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Ccp7

TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION @
PRODUCT @

Aclonifen was included in Annex I to Council Directive 91/414/EEC in 2008 g@rectlve 200@6/@
Entry into Force on 01 August 2009).

The formulation Aclonifen SC 600 G (or Aclonifen 600 g/L), is a suspen%)él concentr@ tlor@

containing 600 g/L of aclonifen This formulation is registered throug urope urider traQ

such as Bandur (Aclonifen-SC600; AE-F068300-00- SC&Z EXP-04209). Aclom@’l ‘Q @
on of acl% en U S

already a representative formulation of Bayer for th& Annex I inc
Directive 91/414/EEC. % $ @

This present dossier in support of approval ren @1 includes 11 the c@% sub’@ttted‘ the@me o@le
Annex I inclusion, in summaries updated an re eva 1uated @’ ne@sary @ tak&ccqu‘m of @g@rent

validity criteria and data requirements. 2 w\g &
%© - & & & @ X
% \ Ny S § @
R @} & & N y\g %
CP7.1 Acute toxicity © K\ N é\?
Aclonifen SC 600 G is a Suspensw&@onc rate@) fomlul g@ co n (60@@/L) This
formulation is identical to Bandui@vhlc was gyaluated, duri he @nex ofs é\fomfen and
the in vivo studies were foundgio be%@pceptﬁ @Zg?lmn@r e actte y udles 1nclud1ng
irritancy and skin sensitisati ﬁ&\can b&fouﬁ@n the le below a he@d1v1dua tu@ summaries are
provided in the subsectlons C to 7§6 S \ @
All studies for the acute i%xwl;%]endpo%ts w§ pr ted §d evaf%ated@.lrm EU process for the
Annex I inclusion of gglonifi r@@ounc@Dlr ve 4/§C Kshort Q all summary of these
studies is provided jg,Section”CP to@ @
> @
Q N R @ &
@Q N \\ N @ N
> §
Summary of a@te t@lty gs\{ﬂ@ws W@l Acﬁmlfe 0@
. D =) G © @lasm@atlon
Q\ @7 < (a&to the
Eré};oint o%g%ciesigi) SResult °eriteria in Reference
NS A NS \© %o S Reg.
A PSR N 1272/2008)
SN & < KCP 7.1.1/01
gf(‘l?éftoral D g MEF) - @LD&Qs%%%k%w None  |M-208817-01-1
v SR 2 .
) O | @ A LN KCP 7.1.2/01
g‘)’(‘l‘é‘; al 1@6?(1\4 &%) | LDy <§oo@/kg bw None  |M-208819-01-1
J A 1989
Acute inhalation
toxicity ob Not@bmlt@ (ac@n\gen @ 50 > 5.06 mg/L air) —
RN N KCP 7.1.4/01
Acute skin (Q \%ab@éﬁ) @Not irritant None  |M-208821-01-1
irritation Q
& < I 050
KCP 7.1.5/01
Acutes lf?e @ @abb@[) Not irritant None  |M-208824-01-1
o @ N I 939
@ Guinea pig(M & KCP 7.1.6/01
Skin K) Modified Not sensitising None M-175869-01-1
sensitization Buehler test _1 995
Mice (F) Not sensitising None KCP 7.1.6/02
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Local Lymph
Node Assay

M-232345-01-1

Mice (F)
Local Lymph Not sensitising None
Node Assay

Overall, Aclonifen SC 600 G was found to be of low acute toxicity followi g@;(posure vigoral, germal

and inhalation routes of administration. It was found to be not irritating?g

bbit skin_d®t t eyé?
abbit s 111\ Ofibjm eye

and not to be a skin sensitizer using the M&K and LLNAG®sts. @& LN @Q @
v R ¢ ¥ & &
CP7.1.1 Oral toxicity & S v Q § c&©
@ Q © & @
I~ 9 o D &
Data Point: KCP 7.1.1/01 o D O ~ 9 &7
Report Author: B - S S S 2.
Report Year: 1989 Q G N S S @ .
Report Title: Acute oral toxicity studyqgnd lin@s test) @DEXP4209 ingats  © &7 S
Report No: C025169 %’ 'S D ® §
Document No: M-208817-04} - %@ & N
Guideline(s) followed in | OECD: 40198 NS
study: © && % "\@ § © @ §J @ ©
Deviations from current Current@uid@le: O%D 40 @1987 ®@> Q @U Q\? N
test guideline: No dgyiation_ (ox < @ A & Q .
Previous evaluation: yesvaluated andraccepted” & ~ 0O
()
GLP/Officially ..|Aes, corduct flities
recognised testing
facilities: D A °
Acceptability/Reliab@ity: | Yes X O & S O S

S . ~7 @
SRS

O NS N %
@© @6 Q é K@j &° & § @
N SOV
Exce: & & & SIS
xec eSumm?r@ ES) o ® Ry ©

S N N
An acute oral tox } study was@v\@ﬁndu&@d on¥ats. T&prodt% Bandur (EXP 4209) was administered
by gavage as thg ures%uspe@%n to\Sprague Dawley ratsr A limit test (2000 mg/kg bw) was first
performed (5animalssex), sihce thigre wg mo@ties 1 the limit test (1 male and 1 female) it was

udy, pe

animal/s%/dose). Then, ®@mai
vatiGi per@d W&Qﬁ-days.

(5 ani sex/dose).%he o

followed byG rangés 1n%&st d¥s using dosage of 1@90, 2520, 3990, 6320 and 10020 mg/kg bw (1
§ g;fne@using dosage of 3200, 5000 and 8000 mg/kg bw

N
In the range-findi ‘@stud e f@le @n th’@p dose (10020 mg/kg bw) died. Mortality occurred
in‘the main study at allgddses @sted. icaksigns were piloerection and lethargy accompanied by a

slight dyspneazgnd someti

q

mes abng#nal bddy carriage (hunched posture).

Signs were more marked

in high dos roup&bfﬁn ifJow groups. In surviving animals, the signs disappeared during the
AN
first 2 to ys @pend §& on the do .

at the g 0@6 s rey¥aled greenish pale kidneys in all animals.

S

S 3 . . o .
There @s no @eatmel@-rela@ effect on body weight. The macroscopic examination of the animals
d

d 0 abot¥e re@s, the median lethal dose (LDso) and the oral LD50 of Bandur and its 95 %

co ﬁ%ﬁe limits was calculated to be 5596 (3303 -9479) mg/kg bw for rats. Bandur or Aclonifen is
therefefe not classified for oral toxicity according to Regulation (EC) 1272/2008.
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I. MATERIALS AND METHODS

A. MATERIALS ’
& &
Q\ g
: & o° o
1.  Test materials: EXP 4209 (Bandur) @@ NS
Description: Suspension Concentrate (SC), colo%r: yellow § @Q\ 2
Lot/Batch: OP 880633 (4 @@ OO @& o
Purity: The theoretical content of actji¥Q substance a@%mf%@vas @O é
+/-30 g/L angythe measuredcontent was /L ertifigate
of analys X BA 10013 6@22/%/88) & & SN
Stability of test compound: Shown toe stable (se@/[Cng @ 6\ «:05@ @@
N 9 LS B
2. Vehicle: N@ \@’ N A\ N @j @
3 Test animals: N O OO s &
. est animals: RN @ & O O D S
. S & S S T &
Species: &© ars, \Q N \@' @@ S @ &
Strain: Q @ragu@?awl@»rats@ &© ©@@ @@Q \%
Age: %a‘%lot glv@i & @Q o & é
Weight at dos(%lg é% 1\@1 stl@/ rep@éentatl e: @ + JQ%) (malges), 230 + 20.0
%>
Source: X < )
NGNS
Acclix@ﬁsat&n peri
Q "~ N
D @\ A & Altr%smn Riﬁ\/[ ty&ﬂ har QZ ad libitum
ter @, «:4%© © Téi% wqté@ ad Zz@ um
% I S &
ousing: % @a @ 23 rat cag@ln 10%3@;;68 type III
4 %ﬁlwronmen%con%@onys\ﬁ {Q° \ \
$o WO e, (& S
Ter@aerat re: 20°C #@°C O S
T E S
@umld@ @)@ <} SO@elati@\umﬁ'ﬁy
Q ® D TN
ir changeg; ©\ 2-15 t@gges/@
@’ PhotopoeI@gd QQ @%:y)ay@lght @thm 12 hours (7 a.m.- 7 p.m.)
N
& NN @
B.~ STUDY DESIGN AND M&%O@
@% N SN @ Q
> O ~ @
1.In lifeﬁs: v O &  O14 October 1988 to 07 November 1988 (main study).
@ @§ G <§
N &
2. galmal@smg@n@ treatment
te bstance was administered by gavage as the pure suspension to Sprague Dawley rats. A

limit §ekt (2000 mg/kg bw) was first performed (5 animals/sex) followed by a range-finding, using
dosage of 1590, 2520, 3990, 6320 and 10020 mg/kg bw (1 animal/sex/dose). Then, a main study was
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performed using dosage of 3200, 5000 and 8000 mg/kg bw (5 animals/sex/dose). The study did not
include a control group. @o S

The substance was given orally by gavage as the pure suspension.

