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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION

PRODUCT @ Qb

g
S & ¢
INTRODUCTION ~N NP
@ ©
D ol
tectl@
enacet and @iflufenjcan, @
SRS
Q < N
Flufenacet was included into Annex I of Directive @ 14 in 2003 irective 2009/ 84/E§ @© @
Diflufenican was included into Annex I of Directigg 91/414 in 2008 (Djze ctiV@)O?E/@/EC@ N
S - @ \

%

@

This document summarises the information related to the@ucologlcal fudies for th%%nt
product DFF+FFA SC 200+400 which contains the actiVgsubstances @

\
This product was the representative formulatiq for tH 1nc!£§bn @cjan@ x Io
Directive 91/414/EEC and has thus been eva@ated@ cordipbg to 1an for rinci@’es o
@5 Q ) & &

The Review Report for flufenacet (746%%’1/98\£ma1 %\rd J @2003\\)% c%@der@to pg%wde ‘u§

relevant scientific information for thegs & 1ewg@f thesproduct
%
@ [}Q S @, § @ %
The following table summarises t@ uf%n cetE en%omts @ dlféémnt t@e usé%la in the

evaluation. & IS Q
R @’
Stonamet TOS & &(FZ”Q @@? é
. Flufenaeet ‘EUdend-péints’ Q ufenacet -points used when
End-Point @469/\@98 § Jul 2003)& di f{g@int@m Ei}%end-pomt
AOEL N ghgbw/do 7 &% . @

Q 1 yggr do @deaq}fha S >
& Q\afety§r6§100) e © O&

NG

N

Dermal penetr@n* %on@%trate 0% N o @V@ G@cent@oté: 0.2%
.1 G . AN : . 0
@ @J@@ Ei@y dlhévonsK % @@ @&@pra%@ dilutions: 4.7%
0\@ (In VL %))hl@ skn@erfort@d @@ (Ilro human/rat skin study
S A withFOE 60WG)) N rformed with DFF+FFA SC
A L@ @ S %830+400)
*Since the inclusi@ovf ﬂuﬁ%nac to Agmex ?stud@ﬁas een performed to assess the dermal
absorption of ﬂu@nac@g the u@on +F@ SC §+400.
@ O @
¢ O 0 7 SN
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CP71

Summary of acute toxicity

Acute toxicity

The formulation assessed in this dossier was the representative formulatiog; for the i
diflufenican into Annex I of Directive 91/414/EEC. N

o
g

All the acute toxicity studies were evaluated by the Member States as par%f the Europ@ > an

@

were considered to be acceptable. No new studies have l@n performed’ °N é\a
B

The toxicological studies were performed with the formtlated prod QQ‘I FF+FFA 20 00 %@fch &

is in accordance to Specification 102000007948. The specificatiph 6f the prot h ge&©

significantly since the EU review of dlﬂufemcan%@%?d thereforte th studlK are ons1de to, 6&

valid for this submission. Full details of the forgftfation spe 1cat101@ d refated b gingst aten@%ts

can be found in the confidential part of this submission (Do@@ent Fof th{y@rodu@dosg&) §

The table below summarises the results ffom %@aout@omc@glc‘%tudl@g cor@ucted%llth the

formulated product DFF+FFA SC 200+4Q§% @§

%00@% &@EF 2% @j §

At the time of study conduct the test s@qstange\'vas @ed &@ 50

Study Result o N, & X » R&ene@ @ @)
Acute oral rat LDso: >QO <2%00 mgékg bv@ § % @%00
@ @7 & CP TE1/03IM-955334-01-1]
Acute dermal rat LD@% >‘E«§OO mg@ bw & &@ @, F., 2602
O 7 @z 01, [§-055277-01-1]
Acute inhalation rat iCs 207<%mg/ 3§ § . §OO2
& ( m§ tec@ attal cenfm‘uon)@ CR7.1. 3’#& [M-036417-02-1]
Skin irritation ra@{ft Qot 1rr1@1ng NI ©© @ q ,J., 2001
& O @ @ CP<K1.4/01, [M-083086-02-1]
Eye 1rr1tat1c@r)abb® N@lrrltaﬁg K«@j (;@o\a S S ,J., 2001
¢ & S § 7.1.5/01, [M-083083-01-1]
Skin s@ltlzatlon @%en&sing@ T Q @w & J-, H. W., 2002
guin€apig \@ 2w @@“ \© §\ CP 7.1.6/01, [M-071813-01-1]
maximisation t AN . Ry N
The test item 16 mo@te@ém@@ftw@ute Qral adfunistration and non-toxic by dermal and
inhalation r; E@p Shot at1 hen applied to the skin and eyes of rabbits.

g maximisation test.

The test it &r;l@ié posifive k@ensﬁg@ or%@ n

& @@Q\ S &
@
N f@@é}@@Q@@
G @ © 9
@@ék@%@
Y O & 9
o & o
Q & S
SRS
$ Sy
@ & <
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DFF+FFA SC 200+400

The following classification/labelling is triggered:

- EU directive 1999/45/EC (as amended):

Xn (harmful) @ ©©
R22 (harmful if swallowed) @
R43 (may cause sensitisation byasKin contact ©®

R48/22 (harmful: danger of sefdous damage.to health
by prolonged exposure if sw%}lowed derl@d fr@he ©

X
classificati@g of flufenac S
- Regulation (EC) No 1272/2008 (CLP): Acute fox Cat. 4, » (harmful j wall@d) S c&©
Skm%ensmsatlon @at. 1 (}@ﬁ 17 &ay cause an a@?ergl&
S eaction)
STOT Re 2, H a%: caus@dam& to.ofgans., @
N
é\hrou prolm;lg @o é xpo e d{rlved om the
cla 1cat enac & ¢
CP7.1.1  Oral < \\ %© @g@@
1. ral toxicit
SN ) @ SE-S
Report: cp 7.1.1/01, . F., 2902 @ @ § & L
Title: FOE 5043 460'SC & 81:1%00 (c§> Flu&hacet @%ﬂg@mca@ Sru@afor acute
oral toxicigy, in rag§ L
Document No:  |31921 @ﬁosgﬁ-og@} > &@ . © §
Guidelines: OECB 423; Direc @6§@/EEC Annex IV I i} US-EPA OPPTS
870 loo%ewatlo (s); ubstafite is a commgrmal duct known to be
enous ndilyted in rgady-tousedilution with water.
é herefore g'ytlete atlo§9of S@bl ity afid hombgeneity of the aqueous
S 1at1@& t performed® Y
GLP S N WS & *o
© > 4 N
v e 1 Mat*ﬁ?s am@nethgs v\,
° @ Lo R %
A. Materials @© § @7 @ &
1. Test material: Q\ & é\g @E 5643 8%400 @FF 200
Developmgprnoz, & o 30&@’4846@ >
D S iy e susper
escripgpn: < @ @ge ‘wiggte suspension
Lot/Batth no: S ©\ 720@024@@006)
C t: @ > ﬂgenaqu% .52 g/L, diflufenican: 205.76 g/L
Stablhty of te@com;%und @ QE ara&@d for study duration; expiry date: 2002-03-05
2 Vehlcle § @\ Qden@nerallsed water
3. Test amn&z@ A g} @ Q
Spec@ Q S = @Wmtar rat
S@n @Q RS Hstpb Wu
s§ males: approx. 8 - 9 weeks; females: approx. 8 weeks

QQW%@H at d(@;ng
@rce

Acclimatisation period:

males: 210 g - 224g; females: 154g - 163g

I  Gcrmany

at least 5 days
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Diet: "NAFAG® No. 9441 W 10" (Eberle Nafag AG, Gossau,
Switzerland) @ ©©
Water: tap water > Q\
. . . @ @
Housing: group caged conventionally in poly@?‘oonate cages$; S
bedding: low-dust wood granule%ype BK 8/ 15©@sn ﬁ@\ %
Spezialdiaeten @bH Soest, g&rmany) N c\@ X
. N
B. Study design and methods g Q @@ Q 7 &
1. Animal assi S © N > s ©
. gnment and treatment @ & ® Q @@ @@}
Dose: 500 - 20 w'.'\ g/kgb \Q @@f Q & o @}
Application route: oral &' @f@’ i,;?\ %@J 6\ \% §
Application volume: 10 @Jng@v g}f @% 6@’ @Q g AN .
ing time Eforo gBivinigftin 2 £ 1 ol 5
Fasting time: ore admi 1% ap‘%ox. QQ 1 hours @
@}afte@mm@’rat on; @proz(\i?z ou@%’ é\g ©§
Group size: @Q &%s/se;@rou@ § §‘9 @ %
Post-treatment observatlonQ @ @ @é ©© @Q \%
2 SN I
period: @@ w14 c@ys @ @ Q D &
Observations: @;\9 é A @mh&, chn@a sigms, O@eli% rO%s@ecropsy
“ N I@Re@s an@%dls ussion %@ 3
RN © 6 SN )
A. Mortality S-S \ Q é& &\
Table 7.1.1-1 D(@, mortality Sanimials tre%d @ @ . o
Dose @ 6\%0){1&}0&&3] \Q\ura%ﬁa of s@fs @[in@ death Mortality
[mg/kg I@@ N @sult’@ v ERS Q§ o [%o]
'O
& Male vats o>

300

S
o éﬂ P e N

{Q}\ NS @ Féﬁale xats RN

N TS
2000 &~ | & 333 o | w 1he 5h & 2h-5h 100
5000 OF (PBRO | Ch-4dd - 0

TS O (UDso; 5500 kg bw

* li@oer = numbegf dea mals @\} nu@@r = nuitber of animals with toxic signs,
3 mber = nu; of animals d < ©\

B\ﬁhnlcal obsemtlon@ O\ Q@ <

At 500 mg/kg W gait Was u@%ord@ated Q@i breathing laboured in both sexes. Additionally, in
males mOtlll&Q{ Was ecre femtes gait high legged.

At 2000 g g\{ﬁ ma ﬁtlhty a @éactwlty were decreased, gait uncoordinated and spastic,
positionabdométal, bre; thin -&b boure and in one female atony and in one animal increased
sahvaﬁ@n \ \§Q- bse ed

Thtegns @w arté&45 minutes after administration and lasted up to day 4.

od@elght

Ther(’ere no toxicological effects on body weights or on body weight development in males and
females.

