% product/ha, 7 kg operator

oPPED- | & 004 s [ N & 20
Isoxaflutole 01&,0 E% C @ 93 @ 6592 §
WithRPE? & O 0.00994 . o 47

> U@QQ@U@POEgv @“ S &
Field crop, ﬁyer@plica@\o to cerdals 50 ha/da¥oat a ragg of 0.4 L prdd@ict/ha,60 kg operator

@ 3) N v
Isoxaﬂut0§© %\NO PP% @ 0. 03@9 %.02 163
S With PPE * = 0518 &1 @ 26

2) With PPEs= Gloves duri ixi dm@ a coverall dyming a tions
3)NoP K POEM = oggrator @mg lo ed shirt @ ong@ousers@
4) With PPE UK POE@erat&Meam@Jong s@ed shixg, longirousers &N gloves during mixing/loading and

application. N

@ % N %@’ S
*Dermal absorptl@l Valueb@ 7%t f@latlo iand 6@pray fnhalation absorption was taken as 100%.

SIS Q\ & &
Overall ce%clusnon @ ) @
Exposu@stlmates ysifi bot odelppra@ aco&pw\\tgable risks for the intended use when appropriate
PPE ‘;i worn. The B@ m(%el prts a@fe usé Without the use of PPE.
< &

To be cons1ster%{fw1th go@& a @ultu@l pra%@s when handling pesticides, it is recommended that
gloves be wo uru%mlﬁoad@ andRhen handling contaminated surfaces.

2

1) No PPE = ghtly dressed o ;erator W/@rmg ab%-ort slgeyed T- S@%m@ts and ghwes but no gloves.
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CP 7.2.1.1 Estimation of operator exposure . @ @©
N
Estimation according to the German model S @Q S
Exposure is calculated with the maximum dose rate. Lower doses will be c@red by this %alculé@on
and separate evaluations are not made. The following assumptions are ma% § @Q\ &
. X
Field crop sprayer v Q@ @@ § %@ &@
Q) %, < S
Treated area: 20 ha/day % Q& &© o Q @© @g}
Max. dose rate: 0.1 kg a.s./ha isoxaﬂuto@e 0.417 L{la pro@@@t Q \@ % @@}
. AN
R
Personal protective equipment (PPE): & @@ @ N >

No PPE: lightly d%ssed m&ratoéjhort eeved@‘u &ﬂ?’sh(@tm@ @§ o

PPE: Gloves fo@mxm@%ad%&}& st@dard&%vera uruag applicatio §
‘”\9

Detailed calculations with the BBA @del <ai% pre@ated F@ ablP 7 §4 §9 @ S)
"\9
~N

Q
@@ @6 @@ & ©© ©©
Table CP 7.2.1.1-1: Calculaﬁ@n of ogera £§ expos@‘e to&soxaf@%le }}@smg ﬁe@’ croésprayers

(German model, with an 1th@gt PP A8 &)
podel X @» B Q

N ©
Q S
. 'S o R %ﬁ?
ra er: h dmullic%ioule@\

SHE S BSARESS
Active substance: § IFT @ Q@ @Q(:onc@ﬁnon @ 240@ [g/%r kg]
Formulation: @ @m‘d 5 @ Qdurmgﬁ@loadmsplra@ ®pne
\ 4

Product:

Dose [l or kg/ha]: O 17 &\ @Hand @) Qloves

Work rate [ha/d 20 S & mPE d@ applisation: Resgiation: None

Body weight [kgh N 7% S Q s: @  None

Inhalation abggption [%] ~ 100 2) % @\ @ Head: % None

Dermal abisarption [%] &.7 @9 (cor@l te) @ @%dy\ Standard protective coverall
N @260 &) (diition) - o) Q

NN, SN N
Calculation of route expesure: S @ . © /& ((%\ =
© -
Route © Speetlic expo af. %bandle% Estim&d exposgre [mg/kg bw/da).l]
gas) ~ HKe/dayR, @0 PPE.Y" Reduction factor with PPE
\o) (&) B O VY ()

%]
T <
- ?E v §

I=Inhalation

@16 ©° 000017 1.0 0.000017 | D= Dermal
So1g @ _0%bss 0.01 0.000686 | M - MixLoading

© 0.00 IQ @2.00 \%000029 1.0 0.000029 A = Application
A(C) = Q\ 0.00 N 206 @ 0.0017 1.0 0.001716 H=Hands
v Damy = Ry b . @ 6 @ 0.0109 1.0 0.010866 C=Head
Da®) = %R f(\\ V016 © 0.0458 0.05 0.002288 B =Body
@° @ A
@ =) g SR
Absorbed do. @ No PPE With PPE
@) Lo @ Estimated Systemic Estimated Systemic
@)@ Q) § Absorption [%] | route exposure exposure route exposure exposure
@ @ «\ [mg/kg bw/day]  [mg/kg bw/day] | [mg/kg bw/day] [mg/kg bw/day]
o '
erpal: 0.7 0.068626 0.00048 0.000686 0.000005
Q @ Apphca ion 6.0 0.058332 : 0.0035 0.014869 0.000892
@lationz Mix/Loading 100 0.000017 0.000017 0.000017 0.000017
Application 100 0.000029 " 0.000029 0.000029 0.000029
Total = 0.004026 0.000943
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b) Estimation according to the UK-POEM @ ’ ©©
Using the UK-POEM, the highest exposure for each application type is calculated if the maxinigs (9]
dose rates and the minimum spray volumes are used. Lower dose rates and high@r spray volumg® fo
crops which are treated with the same application type will be covered by b\ lculation antd sep
evaluations are not made. The following assumptions have been made: N @\
> O o &
. . . A e
Field Crop Sprayer application (maize/corn) v@@ @& 5}” \\ @;@ @
Treated area: 50 ha per day. Q @ § v &
Max. dose rate: 0.417 L product/ha correspo@ing to 0.1 k&@s./ha IFT. é\ﬂ Q @Q @%}
) RV & &
Minimum Applied volume: 150 L/ha. Q,;@ N @@ R \© © @}
Duration of work: 6 hours. Qﬁ% " Q@j %\ %@’ > \% :§
Contai ize: 10 L, wid b NS 50, lication).
ontainer size wide n@ (rg\a@ana ngor i sase %@va @ ap&lca 10% .