N
All animals were observed for clinical signs of toxicity immediately after trea@nt and oncly @>
the early morning up to the end of the 2 weeks observation period. @ S RS

D
All surviving animals were sacrificed on Day 14 and subjected to gross/{t%proscoplc n@ropg@@@ %

& d

3. Statistics & Q

Sz 2
“%

Group means, and standard deviations of bodyw ts were calc

. Br
&

SN
@ G . é\f S
A. MORTALITY Ko & F @ §9 & g
> TN § (S (IR R
e e FELTE S
Limit test %@@ ‘\& <« W x@ @Q & é%

In the limit test of 5 rnale@%and 5 fomale mn@te ed flie test Substaitee at %@)O mgfkg bw one male,
and one female died duging the first 3 h0§ Allwther @mals%urvgi@ th@ days observation
)

period. . S & ® 6@ . & .
\ AN
Range finding stu(:@@ © @Kﬁ @ § §’ © & S

In the range- f&% % w &e the fest su‘bstance\%s a@inis@%d a90, 2520, 3990, 6320 and

= =

10020 mg/k ex/do& @mal&%f th&hlghe§ose group died during 24 hours, all
other anima surV d thg\ﬂ 4 d%l ser&a‘uon @rlod@ © %@
Main s@fi % @a % @ Q@ (o

In thé}lgh dose gro‘p ( (@m /kg bw. fl of 1@an1mv§ls dt&(@@ males and 2 females died during
first 24 hours @ adﬁalnlstr@on %ﬂnd é% femat® died during the first 2 days after
administration)e,)

In the mediui@ dosf&’&up @OQ n%/ ‘t@ 5 (@10 an@als died (1 male and 2 females died during
the first 2 da3 ied th rlng% th1r ay @ﬁr administration).

In the @ ose group@@SZOO@/kg ), 3% 10 a\?ﬁmals died (1 male and 2 females) during the first
30 hours after adn@strat% h&morta& is g@en in the Table below.

N
N @ "\ Q @
Table 7.1.1@ _E @Mcut@ral toxicity in rats — mortality (main study)

N D@e (m@ bw)yy Nunﬁr animals Number of Onset of death
@ 8) death ft
NS eaths after
~N N
Bi%ies @ @@00 s 5 | 0-30 hours
Q: <) (§ 0-30 hours
emal€s 32 5 2
8
h@)s 5000 5 1 0-2 days
Females 5000 5 4 0-3 days
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Males 8000 5 3 0-2 days
Females 8000 5 3 0-2 days @ ©©
S
o @ @

B. CLINICAL OBSERVATIONS ~N NS
Clinical signs were piloerection and lethargy accompanied by a slight dyspnea ar@om%%es ©
abnormal body carriage (hunched posture). Signs were @re marked 1&%gh dose grfm,p thag m lo
dose groups. T Q\ t0\9@ @

&

In surviving animals, the signs disappeared during t <:Z« first2 to 5 @s dependl n th sag@@h
‘ 1

animals which died during the observation period aad the anlma@of tI%hlgh Q gr&up ad@lml &
clinical signs. Qo?(b N @
. @3 \ 6 *&, <
A A T S
Q @ X @% v @y
C. BODYWEIGHT s & N S @% &
The body weight gain has not been infltenc o“by th@'eatn@n‘[. T{%chan@s insthe body we@ in

the main study is given in the table below. '~ @ |5 ) w;\ § é\f Q

P e S
R RN ® & § N
Table 7.1.1-02 EXP 4209 %han@s in_the body'we @5@ in ‘.-@ SDéﬂ the Thain study
v S N
&2 . O e S
NMow G & Weight aftér °\ R
9| Q N2 < Weight
Dosage "~ Initiaf? § Ong> @ :
Sex %’ . Qvo o 1nc§se [gl]
[2/kg bw] S 4 cight* [g] ©wee© gl - We@s** i | o~
f@ & § {®@ > \§g o b
32 b MO besi82 [Seaseqd §9361 @p4 Q7 79+50

@@(? o| 2303200 264 1420 263% 117 35476

506 M, 57+ 103 | F0£22W | 383432 95+ 13.4
& &) 234687 | 2594ND o[> 264ND 28+ ND

8.0 O | We14 D] M= 198 | 454499 80 + ND
& R 32 £59 %258 £4.2 @7_57 142 25405

*: 1 day of treat@ignt _© Q @) @
**: just befor%@zcrops@ A O@\ @
% ,%,Q & @
@’ @ o\%
D. “NECROP. @x . \@
®o

N % Q S
Autopsy of sugyivors showe igh and$ale kidneys. In the animals that died beside greenish and
pale kidneysithe ma%gi‘ as a yellow to brown or black staining of the content of the GI
tract, pro aused K ance This staining also occurred in the bladder and the
anogen are éﬁ a fi

S
E Dgﬂa@c
$
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1. CONCLUSIONS

The oral LD50 of Bandur and its 95 % confidence limits was calculated to be 5596 (3303—9@) @b

mg/kg bw for rats. Aclonifen SC 600 G is therefore not classified as harmful by ingestion acoé@ding @&
@

to Regulation (EC) 1272/2008.
g (EC) @J@ & O IS
3 S

0
S4
s

N
d

AN
Assessment and conclusion by applicant: v @Q@ @Q §

All validity criteria were satisfied and therefore t &tudy can
4‘;\ et
@

S
&
@)
=
2,
o
&
a
Q.
-
&y
<
-5
—
e
-
g
2

followed OECD 401, however this guideline was dgleted in 200
420, OECD 423 and OECD 425. N

&
o 2 & S & Q
CP7.1.2 Derma@l%xi%’g @©@ E

Data Point:

Report Author: @Q %G

Report Year: @/’/ @\y f@ P @4

Report Title: Y Acutedermal Toxicity studip(or limigfest) GHEXPHR09 in rats

Report No: © Q| 25170~ @ S

Document No¥ g [:M2208819-01-1Y & & O @

Guldt?hnbfi@followed in,| OE%@40§@982) O @ >

study: (& < NS & K N

Deviaftens from curref® | Cledent Guideli@"OECl@hOL M7 o >
R . RGN N

test guideline: @ @o mg@@cant @viatiens & Q

fi

Previous evaluatigi) % yfﬁluat dand ad&pted >
QIS8 ezw
GLP/Ofﬁci@‘@ @U éé)s, co@ucte% der% /Officially recognised testing facilities
> © K &2 g

recognised testing
facilities% § @’%T’ o %
Accept&ty/ReliabilM YeR L D
S % @ o
o % O >
N ~ S R S
@° NI

Executiv@sum@n;é%ry @© §
In an @e fﬁal to%city t&3t, groups of Sprague Dawley rats (5/sex) were given a single dermal dose
of tgtest s stan@X %09, 2000 mg/kg bw, diluted in distilled water, and applied to shaven skin

in@l are 5 x 5 cm. <Phe test substance was covered in a semi-occlusive dressing and removed by
Washil@4 hours after dose administration. The animals were observed for 14 days.
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There were no mortalities and no clinical signs of toxicity. The only finding was a compound-related
local yellow discolouration of the skin, and a greenish staining of the kidneys at necropsy in 2 males S
and 2 females. @ N

N
In conclusion EXP 4209 was found to be of a low order of acute dermal toxicitifollowing e)@ure irf@j

rats. @JQ ‘YRS
D
S FF
@ N O &
v ¢ ¢ 9 T
& FFLSe
I. MATERIALS %@m METH@S . &© N S &é}
A.  MATERIALS . @ R SR
F O E YT
% @ SR
S & S A G N
1.  Test materials: EX%4209@and@§) & Q @7 @&
Description: @spen&@n C@mentr @ (SQ%OIGQ@WI&W N §
O
Lot/Batch: Q)P{%GMB N C} >
o ARSI
< SEN; @

9
Purity: Q Th&theordtica %ten@f act@sub c%(g%nifeﬁﬂﬂ/as 600

9. 30 n‘@ned@onte a g/L (Certificate
Q@ L of a@?%s NEBA 0013 @%zz/gg/sg) &
Stability of test c%mpou@ S@xr@e stalile (see%/lc@ @

%) @
e & ST §
2.  Vehicle: Q @ < Noge § §9\ Q é% &\
3.  Test anim & R § o . \@ §9@ @& &
NIE 1es:@ ©\ o & R,gi \ & § V\g
@Strain:@’ *o @ %ragw*%awl@ats
@ Age @é}’ § @)ata not givgn @ &

RV
Weig%%sg dosiﬁg: é\g I\@S (@3 g+0.7) ar@emales (263 g+ 16.4)
o §» W
i Quieweek© ©v
: § @@trmm? R+ @typ 1324. Charge 62, ad libitum
@7 Water: \@9 R N Tag@atewd libitum
Housin§ @@ . @ QJ at/c a@? In macrolon cages type II1

g

@%’em&%‘cur s § 20;C +£2°C
@K H@{;@o\ﬁdit@© ?O% relative humidity
§ T cl@lges:&g 12-15 times/hour
Q§ @@Pho@eri@ Day-night rhythm 12 hours (7 a.m.- 7 p.m.)