D. Necropsy
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In animals that died during the observation period the following changes were detected:
Pale discoloration of the liver and the spleen and partly dark-red spotted discoloration of the sh@y ©©

collapsed lung.
No gross pathologic changes were observed in animals sacrificed at the end (@m study pe @

I11. Conclusion © @@ @ %
The test item is moderately toxic to fasted male and fen@ rats after aé%fe oral equ,@fre \"\ é\” @
The study result triggers the following c1a551ﬁcat10n/lamhng Q@ @@ § v\g@ @&
-EU dircctive 1999/45/EC (as amended):  Xn (hgfmfu) < © S Q& «
R@armful if sw@low@) & & © &@
_ Regulation (EC) No 1272/2008 (CLP): Tox Cat. o \© & &
@302 é@rmﬁ@ sw%ﬂo wed,_ @6 N
% N S & o
CP7.12  Dermaltoxicity o \\ @ &6 O & o S
1. ermal toxici °
Report: cp 7.1.2/01, | %SOOZQ Y S & e
Title: FOE 5043 400 SG2& DFF200 @ FI@%%ac {Q Diffufenicsn) — Study for acute
d ARy
ermal tpficity ifrrats IS

DocumentNo: | 31920TM-085277-04:1] < ¢ & N

@
Guidelines: OECD 402; US-EBA 7 g 98192, QRRTS 8@ 120@)1@@ ve 67/548/EEC,
Annex @Bart B3;D atlogg% nomd” ¢ o (©)

GLP @es v @K’ @ § X ~

S O @
§ S i'm mrialw Q metHods o @@
WSy & =
A. Matena@ @) @ K Y\ﬁ ©©
L. Teat magertal: = 2 YOE @43 400SC & DFF 200
@elopment n@@@ § @ 3000248 § &
Descr1pt10n©\ & é\a @%e \&mte sm@penm@
LovBatchaip! @9%729%%024 (6006
Contentg, @Q @Q @) ﬂ@nace@%% 32 g/L, diflufenican: 205.76 g/L
Stabﬂ? of test corpy ur®\ @aran@ged fétudy duration; expiry date: 2002-03-05
2. Vehi % © QQ @lj? no@
3. 'l;ist animals O AN N @
 Species: v § @\ @Vist@at
Strain: &@% . SN Q@ H@pb:WU
% gj v @ales: approx. 9 weeks; females: approx. 12 weeks

©males: 233 g - 258 g; females: 207 g-224 g

S o s
L Ry

ccy Hatisafion p : at least 5 days
Q@A tip god least 5 d
@ "NAFAG® No. 9441 W 10" (Eberle Nafag AG, Gossau,
Switzerland)

Water: tap water
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Housing: individually in polycarbonate cages; bedding: low-dust wood
granules type BK 8/15 (Ssniff, Spezialdiaeten GmbH, S(@
Germany) Q\ >
B. Study design and methods @b o o
. . i3 NS
1. Animal assignment and treatment S ‘N
Dose: Dose (mg/kg bW) Surface a&%(cmZ) Ra@e gnfﬁm%)f@
males 40005 20.0 6 @1.6
females 4000 20,0 D52.6556.988
Application route: dermal, se%@)ccluswe d@mg &© N N @© @Q}
Exposure: 24 hour@g@ N R \© & @@}
Group size: 5 ratséiex/gr(@j Q@j g\,\ %@J @b \% 2o
Post-treatment observation é}’ @ ©@J (g & % o
period: 14§~\Qays @’ \@ @Q @@ © @j @
Observations: aﬂorte&\/ ch@ al signs, sl@b effetts, bo@vei%g, gro
\ R QO
negi&psy sy fe,
is S
II Resul s an 1scus§m (O LY
@Q & % % @ &© ©© ®© S
A. Mortality ~ & o (S &
Table 7.1.2-1 Doses, mort%hty @nlma§rea&d Qy A 2N &) o
Dose T\?lco oglcal (@me - Mortality
(mg/kg bw) * o | O sight [%]
Male rats /@Q CES RN
4000 5T 09] AT IR NI SR B -
Female ratsA© &\6 S % o U v\g S < @&’
o F ot ad s T aTag [0 -
&S & O \@LDSO ¥40@mg/1<§ w A
st %Enber =num g deadhantma 2““ nu %er of ammal&%gth signs,
3" number = nu

At 4000 m n

considered a$ most prok@y

f anﬁmals m@e grou{
B. Clinical obf@vat@s

@’
mal@?and{%’o b
to th

S

cclu@'e dr

Locally, treatmen%rea yell&ish %
up to 15. N N & Q\
C ﬁndy weight * @ 0\@’ Q @

o

les &;@ was @icoordmated on day 2. This effect is

Body weight and body\@x:el {%am mal Qvere not affected by treatment.
@ &3

In one fem ient BQdy
by occlusi dre;& g. e end of
decreasgghk Thigs Q

D. v

cro @,
'ﬁﬁe gro§y pathology i
did

olored. The dlscoloration started on day 2 and lasted

t dectease occurred (day 8), probably due to the stress caused

ecovery period, in one female the body weight was

II1. Conclusion

fferenCe tothe previous week is regarded as not toxicological significant since the

animalShattaing & thg adu ight and the observed body weight change is in the biological range.

n§stlga‘uons performed at the end of the post-treatment observation period
fford any treatment-related findings.
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The test item is non-toxic after acute dermal exposure. .

The study result triggers the following classification/labelling: . @ IS
- EU directive 1999/45/EC (as amended): none S N
- Regulation (EC) No 1272/2008 (CLP):  none S % &

1 . . . N
CP7.1.3 Inhalation toxicity \e S @gy Q I

Report: cp 7.1.3/01, IR 7., 2002 O S Qo ©
Title: 1% revised version ofre@o. 31766 as of 2003:02- @M FOE 5043 400 S€. |

& DFF 200 (c.n.: Fluferacet, Diﬂufe@an) r\@udy@g’n ac%g 1nhai]é@)n @@
R

toxicity in rats according to @ECD Np. 403y«
. 717 v @ U@ AN

Document No: 32133 [M-036417-02-1] =, O S N

Guidelines: OECD 403; Dll‘%&;\?ve\%/69/@c U@; EP@’A;zc -98:19 OPP s”%o§‘i%;

T
Dev1at10n(s) N “ S 4§

A
e @
GLP YeanQQKQQ@QQ)%@@@
< B
R I@/Iatelﬁgls a@met@ )
N
A. Materials @

1. Test material: @ @E 5@ 400@3 & D%F 2@
Development no.: \ S\ @00 {° Ry
Descripti S N @ N

ption: & @ @ge what suggﬁ%nsmn@ o

Lot/Batch ngtY & @ 072050 24@6) @

Content: @Q ©\ &\ . ﬂufe@acet‘&ﬁﬂ6.52\§%§%&n§§% 205.76 g/L
Stablhtﬁof te@on&z\ﬂ@nd S ﬁ&mrant@ for, tiongexpiry date: 2002-03-05

2. Vehlcl@ % % %eom@i watdy @;%

3. Te@mmals § @7 N @Q § . &
Species: @\ <\ s \
Strain: &
Age: ©@ ©©Q O

\@@
AN

o O
Weight at dosing: (& § alegg’/f)% g3 214 g; females: 164 g-176 g
5 2 P Germany
N N
%Accllmatlsa@ periy: @ Q@ ea® days
> Diet: @ @\ sta @d fixed-formula diet (NAFAG No. 9441 W10 pellets
< %% o « maintenance diet for rats and mice)
Wate@ Q § W\” @p water
Hc@ing: @Q @© <§9 smgly in conventional Makrolon® Type II cages; bedding:
@@ % @ type BK8/15 low-dust wood granulate (Ssniff, Soest,
Germany)

lfz?tud{@emgn and ﬁ§th0ds
1. Alﬁ’al assignment and treatment
Dose: 0 - 2078 mg/m? air (max. techn. attainable concentration)

Application route: inhalation, nose-only
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Exposure: 4 hours

Group size: 5 rats/sex/group

Post-treatment observation

o

period: 2 weeks @,@ & @g
Observations: mortality, clinical signs, body weights, body teatu@
reflex measurements, gross necrgg \ .9 gs@
A
2. Generation of the test atmosphere / chamber desegiption @ g}g Q\ @Q &@
Generation and characterization of chambgr atmosphere @Q %@ QQ §9 C&©
%@Group 1 Q &Group\@@ < &@
Target concentration (mg/m?) géontrol (W@%r) Z 5000 %@9 @@
N . . 3 % @ &7 \A °\ %
ominal concentration (mg/m’) ~ @ < %]61620@
Gravimetric concentration (mghn’)" Qg%” @@ Q%@ © 1463 v § @ @& :
Actual concentration (rng/mﬂ\? ' N &6 &% 2678 A N §
Temperature (mean, °C) Q@ LA 2k w @3\216@ § ©
Relative humidity (megin, %) © o5 0| S 9y 2
MMAD (um) %@ & & - & Fuoll| O
o & N s SN
GSD Q> NS & 7 o 2.14 ®)
Aerosol mass < 3\um % ) < o ST 409
B v - Qi 9

Mass recovered(mg/i)) 2w

MMAD = Mass Median Aerodyn Dia

to test substance: filter r@@s x 1

<
eter, G§G tric S@dar@%ewatloﬁﬁ\z = no@ i ,
0.4, %&ﬁ lative fractio actu"&k;:oncer@ ion ﬁeglomngg:oncentration.
@

@ ©& &\QQ @(esults an\@scg%@)n
A. Mortalityc ‘& @ & S § ”\g
Table 7.1 3 Do@, mmstallty / anlmgﬁ trea@d S S) @
Actual eanentratlon d @ @ccu%@r%e Q@ie of death | Rectal temperature
(mg/ @ @esult o ©@gns % Q) (°C)
Male rats O & Q . @ o (é%
0 @ G080 5[y o~ - 38.2
20787 | @] o] 89 -7 - 33.0 *
Female ras ¢ O X @5‘0) @
&0 00|75 A e - 38.3
%2078 X & - - 346 **
. © LES >2078 mg/m?
@ N r@&axim@l tecKRically attainable concentration)

) . . . . .
* 15t numbghS numbder of de@ animals, 2" @Der = number of animals with signs after cessation of exposure,

3 numﬂger n@er of@mals §osed
B. Cl%@cal g#’erv%nonsQ
S
@ & ey

&
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All rats tolerated the exposure without specific signs.
In a battery of reflex measurements made on the first post-exposure day, none of the rats expos

o,

the test substance group experienced any abnormal reflexes in comparison to the rats of the c@trol &

%
ey

group. @ S
Statistical comparisons of rectal temperatures between control animals with/@hose in the ex%osur\eQ
group revealed a statistically significant decrease in body temperature. % § @@ 2
C. Body weight SN
. @ o
Comparisons between the control and exposure group did not reveal@ny remarka@eff n bady ©&
weight gains. AN © SRS § &
D. Necropsy N ©° @ ©& @}
Animals sacrificed at the end of the observatiorioq: Q} \@ @ 6\ w\?@ N
Macroscopic findings were not observed. & 9 A N ~ v
TR S PR @ <
o @

%II. C&fclus
o IO - S, S

The test item (liquid aerosol) proves @have@senﬂ@“y noacute @ﬁa atiog tox1® to rafs. §
The study result triggers the follow@ cl&is%ﬁca@/ la@ng: @9

_EU directive 1999/45/EC (as apfended)®” note _ ¥ ®\ <
- Regulation (EC) No 1272/2008 [CLF}. e SN O &
CREY S @ SN

N @ AN &
O N & S N L9
& & O &
S S

&) Q'  «

Sy

CP7.14 Skin irm@gtio

Report: ‘&@T‘ 7.18/01 0L O & o

Title: < Acyfy skin fiitatian test (patch &) of EOE 5043 4008C & DFF 200 in rabbits -
< rg(jg@sed Véxsmrk{)f repor 1o. 8@%5 frorFEOct het 23 d2001 -
N4

DocumentN&»  JR8100PM-083886-02-1] ¢ O @
Guidelines? OECD 40&5@C melin®.4.; ]ﬁ@/iaﬁ@l(s): one

=

B

GLP A& w & S . o « .0
@@§ %& @Q é\%a@ls a&me&hods
A. Material@ ©Q @@ @@’ @\ @@ @§

1. Test material: © 9 O @OE 5043 400:8C & DFF 200
g@pment no&g) Q§ @’jﬁo%@m%@
b

cription: e Wl@ suspension

N
\y\Lot/Batch now @@ o 20%@24 (0006)

A

Content: g &@ @@ flufénacet: 406.52 g/L, diflufenican: 205.76 g/L

Stabi@of te\s@g:%om@nd: %o @aranteed for study duration; expiry date: 2002-03-05
2. Vehicler & O & “Chone