» O K N
Exposure estimates based on the UK POEﬁ (with an@dthm@PPE) %;)d pr@rﬁo&s of the ys
AOEL are summarised in Table CP 7.@“—1. \\ @ & O N S
S N
& & & o & g

. . . N
Detailed calculations with the UK &@EM @re présented T Ta P '@ =23
Q BB &

—

0 2 & L H LTSN
SSTEEN ¥ e & &
%, AN © S}
W OO o SN L9
e O N L L N L9
S @§&©“%$©%
&@@©©@Q©K )
& Fe TS 00
@
ST T @
©©«§%© @&@%§©§@
O\@ %%@%&@?@@7&
& F§ ¥ s e
§§)&\§jo\©é§j\&§\
5 & & & .~ S
Q v - ISERS
o N .U O .0 @
©©©®\\o\©
6@@@@@@
=) @©@° %
@7 °\Q @o\
Q N S0
N %@Q@’Q@@
S @ﬂ&@\ O
@%
&%“gf&g@Q
&§§©%©@
AN
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Table CP 7.2.1.1-2: Calculation of exposure to IFT of operators using IFT+CSA SC 480 at 0.417
L/ha; application with field crop sprayer (UK POEM, with and without PPE) in 50 ha cere@ @

fields

THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) Q}@b & @ @
© °

App]ication method |Tracmr-rnounhedftrailed boom sprayer: hydraulic nozzles E] @ \
Product IFT+CSA SC 480 Active substance LTSN Q
Formulation type a.s. concen " 24Mml °\ o
Dermal absorption from product 0.7 % Dermal ab; n from spray " 8&% LA \\ @
Container | 10 litres 63 mm closure f\@ @ @ @
PPE during mix/loading Gloves : I PPE during application s Y @ @
Dose 0.417 Lha Wog(é%;e/day @ 50 ha N Q ®
Application volume " 150 L/ha Dugation of spraying é 6 h @ Ja @

) S

ol o @@ = = S e @

EXPOSURE DURING MIXING AND LOADING °\ R
Container size 10 fires  Go © ¢ @ v %@ @6 N v
Hand contamination/operation 0.05 ml @ @ LA & @ @
Application dose 0.417 litres product/ha Xy @ @ 6 é % & ©
Work rate 50 ha/ﬁg)) @ @ Q @ @7 @
Number of operations 3 /&7 \\ 6 % @ %, §
Hand contamination 0.1530day o \ @ & S N Q> 2y
Protective clothing N K\ ° @ W\g Gl @ @

X N R < oY
Transmission to skin @ @ @ @ %
Dermal exposure to formulation &O 50 ml/c@? °\ R \ @ @@8 ml/d: W\ﬁ@
DERMAL EXPOSURE DURING SPRAY APPL[CATIE% 9 ) @)] ©§ &m @@J @U o
Application technique Tractor—mountﬁ%@ﬂed b001ﬁ§mayer hy (@1 noz%j @ Q @ K
Application volume ‘Fso sprq@ % @ @ @
Volume of surface contamination o N 10 m]@ & & 0\ @
Distribution @ @ ands @ @gcgs @ N @

" 659 25% %>
Clothing @ None .ermeab@ BN Glov@enneable Permeable
Penetration Ko 1 /0 o]% o0 5% 15%
Dermal exposure @ @ % & &0%5 0.05 0.375 mlh
Duration of exposure @ « 6 ﬁ @ 6 h
Total dermal exposure to spra; o l 5 day & @ 6.450 mlday
> o o %@ RN
AUSORBED DERMAL@#E @6 @ l\&ad @ 2 Apph@n § r\” Mix/load Application
Dermal exposure @ N 0.15 mlday @ @55 @day 0.0075 ml/day 6.45 mlday
Concen. ofa.s. pr@:t or spray @ 24 ‘ml b\ @6672 mg/ml @ 240 mg/ml 0.6672 mg/ml
Dermal exposu?e@ a.s. @3\9 @9 mg/day 27. 7% m&/«% 1.8 mgday 4.30344 mg/day
Percent ab. %o 0.7 % 6 %
Absorbed dost o @ o\® 0.252 0% o\ 1.6 ‘hgday 0.0126 n:g/day 0.258 n:g/day
A N QO = L S

INHALATION EXPOSUREQYRING §PRAYING, N [ (@) @
Inhalation exposure @ % @ 0, mhh %,
Duration of exposure Q @ h N @§
Concentration of a.s, i y ©© @ o 0%72 mg@ o
Inhalation exposure to @ &&OOSZ @da}/ @\ @
Percent absorbed% 6 @ 10 @ @
Absorbed dogi@, % Q@ 0.04003, mg/(k& %
PREDICTED EXPOSURE Q oPPE & NQ With PPE
Total ab¥qeped dose N @ @ 1.955 Ay A 0.311 mg/day
Operdkag body weight 3 N 60 < 60 kg

Operator exposure

0.005181 mg/kg bw/day

Sa S

AOEL 2020 mg/kgbw/day

%AOFL @ \% § 629 @ 259 %
% @@ Q
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CP 7.2.1.2 Measurement of operator exposure @ @@

S
Since the risk assessment carried out indicated that the acceptable operator asure level (A@L) @r
isoxaflutole was not be exceeded under practical conditions of use, a study§ provide a fheasul@of
operator exposure under field conditions was not necessary and was theref%e not carrle@t @@ &

% ° Q, %
© @ v 8 S e
CP7.2.2 Bystander and resident exposure X ©Q @@ § é\g é
Risk assessment for bystander and resident @ é\g R ®© @Q}
Currently no official and implemented EU 1 is avallab% fgocalc@tlonéf bystande@ﬁ)r
residential exposure. \ x;o\? @

Therefore, as long as there is no official EU (Igvel 1da g to & mate@’yst dde C@sur

approach is presented in this document %}co siders osur derlv

drift data — and inhalation exposure — d gved ﬁsom a \Qper exp e mode lati nder
who is exposed in a similar way @1 ote@@ (@Ja‘cor aylgw in @ fie Add@onally,
exposure to residents is assessed as @ ©

@Q&

This approach is following a g@glanc&g@the @—m &de te fo& sk X dgent (BfR)* and

is in line with what has been Published by§ EPA%hd PSD rec@ y. @31 technical ils with regard
to figures and assumptlons are prdagded %gidanc S @

\
Exposure estimates and pg@@non%of tf@%s’t&@lc A@Lskaccounf%d fo@y the estimates are
summarised in the fo@mn ble
SENCEER §a & <

N @
Table CP 7.2.2- 1§ @%dlc ysfémnc exposu&@to léﬁand@% asoportlon of the AOEL
% S o & T

v R systen\l\i))c o
%(l{/)’)stance k. ?Sfe)nar' % ) e@bos % /II?ObEI}d Yo
N o ﬁ§ @ fé%g/kg&b /day@\ (mg/kg bw/day) | of AOEL

{6\) é\ %@vcm[&pli{%ﬁon (gt\{actor-é}unted)
O
@@? Bysinderzaditt [ Woogds 0.173

: 0.02
O N
Bytand& childy” | ©" 0.060034 0.172

- - @Q @ @esig@tial gﬁosure
@\7) 4 @dent:@ﬂult @ o %.0000021 0.011

oxaflutole s, - - S® 0.02
O] AResidane: child) Y 0,0000055 0.028
* Assumes a 60 kg lygyStandeisor an adult @ 16.15 kg for a child.