&

&
&
&
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B. STUDY DESIGN AND METHODS

& &
N @§
1. In life dates: 18 August 1988 to 12 September 198% @Q
&> NS
N
2. Animal assignment and treatment % § § %45@

)

Animals received by topical application, an effective d(gof 2000 mg@g body wel@ of' t })rodﬁ @
EXP 4209 or Aclonifen SC 600 G diluted in distilled water, at a y§ume of 1.60@nL/kgbw (2.0 S
g/kg bw; spec. weight of the test substance:1.25 g/r@ The test su@ ance was a@hed che Vedc&
dossal area of the trunk (shaved 24 hours before hcatlon) ap catu@area was abot 5 X9

cm. After 24 hours exposure under a semi-o ive dressifig, resid@al test drce wés w @d
away. The observation period was 14 days q{ter the@mgleﬁhc@%n &@’ studydid- &o inc

control group. @ ¢ @j& b@’ v <\
All surviving animals were sacrificed o%éﬁy 14@@ \sg%ec%i% gr%s/mascc:gc ecrgpsy. @§
Q@ é\\ N %© @2}9\ @Q SRS
3. Statistics @ % \Q § \@' @@ S § 9
Group means, and standard dev1§ons®f bocélgymgh@@wer@ ulded. @©® @@ 0\%
Q@ . S © & @Q 2 S é

o\ @ & S R X
A. MORTALEEY @ 2 ©§©@°§K %o@@
F& 9¢ <
No deaths occurr@ﬂurmg the @y ~ ©© @ @
@ \© QO % \ é\ é@ @ €
B. CL@CA@BS@{VA&)N% & & ©§ o

. *y
No clinic#bsigns relatg\dﬁ to thg@eat t W@ obsefed. @nly a@llow to brown coloration of the
skin (@e applicatio@area @ uring the o@ervaﬁ@l pe@d
N N S "\ ~
D >y O
CBODYG% QN @’ é@

The body wi ht gaj @ bee&ﬂu ed l@he ty§tment The changes in the body weight in

by

the main ste@y is given tabte bel @\ >
S @
&, i
Table 7.1.2-01 @EXP QZ% —Qz\{cute dg ah@xmty body weight in g (mean + SD)
\y\? > @ + @\@: Q @ Weight after
N L@ One Two .
Dosage 4 @ N > I.m Qweek ] weeks** [g] Weight
[g/kg bw@ N 5 weight*[g] @ change [g]
& N Q S Q
@ V@ < N)
SN 1& Q@Di 107 | 347+£115 378+ 10.7 65.6+48
X QNN
§OOO@@ OF S| 263£164 | 270£181 [ 278183 154+6.3
&
*1d treatment

**: justBefore necropsy
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D. NECROPSY

©

The animals killed at the end of the observation period showed no macroscopically Vi@ﬁe @b
abnormalities related to the treatment. Only the skin of the treated area was slitly yellow. I%neys @
@

of 2 males and 2 females showed greenish colour. & @@
SRS
E. DEFICIENCIES > O .9 &
None. @ G @
KR o & & &
@ & & VO &
) R o & & O
10 R . © @
o) N L Y N\ 9
X N . T T AN
A A T S
v O & S & -
SRS s 9O & ¢

N 168 |
o« TLGONCISIONS <~ & .o . >
The acute dermal LDs of the.;gst sub}tanc@XP 4209 (B:%dur e@hn@l@pt to @c onifé® SC 600 G) was
determined to be > 2000mg/kg @v T@test stan@¥ is theref@@not& ssifiéd for acute dermal
toxicity under Regulation (EC) 1272/2008. N $§ @t@

%@%@@6@0@‘3%

)
S TS o S 90
P =
Assessment a&@con@sion by applicant: @ &\ @ @ %,

All validity @teri@ere@@sﬁ%@nd %h%refqr\g@his y cafdbe coffdidered to be valid.
. (S @
N ¢y @Rﬂ £ AN
R Q& . O
{\’/\ Q > R - (@) \\9\ &
Assessment an&mcl@g\ion Q@MS§ %@7 © &
4 ) T @§

@D @Q‘@?q@Q@\

O

2 9
§ v
CP7.1. I@iala%’on t%gicity &

2 B o . .
An shalation study 1s n@%equ@@d for a8 SC@rmulatlon, and therefore for animal welfare reasons no
e cor@ted @»Aclonifen SC 600 G.

acute inhalatiomggtudy has be
LY \ 2
The inhalat@Cm\o acl {Q& en in'the rapf > 5.06 mg/L air) is low, and the vapour pressure of aclonifen
is also low, 1.5  PaONonéof the\tdformulants are classified for acute inhalation toxicity. Using
the cal ion @ethod o classification for acute inhalation toxicity is needed. For further information
on thednhalaggn toxgEjty @e coformulants please refer to the confidential section JCP.

&S o
T “ﬁod @%clon@ém S@OO G is therefore not classified for acute inhalation toxicity under Regulation
(E %é

o

1 2008.
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CP7.14 SKin irritation
&
Data Point: KCP 7.1.4/01 o é@@
Report Author: I D &2
Report Year: 1988 L & 2
Report Title: Acute dermal irritation / corrosion toxicity study of EXP4209 in rabbits ‘N
Report No: C025171 < Q ey 2
Document No: M-208821-01-1 Co & SN
Guideline(s) followed in | OECD: 404, (1982) Na @ Y @
study: . ©Q @ S g\\g é
Deviations from current | Current Guideline: OECD 4@%; 2015 S @) R @Q %
test guideline: No significant deviations 55 N S’ S L &
Previous evaluation: yes, evaluated and acceftp Rz Y
Source: AN
ource: ) P ) ) %
GLP/Officially Yes, conducted undéd GLP/@ffici g} ised ¢¢&i 'ties& % .
recognised testing % @ & Q @7 @&
facilities: RO N N o §
Acceptability/Reliability: | Yes I @ & ) S N o
O SR & ©
S SIRSIE I I
S > O OO s
R o O O O O 5
z SIS S
o Y 5@ Q D &
RS N % ©
Executive Summary N §9 @ @ s @ N 2
2 © 2 %o @ %
> LN

The fur was clipped from t@r Farea o@h @ale ¢ %lts @he test 1tem¢@%’ 4209 (0.5mL) was
applied as supplie topic ati e§pos§%km of aboi®6 cm3) and covered by a semi-
occlusive dressingfor @ours er £Q1s t l&e the (h@sm s rg@@oved@nd the site gently washed

with warm wat€r. <\ & & v $
SRS, > 5 §
The scorlng@? skmﬁact @ was %rfofﬁaed at@opro@atel 5, 1224, 48 and 72 hours after

atch reméyal. Autopsy was ¢Hormed afte tscc@ﬁ ¢ evairation of scoring was performed
p PS RET g g p

accor@ to the EU sgstem O @ < D
\ O @Q L Q
There were no m 1t16&§¥1 th@&fb no @s o@ryth@gla or @ema in any of the animals throughout

the study. @ %\
The test subs é%nce 420@ Bané@ @Vale@ nifen SC 600 G) is not classified as a skin
irritant unde®Regudation é@) @2/2 @\ >
< © » %f & @
Y
% O @ @ N
N § MA@ER@S AND METHODS
A.  MATERIALS, o & Q
&~ § v @
O SR

1. Tetmagrials: & @Q EXP 4209 (Bandur)

% De@;@?pti(@ s§ Suspension Concentrate (SC), colour: yellow
Q© g@VBato@’ 53 OP 880633
@urlty The theoretical content of active substance aclonifen was 600

+/- 30 g/L and the measured content was 599 g/L (Certificate
of analysis N° BA 10013 of 22/06/88).
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Stability of test compound: Shown to be stable (see MCP2)

2. Vehicle: None . @ ©©
3.  Test animals: S @® @é@j
Species: Rabbit N S o\@
Strain: Albino New Zealand rabbits =N . § ) \25@
Age: i © < PO
ge: Data not given T @ S @\ @ &@
Weight at dosing: 2.8kg+6.5 « @Q é\g@ Q@ §9 C:§©
Source: Q& & © &@
-
Acclimatisation period: 14 days @ . @@ W;\@ Q 6\ . ‘2’5@ %@@
Diet: Altrmé% R+@€7I) ty@l&%«ﬁhar,adﬁ)itug\ % .
Water: T@wate{@d libifim N @@ © @j @§
Housing: @ngle@ousm@n batteries @ rab@ts é\g X ©§
LSS & s o &e
4.  Environmental conditions; O~ &~ . € %, NN D @ ©
S TN S & &N
Temperature: N BCxC O S O © O ~
o @ N, T L ¥ & U O
Humidity: <& \SO@CIauve umidity @ & o
Air changeS'@ & 1@.95 t1®/h0u@’ s @ @f@ %@
Photoperig}. @ @%ay-®§ rn @?o%g% a.nts 7 p@
F TS e S Y
B.  STUDY-DESIEN ANDA Eﬁo&s © & o @
(CIENN AN N > D §
o & .O N e o
Linlifedates: O % o 18 Augist 1@?&0@1 September 1988
o\ Lo R \
A& @ § & & @Q WL @
2. Animal ass1g1@&pt a@l»tre@ment@ \

A single dose Q§ndl d tesg@ﬁbstanc @)lacebo) was applied to the intact shaved
! e o

skin of 3 ma New it bl@éto a proximately 6 cm2) during 4 hours under
semi- occluﬁ@e cor@mo cutaneous reaétions were observed 0.5, 1, 24, 48 and 72 hours after
the expo%re period. Autepsy ¥ s -\?Q edgiter 185t scoring.