@ © 9
3. Tes@anm@ % Q
§>ec S Q@% rabbit
Str@'ﬂ@: Himalayan

2
Weight at dosing: 24kg-2.7kg

approx. 4.5 months
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| & 2

o,

®

Acclimatisation period: at least 20 days S ©) v
Diet: Altromin 2023 (ALTROMIN GmbH@J@age, Germa@@% ©®
Water: tap water N
. A
Housing: during exposure: gipgly in specighrestrainers ywhich all edé\ﬂ
free movement @e head but@revented a (@hpl ody @

turn: before/ after exposure:é@pt separateﬁ&@n c w1@ﬁ é
dimensions @425 mm x mm x 380 @m (Dipt. In@@N. @q}

-$?» 3
EHRET H, Scho@egw de@@erma@) &

B. Study design and methods o & % .
1. Animal assignment and treatment é @@ LN S @% @Q >
o © (O $ % &’
Dose: g\i%mlg/{@[ch\@ R 3 IS @ @7 @
Application route: @;ﬁerm@% @} &6 & \© é\g %o ©§
° R
Exposure: ©Q 4 l@éﬁrs é\” & @9 Q) @ §
. < f@? N AN § N 9
Group size: Q 3 ale% S S O @@ @Q \‘”\9
Observations: @ w\%ﬁnic@? sign§ skin @ct Q. ody \%@ht@ beginning of
§ S study) S @ g Q
Q& <) AN @@a S N . @ @
9 Q I@Qes an(i dlscgion § @ '
o\ & @
A. Findings 5, @ g O @@ RN ™ )
S S > O A S
There were no ;}éﬁlc into er re@ons. §’ @ Qo &
Table 7.1.4-1 ma@% of ifritant &ffects\(Scor )© G o <®@
. O @wr)vat@ S Qﬁ@ %& o @%an&” Reversible
Animal | (after pagph removal) 24 J4%h | 92h |O S¢o Response (days)
° %rythema ( nes@ﬁd > |© T v
1@ eschar for@ation&y @O & 00©© § . &0.0 -- na
Oeden@rma%ion 7 6 N0 (é% 0 0.0 -- na
Erytféma (gdnesshand @5\9 RS @Q
2 eschar formation,” , ¢ 0Q] 0O W@ 0.0 -- na
O\e)/dema\fomﬁ%n < | Q|20 @@ 0 0.0 -- na
" Erythema (fgdnesgyand [ N
3 é eschar f%ﬁlati%:@g N %&é . @ 0 0.0 - na
\% Oedemafo 18n f"ﬁ\g Q @QO 0 0.0 - na
na = not applicablg, @ N
Response: &@- =%®gativ &r meaitscores Q <2 (Directive 1999/45/EC as amended)
@ <23 (Regulation (EC) No 1272/2008)
& o= irrit@yt for ggn scoté®) >2 (Directive 1999/45/EC as amended)
@@@ @Q <) o >2.3 (Regulation (EC) No 1272/2008 category 2)
v § @ y\g@ II1. Conclusion

S
"@?tesg@@rjn is n%th irr@ing to the skin of rabbits.
The @y result triggers the following classification/labelling:
- EU directive 1999/45/EC (as amended): none
- Regulation (EC) No 1272/2008 (CLP): none
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CP7.1.5  Eyeirritation 5 S @
@
Report: cp 7.1.501, IR ». . 2001 > &7
Title: Acute eye irritation study of FOE 5043 400 SC & DFER00 by instil@on i§ the ¢
conjunctival sac of rabbits © &% y\;\ N &
Document No: | R8086 [M-083083-01-1] Q o 9
Guidelines: OECD 405; EC guideline B.5.; Bgviation(s): pone o0 R O &
° D
GLP yes 2 2 Q & . @
I Mat@gals a@hetl@@s W\,\ %@J @6 \% o
S K G
A. Materials @ Q o Q @7 @&
1. Test material: % 5023 40@%(: & DFF Q" w S
Development no.: Q@OO{&%M% Q& %© @}\ § S S
Description: & b@ Whge susp@nsw% § @@ S %@)
Lot/Batch no: R @7205@024 06) § ©© ©© ~
Content: v o 2087
ontent: Q ﬂl%nacet 4v6. 52gg L, @fe can 6
Stability of test com(%(%nd N gérant@d for &ady du%‘atl% xpiry date:2002-03-05
2. Vehicle: ~ one§ NN $ @y\’
o © ¥F.0 . S
3. Test animals é\a > T IS w;\ S N o
Species: @ < § @@ébit > ©© @@ N S @&
Strain: @Q ©\© Q> Hlﬁﬁayag\ N () §

Age: @© @,@ %© & dﬁp@ox.@ m@s ©§ @

Diet: @, @Q @Q & Al @23 (@TROMIN GmbH, Lage, Germany)
©) ’ .
Water@
L @
H@g: 2 Q@ @ﬁ? for&ﬁ%ugs%llowing application: singly in special restrainers

@\ N ak@ved free movement of the head but prevented a
o % @ Lo mp ete body turn and wiping of the eyes;
> @ @\ clif@atization/after the 8-hour period: separately in cages
@"° N @@ withrdimensions of 425 mm x 600 mm x 380 mm (Dipl. Ing.
S %% Ry HRET GmbH, Schoenwalde, Germany)

B. Stud lgéand o @
1. Am@%l anm%lt ar%égzltment

@ose 0.1 mL/animal

ST w5 o -
ﬁ§hcatlon route: instillation into the conjunctival sac

msing: no

Group size: 3 males
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Observations: clinical signs, eye effects, body weight (at beginning of .
study) @ ©©
. . N g
II. Results and discussion S (©)
oS
R S N QS
A. Findings o8 N
Conjunctival redness (grade 1) was observed in all animals 1 hour after m%;ﬂlaﬂon Th om@ﬁ d ©
the iris were not affected by instillation of the test comp@nd. {*ﬁ %\ N é\”
There were no systemic intolerance reactions. g Q@ @© § ' g
Table 7.1.4-1 Summary of irritant effects (Score@% @ é\ﬂ Q § C&©
% K &1 R
@ Meén’ eversible
Animal | Effects 24h h | 720 | sedfes %RQesp}QQ@e days)®
Corneal opacity 0 g O@@ w@?} § 0.0 o @§JJ na
| Tritis N @@ 09 0.0> & - S @f a g ’
Redness conjunctivae éﬁ? . >0 @} @ §%) S é-xg 9 1§
Chemosis conjunctivae Q@ 0.5 & | Q0 4 O 0y - é &
Corneal opacity @ RN 60\9 0@\@ @Q --§ D na
.. 2 D <O S
) Iritis ' @ &@O qQ O@ @@ Q% 0D @® « na
Redness conjungtivae S 8@9 S0 @ 08, - © 1*
) . . & W S ©
Chemosis cownctl\@ §) @ 0 0 @0 hi -& na
Corneal opadity S\ _ (@O @ ©@% 0.0 X na
. 2,
Iritis @ S 00 N - na
Redn @nctlv@ @ @ @@9 N 0.0 g - 1
Ch@lom%onj un&lva% 0 30 0.Q_ - na
Response for mggn scordd> Co@al Irf&3 Q%Qonjun Nal O S @
1ty redn oed %
- = ne%%}e Sl S st‘ <2 RegulatioRXEC) No. 1272/2008)
G=<2 @ <1 <25 N 1rect@»l999/45/EC as amended)
+  imsitant R @ >l -@ >1-<1.5 a @ &(Reg ation (EC) No. 1272/2008 category 2)

@\; >%§<3 -<2 Qzs ‘P\,\>2 N (Diredtive 1999/45/EC as amended)
++ =irreversible @cts/ >3 1 5 S @ © (Regulation (EC) No. 1272/2008 category 1)
rective 1999/45/EC as amended)

d
na: notﬁiﬁﬁa@, *in @*c @e resu@l h p@apphc@%n &
Q
II
% @ @ é\\? é@on@
The te@em is not 11‘?@atm@o the &es (@b

Thestudy result @ers eE; fol]@rmg @sm @on/ labelling:
- BY directive 1999/45@ (a@mende ): @ ne

- Regulation (EC) No, 127 @P) Q" none
@ % RS @
< S <
<
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CP7.1.6 Skin sensitization

° @

Report: cp 7.1.6/01, [l 1. W., 2002 Nl

Title: FOE 5043 400 SC & DFF 200 - Study for the skin sensitizabion effect in @%m@
pigs (guinea pig maximization test according to Magnus§ and thmth)

Document No: | 32190 [M-071813-01-1] S @@ >

Guidelines: OECD 406; Guideline 96/54/EC, Méthod B.6.; A 712-C- %ﬂ\"l 979\ @Q
OPPTS 870.2600; Deviation(s): Th@est item co .;: Hins comme lpr cts y\g &
known to be stable and homogenQus both un &S@ed and in ready- -to-gse dil ©
with water. Therefore, analytl% determlnatl@ of the stability a dhomo@@nel %@
of the formulations in physjgfogical salin solutlog%br ad@ms‘ﬂ@lon \@re no@
performed. This dev1at10n did not limit @asses%ment @fthe @ults

GLP yes Q LY & o B @’ <

I. @erra@s and\gjet dsQ S @ B @' " @

o N

A. Materials Q@ go\g© é\ﬁ\ @Q é\g ©§
1. Test material: &© F@? 504{%00 @& &@20%@ § ©

Development no.: R @0002@463 < § &© ©@@ ©© \

Description: Q@ e whlte@USpea@ on Q o (S é%

Lot/Batch no: e 07205/0924 (0006) N & %

Content: \@ %ufe@et 4@% 52 gl dlfl‘ﬁwfemqgﬁ @6

Stability of testé@gmp : @9 gua@nte rs % dugation; cy%xplry % 2002-03-05
2. Vehicle: @ g § &sml@cal@@ine @lutmn @
3. Test anima@ \© §\ %% \\ é\ @ @ §

Specie%© @© o O g&%a p%@ @@ ©§ @

Straig; 0 (o HBeDHG s

° @é}’ § @7 5 weeks ©© § &
Weight at d &\ é\g @g -HN7g g\
Source: )
9 & I~
Q @@ @) ermany
Acchﬁ@tlsatlgﬁ pe%}@l \\ @leas@days@
D@ % § @’jﬁP @IM LKLIBA 3420 - Maintenance Diet for Guinea
& ) - Pé& (P@VOMI KLIBA AG)
\Water: %o @ N © wa{%a
Housing: @° © &@ @ con&e@tlonally in type IV Makrolon® cages; adaptation: in

< %% < gré%s of five, period: in groups of two or three per cage;
@dding: low-dust wood shavings ( Ssniff Spezialdiacten
mbH, Soest, Germany

2.5% (10 mg test item/animal)
Topical induction: 100% (500 mg test item/animal)
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1** Challenge: 100% (500 mg test item/animal) .