*Dermal gpgorption valugo 6%&& IFT dnhalation absorption was taken as 100%.

&%%é@%

Assessme ©@
The resu »\ alcu ons @Veal that the situation with respect to bystander and resident exposure

is favoﬁ@ -‘ the %‘[end se of [FT+CSA SC 480.
< @

Q& @

<

3 Martin, S., 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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CP 7.2.2.1 Estimation of bystander and resident exposure

The following definitions and assumptions for bystanders and residents may be%)plied.
©” S
Bystanders and residents are not involved in application or handling plant f#otection prod%ctsc e
professional handling of treated crops. The question arises whether it4 necessary§ dis%uish@
between bystanders and residents in terms of the potengigl for exposuferand health msks ‘Howey,
because the circumstances of this exposure could differ with resgéct to amour@ fr@encg\g@ld @

duration, this seems to be reasonable. < @ % Q @

N © S @
Bystander may 1nadvertently be present within “O directly adjagnt té@an a forésshort periodiof
time, typically a matter of minutes, wh i f plant profétti t ces

ypically a matter of minutes, where app ion of a pr ction pro 1s 1

has recently taken place. They may be expd%ed to Bhdn ect 8& pro@ ly g the ‘ﬁerrnal
route from spray drift and by inhalation of dffting s ay ld application is c%mdered
to be worse case compared to field crop sg%y @ ) @§

O »
Residents may live or work near ar @bf Npp cgﬁono 0&13 pla&@rote@lon uct@é g. Binding,

working or sitting in a garden in & vifinity, o§the z?@hcat@n) éé be@pos@ to plant
protection products mainly via th@derma@oute fro spray @t dep@sits and by inkalatisa of vapour

drift (depending on the Vapo ssuf® of acti sub nce) < For 1@‘[ @ toddlers exposure
might also occur orally (e.g. gh%l%and -to-mouti@ransfe; and@objg@ct -to- m@th t@asfer)

&
Table CP 7.2.2.1-1: P\@l))cent ]9'1& @ﬁue@ geren§%r0p§§auﬁ%m@wl 2001, current
%ver51®7 03,2006)5-'1 @cah@ onk& “

Cro istance 10 @ D Pé&rdent Déﬁ»ft
g@‘ é ;§ 7, . @© @@  appli@ation)
@) N N NS 9 percshile values)
O Fidld crops, D &0 Kk, & 0.29
' Frfiyeropsiearly P O 91181
.. %2 Fruit cigps, late_” ) O v @ @ 3.60
N Ghdpes o> & S > Q 123
o Hopss, ~ SEE N 5.77
Vegetables, %@amenﬁls & 11 fm)%f/ @ Qo
< m ¢ S Qb 0.29
o o o & o 123
Exposure l?jﬂatlons are@erf ed a@rdn@j 0 th&llowing equations:
& Ry &

N
N
N 5 o

Dermal exposur@j due to @ray @mﬁ f@low Dlow crop application using a tractor mounted sprayer

Q
SDEg = (Az@% x\\g%A :@&) /BW @
o & Q

Where @ © Q
SDEB% Sy@‘uc osure of Bystanders via the Dermal Route (mg/kg bw/day)
A& ﬁ@hcat@ § mg/m?) 0.1 kg a.s./ha = 10 mg/m?

rift (%) 0.29% (10 m distance) for 1 application
BSA @Exposed Body Surface Area (m?) 1 m? (adult), 0.21 m? (child)
DA = Dermal Absorption (%) 6%
BW  =Body Weight (kg/person) 60 kg (adult), 16.15 kg (child)

g

a) Bystander expos@e to %oxaffug;ole @
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Inhalation exposure due to spray drift

& D

SIEs = (I.* x AR x A x Tx IA) / BW S

@ @® @
Where: & 'S
SIEg = Systemic Exposure of Bystanders via the Inhalation Route (mg/ t@/day) D
Ia* = Specific Inhalation Exposure (mg/kg a.s. handled per day) 1 mg/kg a. s@FCS@“@
AR = Application Rate (kg a.s./ha) 1 kgas. /hax\g
A = Area Treated (ha/day) V 0 ha (ﬁel@é’ op @yeréﬁ
T = Time [Duration] (min) & @ 5 min. c&
IA = Inhalation Absorption (%) %@ Q& QO%. &© @ @
BW = Body Weight (kg/person) Q'?Qﬁ‘ @p0 kg@dult@%ﬁl@}g (c@)

Total Systemic Exposure of Bystanders é @@ &©
@

o X s
Where: @ > "\a@ Q& v\g© N @Q & O
SEs = Systemic Exposure of B&s@nde&mg&g bw/&@y) N
SDEg = Systemic Dermal Exposure o Bysta@ers (r@/kg b day)@
SIEg = Systemic Inhalatlor@posm of B@tand(mg

Table CP 7.2.2.1-2: Calculatlonéfor b@nd@expo@’re toi ox@tole

Qri\\f
Adul® % @ @ . © ‘& . . Children
@Q Bﬂhnd&&bf ka Cr;qp Spr@r S
Dermal expogﬁ UJ B Qe
SDEse (AR@D xﬁ§A x'DA) / BW & 7 &SDE;:(AR x D x BSA x DA) / BW

NI

Y10 x@Z9%§&lxﬁ%)/60 9 < O (%% 0.29% x 0.21 x 6%) / 16.15

© %g@ @ (o mg/kg
@orbed doseﬁc 0. @029@ bw/day m@ Q& Aé@orbed dose: 0.000023 bw/day
Inhalation exposyse: & S Inhalation exposure:

