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Cp7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT

INTRODUCTION @@

This document summarises the information related to the toxicological st s fo plant@'otec

product DFF+FFA SC 200+400 which contains the active substances ﬂ acet dlﬂé%:nlca

Flufenacet was included into Annex I of Directive 91/414 in@( 03 ( ectlv %03/ %@C)
Diflufenican was included into Annex I of Directive 91/4g§m 20 Dquéave 20(@66/E@7

@ 0% S
This product was the representative formulation for tl@mclus@q of dlﬂufemnto é@mex I
Directive 91/414/EEC and has thus been evaluated & rdmé@o @m Pr&
The Review Report for flufenacet (7469/VI/98 uly&&%) i ns1d d to p@@lde the
relevant scientific information for the rev1ew@t ct
@’
The following table summarises the flufe cet E@dpo@ and ghtre di{g@rent thvse used in the
evaluation. § & @ é’@
NS . & 9
. Flufenacet*EU fl/ pmm‘s’// Fl acet @ﬁd -points used when
End-Point (7469/\98 F@&b 31 Tyly 200§)’ différent from EU end-point
AOEL 0.017 mg/kgbw/d ~> 2R
(90%day an@aear&@g stutlg?x?vnh a9 @Q
ty factor of {09) N\
Dermal penetration*® &nce@ ate: @% Q @ ‘Concentrate: 0.2%
>S raydilutions: 60‘7 9 %pray dilutions: 4.7%
Q| P & Q )
SN i
favitro an per (In vitro human/rat skin study
© .| with W performed with DFF+FFA SC
A GQ @ 200+400)
*Since the #elusi eti \Annea@?a sﬁ@las been performed to assess the dermal
absorption of flu acet in the formulatiof DFF+FFA SC 200+400.
cacet n the forgulatio] é&
O &S &
& @ » S
O\ @ @
6 @ K <,
Q O ©© N
@ @© & o 7
AN N @ . O
NS
O
w
&
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CP7.1 Acute toxicity
Summary of acute toxicity

The formulation assessed in this dossier was the representative formulation for the inclusion of
diflufenican into Annex I of Directive 91/414/EEC. @

All the acute toxicity studies were evaluated by the Member States as part @e E&%pean review and
were considered to be acceptable. No new studies have been performed. .« @ O 9

The toxicological studies were performed with the formulated product @F FtF@%SC +400Qvhich
is in accordance to Specification 102000007948. The spec@fation of thmg%duct s notzchanged
significantly since the EU review of diflufenican and t &ore aflthe studies onsgg%red to be
valid for this submission. Full details of the formulation@peciﬁca@on and elat% idginmg Statements
can be found in the confidential part of this submissio&@ocuﬁ@\nt J ofthe praduct dos§idr). é%

The table below summarises the results from th&@cutoe @(icol&@tal s&@ies co@ucte@ith the
formulated product DFF+FFA SC 200+400. Q SN @

N O &
At the time of study conduct the test subst ned FOE 5043 460 SC &PFF 200.
e time of study conduct the test su sancg\&gasn @@0 @%@ @ é%
Study Result O Q Refer%;@ W

Acute oral rat LDso: >500 <2§@ me/kbw @ @@ 52002
Q) & S CRY:1.1/06TM-055334-01-1]

Acute dermal rat LDso: >40(@%g/k§@v é@ o F F., 2002
Wl @ ©OCP7°82/01, [M-055277-01-1]

s <

Acute inhalation rat | LCso:"~2078 @m3 & © Q ,J., 2002
(m% tech%®taint@@ con,cg%ﬁratio@) .1.3/01, [M-036417-02-1]
Skin irritation rabbit @%mt TN ~ .., 2001
@ X O @  5'CP7.1.4/01, [M-083086-02-1]
Eye irrtation rabbit &4 Not irtitating_ o’ 6@ . .. 200!
Dl e @S R & CP 7.1.5/01, [M-083083-01-1]
Skin sensitization @mr%@ § Q@ N B = W, 2002
guinea pig ‘s S @ CP 7.1.6/01, [M-071813-01-1]
(maximis@ espy] &N O &N &
%

The test item i\mod ately t(@c aft%\acute&oral administration and non-toxic by dermal and
inhalation routeg of exfiosure #rats. It\is not i@tating when applied to the skin and eyes of rabbits.
The test itegn@ positi¥é for skin sen atim@sing the maximisation test.

N
S L s &0
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The following classification/labelling is triggered:

- EU directive 1999/45/EC (as amended): ~ Xn (harmful)
R22 (harmful if swallowed)
R43 (may cause sensitisation by skin contact)
R48/22 (harmful: danger of ser@ S darnage to health

by prolonged exposure if sw owed‘ﬁ&rwed‘um t
classification of ﬂufenacet@ kt(%

%
- Regulation (EC) No 1272/2008 (CLP): Acute Tox Ca @? H302&Charm%@$1f sw&owedi)\y

Skin sensiti; IS (rna cguse \allerglc

skin reactl@;\sg @ Hé% \X? @%%

STOT %@ H }may &anse d@ge t @gan

throug@prolo@ repggted expysure; @rwec@@m the

clas@ﬁcatl(m@ ﬂufe%acet)
AN S

CP7.11  Oral toxicit 9 & & &
y & S 5O @ &

Report: cp7...uo1, IR Y. 2002  © S @

Title: FOE 5043 400 SC ﬁDFF 200)(c.n.: @fenao@% Qlﬂi}femc&)@ Study for acute
oral toxicity in ratgy) ) @

Document No: | 31921 [M-05533%201- N @9 S @& Q@

Guidelines: OECD 423; %H‘CCHV >/548’/EEC Afidex TV, @Pa ByB.1 tris; US-EPA OPPTS
870.1100;"Reviati : The test subsfance igy commercial product known to be
stable and homogenous ifboth ufidiluted and in Q@-to-use dilution with water.
Thereé’ cal de%ﬁmnatl%ns of{[ ility;and homogeneity of the aqueous
fo n}@tlons@ re Q@erforﬂi@d .

GLP Yeo @g 9 A

N
©© @1, Maferials @% me@
2 S

A. Materials & o\
1. Test ma@l' S« ©F0E\043 e %0 & DFF 200
Development@o.: © @ 30@’24845@

N
Descr1pt%§§k é\a Q@ @%lge @te suspension
Lot/Batéh no: @@ B § 072@/0024 (0006)
Cont@t § é i&@nacet 406.52 g/L, diflufenican: 205.76 g/L

ility oftest C@lpound@ ,#uaranteed for study duration; expiry date: 2002-03-05
2. icle; © 9 N ©\ demineralised water
Q& N <@
3. Test antimals % § §\
Q oy Wistar rat

Species:

Strain: @ HsdCpb:Wu

Age: @ males: approx. 8 - 9 weeks; females: approx. 8 weeks
Weight at dosing: males: 210 g - 224g; females: 154g - 163g

Source I Gy

Acclimatisation period: at least 5 days
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Diet: "NAFAG® No. 9441 W 10" (Eberle Nafag AG, Gossau,
Switzerland)
Water: tap water
Housing: group caged conventionally in polyca@nate cages;

bedding: low-dust wood granules type BK 8/15 (S&iff,

Spezialdiaeten GmbH, Soest, G&@any}&@ O @@)
B. Study design and methods @ @ &% S’%
1. Animal assignment and treatment @6 Q& . \\ %© o\%
Dose: 500 - 2000 mg/]@bw Q K\ o R
. @ N N NS 9 °
Application route: oral ' 65\? @ § § é\ﬁ
Application volume: 10 mL/kg £© RS Q@ @ @) @
Fasting time: before a@inisﬁs&?on: *Napprox. % +1 1S @@
after inis@on: g}g ap&r@. 2 hofiis @&
Group size: 3r sex/gr%lp Q@ S o8
. S & S @
Post-treatment observation N QO @ L LR @@
period: @4 d@@ A %@ ©\ Q&
Observations: @© mo@hty figtical @s, b@ Weig@@gross necropsy
Ny 5’ SEF{
. 9D 11.@®ésults and discussions N
i N S AR S S
A. Mortality % o O '~ L & Q&
Table 7.1.1-1 Doses, m ity /Animalsfreated S N\
Dose @)xim@cal ?b Durktion og?gns “\Time of death Mortality
[mg/kg bw] G result* o % O @ [%]
O oo A7 @ Malerats &
500 & | .. o S ~3d | - 0
SO § % @w %Qemale%@;tqs
2000 .9 B33 Y LY 1h¥sh 2h - 5h 100
500, S| A 0 «] h-4d ~ 0
9 9 5 Dso2>500 mg/kg bw

* 18t nu@r = n@er of %{J animafgy2nd num%@r = number of animals with toxic signs,
3™ qumber =@ ber of arimals

%al @serva?@@s 5

B.
At 500 m, bw w

N
v

males motHity v%s decreased, an&ﬁh females gait high legged.

At 2000 mg/

coord@ated, and breathing laboured in both sexes. Additionally, in

femafes mo@jty and reactivity were decreased, gait uncoordinated and spastic,

position abdo inal,%eathing aboured, and in one female atony and in one animal increased

salivation was obﬁﬁed.
The signs observed started 45 minutes after administration and lasted up to day 4.

C. Body weight

There were 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 slightly
collapsed lung.

No gross pathologic changes were observed in animals sacrificed at the end of @f study period.