)
The e&atlon of dsg%%mg Was gr@f%rme@ ac@@mg to Draize (see Table below). Autopsy was

erformed after 1 cor
P Q asts iz, o Q@ &
Gog @ @ &©

Grading § (§ Q
Ervthena \har agﬁn @ Oedema

@ O
0 %%N @Qh ?@ § 0..... No oed
S o@yt e . ..... No oedema
ﬁé ht (barely perceptible) erythema 1 ..... Slight (barely perceptible) oedema

2 ....7 Definite erythema 2 ..... Slight oedema (contour clearly defined)
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3 ... Moderate to severe erythema 3 ...... Moderate oedema (thickness approx. 1
mm) @ @@
4 .... Severe erythema (purple) with formation 4 .... Severe oedema (thickness greater %ﬂ 1 @

of eschars (deep lesions) preventing erythema mmm, a surface large§§han the i@e o@

being grading application) 03 N
&% : 3 & ~
© & OGS
V @ © Q\ v\g@ &@
II. RESULTS ANl()@Q)ISCUSSIO@Q é\g@ QQ ©© Q&©
. & @
A. FINDINGS Q.) \Q @@) @ & © @}
@ "\h N L S

No mortality occurred during the study. Thé&se we 10 @ ofé?yt effia or oedema Th any Of the

animals as shown in the table below. & %

&
@ R O &
Table 7.1.4-01 EXP 4209-Ski;isi§itgﬁon scores (erythenma\and @%en;@). o
Q N

@ ~ @ s & &Mea@
Rabbit @Q KK . é\g Q\ Q?E;\ﬁ QQ @ éj segre
n Parameter | 0.5 ho 1%Bour " 24 hours 48 houy @10u®
: & o ol o TS T | adusen
@ @ U@@ S [ & hours)
1 Erythema | .0 . o, o S 2 0.2 | o0 @ )
Oedema [ 09 | Do §@ 0 T B 02 0
S N
2 | Erythema_ @@ 9 © 2D 9 s 0 1.9 0
Oede@Q 0 § @0 S @ a 0Q" | S o 0
3 E emx@ Q% %o o\\ \Q 0 é@ @%) Q@ 0 0
Geieme | 5 0 ] 0 A o S0 M| o 0
5 T Ve a8 s T g &
: > & & & "
B. NECROPSY &0 &~ o S E 0
None §§> QO & \@ @;\7\ é QB
9 S @ > @b
S S
C. DEFICIENGIES (© RS
None. S NS %g © @
& @ @ y X
@7 N Q @ ©\
T A @ o
N T e e Y9
@° < Q@ IIIQ%:ONCLUSIONS

&
Overane &ure%ge%iod 4 houts, thegndiluted the test substance EXP 4209 (Bandur equivalent to
Aclonifen S3C 68§ G) v@s no %ritatﬁ@ to skin. EXP 4209 is therefore not classified as skin irritant
accordiff® to @ula&o@ (%@ 272/2008.
RS
NP N
¢ L T

@)
Assessment and conclusion by applicant:

All validity criteria were satisfied and therefore this study can be considered to be valid.
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S
Assessment and conclusion by RMS: @6 @ ©)
MRS
o .
S A
= O o 7
% Q, %
g Z $ o 2 °
CP7.1.5 Eye irritation N R 2 Q@ & O
Q
@ @& S &© & @ & @
Data Point: KCP 7.1.5/01 A0 o KRR O e @
Report Author: _ ) . AN D N
Report Year: 1988 A @VJ) N o S
Report Title: Acute eye irritatiqn corr,@bon t0x$dity s of EX¥P4209 th rabliits o) ¢ °
Report No: C025172 ﬁ\ﬁ AN
Document No: M-208824-01<, ~ | \ NN

Guideline(s) followed in | OECD: 404@@82 & %, ‘N %,
study: L& X @’ @Q
©
@

Deviations from current | Curren 1de11né[ OECﬁ 405, 2017 @) N
test guideline: No si r@l an@ewa % h® @Q >
Previous evaluation: yeg@é%alu ed and accepteé@f Q é
Sturce: S
GLP/Officially &Yes, cdix r G esting facilities
recognised testing § % O @% @g é’
facilitics: SECEE R N . L9
Acceptability/Reliab},ﬁ@y: Y& O @ N b @ &
< Y @
FEITTL T Fe &
@) @\ S & ~N %
© S & Ly &
S & .© N e S @
TN g S %
% N~ @ @
Execk@ Summar@@ § @7 & &

) %o
Three White Ne lar@nale bits &re @@mls@red a single ocular dose of 0.1 mL of undiluted
test substance %ﬁ the %on] al %%z of &t eye & eac@ammal The right eye was treated in the
same way by usin iol$ @ne si%‘tlon @he eyes were rinsed 24 hours after instillation of

g
the test su@ﬁce/ﬁocal salin &@tlon\

The oculéyr reactions were o ed ‘ lf? 6 48 and 72 hours after the instillation. Final
examl@on was peri@me day @1 of @ stuQ efore necropsy.
In conclusion, E TQZ and@or A@}oﬁ%gc 600 G) is not classified as an eye irritant under
Régulation (EC) 1272/2008. & Q
N &
é@@ A @ Q
& L M@RIALS AND METHODS

X
A. @Tg@%ﬂs@ S
%Test@ten@s »&@ EXP 4209 (Bandur)
Q @serlptlon @ Suspension Concentrate (SC), colour: yellow

@Lot/Batch OP 880633
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Purity: The theoretical content of active substance aclonifen was 600

+/- 30 g/L and the measured content was 599 g/L (Certifi @ @
of analysis N° BA 10013 of 22/06/88).

Stability of test compound: Shown to be stable (see MCP2) @b @® @
© S8
<
2. Vehicle: None < &% \© o\@ é\g@
3. Test animals: g @ é}g Q\ @ @
- ' & IS
Species: Rabbit @} §© é\ﬂ Q @@ @@}
Strain: White Ne@@aland— ra{aits @@f @ & % @}
Age: Data n& given, @6@3 w;\ %@’ @6\ \% g§
Weight at dosing: 2. 77 k, + 3::@9/ é}’ @j& ©@J (e é <\ o
Source: v @j §@
- '
Acclimatisation period: Q@A‘ d&g@s é\g@ "\& w\g© é\ﬁ\ @Q é\g Q
Diet: <O Alftomin R+ M, fyp 1334, Ch@e 62, hbﬁ 5
Water: Q @ @ @ ) S X
: @ p water a@ itugy, Q& IS ©© N
Housing: «:§ « \ Sn@ ho&smg 1@1}@ %tter@@fog &@bits % S
4.  Environmental cofilitiors: @Q @ . § @ %@
N S o O LN
Temperature: & @ %@) 18°C& 2°(b o © S & o\@
I@% @ @% rela@ze h@idlt}@ o 5
A]@@langg & KY%Z ]@mesfh?u @ §
ﬁotg@smd © ©O D@g@ng}@hyﬂ@u @(7@m 7 p.m.)
S Q@ \@
B. /§‘§TUDY DE@%}N ;§D DS & .9
RO N
§ & Q7 o ;@, o >

1. In life dates? @ § @’5\9 1&%ugu@1988® 26 September 1988
@ O ¢ .9 o O @
A N \ >

2. Ani@smgnme%&md ttm@:“t? § %@

On the day of treat@nt approx.<Q. 1 l’nLéQ the %@t item was placed in the conjunctival sac of the left
ey{bf each anim&l, e@g t e as ur@ted and served as the control.

The eyes of ammal W r%) exa@medﬁt approximately 0.5, 1, 3, 6, 24, 48 and 72 hours after
Y & pp Yy

treatment and, wer Gore cordihg to t s OECD guideline 405. Clinical observations were made
once daily: 1 examination was performed on day 21 of the study before
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II. RESULTS AND DISCUSSION

A. MORTALITY §@ >
No deaths were observed during the study. Q\ §
@© &@ S
B. CLINICAL OBSERVATIONS v Q @Q
No ocular reaction was observed in any animal (see tablg below). &% \© .9 ‘2”5@
@ @ ) \\ @Q
NG
Table 7.1.5-01 EXP 4209 - Eye irritation: n@n scores $ (§7 Q @@ @Zx
% Q @Q Q& S ean &
Q R \© re Q@
Rabbit | Rabbit | 0.5 hour | 1 hoyr z@ours@@qs hotirs | @2 h ST
. N & @ (Q4+48+72
n n. r/l /O Gy IS 7% S .
A @R IS A
& > » S O g
Comnea I 00 7 0g> %@0/(%\& o s §© § 0/00
2 00 <9 o0 L om }@' 005 2000 § N2
3 OLOQ %009 0 & oo $O 0P | S oo
@ © @
Iris 1 070 oot | @b % @ 00
> b ood | Soo of 040> :&\\@O/g\] % | oo
3 a0 |2 001 . 0 ol 0/0
X N 2 N ] o
> TS e § s L S <
C DEFICI&IE@ & NP N
None ©© ©\ h 5N Q} %&\ @Q § v
S G Y
9 N X
N DNy @II C%N CLUSTONS
A & S ' LSS

5

Undiluted EXP 4 (Ba@l’ur or loni§ SQ§§O Gwas n(@}ﬁtating to the eyes of rabbit, therefore
it is not classifieddas aneye irr tu{ﬁer Regil atio@EC)@ZUQOOS.
N Q% Q@ AN SRS
" S° & N O ~ v
Y Q0 &
Asses&@t and conc@@sion@ appl&nt: @ o\%

N
Allwalidity crite&ﬁrere@%}isﬁ@nd t@ef@?ﬁs study can be considered to be valid.
N @ @\ R o
a2 & @D N
3 S
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Data Point: KCP 7.1.6/01
Report Author: _ o
Report Year: 1995 {&w
Report Title: Skin sensitization test in guinea-pigs (Modified Buehler test: 9 application% g
EXP04209 > @2 AL
Report No: R007916 o> L7
Document No: M-175869-01-1 - NS
Guideline(s) followed in | -- = SN
study: @ {q\’ NS <
Deviations from current Current Guideline: OECD 406, 1@2 Q@ @@ NS y\gw
test guideline: No deviations & Q [\Q N
Previous evaluation: yes, evaluated and accepte @U @
Source: Q c @7%
GLP/Officially Yes, conducted under i gnised testi facilities %J N
recognised testing & N g\a %’;@ S RS
facilities: ) “ @ g}\’ 3 K@ X < o
Acceptability/Reliability: | Yes = \@' @ i - ©,@ @) ,(@ ? @}\,
DSOS N
R & & @ » O >
LN
Ve o > & 9.0 O
Executive Summar @ & U S @® Q& S @© N
xecutive Su Y S N < @ & @ o

%
The potential of EXP 0420§’f0rm1at2%§0 caySe delayed coitact @ersgl@tivitéwas investigated
in Dunkin-Hartley albm\o@umea@ngs Perdex) a&cordlg%to the od{i@ m@pd by Buehler.