SIEs = (¥ x @xA@xl@/B@@’ Ol &y SIEs=(L*x ARx AxTxIA)/BW

(0.001x 0.1 @ X 51360 x@%%mo & @ (0.000575 x 0.1 x 20 x 5/360 x 100%) / 16.15

Absorlé\e%@dose @0(@%’556 :Q\ ;n agy @éP Absorbed dose: 0.00001186 1?35/(11;%/
Tot@ystemic e;gp%sure@ o @ N Total systemic exposure:
SE=SPEs + SlEs @ SEg = SDEg + SIEg
Total absorbed @y @\ B Q Total absorbed
@dose: | 0,0000359 w@kg bw/d dose: | 0.000034 | mg/kg bw/d
% GHAOEL ;@f} 173 % of AOEL: 0.172
‘?\g Q

b) Res@tlal @posur@ to l@aﬂutole

@ <&
Der@l ex%@sure Vigi dep§j\fs caused by spray drift
SDER@RxDxTTRxTcxHxDA)/BW

Where:
SDER = Systemic Exposure of Residents via the Dermal Route (mg/kg bw/day).
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AR = Application Rate (mg/cm?) 0.1 kg a.s./ha = 0.001 mg/cm?>. .
D = Drift (%) 0.29% (10 m distance) for 1 application. @ S
TTR = Turf Transferable Residues (%) 5%. N @
TC = Transfer Coefficient (cm?/hour) 7300 cm*h (adult), 2608;,cm’/h (chll
H = Exposure Duration (hours) 2 h. @‘J@ & ©®
DA = Dermal Absorption (%) 6%. Q @
BW = Body Weight (kg/person) 60 kg (adult), 16 F%kg (child), \@ @ \245@
< LS
Inhalation exposure due to vapour drift. X ©Q@ @@ § é\g@ é@
AN X &
SIEx = (ACy x IR x TA) / BW N Q . & V8¢
O 9 Q & N

99) \ @ \ 2) @D
Where: D L §
SIEr = Systemic Exposure of Remdentéﬂa th@fﬁhale&%n R@i}\t’e (n@,ﬁkg @2*. ay) S
ACy = Airborne Concentration of Vgour (m )i mg % (Vap press re 8. N PQ
IR = Inhalation Rate (m*/day) s’\? daA@dult@ .31 m’/day 11d

o . . 0 \ \ '27\9
IA = Inhalation Absorption (%) 100% SIS
BW = Body Weight (kg/perso@ &a 60k (a#% 1@5 k@ﬂd < @
@’ N N ©
As the vapour pressure of 1soxaﬂ@le 1%1 0x @ “Pa @ 20°§he pragfuct @@ons@ed ag?l’on-
volatile and therefore ACy=0 @d SIE&— 0. @ @ @ Q& (& @© S
NS S @ @)
In addition, oral exposure Of&hll is g-@mat@&as wéllby th&fol@qng e\q@@dtlm@
Children’s hand-to- moutg ansf 5
¢ & <
@% SHEgs; N O
SOEH—(ARXDXR@XS@(S@ re@xH§»)/@] Q é& &\
RN @©

Where: N Q &\ NN
SOExn = é&mi&ral Exposufe, via t@Ha@ ut R$ (m@&g bw/day).
AR png@%n Ra (mg ) 2 0.1 k@a.s./ha = 0.001 mg/cm?.
D @Drlft (%) b\ @’ @ 0. %@ (10 m) for 1 application.
TTR \— Turf Tran@?érabgem@ s (%) & §éy
SE & = Saliva,E%racti actor (%§ Q\© v *>0% (EPA default value).
SA = Surf: \rea&o Ha@% (c Q& <720 cm?.
Freq =Fr f Ha th ( V@lts/hour) O 20 events/h.
H (h $ & 2
OA ral A@so ° N > 60%.
BW < Body Wel kg§xson)@ & @ 16.15 kg (child).

&

@ N
Children’s object-té-mou %‘ans@ OIS
]& @ Q &©©
SOEo = (AR §@x 1@3 )g 04)/ BWQ

/

RS
Where: & ©@
SOEo %mlc @al osure via the Object to Mouth Route (mg/kg bw/day).
%, g lgéé (mg/cm?) 0.1 kg a.s./ha = 0.001 mg/cm?>.
$ rift 0.29% (10 m) for 1 application.
D1slodgeal§§F oliar Residues (%) 20%.

IgR @ = Ingestion Rate for Mouthing of Grass/Day (cm?) 25 cm?/day.

= Oral Absorption (%) 60%.

BW = Body Weight (kg/person) 16.15 kg (child)
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Total systemic exposure of residents is then estimated for

D
Adults: SEr = SDER + SIEr (mg/kg bw/day) \@ @§
Children: SEr = SDER + SIEr + SOEu + SOEo (mg/kg bw/day) S @Q S
& SRS
Where: D
§ 8
SEr = Systemic Exposure of Residents (mg/kg bw/day) %% . O K2 \25@
SDERr = Systemic Dermal Exposure of Residents (mgkg bw/day) & v\g\ \\ @}@ @
SIEr = Systemic Inhalation Exposure of Residents {mg/kg bw/day) @@ § %, &
SOEn = Systemic Oral Exposure via the Hand touth Route {#hg/kg bw/d Q @Q c&©
SOEo = Systemic Oral Exposure via the Object\to Mouth R (mg/kg bw/day) < @) @
Table CP 7.2.2.1-3:  Calculations for reside@’xposure t soxaf@ ole @) @}
ad &
. S RS

=

@

Adults Q

N & Ghildren

v

Resident: Exposure after aﬁphcaﬁ@m witl Fiel&rop,\gac@ mou@:ed/@@ﬁzd @%

Dermal exposure: & N o ]Q@nal ,@?osug@ D
Y A \9)
SDEx = (AR x D x TTR x TC x X DAY/ BWS | SSDEg= (ARY D xE&TR xFC x HX DA) / BW
\©) )
(0.001 x 0.29% x 5% x 7300 2 x 6% / 60~ "> (0:001 x 0529% 3% x 3600 x Px 6%) / 16.15
\») ~ 5
Absorbed dose: 0.0%8%2 ]»Zg@ mg&/dag @® A%sé?bed@se: @%.O@?O&)ZSO mg/kg/day
Inhalation exposure: N > %Inhgl@ion &@osu,;e:v S
SIE = (ACy x IRx IA)&OOO@%WA@ © SIER SACy, FIR x [A) / BW
(0 x 16. 5%1@&4))/60 ol &, (0% 8. 31§\100%)/1615
D T S B
Absorbed do@ @’ S 7mg/k@y > @bso@d dog% 0.0 mg/kg/day
§ é \C% & N - Q a exposure hand-to-mouth transfer):
~ DS« BN QO \§0E§§@(AR@D x TTR x SE x SA x Freq x H x
¥ SO 9 7 & o OA)/ BW
5 KO 8 S ® (ootﬁx9%x5%x50%x20x20x2x60%)/
N v, © v 16.15
A& ¥ S & [~
O\@ ' @@“ o \gbsorbed dose | 0.00000215 | mg/kg/day
@@§ %& § \q;\ %@% Ol «Qral exposure (object-to-mouth transfer):
o K @@ o S S 25 SOEo = (AR x D x DFR x IgR x OA) / BW
Q O XS O Q\ S (0.001 x 0.29% x 20% x 25 x 60%) / 16.15
((@% § @’%’ j&(@ %@ Absorbed dose | 0.00000054 | mg/kg/day
Totﬁsystemic Qéﬁaosugex &K S Total systemic exposure:
> SEp = SDEg +SIEg © QO SEg = SDEg + SIEg + SOEy + SOEo
Total absorbed-dose: j0.0Q%O%I@ %ﬁ(g/day Total absorbed dose: | 0.00000549 | mg/kg/day
vcof AORL | <Y0.010 % of AOEL: |  0.0275
S R > @
. Q &
& & IS