II1. Conclusion &
The test item is moderately toxic to fasted male and female rats after ac@ral %}‘sure @@
The study result triggers the following classification/labelling: @ Q\ & §
- EU directive 1999/45/EC (as amended): ~ Xn (harmful) N Q . %
R22 (harmful,if sw WedK\ % %\
- Regulation (EC) No 1272/2008 (CLP): acute ToxgEat. 4 " ©\ @Cf@ v’
H302 (g;mful @-wauov@& S & &
& °\ % & @
R S o @
CP7.1.2 Dermal toxicity v § @Z\g ©§ @’Q &@
= S Q7 @ 8T N O
Report: cp7.1.201, IR F..2000 2 o
Title: FOE 5043 400 sc@msls 260 (c. &@[ufen@%\t & Diftufenieat) - Study for acute
dermal toxicity ;@ Q Q m@
DocumentNo: | 31920 [M-055877-01-1]7  «_° @ @ S
) \W
Guidelines: OECD 4022S-EPA,712-C-98-192, OPPTS:870.1260; Directive 67/548/EEC,
Annex V, Part B@Dev@on(s) one ) &
GLP Yes AV ﬁ@ T N L9 . ©
& R I.ygteri@%nd l@thodK%
, S o
A. Materials € @
O @

1. Test material: O K\ §§043 @3 SC.&DFF 200

Developn@t nos; v

Descg@on § & @%elge\whlte s@%@ensmn
Lot/Batch 13@@ S 07%@7/0024%006)

Content: % Q@ enac@ £406.52 g/L, diflufenican: 205.76 g/L
Stablht{@)f tesg,,@@mpom &uar@eed for study duration; expiry date: 2002-03-05
2. Vehlclé @ non@
3. Tes%mmal@

ecies®y © & \Wlstar rat
1 @ @ @ o .

Strain; N Q\ HsdCpb:WU

Age: § 69 @ males: approx. 9 weeks; females: approx. 12 weeks

Weight a osugg5 males: 233 g - 258 g; females: 207 g-224 g

Source: = Ye—"

Acclimatisation period: at least 5 days

Diet: "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, Spezialdiacten GmbH, Soest,
Germany)
B. Study design and methods <)
1. Animal assignment and treatment %@ .
Dose: Dose (mg/kg bw) Surface are?@cmz) (%Rangéag/ cne)
males 4000 2%@@ @ 46651617
females 4000 o0 T g 56.99
. . . N O X
Application route: dermal, seml-occllilia@e dre@;ng 0N %, N
Exposure: 24 hours @@ O\© gix \@ é;’ .
Group size: 5 rats/sex/group, @;\? @ @Q § &
] i O ¢ @ @ ¢
Post-treatment observation & o % &
period: 14 days Q \\ N Q @@
Observations: mortality, clin'@@ signé}kin e &cts, bddy weight, gross
necrgpsy Q Q@ @ 0
IL. Results @nd disgission> < @
& @ 9
A. Mortality ©Q Q é\g \@ @Q
Table 7.1.2-1 Doses, mortality / a@mals&reatedf\g Q) m@ . ©
Dose Toxico}ogﬁal €y Occurrénce of ~ Fime of death Mortality
(mg/kg bw) results* sV Ssigns, R, [%]
Male rats D &© - NS L2 .S
TR S P S A TR I R
Female rats @}Q) S . ©@ @&
2000 Y0 L2 | @ | O 20N - -

o O g 4000 mgkebw

* 15! number @umber m@ad anima/s, 2nd @mber = number @ﬂimals with signs,

3ud numb& umberdf animn the @p @7\ %,
B. Clinical obsexyitions N

2, ©) . . .
At 4000 mg/k&fﬁl twodnales afigh two ales #ait was uncoordinated on day 2. This effect is

considered a§zmost pfébably"tue to {SEJ occlusive dressing.

Locally, t@tream@ﬂt ar%was 6&

(pwish dibcolored. The discoloration started on day 2 and lasted
up to d% 15. ©© <@ %\
C. weight @@ & \@
Body Weigq@and b@y wel gain@males were not affected by treatment.
In one female athansientbhody weight decrease occurred (day 8), probably due to the stress caused
by occlusive sing. %9 the g@d of the recovery period, in one female the body weight was

t

decreased. This diffekence to the previous week is regarded as not toxicological significant since the
animals attained adult weight and the observed body weight change is in the biological range.

D. Necropsy

The gross pathology investigations performed at the end of the post-treatment observation period
did not afford any treatment-related findings.

III. Conclusion
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The test item is non-toxic after acute dermal exposure.

The study result triggers the following classification/labelling:
- EU directive 1999/45/EC (as amended): none

- Regulation (EC) No 1272/2008 (CLP): none @@)
AN N
: S
S @ O o
CP7.13 Inhalation toxicity @@ @%’ % %

Report: cp7.130, 1. 2002 O NN
Title: 1* revised version of report-no. 3¥%66 as @2002@-13 - @@’E 5043, 400 SC

& DFF 200 (c.n.: Flufenacet, Ditfufenican) — Sy on @te inl@%%ion 2

toxicity in rats according to QECD %\.-‘ 03 @ Q) ﬁ@
Document No: 32133 [M-036417-02-1] & -2 A7 T T &

P - 2 S

Guidelines: OECD 403; Directive 92/69/EE€; US- EPA 712C-98-193OPPTS/870.1300;

Deviation(s): none \(\% N O Q) @ 5(\%
GLP Yes K S v

2
I.Qﬁteria@and i hod@)@ N @@
O R S O
A. Materials ©© Q & SN ©@
1. Test material: . FQE5043 400 scabrF N
Development no.: XN

S00248463 ¢ o~
Description: %, ©©Dei @nite&%pensi@ @Q
N ; S
Lot/Batch no: @ Q& O@)S/OO% (0006)™> %
Content: S @ %fenac@ 406 g/L,@ﬂufenican: 205.76 g/L

Stability of teséémpoun : guar@&eed forsstud ation; expiry date: 2002-03-05

2. Vehicle: Q @@‘* d@sed gger §

3. Test animal&? N N Q @
Speci&@\ § & ©©@%Vis rat $§
Strain: \© @ F&d Cp@gWU

o

S
S
s
s
S
=
=+
=3
w2

Age:
male§M88 g - 214 g; females: 164 g-176 g

v
Weig@{ﬁ dosing’
sl & & S _ Germany
@imati&ion @%@riod: © Gy least 5 days
ict

@ ©\ standard fixed-formula diet (NAFAG No. 9441 W10 pellets

) N
ey S @, O . .
2y % § Q\ maintenance diet for rats and mice)
Water: § Q) % tap water
Housing: % singly in conventional Makrolon® Type II cages; bedding:
3 type BK8/15 low-dust wood granulate (Ssniff, Soest,
Germany)

B. Study design and methods
1. Animal 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

period: 2 weeks @@J)

Observations: mortality, clinical signs, body weights, bod temper&ture,

reflex measurements, gross necrop@ @% © &
2. Generation of the test atmosphere / chamber description @@ @ % %@
Generation and characterization of chamber atmo@:ﬂzre A '~ § @w@
Grogg@ KQ qu@up 2 é%\ *z”;y\
Target concentration (mg/m?) contr@fwaté’& @%&5000 § @@:@ v’
Nominal concentration (mg/m?®) é&” -- f,@’ s 16]@@ ) §
Gravimetric concentration (mg/m?)" @5& N, A\ 1463 S @
Actual concentration (mg/m?) & o @&2078 @A§ &@
Temperature (mean, °C) § Q\\Jﬁl.%@ LN 216 0@
. .- B @

Relative humidity (mean, %) &\ & 3{@ A : «z«s @
MMAD (um) S & 9] 380
GSD N S o - & | D
Aerosol mass < 3 pm (%) N W) ST 469
Mass recovered (mg/m3) N S & & o 392

MMAD = Mass Median Aerodynan;i&Diam@GSD %eometr@tandar@eviat' ; - = not applicable, ) Conversion
to test substance: filter mass x 10%0.4, 2 ive f@)n of;a(%al con@ltration&minal concentration.
QO S .

~ S ults and discussion
& KPS

@ N
A. Mortality N X @@ @x
Table 7.1.3-1 Dosés) mortality / animals reated O~ O

N

Actual concentration 0Xl1 %wal é@Ocm@Sence ob| Time of death | Rectal temperature

(mg/m3) 9 - result* m@ Qigns@ (°O)
Male rats &@ M&Q ;\x §> @k S
0 s 0 Q1 5 ’ & =" - 38.2
2078 =, L0 [0 | 5] O ~ 33.0

7
TG A S

0 O | @ 0O 5 - ~ 383
0

8 @O % - - 34.6
< Z

& @ | O LCs:>2078 mgm?®

v %axi@%m technically attainable concentration)

R) . . . . .
* 15 number =@ber of dedd ani Is, 2" number = number of animals with signs after cessation of exposure,
3" number = Humber %animals 1g%osed

o o [\
B. Clinical obserons
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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 exposed to

the test substance group experienced any abnormal reflexes in comparison to the rats of the control

group. 2

Statistical comparisons of rectal temperatures between control animals with tH8se in the exposure

group revealed a statistically significant decrease in body temperature. - S N° &
@

N
C. Body weight @ © @
Comparisons between the control and exposure group did n(geveal &r@rema le @%ﬁ on@?dy
weight gains. \ .
ZE SN & N

D. Necropsy C‘Z}g Q & Qp é;’
Animals sacrificed at the end of the observation period? %\ @7& § § &
Macroscopic findings were not observed. %

p g ©@’ @ @° O @

1L C@lum\m S Sy @

@

The test item (liquid aerosol) proves to have ntlao acutg mhal@§>n to;@ﬁy t(@ fats.

The study result triggers the following clgsﬁilon@bell N @ 03

_EU directive 1999/45/EC (as amended)@ nond. o2 N %@ @

- Regulation (EC) No 1272/2008 (CL none & @ N 2

S & SN
SCRNC R SN
%\ °<\g @) Q s
o e e . & \
CP7.14 Skin lrrltatlo& §» < o Q

)
Report: CP 7.14001, w 2001 9 N

Title: Ac §km 1@non feét (patosgtest) gf%E 59%3 400 SC & DFF 200 in rabbits -
’i

d ver§fon of r%r‘c 10.Q0 Oc@r 23rd, 2001 -

DocumentNo: | #8100 [M-083086-02-1 O P

Va)

Guidelines: D EC/[®47)4, %guld@e B.4§§Dev1a@(s). none
GLP D yes” N

Cy @
&@ @Q (& Ma@ials ﬁmethods

A. Materials &\ %, @

1. Test matepial: @§ % 043 400 SC & DFF 200
Deve@men 8463

1pt10® @ bg}e white suspension

@ ateh no: & @205/0024 (0006)

onté@ @ @@ o\© flufenacet: 406.52 g/L, diflufenican: 205.76 g/L
Stab111ty t co@ound S guaranteed for study duration; expiry date: 2002-03-05

2. Vehicle: V % @ none

3. Test animals &
@

Species: rabbit
Strain: Himalayan
Age: approx. 4.5 months

Weight at dosing: 24kg-2.7kg
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DFF+FFA SC 200+400
Acclimatisation period: at least 20 days
Diet: Altromin 2023 (ALTROMIN GmbH, 1@ Germany)
Water: tap water S o
. b i secialSaind® Vil
Housing: during exposure: singly in special sestrainef hicKallow

free movement of the head but nte co te body
turn: before/ after ex@ure: kept sepdrately intages wi
dimensions of 425 ngn x 608 mm x 380 m ipl.o@?f W.