2" Challenge: 50% (250 mg test item/animal) @ ©©
Application route: intradermal, dermal S Q\ g
Application volume: intradermal: 0.1 mL/injection, t@pical: 0.5 tch©®
Exposure: topical induction: 48 hours, challenge: 24 h@urs

Group size: 37 animals f¢ontrol: 10, te%%em 20, ra‘nge -fi (@g T
Observations: mortality,gmcal sign @km effects y \@ht (ég@ ©@

beginnigg and termm@ of studygw Q
@
I1. Results (}c dlSCUSSlOHQ @ @ &
@ N © 9

AN
: \ @@
A. Findings &° Q@j %\ %@’ @6 \% 2
48 hours after the intradermal induction (ISt@ldu%) ¢ @j& b@’ KO N R
- control group showed red wheals % @’ @ N ©© © @j @§

- test item group showed red whealsg d eﬁgrusta ns 6 % o é\a N §
7 days after the 1* induction the fol \"2' @ects swere 1 rded@@the@xjecti Sites & S)
- control group showed Wheal n&stamns %, \@' @@ N S ©
@)

- test item group showed whe‘% ang@encru%atlon @
Second induction (topical) fr day% to t}@’end@he s

- test item group showedkgiic tatlon @the geatment area& \@ o .
A~ PO SIS
The 1* challenge with ﬂ%: 10% test itém e t@on l§t kin effeéts (gr@l%) in all test item

group animals and i y@s (6&%) of the 1 greyp (grage 1)s N
The 2™ challenge &ith the 50%§t 1t0rmu%tlon®§ﬁ to @m effe@ts gr&le 1-3) in 18 of 20

animals (90%) itythe te§p itenisgrou %ndt 0 skm\@fect the Sontrok&tou
(00%) oihe (s terggroup Bad (o tgin thego p-

o O S
Appearance%d b@wo&gﬂ@f the test 1t§%’1 gro@ wer@%ﬁ dlﬁerent @om the control group.
At the e,ng%f the study, the m@% bo 61@ of the@éeatl@mt {@p animals was in the same range

than E@of the cont@ﬁgrom@mm ©© % K

Table 7.1.6-1 Nu\@ber (@nm}@ls exh@@tmg\h Skin egects %

@Q Test 1te&rouﬁ%§0 a&@als/l & Control group (10 animals)

@, @%t it@ patch @oqtr@ patcKey Test item patch Control patch
w \")

Hours 48 |75 HTowl) 48] 72| 48 | 72 | Toal | 48 | 72

=

st ) N y Ko
I" Chalfenge | & Q @& S

100% Q@ gg 20 N 0 0 6 0 6 0 0
Z@allenge § k @ v Q
50% ) 18 @ &9 0 0 0 0 0 0

% §j o @ III. Conclusion
Q@

Under con@é? ions gf’ the x1mlzat10n Test and with respect to the evaluation criteria the test
itemsgxhi @ skinsensifi§ation potential.
'1%&1?011 g cl@Sﬁc@»on/labelhng is triggered:

é@twe 1999/45/EC (as amended):  Xi
R43 (may cause sensitization by skin contact)

- Regulation (EC) No 1272/2008 (CLP): Skin sensitisation Cat. 1;
H317 (may cause an allergic skin reaction)
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& o
CP7.1.7 Supplementary studies on the plant protection produci@ @\ K
No supplementary studies were performed. @JQ &@ @g
SIS
- o o @
CP7.1.8 Supplementary studies for combma@ns of plangprotectlon produ c%t% é\ﬂ
@ Y N @ @
No supplementary studies were performed since this plaYprotectlooduct is noté%om ndedto &
be combined with other plant protection products. @& & é\a Q § c&©
Q % @ & ) @
T &

CP 7.2 Dat
ata on exposure @%x @@

v
® o
ié N > @ @ § @j

Diflufenican+Flufenacet SC 600@00@30) i hﬁﬂi@%ld@lroa@ ;§mm % act1V1ty

for the control of Alopecurus @yosm@des \Aperﬁ%pu@vent oa al dicot
weeds in winter wheat, winter bdrley v@er TQ p @\ éﬁform%dated as a
suspension concentrate (Son‘eai?\ﬁ g/@diﬂ@ @nd 400 g/@ﬂuf@acet as active
substances. Applications &Dl@fem@Flu@enac@g SC 600 (2&@40@)@%1 be conducted via

field crop sprayers durif the@row@st@ po&t emerg\enc% B@I 1 ). Water will be
the diluent/carrier in al?sm@ons @ . @

@ oy @ S O &
A summary of ﬂ”@ropgsed ugg and@ selecﬁ%n@he anitical (J© AP @C%AP) used for operator
risk assessmen@@ pre\@lte(&% Tabf%’CP\ﬁﬂ 1-k, é@ @§

S &

CP7.2.1 Operator exposure

O N ©) N
Table C{%.Z.l 1 Suman@% p @ e(@ses Q@ \@’
@ o @ R Q
Application Q\Cm@) F@ hz;/\ %axnmuh application rate Min. Spray
D & &y o [ O (kg a.s./ha) volume
techni ue g
! mQ @Q . |OG* @ﬁo S Ct/@ Diflufenican | Flufenacet (L/ha)
Tract% Wintg)r%he%@ @’jg @f@ %@
3 Vi§erbaﬂ%, F ol <6 0.12 0.24 100
koo intetrye .0 Q@ N
Sprayer 7 kS

@)

o —
F = Field use, G&Q@}ree&o%us;? @ Q

RS
@
Operator@és’?os \to ) L(é&ican@ﬂufenacet SC 600 (200+400) was not evaluated as part

of th 5§@ diffjifenican or flufenacet. Therefore, all relevant data and risk
assessmentségie p de ere and are considered adequate.

Qh 18 3 bmlss10n is intended for Annex 1 renewal (AIR) of Flufenacet, the present risk
assessient only considers the exposure to flufenacet, not to diflufenican. Additional exposure
assessments to diflufenican will be conducted in post-AIR process dossier for Diflufenican +
Flufenacet SC 600 (200+400).
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e (Consideration on AOEL @ &

by the EU (Flufenacet, 7469/V1/98-Final, 3 July 2003). It is b on a NQ EI@@f

An Acceptable Operator Exposure Level (AOEL) of 0.017 mg/kg bw/@d@gis set for \nace@j
1.67 mg/kg bw/day established in 90-day dog study and an assessmc&t actor of 1@. @

%
R °\ o\@ v
e Consideration on dermal absorption VC@ @ é\a @\ @Q @
N A
The following dermal absorption values for ﬂyfenacet w&@ be used 1 @the@eseg&\ris ©
assessment: % Q & S & @
0.2% for the concentrate o

4.7% for the in-use dilution w @

N . %

e Summary of operator expo (E&\ %@ \& %& C}\ @Q é\f ®
Operator exposure to Diﬂufen@ +f§§3§lufengcet S€©6OQ 20@0(@& es ate&%sing the
German model! and the UK-@OE% with theSelev. sce@ri«@ ractor-méunted/trailed
boom sprayer: hydraulic n@es "Petailare ﬁen i P 1-2 afd 1 abl&g CP 7.2.1.1-1

and 7.2.1.1-2. S IS § s ® &§@\@ .
Results of the exposur%alc%atlons%re %§ma@}ed 1§f ble 7.2. I%ZQ §

@
Table CP 7.2.1- %@ P&efi@l)ct@ys@lc e@osu@ﬁs a@ropm@on oi“the AOEL
Substam‘@ \Q PPE @tal Q&stem@ %“@J AOEL*
@ <© o O K exposurg,, §> @
L N g (mg/ks byfday) ©
S & & & Germanmodd U
Flufenacet  ._["NoPPE £S7000211 g\& 12
Ol winpeg? [° goooste 3

Flufenac® O No@®PE US| .7 0,0809 476
) With P§> y it @@%?Q@b 85
ar ! @ n
# Flufendget: ° AOELR0.017 mg/kg bw/day A
1) On%dayer of typical Wak wear\(e. g. trplisers a lon, Qved shirt) as well as sturdy foot wear

2) In% ition to typlcaﬁvork }ﬁr (see\) prote@/e glo\@ are worn during mixing and loading as well as during
application.

\%ﬁ

X o
Assessm@e}l @@ @ @

R *9- 5 I s B v Bl e D (1992)

or @@rmmples forSafeguarding the Health of Applicators of Plant Protection Products (Uniform

Prm(@”& for Operator Protections); Mitteilungen aus der Biologischen Bundesanstalt fir Land- und

Forstwirtschaft, Berlin-Dahlem, no 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 2007
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The results of the calculations reveal that the situation regarding operator exposure is

favourable for the intended use of Diflufenican + Flufenacet SC 600 (200+400). @ ©©
@\ (o8
German Model S

For flufenacet, predicted systemic operator exposure accounts for 12"/@©f the systen%c A@%
(0.017 mg/kg bw/day) without PPE and to 3% when gloves are W(%l during m@ng/@ing@
and application. < & %\ N é\g

N Q@ @@ ©\ @ @
UK-POEM % Q

For flufenacet, predicted systemic operator osure acc@ﬁs for 47@ of the pos@
systemic AOEL if no PPE is considered. %Qv” ing that{l add@n to‘the typical @jork
protective gloves are worn when handling the conce tate ¢ d dL@ﬂg @%atl@? the
corresponding exposure estimate for ﬂu@acecco&ms fq%%‘yg@y th@&spectlve stemlc

AOEL. % @ % § @ @7 @&

X
Based on these favourable exposu ?ilgt @?e 1s ﬁo una@z:ept@e ri J@aate(5§ the
operator with the intended use nica® + ena@ S(‘@CCQOO ) if adequate

work clothing is worn and@n addit ion, %ro&%’we@iov@dun@g n@@ng/l&a ing and

application. @ & @, @
2 L s
CP7.2.1.1 Estlmatl%n of (éﬁrat oF ex @ure @ @ \25@

Operator exposure to Dlﬂu 1ca1%p C 6@2 +400)V§% est@ated using the
German Model, as O@M f ract@}mm@ted/@ﬂed@som sprayer:
hydraulic nozzleg

In the followin@\e a&@tmp&%ns used f%*’ehe c&]gulab@s ar@%umi@arlsed
SIS © K @

German Model @ § S %@
Treatedé?ﬁea §9 Q@ \@’
Max@@se rate § pro ct/ ie.© v , ©

- Flufenacet: &) s /I@ @\9\ R\
Operator bod@%elg% %@’ @ >
R ©\ S &

UK- POEM@ © @ NN
Treated qrea: @0 ,%,Q @g@ @

Max. dose rate: ~ & 0. pro@ctﬂé@i.e.g\%

)

- Flufenacet: & 24 k /I@% .