&
CcpP 7 2:2.2 &Me@%ﬂem@nt of bystander and resident exposure

Sitée the@

posure est1ff§[e carried out indicated that the acceptable operator exposure level (AOEL)
will n@e exceeded under practical conditions of use, a study to provide a measure of bystander
exposure was not necessary and was therefore not carried out.
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CP7.23 Worker exposure

According to the use pattern the product is applied in the EU at BBCH growth stage 00 — 13 i.e, Q%re Q
emergence or early post emergence (3 leaf stage). Therefore it is reasonable te.conclude th@@cre is
either no need for farmers to re-enter the treated corn field and to come intoQontact with ghe cr

that any contact is going to be negligible. The control of the crops shortly after spra@appl tion
(“scouting”) can be performed visually, i.e. without having contact to th&%atcd weeds@vhlcl%havez@g

size of approx. 10 cm) which would not normally be e)@tcd to 1ead@> exposure. WGV% in o@ @
to demonstrate that even if the farmer were to touch the crop there \@ld be no un@cept@c 1e@&s of & o

exposure, a risk assessment for scouting is provided. @} Q& é\g R ©© @Q}
% & &
Risk assessment for worker QOS@ @ RO

AN
. RS
2 S A S
CP7.2.3.1  Estimation of worker e%posu nw @ Q@ o

The greatest potential for worker expos&% olQ%mgq\\cntr@nll l& ont inatiqn via the's
of inhalation exposure during re- entr 5 gerierally c‘hﬁn dto a @mf Tiod affer ag@ﬁcam@ while
the product is drying, which will bpldm der Yq\‘fdooi@ond would ge ly % avoided
according to good agricultural prfactices @xposﬁre o ork ng t ed dyas axg predicted

using an exposure model propose by I%enl © et 199®)and& ebsxéPal. 3R2001). The following
assumptions are made; @ aé% @ 6@ é&

- Re-entry exposure is pred@mmaﬁéﬁy Vi %ﬁ §2‘\al rm@é (contact \%@h tI@ohagé@
- Residues on the fohageﬁepe on: @

i)
ii) of reﬁ:&rcm @s fro@% eﬁu a 11cat10@ &

ea [t tal siz foh@% cmgpared @ surface area]

{ m foH:age t&the cloghes O&Ekm ofor dep& s mainly on the intensity of
contact with oh o O S
- Activities wit s@illar patterngcan b grou gg@and eneriOT raa@%r Coefficient (TC) applied
- D151odg%%le Foliar Resldue ltg alctifited umng@efa&@alue of 3 ug as/cm? per kg as/ha.
This fi is based werdgt al.b
- Workers re-enter_fhe treated culmre shergly aﬁfer the@ray h@drled on plant surfaces, nevertheless it
is now recommendgd to use thediigher” &ermal@som@an ‘éues amongst neat and diluted values.

The dermal expo%ﬁre @%ulat is g) orn:@&?acc%dmg e following equation:
" o

S AR
& SRS &@@
= NS & &
S ¥ & Q
@ o & Q

* Hoernicke, @olthﬁ&?}.G.;@smhalﬁ% @@l instructions for the protection of workers re-entering crop growing areas
after applQa ion ant ctlogwducts achrichtenbl. Deut. Pflanzenschutzd. 50 (10), (1998), 267 - 269 (document

no. M% 440 Q

5 Krel{xﬁi I\@eld % Schiader, J., Wolf, R., Hoernicke, E., Nolting, H-G., Backhaus, G.F. and Westphal, D. (2001)
U\@n prirgiples fot@fegu ing the health of workers re- entermg crop growing areas after application of plant-protection
proi ker exposure to agrochemicals, Ed. R.C. Honeycutt and E.W. Day, chapter 8, 107- 117, CRC Press (2001),
(docum : M-209388-01-1)

¢ Brouwer ,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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IFT+CSA SC 480
D=DFRxTCx WRx ARxP
where @ o
DFR = Dislodgeable foliar residues (ug as/ cm?) N §
TC = Transfer Coefficient (cm*person/h) S @®
WR = Work rate (hours/day) @‘J@ & ©®
AR = Application rate (kg as/ha) Q> @
P = Protection factor for PPE (P = 1 no PPE, just a long sle&%d shirt, or,0D whet \245@
adequate clothing and gloves are worn) @& v\g\ \\ @}@
S @ 9 & &
O Yy & O
DFR levels: Q R ®© @q}
A single application is considered in this risk as %ent resulthtn @assu@d DER of 3 ng as/ém?
& R
per kg as/ha. @ 6\ x;o\?
° ‘”\7
Transfer Coefficients: & @@ g}ﬁ© S
As no specific TCs are available in E pe tsses@re en@/ acti t1e erfor@ed @re
reasonable value of 2500 cmz/person/h useddivthis tisk a {%sme hig value w. ned
from the Europoem II data for handln@ ve gards

to scouting activities.