EHRET GmbH, %boenw e, Gérmany) &7 %o
. N N 9 o
B. Study design and methods @« RN N
. : N OISO N
1. Animal assignment and treatment O ¢ @ @ @ @
Dose: 0.5 mL/p@gh \O\ o\% S @ @@
Application route: derm%kg § @3\9 @)& @’Q S
Exposure: 4 hoty R Q@ 5 S @@
Group size: 3@1% é @f@ & %@ @
Observations: @nic igns, sKin eff%@, bo@/eigh@ beginning of
©© study)) & § @ ©@
N LN o
¢ IL &sults and disc@ésion&© \\
A. Findings S § S & R S
There were no systemic ir@éran c@actio%s:- ~ q\@) O\Q
Table 7.1.4-1 Summa.gi@f irrifant efg@s (Seere) o, =)
Observati(@© S 9 @} Mean Reversible
Animal | (after pg\t@ removal) @§24h éﬂSh Q©72h h@ scores Response (days)
Erythema (re@ss) g N) N
1 escgg@forn’i&(ion Q? (f’@ ‘@ @) 0.0 -- na
@em&@mati}ﬁi@g LO0 N0 o 0.0 - na
\’J o
Erythewa (redness) a N
2 esclgﬁ%form@n @1@ QQ & 0 0.0 -- na
Qg@éma @%‘natior& (&b Q 0 0.0 - na
@'yth (red;@&s) an@< N >
3 | eschapformation ©| O 0 0 0.0 -- na
<> | Ocdema fopmation.  |~.0 | 0 | 0 0.0 - na
na=not applicable N
Response: &7 -—%: nega@or m@\scores <2 (Directive 1999/45/EC as amended)
<2.3 (Regulation (EC) No 1272/2008)
= igritant for f®4n scores >2 (Directive 1999/45/EC as amended)
@% >2.3 (Regulation (EC) No 1272/2008 category 2)
@ III. Conclusion

The test item is not irritating to the skin of rabbits.
The study 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 Eye irritation

Report: cp 71501 [ IR . . 2001 @
Title: Acute eye irritation study of FOE 5043 400 SC & DFF 2@% by imstillatiofnto t
conjunctival sac of rabbits @ @ @}%
Document No: R&8086 [M-083083-01-1] < @ . @ &% §
Guidelines: OECD 405; EC guideline B.5.; Deviati@%}): none RS O
GLP yes é}” . O qf% v @)‘2}\9
T 2
I. Materials alggneth@ v @@© ©§ &
@
A. Materials N °\© . Q AN @ §
1. Test material: FOE 5043 300 SC'& DEE 200 s & @
Development no.: 300463 Q© @Q % > @@
Description: beige © hit&suspe %, @ @
Lot/Batch no: 05/0024 (00&@ @Q o\% S

Content: @%ufe@et: 4%.52 g/@iﬂuf@ an: ﬁ% g/L
Stability of test compound: © glglimnteqd\%r stu@)Qurat' ; expiry-date: 2002-03-05

2. Vehicle: O\@ @e < & @ A
3. Test animals S Q | X &)
. Yy O . ~ .9 . &
Species: N & r@lt < BN %\
Strain: § @Q Nimalayan @@ N
Age: ©© @& .

S
N NS
Accliﬁniso t\?@ perio@ & a‘rp&@y‘c 20 (fe%js
Diet: AN Q@ @@romi@O% (ALTROMIN GmbH, Lage, Germany)

3
Water: fi@o\a @@ o §Xap w@er

Hou@g: N LN for $hours following application: singly in special restrainers
% ©© © @© w@ch allowed free movement of the head but prevented a
@ ‘@mplete body turn and wiping of the eyes;
§ Q@ §@ acclimatization/after the 8-hour period: separately in cages

N
S @@ ,  with dimensions of 425 mm x 600 mm x 380 mm (Dipl. Ing.
% N S W. EHRET GmbH, Schoenwalde, Germany)

B. Study desﬁan%nethod@’

1. Animal assign and treatment

Dose: 0.1 mL/animal
Application route: instillation into the conjunctival sac
Rinsing: no

Group size: 3 males
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DFF+FFA SC 200+400
Observations: clinical signs, eye effects, body weight (at beginning of
study)
I1. Results and discussion
("@
A. Findings

Conjunctival redness (grade 1) was observed in all animals 1 hour after 11@#3&0@1’16 cea an&)
the iris were not affected by instillation of the test compound.

There were no systemic intolerance reactions. % S%
Table 7.1.4-1 Summary of irritant effects (Score) (07;@ & \\ Y
ean Revemble
Animal | Effects 24h | 48h @@72 b scopss R@onse {@ (daysy
Corneal opacity 0 00 g@\f @0 @QD-- @} @
Iritis 0 @ ‘N0, 0.0 —@ @"° na
1 o N S @
Redness conjunctivae 0 v 0 o0 < 0.(@& @ g 1%
Chemosis conjunctivae 0 (&\ 0 Q I{(@ S N @;@ na
Corneal opacity g\ Q o0 200 @ —@ na
iy o, |@ SN
5 Iritis @ 0 0%@ 0 IS na
Redness conjunctivae 9 0 @@ 0% SN ©@ -- 1*
Chemosis conjunctivae %\ - 0% @@ &O ¢ -- na
Corneal opacity s 7 ©§) & 0 ¢ 09 0. é} -- na
.\ 9 N N
3 Iritis %, 9 0 N Oo\ . 2 @ -- na
Redness conjunttiva @ Q) 0 %%0 0 -- 1*
Chemosis ]uncgi@e % Oo @ 0 < -- na
Response for mean score§ Corneal Irltls§ Con tival Q (7
0pac1%y a
--  =negative \\ @ulaﬂon (EC) No. 1272/2008)
« \" irective 1999/45/EC as amended)
+  =irritant °\ \31 <3 @ (Regulation (EC) No. 1272/2008 category 2)
§ >2 §§3 >1 @ >2 5\ >2 (Directive 1999/45/EC as amended)
++ =irrevers le ef >30Q 21. (Regulation (EC) No. 1272/2008 category 1)

serious damigg >3 @ Ci% (Directive 1999/45/EC as amended)
na : not applicable,; in res of t It1 t a on
pplicable, &t @ hypost applicy

9 @ Y § I%Concluswn
The test 1‘[@1‘1 is 1§ Hlta%@% to ti®eyes @{rabblts
Th‘e@ resu@ngg@ the fol%wmg@531ﬁcat10n/labelling:

- EUdirecti 199§/EC @ @d): none
- Regulats EC 12 008 (CLP):
egulation ( % 0 %@9 g@ ):  none

¢ 0 @
3
&
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CP 7.1.6 Skin sensitization

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

Title: FOE 5043 400 SC & DFF 200 - Study for the skin sensitization effect in guinea
pigs (guinea pig maximization test according to Magnusso@%d Kligman)

Document No: | 32190 [M-071813-01-1] R Y

Guidelines: OECD 406; Guideline 96/54/EC, Method B.6.; US-ERR 712:C98-197,” @~

OPPTS 870.2600; Deviation(s): The test item contd#is cqn@rcia@duct
known to be stable and homogenous botl@:ﬁdilut& andd %ady@- se dilytion
with water. Therefore, analytical dete ationSof t e"’s;ﬁ)ilit “and homogeneity
of the formulations in physiological €gline so@ion radmi is%@jatio re not_
performed. This deviation did not it thez\a}sessn& of t%l\@'esul}s\\@ (&%

GLP yes O s @ ) @’ O &
\ o
L Materialnd @thod&o\ & ©© @@

A. Materials @v\ﬁ Q© @Q C&© b@j @&

1. Test material: FOE 5043 A00SCEDFF200 @ v
Development no.: %0248@3 &@ @Q o\% (5@@
Description: @@eigeite syspensi \Q @Q
Lot/Batch no: © 072%/002M006@© § o\©
Content: .9 enacet:\406. 2 /L, diflufenican: 205.76 g/L

. > & : .
Stability of test compo?ggld: @@guarar@ed fortstudy duration; @)lry date: 2002-03-05
2. Vehicle: physiofogical salintsolutio]
& PRgoee LY

Q
3. Test animals § &@Q \e Q @ N

Species: < ¢ guineapig © @
Strain: @© Q° %@ Hs c:D@Q @6
o & S
g 9 N

Weig dosings
Source” @%ﬁ

N

& , Germany
Acclim@%ation@giod:?\a@

t least 5 days
"ER@VIMI KLIBA 3420 - Maintenance Diet for Guinea
©© E@s" (PROVOMI KLIBA AG)

A : @ p water
X, . @ 9 N AN
Housiap: N @ | O conventionally in type IV Makrolon® cages; adaptation: in
R & Q\ groups of five, period: in groups of two or three per cage;
S

§ bedding: low-dust wood shavings ( Ssniff Spezialdiaeten
© GmbH, Soest, Germany

B. Study design @ methods

1. Animal assignment and treatment
Dose
Intradermal induction: 2.5% (10 mg test item/animal)
Topical induction: 100% (500 mg test item/animal)
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DFF+FFA SC 200+400
1** Challenge: 100% (500 mg test item/animal)
2™ Challenge: 50% (250 mg test item/animal)
Application route: intradermal, dermal
Application volume: intradermal: 0.1 mL/injection, topféal: 0.5 mL/patch
Exposure: topical induction: 48 hours, chaﬂenge 24 hours
Group size: 37 animals (control: 10, test@m 2ge @dmg@@
Observations: mortality, clinical signs, sign effe@ bod elglgat
beginning and @ﬁnna‘u&l of @y)
II. Results and discussion § K @7% %\
S S
A. Findings @;\fg\g v @ Q) Q
48 hours after the intradermal induction (1% 1nduct&@ @) @ @ © @
N AN & @
- control group showed red wheals Q \ N @@
- test item group showed red wheals and en&rgustati é\a & @
7 days after the 1* induction the following @cts wére recofded at ﬁ% nj e%}on s1t9%@
- control group showed wheals and enexystatiops Q

- test item group showed wheals and ¢rcrustaipns @ éﬂ % @@

Second induction (topical) from day 1Ot thgwend of the stud @ Q\ &

- test item group showed encrustajion Ql’l e tre&{f@ent a§ @ ©@
o & N O N

The 1 challenge with the 100% fest 1@ con@ntratlo@gled to & effects (grade 1-3) in all test item

group animals and in 6 ani als (600 &of t @ntrol%@oup rade 1

The 2™ challenge with th % t t e ulation led teskin € cts (grade 1-3) in 18 of 20
animals (90%) in the te @p a no %ﬁn effe@s n t]& ntrol group.