Min’, spray voltime: Q ©©\
Max. spray @ncentr@;o% &

- Flufen Q
Work d rs/da
Opera bo@@vm@ &0 kg§©

For lﬁoth rmﬁels

othl@g@ @ One layer of typical work wear (e.g. trousers and a long sleeved shirt)
and sturdy foot wear

Dermal absorption:
- Flufenacet: 0.2% for the concentrate and 4.7% for the in-use dilution
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Personal protective equipment (PPE): T
No PPE: No additional PPE is worn during mixing/loading and applicaties §
With PPE: Gloves are worn during mixing/loading and dur'@ the appl1n©®
g .
S & o
It should be noted that this selection of protectiye measureg™is not 1nte“ﬁ>ded 0 be@
recommendation for the minimum E neary wl@n \a
Diflufenican + Flufenacet SC 600 (200+400). I does not ¢dnsider sp@g%c ref
which may exist in individual member states. &ditional P@E can_ be UQQ to fu h t

the exposure of the operator. Q@Q} N @ Q \© & @@}
% B

Taking into account the relevant modépar@eter&gexp%me @ima}ﬁ are pre nted in

Table CP 7.2.1.1-1 CP 7.2.1.1-2. § N
Table CP 7.2.1.1-1.  Predicted syste %ex&ﬁsure tNluf@acet gégord@ to t%e Ge n mox del
no PPE and w @
Operator exposure estimate: German modelCY T 1 Auli C‘Q\ f@ Ca
Product: Dilfufenican + F @acet SCHY < N 2,
Active substance: Flufenacet © 9 as. entrati @00 Q[ i S
Formulation: Liquid @ N @E d i l@g: Re@auon @ N &
Dose [l or kg/hal: 0.6 § S @ Gloves ©
Work rate [ha/day]: 20 N PP@urmg a@hcatlon espil o None
Body weight [kg]: O%)@ © @ § & @% Hands;, Q¥ Glo
Inhalation absorption [%] ‘”\1 0 % < @ 14%?(1 NN
Dermal absorption [%)] 0.2 ( entrate) y: “Standard protective coverall
Q@Q @ “@%ﬁmnopk NI & e <
@
A TS \© L & <
) 5. hanf&d R timate@cposme\fﬂmgkg bw/day]
[kg/dty] . © N&PPE  OReduch factor  with PPE
@; I=Inhalation
4.8 @ 0. 006@ N 1.0 0.000041 D = Dermal
48RS, 0.16%6 . © 0.01 0.001646 M =Mix/Loading
. &) @\,\ %00069 % 1.0 0.000069 A = Application
w48 B ©oos 1.0 0.004114 | H=Hands
%3 4.80\% @ 0.026@ 0.01 0.000261 C=Head
4.80 Q" 0.0085 0.05 0.005486 B =Body
L L &
L 9 9
@ LS No PPE With PPE
& s @ Estimated Systemic Estimated Systemic
sopptibn [% route exposure exposure route exposure exposure
Q[ [mg/kgbw/day] [mg/kgbw/day] | [mg/kgbw/day] [mg/kg bw/day]
(N
§ g 0.164571 0.000329 0.001646 0.000003
@a7 0.035657 0.001676 0.009861 0.000463
©100 0.000041 0.000041 0.000041 0.000041
100 0.000069 0.000069 0.000069 0.000069

Total = 0.00211 0.000576
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Table CP 7.2.1.1-2.
no PPE and with PPE

Predicted systemic exposure to Flufenacet according to the UK-POEM

'

o

THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) N @§
S
App]jcation methodl Tractor-mounted/trailed boom sprayer: hydraulic nozzles LI @6 &@ ©®
Product Diflufenicant+Flufenacet SC 600 Active substance Flufe@’cet @ N
Formulation typel water-based LI a.s. concentration 400 mg/ @ 2)
Dermal absorption from product 0.2 % Dermal absorption from spray@ 4.7 %\Hb N @ N
Container| 5 litres 45 or 63 mm closure j A @@
PPE during mix/loading| Gloves LI %PE during appli | Gloves ) @ LI &
Dose 0.6 V/ha < Work rd@yday QJ 2 @ éﬁ @)
Application volume 100 Vha @ Duration raying Q6h Q ®© @
@@ N L@ 9 @
EXPOSURE DURING MIXING AND LOADING o @’ AN @ 6\ . > @
Container size 5 litres ' <) N x&? o N A RS
Hand contamination/operation 0.01 ml QO @ @3\’ @r b@ Q(\)’ %

0 . 7 S °
Application dose 0.6 litres product/l% Q@ @ Q @ Q @7 @&
Work rate W0haday %, Y N LN\ > NS
Number of o i SN N o S ° N §

perations 3 /day o @ & N @ 2o

and contamination 0.03 m]/dayQ & Ro %y < @ @
Protective clothing None @) (5& R @ @ @ Glo @ @ @
Transmission to skin 100 %S g S % ®\ % < @ 2,
Dermal exposure to formulation 0.030 n@y &) @ @6 @ &@1 5 g@ y @@ N

@ N @
DERMAL EXPOSURE DURING SPRAYVQPPLICARON KSR @Q 2 & é
Application technique Tractor-%mted%ﬂed boo@?ﬁayer:@drauﬁc Wes AN °N &)
Application volume & 100 sfQy/ha @ @ @ y\?@
Volume of surface contamination  “, § &S @“ R @
Distribution %, Trunk @~ Le Y . K % @
IS 2 AN @) N
Clothing @ Perm@ie §9 @ G@es %ermeable Permeable
Penetration S ©&100° N 5% Q¢ 10 @ 5 15 %
Dermal exposure @) \ 6 0.05\ 0.37&%]/}1 @ 0.6@ 0.05 0.375 m/h
Duration of' exposur‘§© @ 6h & 3 %, @ § %jh
Total dermal expostre’to spr§ 4@50 mlday RN © S O 6450 mlday
RPCNE N S
ABSORBEDQ%MAL DOSE % & § @ \@’
@Q Mb@ ication @Q Q Mix/load Application
Dermal exposure . QU0 o 41.@:&/@\ &\ 0.002 6.450 mlday
Concen. of a.s. product 0@ & 400 & o T4 mg) & 400 2.4 mg/ml
Dermal exposure to a.s. ) % 12.0 @9%20 y 0.600 15.480 mg/day
Percent absorbed Q (g 49 N 0.2 47 %
Absorbed dose @ Q 934, O 168Dmgday O 0.001 0.728 mg/day
Q O © SN SN
RasraiG <X &2
INHALATIONEXPOSURE DURING SP G ,%f, & @
Inhalation e e & @ @ Y
Duration ofexposure N h < ©\
Concegg?tion ofa.s. in sprg@ % 24 @ ‘N
Inhalation exposure to a.s. g§ 0.144~ng/day Q §
Percent absorbed N %@A) @ &
Absorbed dose &@ % o § mg,@@
RS
PREDICTED E S S PPE ©@ With PPE
Total absorbeddose @ ©4.85®ﬁg/day 0.8728 mg/day
Operator weigl@@ Q@0 kg 60 kg
Operaton\qgcposure@ @09 mg/kg bw/day 0.0145 mg/kg bw/day
S S
@ & K
N

&
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CP 7.2.1.2 Measurement of operator exposure

Since the risk assessment carried out indicated that the acceptable operator exposure@ilel@
(AOEL) for flufenacet will not be exceeded under practical condition: @ of use, a @dy to
provide a measure of operator exposure under field conditions was necessary _and

therefore not carried out. Q @
R © & %
CP7.2.2 Bystander and resident exposure e \ %
O @
Plant protection products are applied in agrlcultu in areas ¢ t may beééces ﬁe t@a@ﬁ\e &
public. Individuals might therefore be exposgd, who ar Qiot active 1nv@v éi\ th@%

application of these products. The individual may be tempo@lly §1
application (the so-called ‘bystander’) or w@tKing or liviag in t@& VICI Bthe &ppli

(the so-called ‘resident’). Exposure scen@nos @socmgg apgi%fcatl&n are
evaluated for bystanders and for residerfts (1%@31& &> childre &lcul@wm@re p%formed

according to the German guideline pub%hed for 20\ 0@8)3 S @§

n thgwcml@y? of &Iﬁ'

& EEN SRS §
e Sclection and justification of e GQ%C&] h%ta@ G@@ é\ﬁ @ é% O
Table CP 7.2.2-1: tical byst dent GAPY S O
able C Critica @'s a%der/r@l en@? 9 &© QO O S
Crop Ap atltm @/Iax c@’se & N@Q% % Drif é% Drift
ni%ge §) no. of - scgl\@'io ¢, (1appl.,90"
% (@ S/ a) g\eappky < «(\% percentile)
Winter wheat, | @ © N )
Winter barley 1 Fiéld @@ @ DF © Q Frej\d
: @ 1 0.29
Winter rye (1 ©& spr&@' Q?A O o & @ops
crops) & o\ b §@ N
= Diflufenigayr, u v\a
DFF = Diflufenigajr, FFASFT fe&@t @ K @ @@ S @

.9
Since thedmaximum ﬁumb f ap@catlon 1s 1ted® r@per season exposure is calculated

using the spray % Vai ﬁ@m a@ngle\ plle\ﬁO&% perc.) in 10 m distance for

bystanders and f@qemd @ &

@ \% IS @
9 1t 2T risk : : :
A summar th@exp@re calculations risk assessment is presented in the following

table. De@led calculatfons @preed 47} 2.1

P
& 2 9§ Y ey

'S, D. . I - c I - -
and G. (2008): Guidance for Exposure and Risk Evaluation for Bystanders and Residents exposed to
Plant Protection Products during and after Application, J. Verbr. Lebensm. .3, 272-281.,
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Table CP 7.2.2-2:  Predicted systemic bystander and resident exposure

as a proportion of the AOEL @ @©
. ~
Adult Chil S
u §© i (@ %Q
Active Target Absorbed Absorb N
substance Crop group dose % Q@ dose§ @f}% og&&@
(m AOEL" |  (mglkg . PAOEL]

witayy | &0 | bydapl O L@

Winter wheat, Bystander ®000056 & <1 @000@ @&1 é%
Flufenacet | Winter barley, : m % QA % <
Winter rye Resident 5" 000004\ R 0.000016¢; <k

* Assumes a 60 kg adult and a 16.15 kg child, N &’ % &“f CEEN %,
For flufenacet a dermal absorption of 4.7% for the dif@ted spt@ loo&bso@n Vi%@lnha@n route and 1Q0% oral

absorption $ °
**Flufenacet AOEL: 0.017 mg/kg bw/day; W\% \ \ @ % @@ O @7 @§
‘”\9
e Assessment @ \\ @} . @ N ©§
N N

Calculations demonstrate that <%an o and\r md&at ego ur@ Ve@§yw &s%ﬁd doses

are all well below the systerchOEé3 of flafenacet
& & @d & &’
It is concluded that an un@@eptable r%l no@n‘ucﬁlpate dator b h ch1 @o @lt bystanders

and residents. @;\’ é& @@ §@§ . > S § @ y\}
@ LN
CP7.2.2.1 Estlgatlo@y&@nder@nd@ﬂe&@ex;@ur% \@
N
The following de@mo&s and @sum@ﬁons f?r b@nde@ ma{be a;@hed

Bystanders &@erm@s @ & @ §
&
- who @e lo@ged WJ%H%)I‘ dlreg\ﬁy adf@ceq@@ the @rea @ﬂere pesticide application or

tre@ment is insprocess.or h ker@ ace
@hose preseé& ite 1 denteQ and@rela& to @)rk involving pesticides but

whose po n ﬁy pu 1s]g§f ex&mure%

- who tak & conf&)l exposurg,

- that are ﬁt e cl\Q 1n§nd/9§re wearing light clothing e.g. short
sle ¢- sh1 dé%rt ’fﬁgusegi °N

9
Residentsanay poss1bly§1ve§w0@%ﬂgear %“eathe application of plant protection products
.g. standing, orkidg or sittin garden in the vicinity of the application). They

%, may be ex@%se @plan&)rotﬁ} oducts mainly via the dermal route from spray
™ drift deposits afd by @halatl of@apour drift (depending on the vapour pressure of
the act@&e substan Ffan@nd toddlers exposure might also occur orally (e.g.

thr fith-to-fouth teansfer and/or object-to-mouth transfer - the so-called

HQ hn@and/@plcgbehavﬁ@ur“)

Exposﬁ% is G&éula d fo@ult and child bystanders as well as adult and child residents. The
Ge@n gugdanc %r gander/resident exposure is used.