Predicted exposures are compare@wn}@he @E
the highest dermal absorptlo%@%luei\% bo
Exposure estimates based proporti

of'the s sterm«c@j
summarised in the follow1@§ Tab@ Det §@Jlaﬁon are prese

@

1018

L a@? ©
£ k @ assu
AOE&S acgo@ted @)r by

%Sg 1es 1s c%nﬁd@d to@% c @vat@wn
@’

be@y

tole @/st ex ure \F&lues assume
d foy the $e-entry worker.
‘@e estimates are

Table CP 7.2.3.1- I%Su y @pre(@t § orkg@ex ure&arlsrom the use of
IFT A8C @Oan m@ﬂrls wnth@.e AOEL
(@ 2
%@ive @tan@ éSyst%@é % @AOE§ o of AOEL
I o8 Y exposure-
P A e bwidhy) @ng/k@bwma%
()
AS o . O %00@0 . Q %o.% 75
*DermyiAB t‘%@n Qo 6% fot IFTS &
Inh: n ai%ptlon\g@ tak%gs 10%@?& all c@npoi@@s
Assessment @ @ © ©\ @) @&
The exposure of wor%ers @en@reate@re%@@ W@%ﬁ@lthm acceptable limits for IFT+CSA SC 480.
S &
¥ Q
&9
S N %
& o &
& & T
Y <
< @ N
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Detailed calculations of worker exposure during re-entry:

S @
Re-entry exposure to isoxaflutole: @b o o
@ S8
Product Name: IFT+CSA SC 480 % ©@ @\ &
Active substance: IFT < {\9 2N O\@ é\g
e @ & S 0 9@
_ KR % O & o
D = DFR x TC Sx WR &Q AR 5 P Q ©© N
ug/cm’ cmYpersli  hrs/dayQ a & v @
») g/h Q S &
D - 3 x5 x 2 2 oL x ¢ @ Y
_ . SR D L
D = 1500 pgagfpers/day N w7 N
- LS mg st gy & & T oo .
mga-s/pEs/daye”  Q ® @7 S
_ 0.025 mghgbwiday 3 " S §@
using  6.00% dermal ab@rpt on(hight®tvalud) O > O é\a S
- 3 SIS A
S = 0.02 %w%oo@ NSRS (R s
= 0001500 W S & ¢ S~
mg/kg%w/dab O S & N
o & S P& V9
< S @8 g @)
CP7.23.2 Measurement &work&ex@sure S @ .9

& D
Since the exposure estiritate ca%;ed ou@ndl l@gthe aceeptable operator %bsure level (AOEL)
will not be exceeded”\\unde?r ctidal con@tlon us& a s y t%provu@ measure of worker
exposure was not ngegssary and &g the re n@carrl out

S Q @
v O oS N P & <
CP17.3 &er@ ad@orpn@a Q} @Q § %
Isoxaﬂuto[% v & % @\ ¢§ © %@

% % o
The exte@t of dermal of fQpxaflutole f@lula&ﬁ in @IF T+CSA SC 480 formulation was
investigated in vitr smg"humamgnd ra@qn ‘A, surgmary @he study is given below. A conclusion
and recommendact@ rggardl Sthe dmmal sorpfibpn of 3 isoxaflutole formulated in the SC 480

formulation is gl%n b 5 L

5 & &
The in vitr study 1nd1cat§ tha@e mg per@tag@ [**C]-isoxaflutole considered to be potentially
absorba Ver a perlgg of our Q) nea\i\formulatlon was 0.36% and 1.15% for the human
and rat 3kin, resp The mean p%centa@ of ["C]-isoxaflutole considered to be potentially

abs@zbable from the1 1nte dla&@onc@ rat1@(44 g/L) was 0.91% and 5.6% for the human and rat
skin respective *\The % cent@e ofi@C] isoxaflutole considered to be potentially absorbable
from the low egncen%&tlo § g@vas 78% and 17.4% for the human and rat skin respectively.

In the ab@ace appr1a©m vzv?at study the in vitro human skin values were used alone.

%@mg t@%e -\ guldance a standard deviation equal to or larger than 25% of the mean of
thé@a @n requlres ¢ use of an alternative value or rejection of the study. The guidance prefers

7 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption, EFSA Journal
2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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the approach of adding the standard deviation to the mean to cover the upper 84" percentile value of
the results. Additionally where an overall recovery of less than 95% occurs, a normalisation pro@lre ©©
is to be used by preference. Albeit that the notifier considers that both the value of 25%¥or th&y
standard deviation limit and the 95% recovery limit to be too conservativ ¢ applicati@ of @5:
guidance results in the following values for isoxaflutole in the Merlin® Flex®& formulation FT+&A

SC 240+240): N & S

N S
, @ N L
e 0.7% for the neat formulation (240 g/L) \g Q@ @Q Q
e 1.2% for the intermediate dose (44 g/L) & &© S
e 5.7% for the low dose (0.3 g/L). %@ Q o
@

o @Q %Q
No study using the appropriate formulation%is vailab . @@ @7
TS D O S s Y
: o B vied usinBrateid hansiin S & S
Comparative dermal absorptlon& vitr usémg ra@andm anékm @

Q

Dermal absorption, in vivo in the rat

@@
7€
Ce,
&

Report: CP 7.3/ @ %\(2%8) ﬁ\Q\

Title: @alfgﬁﬁde + @Xaﬂﬁle @40 +®0 [%Q]-is Qﬂugge: Comparative in
vitrg dermal absﬁ@tlorkstudy gsmg haiman af@rat skin.

0%391@-01-® N 9

Document N°:

Guidelines:

O.E delm@“§ th -Q/ stm@f c% 1calsi§k1n @mptlon in vitro Method
Apr;@ ¥ \

\
§ §sse

004
é%men“@l he @1 an@afety p©bhcat10ns series on testing and
ent N‘Y%S Gwda c@nt f@the g .(:7- uct of skin absorption studies
& (Mar h2004), o
(S @J@ pean@omﬁmssmr@gul ﬁ
2

don§ nt @ dermal absorption-

&) Sanco/322/2080 rev(\ﬁb (M %4) @‘;\§z
GLP 4O (7@er§§ @g
Material and me§ s . & @;\,\ é %\
Rat skin: Nvow, @b
Species, strair@ Ra Q/lst Q(J V\@;%OP@HM\@Q 73
Source:  “Q %(F@Qﬁe). Q\ @\ @@
Sex: % Male (6). S 5, 9
Anaton‘@i D@&s% R @ @ @\%

site: «_ @ % @ &

Rat™ Skin Each @y mal@as kll& by@wwal dislocation. After sacrifice the skin was clipped

Preparation: @ “and remo forﬁ@ t@study The dorsal skin was dermatomed by use of a mini-
@ ples of ca. 400 to 550 um in thickness.

Human sk@. IS France.

@ Numg%r ang)sex: 6 donors, female.

“ @ A@to ﬁreglon Abdomen.

WS
§ @@@ %101@65 416 to 554 pm.

Tg Material:

Non- Batch: ABJ1704PFI.

radiolabelled: Purity = 98.5% w/w.

Radiolabelled:  [phenyl-'*C]-isoxaflutole
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Batch: KATH 6183.