@J
Appearance and @Vlour of the t item p W not different from the control group.

At the end of the stddy, at%dy ht 0@% trea@nt group animals was in the same range
than that of the@gmtro& up 41 als

Table 7.1 Num of 1mals 1b1t skm cts
SO aul me i

@ Test {m gI‘O%lB (26, éjlggjmals) Control group (10 animals)

S Tg&tem@%@h QCOH@F patch Test item patch Control patch

Hous 9 4@@ 75 T | @ | 72 | 48 | 72 | Toml| 48 | 72

o

I Challe@e Q é & \w
20 v

100% 20 (720 170 0 6 0 6 0 0

27 Ghallen of & N

50‘75%% § | 4P| 8| o 0 0 0 0 0 0
% 69 III. Conclusion

Under the conditio@f the Maximization Test and with respect to the evaluation criteria the test
item exhibits a ski=sensitisation potential.
The following classification/labelling is triggered:

- EU directive 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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CP7.1.7 Supplementary studies on the plant protection product
No supplementary studies were performed. @@

CP7.1.8 Supplementary studies for combinations of plant @tecn@rm@cts @
No supplementary studies were performed since this plant protection p&(@uct 18 fot rec&%ﬁnen

<

be combined with other plant protection products. @ . \
& LE W é&*’ o
N S A%
CP 7.2 Data on exposure L 6& YO
Q @ @ @ O @
Q \ S Q @
CP7.2.1 Operator exposure %, @ é\a é > &

Diflufenican+Flufenacet SC 600 (200+4§ 1s a@erbl w1tl§1%a bro@ spe of activity
for the control of Alopecurus myosu, &vdes Jpera -’> a-v 1, P a nnu@and annual dicot
weeds in winter wheat, winter batey and> 1nt§r rye. Q, e uct G formulated as a
suspension concentrate (SC) contaggiy g/L diflufe ar% flufenacet as active
substances. Applications of Diflufénicant lufenaCet S©600 § +400) will be conducted via
field crop sprayers during the@owtl@éﬁage “Dost- em@gen@ (BB%@{ 10-25). Water will be
the diluent/carrier in all situations. 9
§ ©§ N R o

A summary of the pro @ lecti n of theseriticalGAP (cGAP) used for operator
risk assessment is pre di ble 7. 2.@ . @ &\

§ 8
Table CP 7.2.1- 1 umgiary ofprop usgs}
2 st
A licatﬁ @f op(% @ @% mnmum application rate Min. Spray
tl:fhnique O\\J’J / @ (L pFoduct/ha) (kg a.s./ha) volume
% foduct/ha
S (é\g Q@ G#& @Q Diflufenican | Flufenacet (L/ha)
Tractor 9 D
e toe% V\Q@er wheat, §
moun
N Winter Batley,; P Fo 0.6 0.12 0.24 100
(g
PSR

*F = Field usgﬁé = (genhousgjg@ Q\

Q
Operator exp@re to Difluféfiican + Flufenacet SC 600 (200+400) was not evaluated as part
of the EU revie f diflufenican or flufenacet. Therefore, all relevant data and risk
assessments are pfovided here and are considered adequate.

As this submission is intended for Annex 1 renewal (AIR) of Flufenacet, the present risk
assessment 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

An Acceptable Operator Exposure Level (AOEL) of 0.017 mg/kg bw/day is set for flufenacet
by the EU (Flufenacet, 7469/V1/98-Final, 3 July 2003). It is baseg¢?on a NOAEL of
1.67 mg/kg bw/day established in 90-day dog study and an assessment €actor of,100.

S @ © o

e Consideration on dermal absorption @@ @ %@
The following dermal absorption values for flufenacet will ‘be us@ﬁ in t® present risk
assessment: %@ ©© g"%\ @%a ‘z”;y\

0.2% for the concentrate @) " & N & .
4.7% for the in-use dilution %@ gg\&\a @ § § &
NP

For further information please refer to CP 7.3 chis%g}cum‘egt.
Y & O @ &
e Summary of operator exposure & N @& & Q)

Operator exposure to Diflufenican + Flufenacet SC@é%O 200+400p1s e ir@r%ted using the
German model' and the UK-POEI@ with@he ref@ant nals'g\"Tra -mounted/trailed
boom sprayer: hydraulic nozzles”.@tails@ge given'in CR,7.2.15®and @§T ables CP 7.2.1.1-1
and 7.2.1.1-2. o .9 92 & & o
\ ° % © 3

& R N @) N AN

Results of the exposure calcw@ﬂons@ sun&marizedgin Ta@ 72.1-2.
Q %

% 3
Table CP 7.2.1-2: P%@ictedggtel}l%&xpos%e asa pro&e@%on of the AOEL

Substance §\?PE@¥ - Totalsysterhic "% of AOEL/
A expos >
< 4 =€ @
P a Jkg bwiday) >
~ &’ ﬂ@ erman mode}t
Flufenacets.~ |NoPPEY [@00211 ¥ @ 12
A5 SPwitppE 2200000876 < 3
Y

S« @ O UK:POEM

N ©

Flufenacetc> o PPEY  |0:0809 476

i PwinppE 24 0.01d5 85
# Flufenacet: © AGBL =00 mg/kg bw/day
1)One 1 f typi(glpwork ar (e.g. trousers long sleeved shirt) as well as sturdy foot wear
2) In agdition to @ical w%@ear (Ke 1) protective gloves are worn during mixing and loading as well as during
appli ation.@ N @
Voo D
O

Assessment § % ©
<

0
' Lundehn, J.-R;; W%tphal, D.; Kieczka, H.; Krebs, B.; Locher-Bolz, S.; Maasfeld, W.; Pick, E.-D. (1992):
Uniform Principles for Safeguarding the Health of Applicators of Plant Protection Products (Uniform
Principles for Operator Protections); Mitteilungen aus der Biologischen Bundesanstalt fiir Land- und
Forstwirtschaft, Berlin-Dahlem, no 277, 1 - 112 (1992); (M-001230-02-1)

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).

German Model
For flufenacet, predicted systemic operator exposure accounts for 12% (@@%e systemic AOEL
(0.017 mg/kg bw/day) without PPE and to 3% when gloves are wor&%lurimg\mixingjload%g

and application. @ O @

o &

UK-POEM @ & \

For flufenacet, predicted systemic operator exposurcﬁccm@s for\4 6%%@9 the’ %proposed
systemic AOEL if no PPE is considered. Assumm&@ét n d1t h%?@jplc ork wear
protective gloves are worn when handling the centl:axe an ur1 icatjon the
corresponding exposure estimate for flufenacet @cour@@or 8370 of resp@:twe@gstemic
AOEL. S R > @

R N S
@ v, & S @

Based on these favourable exposure estm@s thetedi (@gﬂ q%@ble ridk aﬁmed for the
S

operator with the intended use of Dlﬂu@lcan lu@acet 00+ if adequate

work clothing is worn and, in ad@%on érotec@g@ @"s du\g g naxing/loading and
application. QP & & %@ @ é’@

ARG
CP7.2.1.1  Estimation of 0@erat01@§pome @)

Operator exposure to Diflufehican ufengéicet SC600 (2@+40 s estimated using the
German Model, as well as:ithe U EN for Tr{é\\tﬁor m@ynted/@a ed boom sprayer:

hydraulic nozzles. %u
In the following the a@ptl@%u%@@r th@%lcul@a@ons dre summarised.

German Model ©© . & é\g Q® @é@
Treated area: ha/ v?» $ @
Max. dose ra@ °s, 0.6 a, 1. Q

- Flufe S 0.24 kg N
Operator b dy %@ght @ 70 @’
@ K

UK-POEM & @Q & & o
Treated are @) 0 ha/da <
Max. do% rateq) L lé@ ucttha,l.e.,

- Flufenacet) 0.24 kga.s. -w
M1§t§§ay@olum%@ 106 L/ha \*
Max. spray concestrati O

- Flufe%facet% 2.4 mg;&\qL
Work duratign: O6 hO@S/day
Operator body w@ht: 60 kg

For both models:

Clothing: 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):
No PPE: No additional PPE is worn during mixing/loading and application
With PPE: Gloves are worn during mixing/loading and durin@the application

N ¢ &

It should be noted that this selection of protective measures .is>not @nde@to é@a
recommendation for the minimum PPE necesgary hen% h ng
Diflufenican + Flufenacet SC 600 (200+400). It does ¢yot co%ldel‘\§pemﬁ® requirements

which may exist in individual member states. Add@&@al PI’@@can bg used'to furtffe;r reduce

the exposure of the operator. < . v .
@ S N \ é@

X X
Taking into account the relevant model para@ers @)OSU@ estu@%s ate pre@l ed in