&

4 Pica is typically defined as eating non-nutritive substances. Mouthing is typically defined as putting objects
(e.g. hands) into the mouth. Pica and mouthing behaviour are normal parts of development for young children.
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a) Bystander exposure assessment

Input parameters considered for the estimation of bystander exposure: @ @©
Intended use(s): Drift (D): 0.29(% (FCTM;\&m) d@f
e . Exposed Body Surface O 1] (adult@\vj)) AL
A ti te (AR): .24|kg a.s./h
pplication rate (AR) 024kg a.s /ha Area (BSA): > 021|n? (chilten) &7
mg/Ka.s. (Ghpurs, |,
60|kg/person (adults) Specific Inhalation % 0.001 adl@s) %@
Body weight (BW):
| (children) X~ S R &
& O R ha/@ase@ S
Dermal absorption (DA): 4.70{% (‘worst case') ea Treated (N@K &© 20|Field Croggsy @
Q%? o Q actopMount
Inhalation absorption . N . w\/ N
100|% ure @nor@: (o 3| mi
A): ' N i A P
AOEL: 0017|mg/kgbw/d ¥ 1 ¢ R RN .
AN > V& @
Bys tander exposure towards Flufenacet & N &% o X &
Adults &2 o [Children PN g & O
Bys tander: Dermal exposure after appligz{%n in@a spr;@\irift}g\ ‘o ) $ & ©
SDE; = (ARxDxBSA xDA)/BW O _|sBEs = (AR¥YD xBSWXDAJIBW Y |, 5©
(24x0.29% x 1 x4.7%) / 60 o @ | @4%029P%021&47%) 8015 O
External exposure 0@/6 mg#person %ema&emosm% 0.624616 @/person
External exposure 050116 o/kg b\{z’/ﬁb & |Exteppagl exposyre - 009090502 [mg/kg bw/d
Absorbed dose: 0.@;}0545@&@@/(1 O |Absorbeddose: "8 | 8:0000428 | mg/kg bwd
Bystander: Inhalation exposiire aftéx applicatff/)n in§ @7$ S N N
SIEg— (" xARXAXT£1A)/ BRS ’ . D O QBIE, = (1%s xARKA xT xIA)/.BW
(0,000 /360 x0.24 x20 3% 100%) 760 < @ | 0,080/ 360 x024 x 20X 5 x 108%) / 16.15
External exposure %667&0§%g/p§}§m E@jgnal %ﬁ@sure@\ (23.8314E-05|mg/person
External exposure (”V) ﬁllll&g& mg/kg bw/d ‘External@f)osu,@ N> 2.3724E-06|mg/kg bw/d
Absorbeddose:: O 0.00p9011|mg/kg bw/e” ‘Abs gebed dos & 0.0000024|mg/kg bw/d
Total systemic exposuf@pSEp %SDEg + SIEg .. 2 [Tothlsystethid expostte: SEy = SDEg + SIEg
Total syst(@n%@ exposure | s o K Q" |1othl sys@mic exfigsure
03 / 0.0007252 /
(absorbg@)se) @ @5/ 8 on @bsog@ dos% 72527\ mg/person
Total s%mic expos ur. o D N N Total systerfiic exposure
(absorbed dose) 3O 0.@}0556{@g/k0g@%1 O |ahiorved d%e) 0.0000449 | mg/kg bw/d
% of AOFEL: o S 0439 %@% Y |% of AGBL: 0.26/%
) © N
e N .0 O O @
IS e s
S\ L 4+ 9 @
o & @ & >
@7 N Q @ ©\
o RS <
N (g @\ R Q
@° S @ S
PR ) SR
X
& FES
S o ©
{*ﬁ @@ Q %,
S
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b) Resident exposure assessments

Input parameters considered for the estimation of resident exposure:

Intended use(s): Drift (D): 0.29|% (FCTM, 10 m) ¢ @§
Transfer coefficient 7300k’ D
Application rate (AR): 0.24|kg a.s./ha ransier coethcien it /h (adults) @ @
(TC): 2600]cn/h (childreny> | &
Number of applications Turf Transferable @ N
1 5(%
(NA): Residues (TTR): <) )% O @;@ \25@
60|kg/person (adults) |Exposure @aﬁon (H): & 2]h S N
Body weight (BW): 16.15 kg/person Airborne%ncentraﬁon Q@ none @) @ %@ &@
| (children) of Vappur (ACV): g @ S SRS
Dermal absorption (DA): 4.70{% (‘worst case') @ Q& 16.57 @d (adult%% e D é&
Inhalation abs orption tion Rate (IR): S
- pti 100|% 05'5§3 N @@9 8.3<§m3/c\{(@ildren@ @@}
. Sali rac %actor\\_ K S o Ko
0,
Oral absorption (OA) 100{% é& . ‘Z@“ f'%@} Q@‘? 50 :ii@ . S N
Q o
AOEL 0.017|mg/kg bw/d s@;"’ce Ags °fH”§g NS @j @&
Y ° :
AR ©
N Freq@y of Hamd to N N §
° 20 ts/h
RN v O] > Mg ¢
i ) q
® % D@bdgeaﬁ@ollar g S o, éf ©
N residues )t N @ Ca N R
R & < lngest@ Ratedor Q O S
@ R @ Im ng of Ghass/ > @ 25 /d
. LN
< SN @ (Ig @ & ©)
LN © N @)’ SN 2 2
Resident exposure towards Fluféhacet 2 @ﬁv § % O
Adults [Chi@ren > PN
Residents: Dermal exposjire after, yplicationdn (via a\ejjpositﬁ\\ us ed’by spray @;Q}ft) S DN
SDEz = (AR xNA xD xR x TC xH x DAY BW_@ Ep = {i:ARxNA xD x TTRX TC xfix DA) / BW
(0.0024 x 1 x0.29% x5 x 730052 x 4.7%5PD60 (0.0628X 1 xo,g%% x 5% x 2600 x@x4.7%) / 16.15
External exposure f»@ k&)60508,@8 [ing/person Extergal exp@re @ 00018096 | mg/person
External exposur O9.00008468 | mg/Kisbw/d @ |Exiernal exposure 0:90011205|mg/kg bw/d
Absorbed dose D’ 0.0000640 | mg/Kg bw/iks PADs or se: O 29.0000053 [ mg/kg bw/d
Residents: Inhalation e%posure to vapo@ D @ N
SIEg = xIRx1A)/ BW, RN B xIA)/BW
c NO)
(none@%57x100%)/6 ) « | @he x881x100%9) 16.15
External exposure . g/persony) “[External exposure\\\ mg/person
External exposure %j’) f%ig/kg Bw(/d | Exter@@) exposure mg/kg bw/d
Absorbeddose: & Q\\ ( Jhone A N Abs\orbed dg@ none
@ @\) @ < ©\ @dent@ral exposure (hand-to-mouth transfer)
@) o\ "4SOEy s(ARXxNA xD x TTR x SEx SA xFreq xHxOA)/
@ N
S @ %Q & (0.0024% 1 x0.29% X 5% x 50% x20 x20 x2 X 100%) / 16.15
% 2 @ @ Y Exfémal exposure 0.0001392|mg/person
@7 ° Q @ | ERpernal exposure 8.6192E-06|mg/kg bw/d
S NS S
%, S @ @ _fAbsorbeddose 0.0000086 | mg/kg bw/d
AN % @ ° Q Residents: Oral exposure (object-to-mouth transfer)
¥ Q
@% & @ & SOEy = (ARxNA xD xDFR xIgR xOA)/ BW
& & (0.0024 x 1 x0.29% x20% x 25 x 100%) / 16.15
@ \% Y @ External exposure 0.0000348| mg/person
& o Q 1, @ External exposure 2.1548E-06|mg/kg bw/d
m@ ©) @ Absorbed dose 0.0000022 |mg/kg bw/d
\JJ . —
Total syst : SEg = SDER + SIER + SOEy +
Totalts%steml osur@’k r + SIEg S((;I;Sys emic exposure: SEg = SDEg + SIEg +50B
syste@@xpos@ Total systemic exposure
002388 | mg/| 0.00025905 | mg/
Z;Q%rbe,@bse) @ g/person (absorbed dose) fe‘person
Total §yStemic exposure Total systemic exposure
0.0000040 |mg/kg bw/d 0.0000160 |mg/kg bw/d
(absorbed dose) me/xe (absorbed dose) me/e
% of AOEL: 0.02]|% % of AOEL: 0.09(%
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CP 7.2.2.2

Since the exposure estimate carried out indicated that AOEL will not be exceeded &er@
practical conditions of use, a study to provide a measure of bystandg exposure @s no

Measurement of bystander and resident exposure

@

necessary and was therefore not carried out. @J@ & @
CP7.23 Worker exposure % § @ %
According to the application parameters of Dlﬂufe@:anﬂLFlufena,cet SC 60@\‘200{“400) <
only intended use is spray application in winter wheat, wintetybarley andzwint e 4 an &
growth stage BBCH 10-25. In this growth sta nly few 1&@765 of the@%ants@re u@de@
and re-entry activities are not necessary 1mm@1ate!% a%r phcat@én gf’
Diflufenican+Flufenacet SC 600 (200+400)&However, e pr@ent 11s as&@smeﬁ@ sc@mg
activities in winter cereals after the 1ntend%1 use@@@ﬂl b% timated. @%7 @ N
©)
The determination of the cGAP for w%%er re: entry\f?b onn e re mengtml@ o
in the EUROPOEM 1I report® for W@}ker% osu@for four d]@erer%gaarve@ng gnar th
bare hands: S gix é\ﬁ & @a
NN @
@ & @9 S @
Crop group NS Tr%ﬂsfer efﬁeﬁmt N @Q S é
R & (c@@/h) & Q S °\@ ©
A (@) Q @ y\?@
Fruits (from treoe%) % @ °§00 @ § v R §
Vegetables: ~AY @ ¢§ %@ C%SO%6 \q;\ é é& &\
Ornament § Q@ 5000 ©© @ @
Strawa@% & % v \%OOO N §9 @& §

Exposure ogror S 1s<:@st1
crops. Thl@wﬂl maln]%occu&

[
d fo%act;v%ies t@%? involve_si@nificant contact with treated

@anu work@é ne@ssar%?

The c%émcal GAP @r w@er expOS@ tQ ©1ﬂufémca&w@lufenacet SC 600 (200+400) is

presented in the

witg tab@ \ @ é& @

2 &
Table CP 7.2:3-1: Q?'@al(}@’ﬁ oS
able @@ KS ritical GAPs @wgr@ exppsure

SN XS
Max. 3
S Wil d‘@rat" @”Wtb@ No/of | Re-entry | Duration | TC PHI
Crop(so]™ (Lha | @ /h&)\ “Stagef Cappl. | activity | (wday) |(cm2/hr)| (days)
produg\ﬁw\ [% @91) .

Winter I9FF: 0@\2 %C@ .

6 1 | Scouti 2 2500 .
cereals &@ %FF/}@ 24§@ 10@ coutng

DFF = Difluf n, FRA=F

*Transfer COQ cien

luf§cet
Veg@@ g@s as a@rrogate for winter cereals

mary, % §
ta&1 @led calcul

ns are presented in CP 7.2.3.1.