A preliminary studyxtest was ‘perfézmed % de@% th&@laxim ggncent@n to be tested and
followed by the mgjpr'study.” <& @ O éw Q &

@
In the main stud@'ntra@%’mafmj ectidns of Q.5 mL\%@the §@dilu§ tesstance was applied to the
skin on the rior&ft flank of'Dunkip-Hartldy Guinea pigs>(10 males and 10 females) under
occlusive dréssing £ 3 fiffles a Week Sk, cor@'cuti eeks during 6 hours. The control group (5
males a?dgé females) recelvecgo% the Vel'%le (d@illed water) @nder same experimental conditions.

N oS : :
Chall&%@ treatment dayshafter fe last gnduc@: 0§§L og‘he test substance at a concentration
of 50 % (w/w) (ri l% anky,and Q.5 ml_@ thewehicle (left k) were applied to a non-treated area
of the posterior on of all a als:’@utan@@s reagtions were evaluated 24 and 48 hours after the
removal of the fads ofthe ¢ eng@%pplic\%ﬁon l@gcom ng the reactions on both flanks.

No clinicans a@? no g@aths %Q%ted\t@treatg%nt eézr@ej observed throughout the main study. The
body Weh%ht gain was n@mﬂ@ced@the &tm

Durin@e induction @riod@?ry slt (o;@ness@%ﬂthe skin, erythema grade 1) cutaneous reactions
werg\] observed. N@tan@s re%jtions @g@ere o@@rved 24 and 48 hours after the challenge phase.

B .
It was concluded that E§ 04@9 (Bandur 01§clonifen 600SC G) formulation does not exhibit a skin
sensitisation gofential in ine@gs @der the conditions of the test and when tested at a
concentrat}é@of SO%YW/ T Thexefore, it was concluded that Aclonifen 600SC G is not classified as
a potentia erm@ens' T a@gﬁordin@ Regulation (EC) 1272/2008.
S N
AN Q
NS
& @ SN I. MATERIALS AND METHODS

v
A.QQ I\&TERIALS @

¢

1.  Test materials: EXP 4209 (Bandur)
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Description: Suspension Concentrate (SC), colour: yellow
Lot/Batch: OP 940221 & &
Purity: The theoretical content of active substan aclonifen W@OO v
+/- 30 g/L and the measured content w. 84 g/L (CQU 1ca@®
of analysis N°AGF 94.091 of 23/03/9 \
Stability of test compound: Shown to be stable.(see MCP2) ‘2”\9 \ o\@ @
2.  Vehicle: Distilled water, Bétch Nos. 3363 nd 4778 (%%em@ 32@,@%@ ©@
France) N
@ $ @ Q A
3.  Test animals: R 2 @ © &@
. NN © o @
Species: @ <
R
Strain: .
Age:
Weight at dosing:
Source:
Acclimatisation @10 @@
Diet: & é G@? nea s sus@nance refé@nce @% d;{a@(UA R. 91360
S N @ill iss @%r -O1Q€, Frange) w_ @@
Water: é\’ ¢§ @w\g@ Fi@ered ate r \q;\ é C& é\
Housi & O @ividuﬁy h@ed #oly@rbor%@ cages (48 x 27 x 20 cm)

AN N
4, Envn‘oéﬁent@ondﬁ%ns Q} %&\ @ § B
@§em@tratur&g % %%C :b%@: § S %@
@ Humldlt@ §9 @ %% idi

Air ch 1295 times/h N
pi@f;g%\ 5 bé Qf@shy%@g (@ours (73 p)
Crl ! ay-1 tr m ours a.m p m
A

B. s&ﬁw DESI(@A@@?{E oD @6

y R
1. Inglfe dates: § % @ Q@% A@lst 1995 to 07 September 1995
Q
&

2. Animal 1gnmé§t a@reat@ent

Pre stud pr@mmm es &as peﬁ@rmed to define the maximum concentration to be tested.

The té@sub@nce d as supplied at 0.5 mL/animal to the flank of Dunkin-Hartley Guinea
p1gs& rn emﬁiﬁ and maintained under occlusive dressing for 6 hours. Residual test
@$as th re@ved and scoring of cutaneous reactions was performed 24 and 48 h after
appli
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Main study: Induction treatment: 3 times a week for 3 consecutive weeks, 0.5 mL of the undiluted
test substance was applied to the skin on the anterior left flank of Dunkin-Hartley Guinea pigs &0 S
males and 10 females) during 6 hours under occlusive dressing. . ?

The control group (5 males and 5 females) received the vehicle (distilled pter) under t@%an@
experimental conditions. @ S

Challenge treatment: 10 days after the last induction: 0.5 mL of the test @stance ata @ane@m %
of 50 % (w/w) (right flank) and 0.5 mL of the vehicle (Igft flank) wereapplied to a&\@n-tre\%ed are@>
of the posterior region of all animals. Cutaneous reactidis were eva @ tted 24 and ‘~” @aﬂe&@e

removal of the pads of the challenge application by eomparing the& tions on b@ fl ©© Q&©

The sensitivity of the guinea-pigs in C.L.T. expertyental condiffdns wgs ¢ @Aed iRa recefit stu
with a positive sensitizer: 2,4-dinitro-1-chlorobéyzene. Duringthe md@tlon etes@@bs@
was applied at concentration from 0.5 to 0.1 Q At cutgneo all@@e a% catl@o 5 i%’lere stested
on right flank and paraffin oil on left flank. © @ é\a @ @ @, g .
o & &
@
Erythema and eschar formation @} K\ @ \
%
No response @ @ QO § \@' @@ S § &
Very slight erythema (barely pé%eptrb}e) @@;) é@ § &© ©©@ @@ N
L
Well-defined erythema %@@ N @ @ &

7o

The degree of dermal reaction to treatm&ﬁkwas\@red\@% a %%nt %ale

Moderate to severe eryt&gma é § @ 3 @ S @ @6@ %@

Severe erythema (beet%edne%) sligh@t escha 6@ § 8 (&% R §

formation (injuries &ty de K ¥
(injuriesd dep $ S0 s O

v
@ %
Oedema formati@ é § § ©© @ o @
No response©© \ A & \\ 0
Very shght@ede@ (ba&gﬂ@ percce%tlble%\ .

N
Slight @g%)ema (visi &5 @w@ell- & @2@ @@ \@’
deﬁyfé@ edges) @ @ Q% Q)

N
Moderate oede®m&e sw@y ng EQ@d n(-}g; %& S

than 1 mllllm@

~
Severe oedéma (v @%e s‘@ﬁhn {ised faore,
than 1 mimﬁergjnd @nd @%eyo@ arealof O
expos @’jf’ © %@
°\@ Q @ o\
All'bther lesions swere naied. . O & oS
er lesions Were nated. .
p\ o RS

4
K/

~0

(<]

@" N

& .
& & & Su RESULTS AND DISCUSSION
O

A. MOR LIT&% N
No-death d both studies.

ge %@@ere gl g both studies
B. GKIN REACTIONS
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Pre-study: Twenty-four hours after application of the test substance, a yellow colouration of the skin
appeared which could mask an eventual erythema at grade 1. No cutaneous reactions were obsepd

at 48 h. &
% g
Concentration chosen for the induction phase was 100 % (w/w) and for the ghallenge appliéa on@
was 50 % (w/w) due to a yellow colouration of the skin which could mask@s eventual erythem
grade 1 (see Table below). % § @@ &
% o\ Q, '24\9
A
O @ S S & @
Table 7.1.6-01 EXP 04209 - Skin sensitisation-?e-study results @ Q@ A &
Conc. § ©& @Scori\n@ . @© 2
Sex Substance | ~umber Fla@ 24h, U R Ouso 2
(%) of animals e o - 5 @QE R 2
e s Osgy | SF T O
Males 100 1 %nght@r \@%1 Q %5® 00 @ @&
Q
PN P P R
Females 100 1SR {klght@ s@l > §@ 0 e 0
S P S ST R R L
E: erythema; Oe: oedema; C1: y@)w CQ@ ratlo@f the@ln w@f@co& mask@n ev@al eggthema at grade
1 > S T o

R
Main study: No clinical S@%IIS a@o d@s re@d to @atmer% w&@bse&z%)d th@ghout the study.
The body weight gain was not.influenéed b@e treé{,ment@ e $ @

During the inductio erlo@.§ery gs\fﬁht drynes@ the%s,kln @then@g grade Iy cutaneous reactions
were observed. No@titaneous re re oh&we@ﬂ an®48 hod after the challenge phase (see