Table CP 7.2.1.1-1 CP 7.2.1.1-2. S @
Table CP 7.2.1.1-1.  Predicted systemic exposu@e tﬂ@ilfenagﬁ according to t Gefhan model
no PPE and with PPE- v O v N
@ , O
0

te d/trail

Operator exposure estimate: German model. Tractor-|

Product: Dilfufenican + Flufenacet S G &
Active substance: Flufenacet % Q conc @tlon @Q 400\ [gl @g@g]
Formulation: Liquid Q P@durmg 0adm§spnaﬁ @
Dose [l or kg/ha]: 0.6 ©© . and% ves
Work rate [ha/day]: 20 \PPE du%%g apph Res;@ on: o\@&one
Body weight [kg]: 70 &) é}a Haids: S Gloves
Inhalation absorption [%] 100 S & © Hedd: None
Dermal absorption [%)] 0.2 %, (co ate)@ R RS ®Body @Q Standard protective coverall
4707 (gifutibn) > . .
Calculation of route exposures @Q V@ & @ ﬂ\%
Route Sp@fé exposﬁ@ as. handle S&stima ¥xposure [mg/kg bw/day]
Qmgkg a.s.] @%kg/day}((\ & PPE & Reduction factor with PPE
@ @Q % % Q I=Inhalation
Im= . 69006 QQ 00& 1.0 0.000041 D = Dermal
D) = o %\2.4 0.01 0.001646 | M=MixLoading
Ia &@ S 0.00% Q38 @00069 1.0 0.000069 | A = Application
Dacc) = @ 0.0 @ 4§\@’ "%0.0041 1.0 0.004114 H=Hands
Dam) = N 0.38 4. 0.0261 0.01 0.000261 C=Head
Da) = S &% §®@) @;tﬁ é 0.0055 0.05 0.005486 B =Body
© @ » &
° %) S
Absorbed do@ @ f\g\& ) ° No PPE With PPE
% @U < o Estimated Systemic Estimated Systemic
e @ Abso@’on [%] | route exposure exposure route exposure exposure
$& @ 9 S [mg/kg bw/day]  [mg/ke bw/day] | [mgke bw/day]  [mg/kg bw/day]
K NI ¥y .
Derma Mlx/Loa@g Q\ 0.2 0.164571 0.000329 0.001646 0.000003
Apphc 4.7 0.035657 0.001676 0.009861 0.000463
Inhalation: § oadmg 100 0.000041 0.000041 0.000041 0.000041
ation 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.

Predicted systemic exposure to Flufenacet according to the UK-POEM

no PPE and with PPE
THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM)
App]ication methodl Tractor-mounted/trailed boom sprayer: hydraulic nozzles LI @
ProductIDiﬂufenican+Flufenacet SC 600 Active substance FlufeK
Formulation type | water-based hd a.s. concentration o 400-mgfinl
Dermal absorption from product 0.2 % Dermal absorption from spray Q\ 4@ é @
Container| 5 litres 45 or &3 mm dosure j (Q(\ R, @
PPE during mix/loading| Gloves = | PPE during appﬁca;giy@loves R &ﬁ %a
Dose 0.6 ha york rate N 20
Application volume 100 Vha ]@of spraying Q\\ &g};@ o\%
&) &, @
@ <,
EXPOSURE DURING MIXING AND LOADING @ %\ %7@& ©\ Q@ R :
Container size 5 litres &9 @@\f @ @ @
Hand contamination/operation 0.01 ml & . @ §@ @ @ @
Application dose 0.6 litres product/ha Q AN R & @ @
Work rate 20 ha/day Q\ %\ & @ @
Number of operations 3 /day R @ < @) @7 &
Hand contamination 0.03 ml/day @ Q @ K @
Protective clothing None o @ Q Gloves @ @
Transmission to skin 100 % &\ & @ v 5 % @ @
Dermal exposure to formulation 0.030 ml/day % @ &@ @Q.OO]S N ay @
DERMAL EXPOSURE DURING SPRAY APPLICA % § ((’@ & °\© @Q
Application technique Tractor-mounted/tra; boomggayer: hyd@ghc nozzle@ @ R @
Application volume 100 spray/ha %, N @) @) A
Volume of surface contamination 10 @ & \
Distribution Hands @Legs %@ Q @
Clothin, o b % e ~ ° @ K @

g @ne & eat@’e eable N oves Permeable Permeable
Penetration 0 % Q 5 15 % 10 5 15 %
Dermal exposure S 6.5 005 083 mim @ N 065 0.05 0.375 mbh
Duration of exposure < &h ©@ @ 6h
Total dermal exposure to spra@ 41.550 m]/da@ & Q 6 6.450 ml/day
ABSORBED DERMAL DOSE Q% % @ $ §

9 @ix/loaA licatiyn Mixoad  Applicati
. N d pplicatx Q @ 0ay pplication
Dermal exposure R 0.030 @50 ml/day 0.002 6.450 ml/day
Concen. ofa.s. g@ or spra@ %@0 @@ 2.4 @ Q 400 2.4 mg/ml
Dermal exposure to a.s. | 1@00 99.720 mg/day *o 0.600 15.480 mg/day
Percent absorbed N 0.2 @ .\A) %& 0.2 4.7 %
Absorbed dose && & 0.02@ 4&687 mg/da@ 0.001 0.728 mg/day
@ %
INHALATION (?SURE@leNG SPRAYIN§ <
Inhalation expo§ @ .01 m!b o @
Duration of exposure @ @ 6 @\9\
Concentr: fa.s. in s%lpay @ 2.4 mg/ml @'
Inhalati posure @ya.s. 0.144 mg/da;
Percent absorbe @ § é’%) % Y©\
Absorbed dosel, % @44 i
PREDICTED EXPO@ @\Io PP With PPE
Total absorbed dose % 4.8548 Mmg/day 0.8728 mg/day
Operator body weight Q 60 kg 60 kg

Operator exposure

@

0.0809 mg/kg bw/day

0.0145 mg/kg bw/day
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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 level
(AOEL) for flufenacet will not be exceeded under practical conditions of use, a study to
provide a measure of operator exposure under field conditions was necessary and was
therefore not carried out.

o M &
CP7.2.2 Bystander and resident exposure Q\ @ Q) @@)

Plant protection products are applied in agriculture in areas t&: may @ ac %lble the
public. Individuals might therefore be exposed, whébare no ac&g ly 1®olved§7m the

application of these products. The individual may be fempor ated m@e Vl%}ty of the
application (the so-called ‘bystander’) or working @@hvm&m thé@/lcml of pplication
(the so-called ‘resident’). Exposure scenarios associatgdrwith the p lication are

evaluated for bystanders and for residents (in @iing @mldr@ Ca%(%latlon@are ormed
according to the German guideline published #3200 (Martin et al., 2008)° & @
é\ %& & @7@ @

v S
e Selection and justification of the c@al b@nde@AP & @ @@
N % % @
Table CP 7.2.2-1: Critical bystalger/res@%nt G @ Y @@

S

Crop Application) 1@ do% ax «| > Dr@’ % Drift
technique’ | <~ rate, Gno. (@ sc,e\l@rio (1 appl.,90"
&) w\(kg a. s\/ha) g appl. | & percentile)

Winter wheat, ©§ ©& %@@ R Q)
Winter barley, F@M crofd| DEF: 042 |9, O Field

: [N 0.29
Winter rye (low pra@ (UFFA:Q.24 <\"| crops

crops) SR X~ O @@ &\
DFF = Diflufenican, FFA=@ernacet 2 Q” @
S o &S
A\ SEES

Since the max1@um ng@ber @pph 10n i@nited% one per season exposure is calculated
using the y drift “value from @ single ap@tion (90" perc.) in 10 m distance for
bystanders/gsﬁia f(@ide@ S @\
\

LN
A summary zﬁosu Qal ons a@i risk assessment is presented in the following
table. Det 44% cal atlo‘&s are p nted ~- {0 CP 7.2.2.1.
@
%
@ @© & < \@
Y @ O
QA %\
§ N
5
K@

3 S. Martin , D. Westphal , M. Erdtmann-Vourliotis , F. Dechet , C. Schulze-Rosario, F. Stauber, H. Wicke and
G. Chester (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 Child
@@J)
Active C Target Absorbed < Absorbed
substance rop group dose %ofs @@e S %
(mg/kg AOELSY|  «(mg/k A -
bw/day)" L9 |, @’w/di &
Winter wheal, | Bystander | 0.000086” | ~<I .J% 0.000045. [ <1
Flufenacet | Winter barley, - ®) R %%
Winter rye Resident 0.0(97?@04 . <l Q 00(@ <1,

* Assumes a 60 kg adult and a 16.15 kg child, 7, > S @/ Q) Q
For flufenacet a dermal absorption of 4.7% for the diluted sp@l 00% rpti&@'a the inf@lation rute and@% oral

absorption.
**Flufenacet AOEL: 0.017 mg/kg bw/day; Q Q\\ Yig\ & @ @@
O Q" W S

e Assessment § Q© @ Y S )
Calculations demonstrate that bystander, and @siden@%posque is véy 10\@ bsorbed doses
are all well below the systemic AOE%%’[“ ﬂuf@acet&@ @Q o\% 2

It is concluded that an unacceptal@%isk§not @ticip fom@h chilgd or adult bystanders
(R Q

and residents. N Yo . ©
O & é}a N @) §© \\

)
CP 7.2.2.1  Estimation \{gf byst@ er a@ reosiﬁe@ljlt eg/{gosur&
\ <
The following deﬁnitk@ﬁnd mpv@m for@ystan&%fs ma;gbe applied.

Bystanders are person$y &@ © @@ §\
O & : @P @ - o
- who are loged w1tlnn or @rectlyCadjacefipto t@rea where pesticide application or
treatment 15'in process ;:5%, ast pl

- whose @sene& S qu'cid al a nre@ted to work involving pesticides but
wh osition may, put thesyat risk of exposure

- who take n@actiofito avoid or cdfifrol exposure

- that are pdt wearing pr@ctive@%thiand/or are wearing light clothing e.g. short
sleeved.shirt @Q‘V\a shc{@ous S

Residents @ay po@)ly Ve or nea@eas of the application of plant protection products
e.g. standing, wey in@ sittingin a garden in the vicinity of the application). They
y be exposeg to plant prot@gtion products mainly via the dermal route from spray
N drift posk%nd 'nhal@bn of vapour drift (depending on the vapour pressure of
the active substan€e). Fdrinfants and toddlers exposure might also occur orally (e.g.
throu@d-t@houth ansfer and/or object-to-mouth transfer - the so-called
mouth¥fig and/or pica®ehaviour?).