S EUROPOEM II project FAIR3-CT96-1406; Post Application Exposure of Workers to Pesticides in
Agriculture, Report of the Re-entry Working Group; December 2002

&s»ure calculations and risk assessment is presented in the following
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Table CP 7.2.3-1:  Predicted worker exposure and proportions of the AOEL

C Syst
roP Re-entry task YSTCMIE EXPOSUre % of AOEL"™ "\@ @§
grouping (mg/kg bw/day) S @@ o
&
Winter . @ AN
Scouting 0.00282 g S S

cereals o @)@ &

* Assumes a 60 kg adult @ B N N é\g
For flufenacet a dermal absorption of 4.7% for the diluted spray V @ g}ﬂ N @
**Flufenacet AOEL: 0.017 mg/kg bw/day (@Q @ § é\g é
N 2
e Assessment %@ > . © N @© @q}

S A
Exposure of operators entering treated crop@é@ within a@geptag@@level X %@ulq&i@ls &ct
standard work clothing worn by adult workerscfshoesy socks, lorg-leg pants, and-long
sleeves) working with bare hands. No pe@onote@/e e'pm@ is considered toé%litiiatc
the exposure. v @ Q © @

Diflufenican+Flufenacet SC600 (200+400). S @2 & © O
< v & & &

S AN
N o NI
R S & 2
CP7.2.3.1 Estimation o work@@ex@ure& @@% % %@ §

@
A worst case estim@ of t@ris@@f wlgrs @rin"g\a nevé@ tr%ged cfop 1s calculated using
the worker re-en‘@‘no%l pl}@e Hoéﬁnck@@. et@ (199

% o @
The following @u Gons are made: \\ O é@ Q §
-Re-@'y e@sur@is pr@omi&gﬁtly%&m thetermatioute (contact with the foliage)

_R%idues ®h the%lia@ depend o § O %
& " ppligation & N
AN =@ exténp of re air@og resfdues from &@ious applications
@ tl’fQ\Lea@irea\l@dex €§Al)égotal stze of foliage compared to surface
rea] ow, o
-Tran@er of@d fror@@)lia@ to t§cloﬂ§ or skin of workers depends mainly on

Q' the Gate y o&cc%nteu@:ith%% foliage
-Altivities with 2 sn@r @\ _cém l:ze ?é@)uped and a generic Transfer Coefficient

(TC) &pplied) N
" -Dislodgedble Foliar R@due EDFR) Scalculated using a default value of 3 pug as/cm?
N perkg astha @propo@d by, EUROPOEM II.
@° SEANS
Calculationgare @% fg@le c&al@e%ntry scenarios in winter cereals (scouting).
N O SN
. @nsg@gtion@on "@nsfer Coefficients
I %pro@g H@?micke et al. (1998) propose that a Transfer Coefficient (TC) of

Ina g:é\ﬁe
3@0 ( /pers%h)@ used. This value is considered to represent a worst case for worker
P

¢ Hoernicke E et al. (1998): Details in the instructions for use on the protection of persons carrying out

successive work with crops which have been treated with plant protection products. Nachrichtenbl. Deut.
Pflanzenschutzd. 50, 267-268
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exposure, being derived from tasks requiring intensive contact with foliage and representing_

an unprotected worker. However, where it is considered that less intensive contact with t >
foliage will occur, the risk assessment may be refined by the use of alternative Transfel’% @
Coefficients (TC). @

A TC for winter cereals is not proposed in the EUROPOEM II report. &5 a surrog@@ tl@%
for re-entry in vegetables is used (2500 cm?/hr).

S
G & O &
\ @ @
e Calculations: X ©Q$@ @Q § é\g ©&
Calcul formed accordi he f g > §§9 MR
alculations are performed according to the follywing equatien: ¢,° S
Qi). NS @@ Q @) >

D = DFR x TC x WR )%%A )%@P @f@’ «:f;y\ 5
N

where D ermadexposyre S @% g °
DFR & 7@ foligg; resjdies /§as/@2) §@
TC @— aysfer @)eﬁ“ Cient (€i’/pers n@ é\a S
WRER = Work ragé (howrs/d o S .

@pphc%tl te @s as/| (RN R
é @@ Pr@@cno&tct ( 1§0 P@ o
% LN
Predicted exposures are caiév\llated\wnh@ae maximum app{ﬁh iorfyate, hoursSvork rate, a
body weight of 60 kg an% derné*]ﬁ abs@@tm@alue 8 4.7% for@fen’@@et 9

. N %>
Re-entry in winter cere\ls @%posuire to na;z@z § N > §

@@2% S QA
D@ @(&@WR©X§ARX P

E%

«

S ng/ cm® \sz’&@ 9 hrsfdta @ kg a.s./ha
©©% ©©\= 3E x@ 2500 éﬁ § 024 x 1
D @ %600 M Rs./péBon ©) @

= son/day é’g\]
. %xy
A8 DBWE &0, o&@%bw@ (6@% pe
Sx@nlc &pos al af&sorpt
< § 6 Qeo47§§i S}

0@)@2 mg g/da@§

\

CP7.2. @ Measureme@f w@%ﬁ‘ker g@posgﬁ

Since t exposur t1 thathed out 1 d1®®ed that the AOEL will not be exceeded under
pract; tieal condltlcms of g@ay rov@ a measure of worker exposure was not
necessary and was the for&@ot cggried Qut.
@ N @ Q
O N g
CP73 D@@*ma sorption<Q

SummEy anncl\usﬁljon&@ dermal absorption
SIS

S

Flofenacép @
The e@ of dermal absorption of flufenacet formulated as an SC 600 formulation was
investigated in vitro using human and rat skin. A summary of the study is given in the
following section. A conclusion and recommendation regarding the dermal absorption of
flufenacet formulated as an SC 600 is given below.
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The in vitro study indicated that the mean percentage of ['*C]-flufenacet considered to be@ @
potentially absorbable over a period of 24 hours for the neat formulation was 0.17% a @
6.59% for the human and rat skin, respectively. The mean percentage C§C] -flufenace
considered to be potentially absorbable at the intermediate dose was 1.§2% and 19. 98% fo‘@
the human and rat skin respectively. The mean percentage of ['*C]-flufenacet co@ere be@
potentially absorbable at the low dose was 3.84% an@7 76% for gﬁe uman an&rat sk @
respectively. \e Q @ @ %@ &@
V' Q& O
In the absence of an appropriate in vivo rat stuc@he in vztro@lman skln& ueiv%r @@d @g}
alone. @@}

According to the new EFSA guidance’ th& is 1@%) s10 %ik%lt \@ t lﬁlg }g
24 hours (which is the case for this stu and%ﬁ’\fer % O e tot rptlo&m @
the receptor fluid at the end of the st ﬂgf) (‘Furre%\rlthl@alf atlgg(u hours) ¢
total sampling period that the abso b @ken as the Som ogﬁce u@}ﬁ recgptor
chamber washes and the skin sanip n%dm@all tape Stfl@' l@@% criferia wre met for the
intermediate and low dose gro@ in th@ stud? Th e?é is @o théprovision t@@ a standard
deviation equal to or larger than h@‘n ca N ﬂ@bso 1on @Q- uirey the uss of an
alternative value or rejectiofof the, stu . The @ﬂarﬁee prs the approach (&ddmg the
standard deviation to the méan tQ covgyt per 84" perCentil alue%?fth%esults. Albeit
that the notifier conmd&r@ that tHe vagie of€5% for theﬁtoand de\ﬁ@tlo it to be too

conservative, the ap&ﬂlcatl f the,guidance lts 1o Qllowmg valugs for
['*C]-flufenacet in SC%00 ulagjon. de‘&@fs see@ble@P 7. %ﬁi
@@n@ B doails sce

@
e 0.2% faithe S fomulation (4@@;;/%\ S @& <

R
o 2. 6‘%§r the-itermgdiatexiose.( &g/ S §
4.7% for t@’low\:%lose@3 g%) ©\I%9 ¢§ &@

o

/

CL
—_
o R

@ @

S RS N\
& 5T sEs
Dermal absorpt@ of ﬂﬁfen@et, gn@tvo %\ N
No study avail % @ O %@J

Sy &
Dermal ab@rptid@ of flufenacet, invitro
nacet, ifyitro g %@?

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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Toxicological studies

Report: kcp 7.3 [ M., 2009)

Title: Herold SC600: [Phenyl-UL-'C]-flufenacet: Comparative in vztrc@%rm&@
absorption study using human and rat skin. N

Document N°; M-358525-01-1 & K2 @

Guidelines: O.E.C.D. guideline for the testing of chemlcals@km absotguon Lg\zztro
Method 428 (April 2004), @
O.E.C.D. Environmental heaith and safet %pubhcatlonk}rlei%@n tes@ag @
and assessment N°28, Guidafice docum EO%”for the co@ﬁ]ct §Skll’k\9 &
absorption studies (Marci2004), & § c&
European Commission-guidance doc@nen@)@n d%smal aQsorptl@l- &
Sanco/222/2000 rev.y(March 2@@4) @ 9 @

GLP Yes & &° @ %, o [m@ 2y

S -
Material and methods % O \@ R N © @j @
Rat skin: @’ NS o &% O §
. . . @ @ N O SO A

Species, strain: Rat, Wlstar W@O% %, é\ﬁ @ & O

Source: rangg). -« % \@' @@ N § %@)

Sex: Male. Q % © S O O @@ RN

Number: 14 @ N % @’ @j@ @ @ S @© %

Anatomical site: Do s @ S

1§
Rat Skin Eagh an@al v@ k11 @ by c@’vwal dlslo@}tlo \After Qacrifice the skin

Preparation: °Was ped and r r& in the&s’tud% he@rsal skin was
r

% der@ e@by u§d of in
530

Human skin; @ @
&

\
our& m ra?ce §
N%@ber and seXs 10 orsé

m me qQ obta@%amples of ca 430

Q' 1n @@kﬂt}@

@

@QD @AIT ; essé'11 r&; to 6%&;3({%@&1@@ \@7
Test lﬁterial: @ b ©

S

Non-radiolabelld B%«ch Kooad . & &

<)
Radiolabell%@ ©®

97:8%. &
yl -UE- 14c@1ufe@©cet 3

Biteh; TH@Z% 2

@ @Spec é q/mg
D Ra%dl u&ty of Q for@latlon >99%.

Fm}mlation:
@* fo

& B

&3
S @)ml
%u@acet& and 0.3 g flufenacet/L.

e f@ml gl s§ in this experiment was the Herold SC 600
latie spe»%}"lcatlon number 102000007948) containing

nacet(40@g/L) and diflufenican (200 g/L). It was used at three

conehtrations of flufenacet: neat, 400 g flufenacet/L, 3 g

T@yst@l@: v @ﬂow through diffusion cell system (Franz’s cell modified, Gallas,
§ France) was used to study the absorption of the test substance
(exposure area of 1 cm? skin). A diffusion cell consisted of a donor

C

hamber and a receptor chamber between which the skin was

positioned. The receptor fluid was Eagle's medium supplemented with
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5% bovine serum albumin and gentamycin (50 mg/L) ata pH of 7.4.
The receptor chamber was warmed by a constant circulation of wa, o
water which maintained the receptor fluid at 32 + 2°C (close to t@% >
normal skin temperature). The receptor fluid wa;ﬁnped throw th@
receptor chamber at a rate of 1.5 mL/h and stirr continuousl% Whl@
in the receptor chamber by means of a magni% bar. § @ @@
\

Skin integrity: Before dose application, the Wategrity of' t @Skm sampl@s w
by measuring the trans- eplQermal water@ S (TEWI% étg'u
corneum. An evaporime {probe (Te eter T sys , fq;
& Khazaka) was plac curely o ¢ the t(@%ﬂf th on mher aré@
the amount of water diffusing thr h t@s skm@as @suréﬁa H
and rat skin with a W f greg er than 1 @n ere cons1d red

potentially damaged a ot used. Th ples@ re @
by new skin f@e t%%Wh@%Wﬂ@also @ted nt%rlty b re§se
in the study. @

Q "\g
Treatment: The dos repar@?lon v%s leed the 1t tl@ ne km‘@ample
with a@lpetlgg@t th @ma eJy 10 ¢xposéd skin. The
dos&@repam:uor% ere a@’aye& or ragtoa Vlty contentgby LSC) by

usuﬁ dcge che§s (SL@&O gatelose) “%ake%&efore@lurl% and after the
Q in p ocess; § S )
S 6 & WO < §
é% Thé@’ece@%r flugd p @g th@\ugh the reéﬁbtor Qﬁamber was collected
@ §glass@als Held in a fra@n colector. The fraction collector was
> rte@xdft dose@hc tion. Sampl er¢then collected hourly for