> - Q @
Table below). @@ Q N % \\ é\ §2 @% N
S @ o & & & &
Table 7.1@-02 E)%P 04@9 M%n-stt*y@reswﬁ Nu Q)ernlmals with signs of allergic
skin reactions. A
Q)
AN O\@ S @Iou{\@ % \D 48 hours
Treatment @@ma% f((@@ythgﬁa @’ O@emg\\ Erythema Oedema
S
g X 9F URES| EF |oRF | LF | RF | LF | RF
~ >
Treat(&Q 1(9 M ©§ N @ C@@\O @E? 0 0 0 0 0
&9 10 & @\? @ o Y| 0 0 0 0 0
S
ool | M 4 0| @ Q\*% 0 0 0 0 0
“group 5p ﬂ@’& m% D o 0 0 0 0 0
LF: left flank(c9 fl
eft an% ntrol);RF: pight %agﬁ reat@)
< Q & ©@
N
C. @EF@@{FENC&S S
LS QD WO
Nor§. @ @@ Y
@& T

I11. CONCLUSIONS
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Under current evaluation criteria, EXP 04209 (Bandur or Aclonifen 600SC G) was considered not to
be a skin sensitiser in guinea-pigs and therefore is not classified as a potential dermal sens@é} S

according to Regulation (EC) 1272/2008. . @§
©© & S
@ S8
2
Assessment and conclusion by applicant: © i’%ﬁ y;\© \@ Q
All validity criteria were satisfied and therefore this stu?y can be co dered to be@%ﬂid. § é\’@ é
S %
%@& [(%& S Q f@ @
N
oF & R O o @
o O o \ T
Assessment and conclusion by RMS: é& @@ %Q é*’ @7‘% @@ S %&?
O W N .
W o & & Y & &
B S
@}\\ o &6@5&%&\@&& ©§
S
RS & e 5 O L,
Data Point: KCP7.]6/02 & 'S NSRRI
Report Author: © @ @\j < © Q f\\@ ~N
Report Year: 20040 o RS 7 &
Report Title: B@%ur EvaTuaU@f PO tentlal dermal s&h%»ltlzat@l in t(%e local [nph node assay
ALLNAY & @ < %
Report No: - €042305 9 @ & & X Q A
Document No: MA34541-1 © xY O @
Guideline(s) followed@n | OBCD; USEPA (=EPA): ?PTS 8@ 26
stu dy J@ @9 % § % 0@ &
Deviations from @@Wen Q@ Cury téul(}%hne QECD \§»20 &
test guideline: /\ 3\\ %%Vlaﬁg\ns @§ & g@ §
Previous eval@tion; & , evallidted dind accepts
() v &
GLP/Offisially é} 1 nd fieia ygnised testing facilities
recogfisdd testing @ | IS .
facilities: A D N O N g N
Acceptability/Relidbility: | Yes @ .S @ O
2 & & o N
o YT & @
Q0O S & b
¢ 9 R @
@ &) QQ @ 1 N
Execu 3 )

e Summ@5 KN N & @

Sixé\én female CBA @Jalloc@ed 1§ groups of four animals each in which three groups
received the tgst substance @idu@at theconcentration of 5,10 and 20% and one control group
received theﬁg 1cl%(°D yls f%)ﬂde MSO). The test substance and the vehicle were applied
on extern ear Ml/animal) for three consecutive days (days 0, 1 and 2) at
concentgdtions é 5%, % 0% n day 5, the cell proliferation in the local lymph nodes was
meas by co%ratlc%@f tritiated methyl thymidine and the obtained values were used to

calc@“ate pera@ indiges

N@ mor@ty and no c§1cal signs were observed during the study. No cutaneous reactions were
obse in the vehicle as well as in the treated groups. The proliferation index values did not increase
3 times over the control values and were 0.7, 1.1. and 1.7 at treatment concentrations of respectively
5%, 10% and 20%
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It was concluded that Bandur (Aclonifen 600 SC G) formulation showed no potential for sensitisation
under the conditions of the test. Therefore, it was concluded that Bandur is not classified as a poteg@al S
dermal sensitiser according to Regulation (EC) 1272/2008.

S
©© &> S
> S8

@ ©
%% °\© Q, @ '24\9
N %, SO
I. MATERIALS ANDWMETHODS @ & 9 2
A.  MATERIALS ES ~ & Y & O
A Q o & < @
1.  Test materials: Bandur ( 10854 B) 9 Q S SN
@ N L Y \© 9 QO
Description: Not gi\qgn %" @6@’ "> %@’ @6 \% §
Lot/Batch: op20331. Y & @ U o o o
> @ < o & &
Purity: N*Q‘%We& N < § ©
&N s SN Qs S
Stability of test compound: @hm@o s@ble@@%e M@) C} @ QS Q
2. Vehicle: & DM%O \ W D & o
: % > & O . & &
3.  Test animals: @ w @, @j@ @® Q& IS @© N
Species: %@ \Mle@ S L@ o ©
Strain: A st T Q
N N S NN
Age: @ @891@)ch3§8 Q « (©)
S NER RO
Weig@dosmg givedy & QO &
: @ \ =
sy’ (O W
‘@Q ima@isatiorp erlo AQ@st %Ekays & @
RN
., @Diet % Lertifi @rodm@ypell dlet @4C 10 from U.A.R. (Usine D’
Q\ g}g L Ahmentathatlg%He &Hemmsson sur Orge, France)- ad
& @ o @ Zl :., o ©
A R @ \
OIS

& R\
ltere@nd s@tene%tap water-ad libitum
s & g
(&) Ho@ed m@ldua?§ in suspended, stainless steel, wire-mesh
Q \\ cages N\ >
) S & @
. @'onment l@ondth G %",
NS
p@t 208 ;ﬂ@c

Tem

. & @ o
N Humldity;@g @\ W10 @A) relative humidity

ng changes: &\ @ 10—@ times/hour
@ho@erlo cé @y-rﬂght rhythm 12 hours (7 a.m.- 7 p.m.)
& & &
B. ¥ ST%@Y ]@%IG@ND METHODS
@& & =
1. In@ dates:  Date of the report: 12 Jun 2004; Date of experimental work is not indicated.

2. Animal assignment and treatment
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Bandur is a Suspension Concentrate; Batch number: OP220331. The theoretical content of active
substance aclonifen is 600 g/L. :

Qb
Dosing formulations were prepared daily by dissolving the test substance in Dimethylsu@mde @&

(DMSO) to produce the required dosing concentration (w/v). S &)

&
Sixteen female CBA/IFFA CREDO mice were allocated in four groups of f@’r animals @gh \Q

S
- three groups receiving the test substance at the concenh@tlon of 5 %, M,% and 20 %%© @ é\g

% S

- one control group receiving the vehicle (Dimethylsulfdxide = DM@ @ @\ @ @

The test substance and the vehicle were applied to @ernal surfac&s@ﬁ each ear@e 50 %L/@%alé}

for three consecutive days (days 0, 1 and 2) at congntrations 0fR%, £9°%0 apd 20 ‘VQ On da 5, the

cell proliferation in the local lymph nodes measuredNqy mC@poratl 0& tlat@ me@l

thymidine and the values obtained were use%o calcglate p era@% 1n& S. @
R S

1L RESULT ANDD DISCUSSIO

g \isCUgsIoN S Ky

A. MORTALITY \ QA
$o LS TS
No deaths were observed during th@ uc}% %, \@' @@ D § ©
v

Q 2) @9 O § O ©©@ N
B. FINDINGS & > ~N IR S &
No systemic clinical signs Were @Qserve&uin the s ‘@y Nd&utangc%s reégtiong were observed in
the vehicle and in all tre4ted grdups. @at@mp oprohferath@sp(@s (Rg 3) were noted at
all tested concentrations® % o S 6@} @ N @

S $ > & s o

Table 7.1.6-03 §y B@?\iur %caltggmpkknode aSsay - @@gultgﬁpf proliferation assay

Compouv (t: <© Tga&tme& @mu&%gr Q@)lsm&%gratmns Proliferation
© @} coucentration per m 1& Q pgé@iode (DPM) | index (PI)
2 %Y S| & oprM) & | &
Muso B & S L. a@sow O s :
N N
Bandur 3O} & 5 . 9 gy 390 0.7
QO
Bandur @ | & [ g9 o 611 1.1
T O AN
Banter U O 200 N A T7916 990 1.7
S MRS
D s T
C. D FICIENGIES YN
SN S
Nc%e. ¥ & )
e . @ & Q
S % %,
@ O QO & ©@
SIS )
@ <
& @@ & I1I. CONCLUSIONS

Uncé?’cun@?e ‘2@7 onﬁmterla Bandur (Aclonifen 600SC G) was considered not to be a sensitizing
@ulatl in th Lo@Lymph Node Assay and therefore is not classified as a potential dermal
ensitiggp according to Regulation (EC) 1272/2008.