Exposure is calcwlzged for adult and child bystanders as well as adult and child residents. The
German guidance for bystander/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, 10 m)
.. Exposed Body Surface 1{n? (adults)
Al t te (AR): 0.24|kg a.s./h
pplication rate (AR) g as/ha Area (BSA): @021|n? (children)
& mg/kg a.s. (6 hours,
. 60[kg/person (adults) Specific Inhalation O'O%kﬁdultsfg e
Body weight (BW): "
16.15 kg/person Exposure (I* 4 ): & 0 @@57 gas. (6 h@&rs,
[(children) @ ' chilthgn) &
3 N
@ N N @ﬂ (bas«:%iyon
Dermal absorption (DA): 4.70|% (‘worst case') Area Tre@ﬁ (A): @ N 26{Field Crops,
@ 9 ‘O Trac ounted
Inhalation absorption @ X @ @ ] @J v 3
100(% Exposure duration (T): 5
(1A): ' S IR O L NS
AOEL: 0.017|mg/kg bw/d S “ER4 S
S . SElZ
Bystander exposure towards Flufenacet @ R N f\% b
Adults |C@>§en N z
Bystander: Dermal exposure after application in (\Vﬁ@pra dl'lf\j Q @ v
SDEg = (AR xD x BSA xDA)/ BW & AISDE; 7¢AR x D £BSA x[iA,)/BW @
(24 x0.29% x 1 x4.7%) / 60 ) (24 X0.29% x 021 x 4. 7%@% 16.15,.9
External exposure 0.0696 mg/;ﬁ%;v n N External expﬁq@i o 4616{mg/person
External exposure 0.00116| mgdlsg bwAd\\J/ g@xtgmal efpsure @ 009090502 | mg/kg bw/d
Absorbed dose: 0.0000545hmg/kg b¥id KEAbsorbe(@lose: R 90000425 mg/kg bw/d
Bystander: Inhalation exposure afte(\applicati&i»in < A )
SIE; = (I*, x AR x A xT xIA)/ BW ) O |SIBa= (1%, x ARXA xXERIA)/ BW
(0,000 / 360 x 0.24 x20 x5 x 100%260 O (©:000 / 360%0.24 x 20 5 x 100%) / 16.15
External exposure 6(@}3 05 @%/persc@@ External exposure& 3.8314E-05|mg/person
External exposure ®IIE 0@/ kg W’d O Exter/g@éxposgk i 2.3724E-06| mg/kg bw/d
Absorbed dose: P 070000041 | mg/kg bw/d Absarbed dosp; 0.0000024 | mg/kg bw/d
Total systemic exposug@@EB = SDEg + SI@» Fial syst@b exposure: SEg = SDEg + SIEg
Total systemic exposu 0@3787 %pem& otal sysfemic exposure 0.00072527|mg/person
(absorbed dose) ¢4 R @@g Qf(absorbed dose)
Total systemic €xposure ngéystemic exposure
0.0000556 @) /d 0.0000449 | mg/kg bw/d
(absorbed d m& " \ (absorbed dose) mefis hw
% of AOEL: , ~0.33(% Y - % of AOEL: 0-26]%
AN @ IS
O T AN
RN o
S O
Q © O N
D © o 9 &
§ @ 9 N
N AR
Lo N
%, Q
% S
(o
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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)
: 2
Application rate (AR): 0.24|kg a.s./ha '(lj;‘é;l.sfer coefficient Zzgo %’}%ji Eaiiljts) )
: children
Number of applications | Turf Transferable . % o &
NA): Residues (TTR): D & A &
60{kg/person (adults) |Exposure Duration (H): N 2|h @
Body weight (BW): 16.1 kg/person Airborne Concentration @ o @7 % §9
(children) of Vapour (ACVix. © & "oy &
Dermal absorption (DA): 4.70|% (‘worst case') @ @ o]é¥ mﬁd@%m), °
Inhalation absorption 100!% Inhalation 6&9 ('RZ: @) 31 m%d Fildr v
(A): Jod ‘50% iy
. o Saliva fixtraction Jaetor
Oral absorption (OA) 100|% (SB): §ﬂ f 5, (gg% ©© yo
AOEL 0.017|mg/kg bw/d (SSZ§“’ Am\"f\ﬁa“?s\ So0lenidy O@Q
AN 25
Frequen\( Han
@i&out b O] Q) 20 @énts/l&
.. | pislodgeable fetiar @QE 0y O
o> |reSidues OER: " '@
% @esﬁo%ﬁ@e for ° @
Q QMouthing of Grass/Day | <O 25{Q /d
O° Qlerg & 9
S O SEE SERS.
Resident exposure towards Flufenacet ¢» ~ N &
Adults N SN JChildrenty Q
Residents: Dermal exposure after application @(via qe;@ts causedby spray drift) f,\\@
SDEg = (AR xNA xD x TTR x TC&iFx DA ) /BW SDEg ™ (AR xNAZ% D x TTRx TC xH x DA) / BW
(0.0024 x 1 x0.29% x 5% X 730042%4.7%)00 (%) | (0.0024x1x0.29% x5‘z2%\>600 x2x4.7%) / 16.15
External exposure @050808@%&50% @emal e)@Sure 0.0018096| mg/person
External exposure WOOOEM& mg/kg bw/d Extema,l@osure N 0.00011205{mg/kg bw/d
Absorbed dose: A20.0000040 mg/k%bw/d | Abs opbed dos e\ 0.0000053|mg/kg bw/d
Residents: Inhalation @mure _teyapour pox) & O
SIEg = (ACy xIRXIA) /BW (N Qp) &S [Sir=(ACFRIRxIA)/ BW
(none x16.57 x J00%9) / 60 ° LK) N Nelone x 831 x100%) / 16.15
External exposufy v . mg/pe;&%ﬁ Externghexposure mg/person
External expé&ge U a mg/%\%ﬁv/d @y’ |Externgl exposure mg/kg bw/d
Absorbed dose: o Q©| none © Absorbed dose: none
& v © o ;@idents: Oral exposure (hand-to-mouth transfer)
@&9 @Q § & OEy = (ARXxNA xDxTTR xSEx SA xFreq xHxOA)/
° %) § @ (0.0024 x 1 x0.29% x 5% x50% x20 x20 x2 x 100%) / 16.15
6 N N . Q" [Extemnal exposure 0.0001392| mg/person
@ O @ A External exposure 8.6192E-06[mg/kg bw/d
% @ @ @z}.(;\’ Absorbed dose 0.0000086 | mg/kg bw/d
§ @ @ & N Residents: Oral exposure (object-to-mouth transfer)
N N @ @) SOE, = (AR xNA xD x DFR xIgR x OA)/ BW
RS @ Q\ (0.0024 x 1 x0.29% x20% x25 x 100%) / 16.15
% 60\9 External exposure 0.0000348|mg/person
§ & External exposure 2.1548E-06{mg/kg bw/d
Abs orbed dos e 0.0000022 | mg/kg bw/d
Total systemic eXposSER = SDEg + SIEg Fé((;t]?(l) systemic exposure: SEg = SDEg + SlEg + SOF; +
Total systemic exposure Total systemic exposure
(absorbed dose) 0.0002388|mg/person (absorbed dose) 0.00025905|mg/person
Total systemic exposure Total systemic exposure
(absorbed dose) 0.0000040 | mg/kg bw/d (absorbed dose) 0.0000160|mg/kg bw/d
% of AOEL: 0.02]|% % of AOEL: 0.09]| %
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CP7.2.2.2

Since the exposure estimate carried out indicated that AOEL will not be exceeded under
practical conditions of use, a study to provide a measure of bystander exposure was not

Measurement of bystander and resident exposure

necessary and was therefore not carried out. @@)

2. S o
CpP7.23 Worker exposure N S
According to the application parameters of DiﬂufenicanJrFlufena@ SCQ (20@400@%@
only intended use is spray application in winter wheat, winter Barley 4fd wi ryesin an

growth stage BBCH 10-25. In this growth stage only leav% of%t{g% plan@ are @ofolded
and re-entry activities are not necessary wimme elygsafter ppli&a}ion of

Diflufenican+Flufenacet SC 600 (200+400). Howeyeg, in the presént risk§sess@lt scigilgrsing
activities in winter cereals after the intended use wdll'be @%mated@? S O S
© &

< @ @
@datirovided

S N N %

The determination of the cGAP for worker re-@try ased on thegecom

in the EUROPOEM 1I report’ for worker sureJpr fout differédt harvésting seenarios with
§ B S RN S

bare hands: 5 N @@ 103
& @f@ @Q Y @@
Crop group Tr@er C@fﬁcient& Ko K &
2 @ ) < N @
Olem) 7 O & O
Fruits (from trees): s § 45&0 & @ ~
Vegetables: %, S 2500 O\Y\ﬁ & @Q

Ornamentals:

& S
Strawberries: §y O@Q %

>

@fve significant contact with treated

00 BN
VC@ 3000y

Do

9

Exposure of wor @9 is estimate@%for a@?\’fitieat 1
crops. This will mainly ‘hr o

The critical Q%)P O?%work

>

atfial woltk is nece:

re to%iﬂl@nicanJrFlufenacet SC 600 (200+400) is

b

ssary.

presented j@e f%]@win%ﬁgble. ©©

Table CP 7.2.3413

&vitic%@APs&@ woéer exposure
Y%

°, @M t "ﬂ\
Crop(s) S5 e N f@;()w No. of | Re-entry | Duration TC PHI
opis (L'l (k@a.s. / Sa8eo appl. activity (h/day) |(cm2/hr) | (days)
@ pro@ct) @ ' @013
Wi G 0 BCH ]
infer |06 JDFE@12 OB 1 | Scouting 2 2500 ;
cereals “iv FEA$0.244y 10-25