@)
© ©th tiw of 24 8h -applicati
IS e@ura 1@31 0 1me1@>( rs). A ours post-application,
& & %r éd 1

% theskinyvas sw eshly repaced 1% v/v Tween 80 in PBS
S %ph @er safine)usin tur%@bonge swabs, in order to

Sampling:

&@ @ rem@e an sthe rfon- abserbed @ose, until no radioactivity was
Q\ de@cte@wth 5%@ Mu%Ler moditor. At the end of the study (24

our hca& n), th tre@d skin and the skin adjacent to the

Qtr t@aent 0un§ s) were swabbed. Each skin sample

tap\\strlp &‘ihe stratum corneum. This involved the
@@ éﬁmrm esive tape (Monaderm, Monaco) for 5

@sec s be e tl@tapwas carefully removed against the direction of
@

N gro pr@% dure was continued until a ‘shiny’ appearance
N 1den@s W@deent which indicated that the stratum corneum
@° had ‘Qeen oved\ The tape-strips were collected into scintillation
S <\ vigls forsanalysis. “The skin surrounding the application site
@ Q rrounding@Kin) was separated from the treated skin. Both
@ @@Q @urr@ding skin and tape-stripped treated skin were retained for
{N & @ ané@ms

@
R%?oas@%r: v %e amounts of radioactivity in the various samples were determined
by liquid scintillation counting (LSC). Samples were counted for 10
minutes or for 2 sigma % in an appropriate scintillation cocktail using a
Packard 1900 TR counter with on-line computing facilities. Quenching




B . Page 34 of 36
sayer) Bayer CropScience 2014-03-14
R

Document MCP: Section 7 Toxicological studies
DFF+FFA SC 200+400

effects were determined using an external standard and spectral quench
parameter (tSIE) method. Efficiency correlation curves were prep o
for each scintillation cocktail and were regularly checked by the @se of §
['*C-n-hexadecane standards. The scintillation couiter was recalibra
when a deviation of greater than 2% was observegt when coun{t&ingo <
quality control standards. The limit of detection was taken@be @ce 2

the background values for bla@ samples in@ppropriate %i@intilla%t on é\ﬂ

cocktails. \e @ 6 & ©
& v &8
> Sy R O &
%@ Q& . &© % @ @
Findings: @ 2 Q 9o % @

) @ :

Flufenacet was demonstrated to be soluble in the recept uli“&t the @nce@ﬁraﬂpﬁof §
0.6 mg/mL of receptor fluid (procedure explainedin §i.; ria @ M@ﬁods . Duri g the
study, the maximal concentration per h%lr of @fen t in€he receptor fluid 20 mI@& ’
The achieved concentrations in the sgdy vs{:%e tth\at least 30 {‘f%geso lawer than the
determined solubility concentration@t uiﬂae so&@llit&% the @ceptor fluj as@em@§ be
sufficient to avoid any risk of backdiffasion, & ¢ &
Measurements of the homoger@y of the three centg@@ns& @0gé@j}atio@pph\éd

indicated that it was acceptable. 9 9
P % \& @@’ @J@ v @Q & ©© é
Good recovery data were §5taii<¥@d, with me@& total@ecové%ies @adi&%tivi@ in the range of

92.8% to 98.1% of the a%’ialied@ose@ N K X
$ SN
These study results&ve préser inT 1©§ 6@3»14;\(@@ o %% °\§
ese study resu e présen n e 3-
’ . ot§‘ & 5% e

o o\ & N O @
S Fo & F 2 &S
(N 9 & o 9
. o oA H T e &
S & & & o &\
A @"\@& @%\© %\@
SIS
5 S & & o &
ORI AN S RN
@ O & .09 o . O @
TS s
S\ L 4+ 9 @
@’ o & @ &S
°\ Q @\
Q N S0
N %@Q@’Q@@
S @ﬂ&@\ O
@%
&%“ﬁ@@
&§§©%©@
& ge
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Table CP 7.3-1: Mean distribution of radioactivity at 24 hours after dose application of [“C]- flufenace @
in an SC 600 formulation at the rates of 400 g/L, 3 g/L and 0.3 g/L to human and ratskin é§
samples. @ @

N &@ ©®
Results expressed in terms of percentage of applied radioact@’ty. I N
S 5 9
Distribution of g@djoactivity (% des®) N ‘N O
— @
Neat formulation: High dose D11ut10n<§ﬁtermed1ate d@ {é;gytlon@v dos¢© g
Dose Levels (SYP13418, 400 g/L) (SYP13421,3 /L) (&r13 &) A
Species Human (n=6) Rat (n=6) Humang=5) Rat{u=9) Hu@ =] R (=5
Mean | SD | Mean | SD | Mean] SD | MeaiR| $D- | Méan | 8D | Medn | . SD
4 >’
SURFACE @ﬁMPARTMEx_I @ X O g @
Skin swabs (8h) | 95.28 [ 1.80 [ 89.60 [ 2.34 [ 88.87 [ 571 @63 N14.99 7.77% 3.84"F 63.41Y 6.00
Skin swabs 2
D S SN
(24h)* 005 | 004 | 027 | oa7 P 171 ] 253G 3.500° 3 1.@’ €26 | 5w |,265
Surface Dose % S Y K N N @ )
(tape-strips 1&2) | 0.05 | 0.02 | 137 | a3 | 0¥ Q}Z Q.66 .09 Po46x] 044 6.8} 5.45
Donor chamber | 0.06 [ 0.02 [ 021 [@.20 |~0.05 [©.05,[%021 § 0.1¢ Y 0.135] 0487 048 [ 0.05
Total % non- R i Q) @‘% @
absorbed 9544 | 1.77 91.4@@ 2.3§Q§ 9m7© 302 7\&@ 995 | @977 1934 | D503 | 597
N SKINGOMPARFMENY O o ¢ -
Skin ® 0.05 | 0.05 | #93 K 0.94 56_100.68 [0, 3.04 2.9%] 020 %8 159 | 2.29
Stratum corneum S q N @ ~ @)
¢ 004 | 002 46 | 2257 o 086 | 947 | 30 €40 | 030 | 6.84 | 4.02
Total % at dose & Q N Y < y\:@
site 0.10 | 006 | .57 | Dus @89 1.04 11250 9.69 Y 0695 0.45 | 8.43 | 5.94
N ECEPTOR COMPAR @ME% N . D)

Receptor fluid @ @ S Ao Q &

(0-24h) 0.069| 041 0§ w24 09 082 | @49 | 3.54.| 313 | 090 | 8.70 | 3.87

Receptor fluid N) O ~ o[

terminal L6803 N0.03 [ S0.690 | 043 0.0 ] 0.01 o§ 0§ 002 | 003 | 063 | 033
Receptor D g [« O «. $
chamber 0.0/%°| 0.0% 009 0.08 o@%. ﬁ& @M @6.35 n.d. n.a n.d. n.a
Total % dir f? %, %J ) O Y &
absoﬂ@% 0.08 1C9.03 @1. 03 <@0.39 0.935) 0. 6& 748 | 423 | 315 | 093 | 933 | 3.9
g gy VY o
T 0taff% o \ @@ N %\
Potentially S & § . 2o '
Absorbable 0;13’ Q.05 @ 9 1233 | sz Q67 p1998 | 876 | 384 | 134 | 17.76 | 6.42
TOTAL % ) Y - o &
RECOVERY @95 62 { CQI 75@ §98 050 0.8®\ 92.00° | 2577 93.05 | 2.08 | 93.61 | 1.88 | 92.79 | 0.96

: sum of ra
: sum of

SD: standard devi

n.d.: not detectedy(below thelimi detecﬁ@)
n.a. : not appl@e N @
n: number of skin cellwised fa@galculation “Q

In the abov@jable,

roundin

@
<

&

Q@

2 ctivity found m swab
b oactivity foun&hn

°: tape-strips excludmg

d: sunief radloactwltys@lndl
e total % directly absorbed @tal 0/‘@%dose sit

diffefgnces regulting
&@ O @ RS

erm e on gm@n su o@dmg swabs.
ski er tape dtrippi procv%ure and in surrounding skin.
ers & W] h are c§g51dere@) be non-absorbed dose.
ptor @ﬁd o, @tor fluid terminal and receptor chamber.

&

presefied megh’do not always calculate exactly from the presented individual data. This is due to

the use of the spreadsheet program.

TS
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Conclusion: .

The dermal penetration of ['*C]-flufenacet through human and rat dermatomed skin fro @

SC 600 formulation was investigated at three concentrations corresponding to the neat

product (400 g /L) and to two representative dilutions (3 and 0.3 g/L), r@cﬁvely. o @ @@
g

Overall, the dermal penetration of ['*C]-flufenacet in the Herold SC.600 formula@q hﬁgh 2

human skin was low at all concentrations used. In addjtion, the ab@fptlon was b Nwer

human skin compared to rat skin at all concentratiofg-used.

@
Q @Q @ éa é
The mean percentage of flufenacet in the SC 6@ormulatlo<§that was c%@de&eﬁo

potentially absorbable (directly absorbed pl [ rema ining a se sfie) over'a pesiod %@K

24 hours for the neat formulation was 0. 17% and %59‘V g@r thghuma@and@ @t skl{% N

respectively. &

The mean percentage of flufenacet i C%OO ul@lon wa@zons@ered t§

potentially absorbable (directly ab. @ pJus re zmng@zt d@,\g} Sit er, erl

24 hours for the intermediate doste 6t&gas 1 o aﬁ@? 9 an @% ra@km
&

respectively.

&

@ &
The mean percentage of ﬂﬁ@nac n t SC 600 fonﬁulah@Qcha as co@mde@ to be
potentially absorbable (dzr ctlmbsor pl totaliemaiiing osg ! §ite) Qyer a period of
24 hours for the low d& rate as 17g 6% @x the ﬁ@nd @Skm respectively.

According to the EFS@ gu} nce@her § %Vm@i th %Vhen@he sampling period is

24 hours (whlch c4 ase fo 5f th@ total gbsorption (material in
the receptor flua¢tat end&&a th tudyg\ wmmn g duratlon (12 hours) of the
total sampli er@&hat@e abspipti @’wﬂ ‘Zﬁ’@e tak@q as of receptor fluid, receptor
chamber es dAd the'skin @mp xcl ape strips.s< ese criteria were met for the
1ntermed<1;%})e and lovg@ §u 1s S dy herals&@% provision that a standard
dev1abff$ equal to ofZdargefthan

&&he niféan o&he ab@)rptlon requires the use of an
alternative Value@\reje@ﬁ)n @he stuy. The guidance a&efers the approach of adding the
standard dev1at@§ to to oQg er t&@ﬁppeg&h Percentile value of the results. Albeit
that the notifigr co ers t@t th@ alu *@f 25@ &§ standard deviation limit to be too

conservativ§)the e@ph& esu in the following values for
[14C]- -flufénacet in the @ m&@iloﬁ’@ ord @talls see table CP 7.3-1:
0.2% for th@nea ormy%tlon@ﬁoo
2.6% for the m@‘n te dose (3

o 4.7% the low dose (0.3%/L
0 f@ﬁ % w (@ )Q
& @
SO s O
CP 7. 4@@ Qva%la%le @mologlcal data relating to co-formulants
SIS
C@F I]@I TIAL mf@atmn data provided separately (Document J)

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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