Specific activity: 4.35 MBg/mg. @o ©©

Radiopurity of the formulation: 99%. D
Formulation: The formulation used in this experiment was the Cyprosulfafgide + Isoxai@tole @g

480 formulation used at three nominal concentrations: 24®g a.s./L, 44 g%l . !%%nd

0.3 ga.s./L. L o

%% °\© Q, @ '24\9
oy @ 7 O S g

Test system: A flow-through diffusion cell systenX(Franz’s ce @nodlﬁed as nceg\aas 'S

used to study the absorption of thettest substancéJexposure area of %©

diffusion cell consisted of a don@b chamber an€ldd regeptor cQambe&betwe@m whiéh
the skin was positioned. The @pmr fluid was Eaglg's mediu s@)plerﬁ@nted @ith
5% bovine serum albumin Q&nd gel%lmyc®@50 @/L) @ @ 7.4 %e r&tor
chamber was warmed by a@onstaf#t cir tlor@ wagddwat h1c£ mal ined the
@ 3
receptor fluid at 32 & 2 %(clo@to thé&normalskin t empe@;ure) The r@tor @ d
3 hagber atPrate @

was pumped throug& he Tecept(n\ chamber atza ral;e\ f 18, mL/h and §’rred

continuously Wh1ls th@{%eepté{%hamger b&@ans@fz a r@etlc@r S)

@ S
@ S %o

Skin integrity: ~ Before dose @Jhc ion, e mt 1ty } the QKin éﬂ%ple@%a& t%sessed by
measuring thg, transa\\eplde@al v?r 10@ ) frém th@r atum corneum. An
evaporlrn@ prob\(Dei@alab ex Tec @ogy,@en rk) wa®placed securely
on the t%) of t]é%on@am@ and We amount @Na‘[ iffusiag through the skin
was riteasured. Hum@h andrat s w1t@ TEWL 0@ e&han 40 g/hm?* were
con‘zsg;iere entl@ly da@age%@ld Wl tésed g{hese %%les were replaced by

o
ki & h 1 ted tefity befo the stud
@s il rag r@tsv@ We®aso$se@gorme@ly ¢fore use in the study.

Treatment: ©Th®0se pr&)araﬂ%on wa @ pplw@iﬁo t e 1t cknm skin sample with a pipette at
@ ate&@ appr@uma(%ely l%uL/c d skin. The dose preparations were
& assayed for @oactﬁty c@tent ®y L%) by @mg dose checks (surrogate dose)

D takefbefo riggand aftert dosingproc
S kqgeggraindae thosgprocgye
ST S
Sampling: @e receptor fuid passlng @ugh&e re eptor chamber was collected in glass vials
©hel a fr. (@Iecto?\fThe @actlollector was started after dose application.

Q@ S@) es @ere t{géi coll@\ted, Hourl 1@7 the duration of the experiment (24 hours).

At 8 @ ] --\ ap%@atlo @t e was swabbed with freshly prepared 1% v/v

@ Twe%l 801 S @hosp buffer saline) using natural sponge swabs, in order to

r et@ the no abs@bed dose, until no radioactivity was detected with a

&elger ller Tionit QJ At@e end of the study (24 hours after application), the

treate@’skm @1(1 the ski @Jacen‘[ to the treatment site (surrounding swabs) were

&@ bbed. &ch skin sanfple was tape-stripped to remove the stratum corneum. This

@ Ry lvﬁ.@e af)&”hc @n of Monaderm adhesive tape (Monaderm, Monaco) for 5

@& @%’eco@ bef@ the tape was carefully removed against the direction of hair growth.

& Q@ T pm@re was continued until a ‘shiny’ appearance of the epidermis was

&% O th “which indicated that the stratum corneum had been removed. The tape-

S r1ps$ere collected into scintillation vials for analysis. The skin surrounding the

@ application site (surrounding skin) was separated from the treated skin. Both
surrounding skin and tape-stripped treated skin were retained for analysis.

Radioassay: The amounts of radioactivity in the various samples were determined by liquid
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scintillation counting (LSC). Samples were counted for 10 minutes or for 2 sigma %
in an appropriate scintillation cocktail using a Packard 1900 TR counter wi@)n-
line computing facilities. Quenching effects were determined using an gxternafyy
standard and spectral quench parameter (tSIE) method @fﬁciency c@?relat{@y
curves were prepared for each scintillation cocktail and were regularl cﬁieck&@by
the use of ['*C-n-hexadecane standards. The scintillati%l counter W&EC@“&M@
when a deviation of greater than 2% wgs observed @Hen countilgg}qualfgg cont@f

@

standards. The limit of detection was\taken to be e@ ce the bac@%oun@alu&sﬂ@for &
blank samples in appropriate scintiation cockta&@ 69 QQ § q&©
Findings: @ Q @) @

of receptor fluid. This corresponds to having the max@yum @unt«;@f IFI@’plie the\i&ll di

into the receptor fluid instantaneously. Theréfore th@solu@lﬂty "Z;E' e reé@ptor fhiid was dee%ed to be

sufficient to have reduced any risk of back4iffusié. @ K IS Q @7 @
NSO S 9 N

Q & &
Isoxaflutole was demonstrated to be soluble in L@’eceptor fluid up Qto@z@l)e concéntrafion of®.8 f}ﬁﬁi
%& sing

& o \ \ & "\
Measurements of the homogeneity of=tHe th&e% con@@tratig%s O&Qrmug&ion lied @ica‘c@ that it
was acceptable. Good recovery da&a@vere@btain&@wi@ea{@’ml verigy of radioactégity in the
range of 90.7% to 102.4% of the dpplied dose. The s‘u@ resudts are @sen@ in I@e 70@-1.

&}@ % S @ & S

@ % @ Q
RS ¥ e o & S
N




B
sa¥er) Bayer CropScience
R

Document MCP: Section 7 Toxicological studies
IFT+CSA SC 480

Page 38 of 39
2013-10-30

Table CP 7.3-1: Mean distribution of radioactivity at 24 hours after dose application of @1
isoxaflutole in an SC 480 formulation at the rates of 240 g/L, 44 g/L. and 0.3 g/L to human@s\d ra

>
~

skin samples. S ©)
& N
: , o S
Results expressed in terms of percentage of applied radl%ctmty. © § &
2 > SN &
Distribution 0f fadioactivity (%4Zdose) IR Y (Q
Neat formulation: High dose Dllu&ln Intermedlate@§e Mutlo%@ow d
Dose Levels (SYP13304, 240 g/L) P13307, 44 ofL,) YP133€9, 0 ;@L) C&
Species Human (n=6) Rat (n=6) H),@Egn (n=5) R%g(n=5&)° I;}&man n&) ‘Rat (ng\y
Mean | SD Mean | SD | ®&%n | SD can | @D Mé%n { 8D  [@ylean JOSD
SURFAGE COMPARTMI @ .