DFF = Diﬂufenic$%=F I&hacet

*Transfer coefficie§t for v%etables se@s as a surrogate for winter cereals

N

A summary of the exposure calculations and risk assessment is presented in the following
table. Detailed calculations 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
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Table CP 7.2.3-1:  Predicted worker exposure and proportions of the AOEL

C Systemi ’ -
rop Re-entry task ySIEmIC exposure % of AOEL
grouping (mg/kg bw/day)
%)
Winter Scouting 0.00282 179
cereals . &
* Assumes a 60 kg adult N) @ © @@
For flufenacet a dermal absorption of 4.7% for the diluted spray @ v %
**Flufenacet AOEL: 0.017 mg/kg bw/day ©° &@ s \@7 &% @
Q N
e Assessment @ Q \\ o BN

: . Q 5 (OIS
Exposure of operators entering treated crops is wigiih ac¢eptabledevels. %Salcu@ns eﬂect
standard work clothing worn by adult workers *(shoes @cks 1

long
tectl@ equ ent {@onm ed t itigate

sleeves) working with bare hands. No personal@

the exposure.
R ©\ N @
S & F LT @
e Overall conclusion @ R Q @© o
An unacceptable risk is not antlclpate$for W(&ers Wil thengléébuse (@1)@
Diflufenican+Flufenacet SC 600 209400y,  © o7 " &
O @ o L N @
O L O X0
CP723.1  Estimation of orkeriposd &0
2.3. A\, §pr s % Q

A worst case estimate of the risk @ror e@ente{ﬁ?g a n@vly tr@d crop is calculated using
the worker re-entry modgfpublishéd by Hoernicke E. et.al (1 &8 6,

S
The following assumptions ar@niade O @@ &\

-Re-entry @sure is&pred&minantig via tli® derm@ route (contact with the foliage)

-Residuesirthe foliage gﬁenﬁ g S
. licatipp’rat V>
o\@ . \dextent ing re&ues@om previous applications
&@ @ the keaf A@ Ind;?(LA@)tal size of foliage compared to surface
are@

-Transf@go re ues fo 1@@6 to clothes or skin of workers depends mainly on
%e m@§ity& contget with the foliage

-A 3 V1t1 '§th agilmllar tem@ be grouped and a generic Transfer Coefficient

appligd. ¥
%Elslod able@ohar R@éldue{@FR) is calculated using a default value of 3 pug as/cm?
§ @@ per @as/h@!ﬁ pro@sed by EUROPOEM II.

@

e (Considerat; on Transfer Coefficients

X
Calculations ade @-y the cT%tlcal re-entry scenarios in winter cereals (scouting).

In a general apprg@ch Hoernicke et al. (1998) propose that a Transfer Coefficient (TC) of
30,000 (cm?/person/h) is used. This value is considered to represent a worst case for worker

® 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 the
foliage will occur, the risk assessment may be refined by the use of alternative Transfer
Coefficients (TC).

A TC for winter cereals is not proposed in the EUROPOEM II report. %@ surrogate, the TC

for re-entry in vegetables is used (2500 cm?/hr). @ @\ & %)
& & <) o
e C(Calculations: o
y SO @ %©

Calculations are performed according to the followin&%uati@ C& &
D = DFR x TC x WR x AR x B %\ %7@% SEES
‘”\a ©©

@
where D = Derma posm % A @ §
DFR = Dzslodg lzar@zdueg&(,ug astem?) @

¢ = ffici (cm rson/@’ @
WR = rate oursggday) [} oz
AR pllc jon r gha) @
P %Protec lon factor fo 'PE @ no 1@7)
Predicted exposures are calculate @/nh tK® maxifaum rateig%ours work rate, a

body weight of 60 kg and derm(%l absogg}on V{ﬁfe of ¢,57% i uf@cet.

Re-entry in winter cereals, emosu%ﬁ? ﬂufﬁhacet &) Q @
& O .o <

D = D@ X TC x's W X AR x P
@ mZVC@ c@gﬁhr @  hrs/day kg a.s./ha
D (= 43 ,x 2500 % 2 x 024 x 1
D ©© = . 360®g a.s@%ersoay O
=§ 3 g a@ﬁers@ﬁay §
O\?BW° = 6 mglkg bwiday (% kg person)
SQOSystelrc exposure rmal absorption):
Nso - S o0 @09%%% o
SR 0282 mg/kgthw/da
= 0@ wy/kgthw/day
*é @ ©

CP 7.2.3. @\ M@lren&ent of § ke&posure

Smce t xpo e estlmate c@md omgmdlcated that the AOEL will not be exceeded under
prac tlons se, study\@rowde a measure of worker exposure was not
neces ary as@ere%@not céoried out.

CP173 §§ermal©adso@tlon

Summary and con@.}t ion on dermal absorption

Flufenacet

The extent 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% and
6.59% for the human and rat skin, respectively. The mean percentage of [ 2C]-flufenacet
considered to be potentially absorbable at the intermediate dose was 1.82% and 19.98% for
the human and rat skin respectively. The mean percentage of [14C]-ﬂb®ﬁac onsidered to be
potentially absorbable at the low dose was 3.84% and 17.76% for t @: uma& r%nd rafSkin 2 @

respectively. Ry
@o & \ % @

In the absence of an appropriate in vivo rat study the zn @Gitro h«@snan slq)n Val were\used

alone. @ o o

@ %\ %& ©\ é@ &
According to the new EFSA guidance’ there is tl@prov@n th@when@% sar@@mg iod is
24 hours (which is the case for this study) and, Ser 75% of the§total a‘%sorpt@n (maggrial in
the receptor fluid at the end of the study) occurred @1 iPof the duratiQn (12 Kours) of the
total sampling period that the absorption @be %@n as@ﬁé sum of receptor fluid, receptor
chamber washes and the skin sample exc@hng alltape&yrips. These ria wére met for the
intermediate and low dose groups in th&s studye>Ther: als@e prey] 1on tfat a standard
deviation equal to or larger than 250/ the mean of the ab&rpti equ1 the use of an
alternative value or rejection of th % e gl@gance fers@l‘@[ todch of adding the
standard deviation to the mean to@over"the up 84" Sercentils valye df the results. Albeit
that the notifier considers that the Vﬁl@bf 25% for the standard de%;%lon limit to be too
conservative, the apphcatlonNth idane&result§an the Tllowing values for
['*C]-flufenacet in the SC@QO form latlé& or details i@@ tabli@ 7.3-1:
e 0.2% for the n fomn?@’OO g/@ @ &\%

e 2.6% for the gntermediate c@se (3 g/ll) @@

° % 6@9
4.7% for t@ow éqse (O@/L) $Q §
& Q

Dermal ab@ptlo y\\’f ﬂlff@nacoirt VIV, @
No study availabl& &
\ C&

@
Dermal abs@tmn@f ﬂuf ﬁce vztro@

S & s« Q
o

S ©©@©©@§’
§@§@°\§
NI

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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7 Toxicological studies

DFF+FFA SC 200+400

Report: kcp 7.3 [ M., 2009)

Title: Herold SC600: [Phenyl-UL-'C]-flufenacet: Comparative in vitro dermal
absorption study using human and rat skin.

Document N°: M-358525-01-1 &

Guidelines: O.E.C.D. guideline for the testing of chem1cals,§f§in absorptlon in vitro
Method 428 (April 2004), X
O.E.C.D. Environmental health and safety @ma%@s serle@ on t@mg
and assessment N°28, Guidance document@br t];e@(’)nd@f sk@a
absorption studies (March 2004@ \ Q R
European Commission guidangg doc@nt g@derm@bsog&ﬁon-
Sanco/222/2000 rev. 7, (Magch 2004). 9 o

GLP Yes v, oY “@ @\}f S

9 @ @
. NSRS

Material and methods Q N N o @@

Rat skin: % L é\ﬁ é @7@ &

Species, strain: Rat, Wistar Rj: W PS @N). @ N S @@

Source: (Franee) 5 @Q %, @

Sex: Male. %& Q @ @@ O\% @@

Number: 14 SIS N v, Q &

Anatomical site: Dorsal ©© . O @J § @ ©@

Rat Skin Each anjmal w Elled&Qy cervioal disloratiofiAfter sacrifice the skin

Preparation: was chpped andPremg Ved fm@j e m@ stud%The dorsal skin was

Human skin:

Test Materia

Non-radiotabel IG%Q
N

RadiolabeuedQ

@
@\ 7's

©©

D

atomeddy u e a mfm de atome@btain samples of ca 430
% HI& i thick

Q SS=

ourcg
Number a ex
ﬁoml

k@@m

Batch: K @072@7\ N

Purity = 7 8 A)

phenyt D14 Pt

BatchvK ATHF629%
cific aétivity: €11 MBq/mg.

R 1op@ Ofgt\\g% formulation: >99%.

For(§ i Q’ §) The@nnul@l n used in this experiment was the Herold SC 600

S
§%
&

Test system:

foﬁ@ulatl (specification number 102000007948) containing

fenacet (400 g/L) and diflufenican (200 g/L). It was used at three
nomin4l concentrations of flufenacet: neat, 400 g flufenacet/L, 3 g
flufenacet/L and 0.3 g flufenacet/L.