»n =
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Assessment and conclusion by applicant: @Q @6
All validity criteria were satisfied and therefore this study can be considered t%ae valid Q\ | o
@
& C P
S \@Q S L9
Assessment and conclusion by RMS: v® @ @3\’ @\\ @@ &@
K @ S
s O o &
Q &' &U % O &@
@ N L@ RO o G
R \ SRS
Data Point: KCP 7.1.6/03 N 2 Y OA R
Report Author: %@ S R A - N
Report Year: 2005 v A NS
Report Title: Aclonifen SC u Q0 - E%luatlo@ f po‘@%al dgmﬁl S s1t12a@1 in the local dgphph
node assay@ ¢ mouise w\q D & < S)
Report No: SA05215© < RN S
Document No: M-259889-01-1 © NSRS
Guideline(s) followed in | OEC 459 @ 9 @U O & @Q @w
study: & \%@’ AT —O &
Deviations from current O&Erent uideli ECD 429, 2010 & 0 &
test guideline: o dex@ ons Ql'@ % @%7 @ N 9
Previous evaluation: acdepted S
GLP/Officially N GL /0f3§11y recognised testing facilities
recognised testing @ @
facilities: @ @
Acceptablhtyg}@yabﬂl@ Yes N 3 N N
> N9 Y O @
v o~ s <
9 SRS o @
S & & & SEERANERIN
A @ ,O NS S

9 Ay
Executive Sun&ry% @ @7&9\ ) %@J © @

Twenty-fou @mal @ Al 1ceov\@e all@ated @©6 ro@s of four animals each in which four groups
received theYest su star@a the conc atlo f 10435, 50 or 100% in vehicle, one positive control
group recejved 0.25% 1n 50% A (@ﬁfen SC600 and 50% of aqueous pluronic acid
at 1%Qand one control gr@p recelved eV cle 1% pluromc acid in water. The mentioned
con&?ntratlons ng&hose% basggbon re@lt ofgréliminary screening test.

Tl}test substance, acl@#ifen @%60 %d Ko vehicle were applied on external surfaces of each ear
(i.e. 50 pl/an {@Q for thr@se e dags (days 0, 1 and 2) at concentrations of 5%, 10% and 20%.
On day 5, cel lifegation ifithe l@al lymph nodes was measured by incorporation of tritiated
methyl t 1d1§ﬁand tip ob@ed vafoes were used to calculate proliferation indices.

No m@@&alltyd n clm signs were observed during the study. No cutaneous reactions were

obs %%%d @ie Ve@%le aswell as in the treated groups. The proliferation index values were 1.4, 1.8,

at tre@nen@mcentratlons of 10, 25, 50 and 100%, respectively. The proliferation index

K@e positive control was 5.0 at a treatment concentration of 0.25% of p-Benzoquinone in 50%
Aclo SC600 and 50% aqueous Pluronic acid at 1%.
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Under these test conditions Aclonifen SC600 was found to be non-sensitizing formulation in the Local

Lymph Node Assay. D
Therefore it is concluded that Aclonifen 600SC G is not classified as a potential dermal se@tiser §
according to Regulation (EC) 1272/2008. S @ @)
@ S8
3 & & @
R N o v
© & S S & @
I
I MATERIALS AND METH@DS - O &Q S &@%}
A.  MATERIALS > 2 @Q ©\© 2 &

1.  Test materials: Aclon‘@sn S(@)@O %Q &% @%7 @@ N
Description: Ye@w hq@ \@Q Q@ < o @& @% @& o
Lot/Batch: @V;é’ésgi@M o & é% O & ©§

. ° R
Purity: ©Q)9@§? Q é\ﬁ § é\g § §J @Q .
Stability of test compou@? Shg%jvn %%e st&?le -S‘ CP, ©@ @Q \%
. @ % @, L @ $ IS Q
2. Vehicle: N c\%lu%l acidy” @Q % (S é%
. . R & &
3.  Test animals: é& §) @§ 7o, @ . 2

Species: 'S % @
S)
Strain: & ¢§ @w\g@c% str %\ é é& &\@
Ages@ é \Q Qa@eeks ﬁd @© @@ o @
Wéght a@osing:& 4, 18.Fpto 194 g eSs) §
@ Q Q & _
urcey Ry %
. SIS ' @
= & & A
Acclinja @%ati "m%ria@; A@gs‘c ~ N
OO . s NN

@’(Sc&ltiﬁc imal¥dod and Engineering Route de Saint Bris,

§ @ertig@’ roa@fg§let diet, AO4C-10 from S.A.F.E.

g
Co
o
e
E

© oy, France)~ad libitum
S NS S
%Water: % § @F’l tqre@and%@ftened tap water-ad libitum
Housing;’s K H%@d i@ridually in suspended, stainless steel, wire-mesh
SR
N S ot

S
4. Envirm@wntal c@gndig@ls: @

S
§§"em®ﬁu§ § 2@’%— 24°C

@& H@‘idit&? §9 Q) to 70% relative humidity
%@ ch@jges: @© 10-15 times/hour
RS
Q§ é@@Phot@Qeri@ Day-night rhythm 12 hours (7 a.m.- 7 p.m.)

B. STUDY DESIGN AND METHODS
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1. In life dates: 19 August 2005 to 01 September 2005

N
2. Animal assignment and treatment S @@ @@j
The dermal contact sensitisation potential of Aclonifen SC600 containit§ the active Subsfafce

aclonifen (batch V465035144) was tested using the murine Local Lymph %ode Assay. § @@\ 2
Twenty-four female CBA/J mice were allocated to 6 gra@s of four an@ls each: y;\ \"\ § @

@
- four groups received the test substance at a concentrat?n of 100, 8@25 or 10 %@1 Veh@, é\a é

S
- one positive control group received 0.25 % p-begZoquinone ig850 % ACIOI&@] scdu al@o 0@6:}
pluronic acid at 1 % in water. The positive contr s spiked in the f(@gﬁulatl@ to egy Ssure %hat u
the conditions of this assay, the study demonstrated approprl@ sens%twlty@mh thd posm@ CO"i@ .

- one control group received the vehicle, 1 ‘Bé%pluro@t acj @%7 @ %

The test substance, positive control or t ‘e%feh,lc@’w e 1% temal@rfaceg)f e@j ear
uL/animal) for three consecutive days{§ ays @%} an ) at app&p 1at& ncetitrati Qns. On @ ,
the cell proliferation in the local ly no % wasieasure by% orpgﬁatlo trit] d th}@ldlne
and the obtained values were used @ al%%ate prﬁ” fera@l indfoes.

@
Q @ .
Cusbagd wiboiiugin & @©@ :
o S%TSA b DIsC S@N @ S
A. MORTALITY S & o @ Q 2 o
No deaths were obserV@g@%url g this stady. § s O &
o & ¢ s 8
N AN
B. FINDINGS & ¥ NI & $ S @© SR

%)

)
No systemic S@ @s W r%> obsef%d @qng the stud@ 0 c@neo&fg\\reactlons were observed in
the vehicle %rea d gro& N(‘f@lgm&&nt body W@)t change. The proliferation index

values of thestest gybstange were 1.4 1%% 2.3 émd 1.&at tred@iment &ncentrations of 10, 25, 50 and
100 % re&pectively. ;E\ﬁhe pr%@rj@ 1nd® o valudBof thg pos@e control was 5.0 at treatment

A
conc@tlon of 0. 25@» of @nz nog%. o ©© § @

§§3 N NS (& &
Table 7.1.6-04¢, As&onlf@@SC@@ Le@@ lymp ng)\@ assay -results of proliferation assay

@

Group @@ ©§ @gt g@@ﬁp &u@ber S v Disintegrations | Proliferation
number S QS R @’@ & per minute index (PI)
@ & & - @V <, (DPM)
Controg D
! 1% @&ou@uro@amd @§ \© 309 --
N Bandur 108 o) R
@) ©
2 1&°aqueous pldtonic 4éd A 439 1.4
andur’5% N
3 é@%y@}ueo lurgnic aca@ 543 1.8
@ @%ur 5% §
N aq@ous plvfonic acid 719 2.3
$s %p Ban@[r 1
N o (@/ 487 1.6
©© p-denzoquinone 0.25%
) Bandur 50% and 50% aqueous pluronic acid at 1537 5.0
1%
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C. DEFICIENCIES . @ @b
None. @ @® v
& <O
@ N
&% 'O § %@
< & S & e
IIL. CONCLUSIONS & & 9 & &
) & & VO &

Assessment and conclusion by applicant:

All validity criteria were saL'@@éd and'therefo
L

N 7 S @ @
S RS & N
Cp 7.@ Si@pleg@mtar}gu@s on ‘the plant p&@ection product

No such studies a§ neces%ary ce there areppo cofipérns arising, e.g., from potential synergistic or
additive effects &Rertedby a ifen’@gﬁ‘ othér con@onen Aclonifen SC 600 G that would require
O

further invetion@(@ @@ \O\@ O @\ 5
S O @ﬁg & @

Z
@)

%
%
v

@ & @ Y . Ko
CP7.1. @)ple%lgltag stu@e}§ Oo@\combinations of plant protection products
D
No %Z?’:h studies are’nec ary g@@e A&onifeisSC 600 G is not intended for use in combination with
other plant prot@ﬁion products. @ &
s A& &8

S @

Q & 9
CP72.@ &> Dat@on @)osure

S
Evalyitions ¢bthe @)S}m&f operators, bystanders, residents and re-entry workers to aclonifen when
usedn thezAclonifén S@OO G are provided in the following sections.