Skin swabs (8h) | 99.99 | 2.26 | 98.48 | 1.62c)> 94.007 2.1%.| 87.68, 5.%3?\ 87 en] 3.11 7| 6621 | 15.46
Skin swabs (24h)* | 0.11 | 0.13 094 | o. §8 03s [ 022 ] 289 | L. 158 | A9 | & [q741
Surface Dose (1% o 7 @ % < Q> 2

two tape-strips) 0.33 | 028 1.76 {%970 .87 0.2692.94 4 2.14, o825l 039 | 45 4.16

Donor chamber 0.11 | 009 | 0.2, 900Z¥ 0499 027 } 0.105 0.04.] 018> 0225 085 | 0.25

Total % non- S & @ S 3 O @ §2
absorbed 100.5 | 2.04 | 1083 | £7 | 9611 | ‘79 | 93.47 %@%1 o027 |76 | Do.sa | 761
R SKIN GCMPARFME S ® ¢ 'S
Skin ® 0.12 | 0.08 J@021 L 020" 0.225] 009" 078 1.06 1437 151 | 228 | 2.22
Stratum corneum © | 0.24 | 0.24, % 0.87°>| 06% | 0.66° | 024 | 4@ | 223 | 140 | &7 | 13.18 | 8.51
Total % at dose site | 0.35 | 0.31 | Fos mﬁ‘” 89 |31 | 550 [242 | 282 p212 | 1545 7.24
. 2 N PT@R COMPARTMENT %y
Receptor fluid Q% 6@ g@ @ Q RS @
(0-24h) 0.004Y 0.009%" 0. & 0.0 002 &9 Q01 | 02 0.12 | 1.77 | 047
Receptor fluid N S Q A
terminal ﬁ @05 007 | nd.sdna 2001 | 001, nd na. | 0.10 | 0.08
Receptor chamber [-.d. { “.a. n.a, nds | )] nd| n¥ nd n.a. 0.09 [ 0.20
Total % directly. D \& (g
absorbed® O] 0.0@ 0,0@ 0.8 | o3 @;%03 @02 10 |@.02 | 024 | 012 | 1.95 | 0.50
Total % Potentiglly 9 408 o
Absorbable 0.36 10.32 K115 %0. 86 N 0.91 | 032 5@@ 242 | 3.06 | 223 | 1740 | 7.40
TOTAL Y% @ S AN ES
RECOVERY 1009 1.8&% 102.4 @@6 @uos 99 08 | 3.49 | 93.33 | 1.34 | 96.95 | 3.56

$J N
: sum of radioactivityd@gund in%z/abs @rmin%ﬁn and«\m surroundm $
i ivi in afpt tapecs) pp1 roce and urrounding skin.
red 0 enn absorbed dose.

: sum of radioactivity foun
: tape-strips exc g numbers 1 whie&are c
: sum of radioactivity found in 1 tor fI (0-2%

a
b
c
d

rece r flui a rmmal and receptor chamber.
¢ total % direet]y absorbed + total % se site R
SD: standa@iation .9 Q @ \%
n.d.: not detected (below imit %detectp%) & Y
n.a. : nokapplicable @ @
n: nun?Ber of skin cells used for@glculat
In the above table, tl@xesented meang do not @Vays &Lculate exactly from the presented individual data. This is due to
rounding-up differegces re%ﬁng fr he us&Hf the s@eadsheet program.
X
¢ & T &
SRS AN
{*ﬁ @@ Q 7,
@ e T
<
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Conclusion:
The dermal penetration of ['*C]-isoxaflutole through human and rat dermatomed skin from the S@%O o
formulation was investigated at three concentrations corresponding to the neat product (240 %‘) an
to two representative dilutions (44 and 0.3 g/L), respectively. S @ @)

@ Y
Overall, the dermal penetration of ['“C]-isoxaflutole in the SC 480 foymulation v@@ 10@ all
concentrations used. There was a significant species di@rence in thiﬁbsorption Lé?els atall t
concentrations tested with the human skin being up to 6. times less eable that ra@n, é\”@ &

N © .

The mean percentage of isoxaflutole in the SC 48%%)rmulation @at w soconsg(@red &o be p@@nti 1@
absorbable (directly absorbed plus total remain@at dose site) over @period@f 2<@mrs dor t%@eat
formulation was 0.4% and 1.2% for the humag and r@kin, @ect@}ly %@’ > - v %,
The mean percentage of isoxaflutole in th%SCb 48D for\t@latiof@hat was cogsidere@o b@ en@lly
absorbable (directly absorbed plus tot&%%em%ingm dose@ite) Qver a\@rio xof 24 hours § the

intermediate dose rate was 0.9% and 5%% for'the hugian and'rat Kih respectively: Q& O
RS S o

TN SR &
The mean percentage of isoxaﬂu@e in_the SC 480 f@nula@ tha@@as éﬁsid@ tmi@ﬁpoten‘[ially
absorbable (directly absorbed plus tord] rem@?ingdose@l e) @r a p@od @24 h&urs for the low
dose rate was 3.1% and 17.4%Mor the\hung;@} anirat skin %spe&@&ely,@ @)
D

@ O @ QN W2
According to the new EFSA 'danceg@sta@d desdation@qual tovor I@r thﬁ@%% of the mean of

the absorption requirgs.the f ltem@ve @Je O&Qjec@n ofg&he stu he guidance prefers
the approach of ad '%the s and deyidtion tQythe @an to cover fhe uppér 84" percentile value of
the results. Addizﬁly@here&ven@ ree&verygo“@ess lign 95%, occyt¥) a normalisation procedure
is to be used pre@nce. %%lbe’tgthat notiﬁﬁ\er onSiderscthat both the value of 25% for the
standard deviation Ifiit q&@tbe gsv, r&over@?mit be @ comgervative, the application of the

guidance résults in the &)ﬁllowi&@/alueﬁ%for i@(aﬂu@l’e ingthe M@gﬁ@ Flexx formulation (IFT+CSA
<&

@% N A

0 g/

@

S

SC 2404320):
@ & § 5
N N

> X
e 0.7% for@nea‘[ rm ion"@@ Q >
o 1.2% fofthe ir@me edo@s'(44bg%) SRS
o 57% the@wdo@(o.g@u. o O @
Q Q N
AN SN %Q & @
Cp 7.4@’ Available t@colo@cal @ta p@iting to co-formulants
> SN
% QA e @ s
CONFIDENTIAL 1nf01§ati(®- data r0v§d separately (Document J)

N &@
&%%gf&@@Q
éx\@%@
T & O
Q
SRS AN
g\f@@@v\g
N 5 TS
& &
a

8 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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