A 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
chamber 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) at a pH of 7.4.
The receptor chamber was warmed by a constant circulation of warm
water which maintained the receptor fluid at 32 + 2°C (close to the
normal skin temperature). The receptor fluid was pymped through the
receptor chamber at a rate of 1.5 mL/h and stirred @ntinuously whilst
in the receptor chamber by means of a magnetkiﬁar. N° & o
Skin integrity: Before dose application, the integrity of th a@les v&ﬁ ass @ed
by measuring the trans-epidermal gyater loks (T WL) fr@ e gtratum
corneum. An evaporimeter probé%T ew@ﬁeter 300?@91stem ~Courage
& Khazaka) was placed securgly on th@top & r@r ch@‘oer and
the amount of water diffusi @hro the skin w eas . Hpwan
and rat skin with a TEWL& greﬁhm@S g/hm* werg gonsidered
potentially damaged an@lvere frat used@“ hese Samplgs, were geplaced
by new skin fragments g@ere a@} testeg for m@grrty& Before use
in the study.
§ &8 <P
Treatment: The dose prepar@§on app]@@ to t@@ht&@ckne@ skin sample
with a pipetteatithe rate of approxinfétely uL/cgjexposed skin. The
dose prepardty e aS@/ed f(@adlo‘ag vity @ntent (by LSC) by
using dose@efhecks\(surro*gaate d(@ tak@efo&@ﬂurmg and after the

dosing @cessQ AN
S W@ Q
Sampling: Th cept@%uld\&ssmggshrougf@he reéeptor chamber was collected
gls h in a actron c%llect%x’l"he fraction collector was
gﬁted r doje appl@it ®amp]es were then collected hourly for
dutatio of the %perr (24 @purs). At 8 hours post-application,
©© th slﬂn w fifres repared 1% v/v Tween 80 in PBS
( 'Zv) hn@ singdratural sponge swabs, in order to
N dnd retain the gon-absorbed dose, until no radioactivity was
&@ é\’ detéeted witha Ge«%er -Miifler monitor. At the end of the study (24
Q" hotirs afterdp plr@ on), the treated skin and the skin adjacent to the
§\ &eatm site ﬁﬁrou ng swabs) were swabbed. Each skin sample
$ d to remove the stratum corneum. This involved the

6\ Q@)@a licatio errn adhesive tape (Monaderm, Monaco) for 5
Qo s nds l@ ore the tape was carefully removed against the direction of
< air gro Wth. procedure was continued until a ‘shiny’ appearance
§ @ & of thé%epldegw was evident, which indicated that the stratum corneum
hadbeenremoved. The tape-strips were collected into scintillation

% tals for%qalysw The skin surrounding the application site
§ urrogpding skin) was separated from the treated skin. Both
@ surrounding skin and tape-stripped treated skin were retained for
@y analysis.
Radioassay: The 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
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effects were determined using an external standard and spectral quench
parameter (tSIE) method. Efficiency correlation curves were prepared
for each scintillation cocktail and were regularly checked by the use of
['*C-n-hexadecane standards. The scintillation coulair was recalibrated
when a deviation of greater than 2% was observed@vhen counting
quality control standards. The limit of detectio;&&as taken to be twice
the background values for blank samples in a@op@gﬁ@ cinti@atior@@

cocktails. R

& N O @5&% N~

%@ SERRN LS

Findings: O gi% \@ @’;5’ .
Flufenacet was demonstrated to be soluble in the e@éptortﬂ;\nd at fbre cﬁntra 1 of é\ﬁ
0.6 mg/mL of receptor fluid (procedure explained@in §lé§f/late@ls & odg§). Duriag the
study, the maximal concentration per hour of flifenacet in the%cept& fluidswas 2 /mL.
The achieved concentrations in the study were t u@east&b times lower&han th&
determined solubility concentration; thus «@’sol Wity il@@é regeptor flu wa@emed to be
sufficient to avoid any risk of back difﬁu@l. @ @
Measurements of the homogeneity of Q% thre@%once@@aﬁo@f foQ@latic@applied
indicated that it was acceptable. % & @ N 9

©Q Q A O

: . O AN g Coe e
Good recovery data were obtame@ withnpnean total re@@ene@ radgg%twlty in the range of

2

92.8% to 98.1% of the applied@ose. é}ﬂ > & AN

NS Y R
These study results are pr@ented @Qablk@P 7.°§§Ig. .9 @Q
& A
g &L
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Table CP 7.3-1: Mean distribution of radioactivity at 24 hours after dose application of ['*C]- flufenacet
in an SC 600 formulation at the rates of 400 g/L, 3 g/L and 0.3 g/L to human and rat skin

samples.
9
Results expressed in terms of percentage of applied radioacti{@
o ° &
Distribution of radioactivity (% dos h e o
Neat formulation: High dose Dilution: Intermediate dose@v @ﬁ')iluti s Low i@g
Dose Levels (SYP13418, 400 g/L) (SYP13423,3+g/L ) & ° (SYP$3423, 0.33g'L )
Species Human (n=6) Rat (n=6) Human (n=5) | m>2Rat (n=9) SHuman (=4) [, "“Rat (n=5)

Mean | SD Mean | SD Mean | SD \Mean/\ SD¢, WeangR\’SD %Nean | SD

SURFACE COMPARTMENT. G .
Skin swabs (8h) | 95.28 | 1.80 | 89.60 | 2.34 | 88.87 | 5. 5863 | 1409 | 87 388 63407 6.00
Skin swabs @ ‘o D)
(24h)? 00s | 004 | 027 | oa7 | 1ma2s3.] Y @.28 @.39 926 @2 2.65
Surface Dose Q ° q @

SN
(tape-strips 1&2) | 005 | 0.02 | 137 | 043 | 044 | 0] 1086 | 8.6 | 0487 044D 6.08 | 545

Donor chamber | 0.06 | 0.02 | 0.21 020 05 | o085 | g9 [0 | 09 | oa [ 0.12 | 0.05

Total % non- 8 Y \J @ Q@ &
absorbed 9544 | 1.77 | 91.46 | 2.360191.02 | 3.02 £53.07] 9.96 ©89.77 | 234 | 75.03 | 5.97
SKIN COMPARTMENT _° g
Skin ® 0.05 | 005 | 093 |®9% | 056 [ 068 | 3.0¢ | 295 | 028”] 018 | 159 | 2.29
Stratum corneum @ 9 "N @
e 004 | 002 | 4.64Ch 225 D0.33 @%)36 §47 Q8.80 <040 | 030 | 6.84 | 4.02
Total % at dose Ko EN L Y N
site 0.10 | 0.06 Og% 2G5 | 089 | 104 12@ 9.695| 0.69 | 045 | 8.43 | 594
RECEPTQR COMPARTMEN Oy
Receptor fluid R q - ‘ 9 o N
(0-24h) 0.03 o.%§ 028, 0.24,] 092 | 0.62 [v6.49 354 | 3.3 | 090 | 8.70 | 3.87
Receptor fluid R G
terminal 0.03 §$’3 At9 o?% o.@ 0@4)@ 0.41\5\ 058 | 002 | 003 | 063 | 033
Receptor NS My O Y
chamber O.ORC 0.04 0.09. @ 0.08_ 4> n.d. . Q].a. (@24 0.35 n.d. n.a. n.d. n.a.
Total % directly RN =) 3
absorbed * 008 |, 0%} @;@9 5 0@? 0.64 1 748 | 423 | 315 | 093 | 9.33 | 3.96
Total % N < @
Potentially S N D @
Absorbable 0.10] 0.05g 659 233 Prsz Poro7 | 1998 | 876 | 580 | 134 | 17.76 | 642
TOTAL % S
RECOVERY | o562 | £%5 | o8 @.@ 9& 252 | 93.05 | 2.08 | 93.61 | 1.88 | 92.79 | 0.96

. © @ B
2: sum of radi@%ﬁvity t@ in syyabs at teraytation @n surrounding swabs.
b 1N
d

: sum of radio#ctivitydgund in @ after @pe-stripping procedure and in surrounding skin.
: tape-stri exclud'@g numbers 1 & 2 which are Eansidered to be non-absorbed dose.
:sum oactivity found@ receptor fluid (0-@11), receptor fluid terminal and receptor chamber.

¢ total% dir@absor@ total@at dos

SD: standard desiation o

n.d.: not detected (bcloy the 11@ detection)

n.a. : not applicabl @)

n: number of skin§ used for calcul@?)n

In the above table, the pre ted means do not always calculate exactly from the presented individual data. This is due to
rounding-up differenceg,tssulting from the use of the spreadsheet program.

o
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Conclusion:

The dermal penetration of ['*C]-flufenacet through human and rat dermatomed skin from the
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), res%ctively.

Overall, the dermal penetration of ['*C]-flufenacet in the Herold SC 6&&for lationghrough
human skin was low at all concentrations used. In addition, the abson v@mﬁowe@in @
human skin compared to rat skin at all concentrations used. % §

o & \
The mean percentage of flufenacet in the SC 600 formt@é%on that was?onm ed toﬂae
potentially absorbable (directly absorbed plus total r@%azmn@at d@% sztey\ era &ﬁod of
24 hours for the neat formulation was 0.17% and & % f@&g\he hl@an aat s@ N

respectively. @@ @ Q) @
" kS
The mean percentage of flufenacet in the SC 6’0 fi 1at1<%1\that was cored@b be

potentially absorbable (directly absorb(i’cvigk ema Fse szt ove eriod of

24 hours for the intermediate dose rate nd Q 8% for th @man %rat skin

respectively. % @ @ %

The mean percentage of flufenacet@n‘the § n th&@vas (&Sﬂered to be

potentially absorbable (directly a@orbé&plus MZ re nzn dos te) over a period of

24 hours for the low dose rate %as 3 0 and$7 76% mmand rat skin respectively.
S

According to the new EF gu1d@§e tl&e is t”héf)rov@on thét\)vhen the sampling period is
24 hours (which is the ﬁs study) an over 75% of ﬂ% otal absorption (material in
the receptor fluid at th&end o study) occ@red in half of the duration (12 hours) of the
total sampling period that th&absog)tlon will be t£1 sum of receptor fluid, receptor
chamber washes the n sa ding, 4R tapestrips. These criteria were met for the
intermediate and low d@@gr psin t@ud here@ also the provision that a standard
deviation equal to or targer th o8 259@{ Sf the an gf,the absorption requires the use of an
alternative e or@%jectl@g of't @ udN he nce prefers the approach of adding the

standard deviatiph@o the fakan to upper’84™ percentile value of the results. Albeit
that the notlﬁerQ%nmd%{ﬁ that fhe Valt@of 25% for the standard deviation limit to be too
conservative apphieation 0f thegpidance results in the following values for

[*C]- ﬂufcﬁcet u@@@e 8%600 fo latl@or details see table CP 7.3-1:

~
%2% fotthe r@t formgfatlo@oo g/L)
6%@or thedn édiate dose (3 g/L)

o 4.7% for thelow-dase (0.3 g/L)
O
¢
v
CP74 Av@;}ﬁ;&%ble toxicological data relating to co-formulants

CONFIDENTIAL information - 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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