Acute p@h-dietary risk assessment is not included in this submission because an AAOEL is not relevant
for aclonifen.
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The Plant Protection Product Aclonifen SC 600 G containing 600 g/L of aclonifen is intended to be used
on peas as an herbicide. Usage information pertinent to the assessment of exposure is summarised ip,the
table below. @

N S
S @® @
Table 7.2-01 Summary of critical uses patterns (i.e. worst case)Qy S @
S
. \“@ 2y
.Crop Application rate Sprag) A@llcatlon é}” mb@Q
(indoor / (Kg/ha per application) dilution @]ulpment @ llcémns S
field) (/ha) S Qe S
U
. ) @
0.600 kg 1 kg graymg (breadcast&, &
Peas as/ha product/ha @@0 300 . Veraﬁé§1 9 o L@
‘ R
0.300 kg 1 kg i Sﬁ%ym roadgast,
Peas as/ha product/ha &@0'327@ @;)all @ D! -
()
BRNR S & S

These critical use patterns have been@n@“ﬁollo @g th&%val&ﬁ@on oﬁ}he ingli idu@GAP@ or the
mentioned crop in each relevant Me@iber State T\I@es‘[@@uons@%r @Qged @%al pgnetration
values obtained from one compa@ive in vitrg, derm; enet& dy -f ug ﬁman%%nd rat skin

performed with Aclonifen SC §)0 G«:»\ag d a figgther @vzv dy@aroug@at &@ degl

al penetration
study is provided as support@@data S NS

&
& Q) & @% @ @ O\@ )
Table 7.2-02 Proposed, valué® f§ §, endpoints’- us@ o@the non-dietary
hgﬂman@as@smel@ \© é& “ o\@

Endpoints u&?%n Ki@assei%;lje)nt % \© NS esu@& @@
Dermal pe@trat' © © N f?@& @b ©§ @

o\@ Concegtgi‘;e %) © % § (o8 @ 2.5 é&\?

S R,

&y & P

AOEL (mg/kg g@r wefsht/d @?& 2 @%\ & 0.07

*Pro-rata calculzi?on fo@n hl@ in 11@5@11ut1@0m aQalue 0@5 g/L (tested dilution)
Note Dermal p%@tratlm@ata e@red z ofinthe r@ts of g% M-232331-01-1. Please refer to section M-CP 7.3 for
s¢? dilutg

further detaik Pro-rata calcul e hi from a value of 1.5g aclofinen/L (tested dilution) was

conducte(d@l AOEL valugyvas d@d fro@) OA@ from Boyear rat supported by the multigeneration study and
n

sub-chr studies 1%‘&16 rat a aplng a safe fac@\)f 100. Please refer to Doc N1 for further detail.
v S s D
S & & LS

CP7.2.1 & (gerat exp@’@lre Q

@
Operator@xposu@» to A@@)mf BSC 6@ G was not evaluated as part of the EU review of the active
substar?@ acl@ en. Ther@e, all relevant data and risk assessments are provided here and are
cons@ered %“he%urrent EFSA modelling tool on the assessment of exposure of operators,
warkers é@dents and @tanders was used to estimate the respective exposures from the application

&
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of Aclonifen SC 600 G on peas. The AOEM calculator released on 30 March 2015 supports the EFSA

guidance document! that was last updated on 24 April 2015. @o >
N <
S v
Cp7.2.1.1 Estimation of operator exposure @J@ &@ QQ
N
S & & &
Table 7.2.1-01 Input parameters considered for tstlmatlon @ﬁ; operator exp%su&e\for @
(outdoor use). V Q @ Q ©&
X7
Formulation type sC @%(Srop type &Q P@s Q é
S < 4
Application rate (AR) 0.300 |kg a.s./ha Application m%th §own®rd spraying @}
0.600 @ N \ S
Minimum water volume (V) [100 |L/ha & @@&pplggﬁ?on &qbulpme@ @%cle-ﬁ%unted
S TS
Area treated per day (A) 50 ha &%ﬁ S I}door/(@tdoor % é Ou&i?oor < §@
Dermal absorption (DA) 2.5 | % oncgé%ate) %‘%loseg%abl f‘i\y 1@ & Q
35 g % (dil@n) °\ Diift redt@@n § ﬁxﬁ\lo \@y &@2
. . R @) °
Inhalation absorption (IA) 100 §% & 9 @IUV@H 8) \éﬁlal S
Oral Absorption (%) {@ %> v Qé @§ & ) AN
Body weight (BW) 60 kg/pel@}n @§ V@ier soltible li(a(%w . 9 No )
AOEL o7 mgl w0 o0 v O[O
X & o oD
AAOEL NS - @g/ng@/d O \ & IS
& T ¥ o
The input parametg R@IAS" Refefence x@lue (ﬁ@ac @y to ac@ﬁsubstance) is equivalent to
the AOEL V&llL@QéE 0. @ng/kg%ody@elgh l&se efe The “RVAAS” (Reference
value acutely@mc e su@tance@vas %@t ap d. ” od@ble foliar residue) was assumed
tobe 3 ng &5/ cm? a. Ts is a\defaultwaluedqnd it s assuhied as a worst-case scenario for the

intended ases of Aclo S@)O no spec{&smd ete&@ ning this parameter were available.
The safhe principle, 1&pp1,10%1e to the “Is0” ( Yo Df%mpat@ Time) which was assumed to be 30

days, assumed as a@rs‘[ e@ e scenario k@ FSQ @g
N éﬁa

@
The following se@(%o w ults thegalculator. An attached appendix depicts the
related full eufput pages S fr the salc

G i >

) @
An AA@ was not a@cate @hrin@fe p @%eyiéw for the renewal of approval of aclonifen (EFSA,

2017). Therefore, e@mates of‘acute exposure to@rkers have not been conducted.
- S ¢
N (g @\ R Q
> S
S NSRS
RS
& &
O AN
& S @ %G

! Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk assessment for
plant protection products. EFSA Journal 2014;12(10):3874)
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Table 7.2.1-02 Summary of the assessment of longer-term operator exposure from
the use of Aclonifen SC 600 G in peas (outdoor uses). @ D
Active: aclonifen ° N §
S
Total absorl@ . ‘%e@ S
Model data Level of PPE dose @ % ”E mic
(mggtvvdny) | B0V 2
. ©) & R S
Spraying (broadcast, overall), peas @ < Q\ @ o
X
Application rate: 1x 0.300 kg a.s. /ha, 100 L/ha < R S S O
<] ) @
Downward spray Potential exposure m% B 00334 & & 47. 76@
. 75t 9 @ N a—c q
(AOEM; 75 Workwear MLand A © . & 00228  sb 3243 5
percentile) ' ) SSi < IS
Body weight: 60 kg | Work wear M/L andR + es@l\@ b0 @3 @ 9.0 o
v @
Spraying (broadcast, overall), peasg\ﬁ \\ @}\ &6 &% \§ é\g %Q §
Application rate: 1x 0.600 kg a.s. Z@@, 15@/ha XN A v\g© Yy & @Q )
© . ‘o
Downward spray Potential €posur® S o @86 ]@Q 122,@33
. 7&th S O 0O @
(AOEM’ 75 Work wear Md[C and@@ < @@ S 0.0559 <O . 79.87
percentile) S ~ T 2 A S
Body weight: 60 kg Work weat M/L § A #love@,&/lm A Y W%ZSZ% © L 40.41
9 J N N v,
NN @@ ©§ @ S ~ $ AN
The maximum expo@e to @era‘m{ﬁ tlmat edto e\appr(®mat 80"/\0 the RVNAS (AOEL

value; 0.07 mg/kigi/day When@te ated wor@e orr@Therefore the risk to operators from the
use of Aclonifen in peas crops is cegsideredac ble
e
© & N0 @
Conclusmg@ & SN & @’ @,

R R
Accordifig’to the AO @tionélt can be c@ude@@hat @ risk for the operator towards long-
S .
term use of Aclonift @ C 680 G is:acceptable when st%xdard ected workwear is worn (e.g. coveralls

and working foot . The uﬁ gloves is r@mﬂ@de%urmg mixing/ loading and when handling

contaminated suffaces A
o XS Fs &

sure

ASIEEN 9 N @\
g re
e monstrated safe@e using the accepted models. A modelling study
(refetence KCP 7, 2/(%M 2
dossier was not needed (@’used@ &©
@
Cp 7& @ tag@@r and resident exposure

Cp 7.2@ Me suret oé%Qpe
Not required as as
1939-H-1, , 2003) submitted in the Annex I inclusion
& §” Q
%
& Q> @
l@llo def@tlor@nd assumptions for bystanders and residents may be applied.

Bystande¥s and residents are not involved in application or handling plant protection products or the
professional handling of treated crops. The question arises whether it is necessary to distinguish between
bystanders and residents in terms of the potential for exposure and health risks. However, because the
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circumstances of this exposure could differ with respect to amount, frequency and duration, this seems
to be reasonable. o

Bystanders may inadvertently be present within or directly adjacent to an area for a short periodqf'time N
typically a matter of minutes, where application of a plant protection produ%is in progr r has
recently taken place. They may be exposed to plant protection products maifly via the deymal

from spray drift and by inhalation of drifting spray droplets. Hand-held application is cm@gdere@w be

worse case compared to field crop sprayer.
\

Residents may live or work near areas of the apphcatlgof plant pr@ctlon prodt@s stan(@% @
working or sitting in a garden in the vicinity of the application) They@y be exposeéto pl pro@uon &

products mainly via the dermal route from spray @rift depositséand by inha@ion oé@vapc@r drif} it
(depending on the vapour pressure of the active subsance). For infants ang’toddiers e>8@sure n@ght eiso
occur orally (e.g. through hand-to-mouth transfz d/or obj ec@o m,o@h trans r), 6\ «:0\7 @

& MRS &% % @ S RS
@ 4 % AN :
CP7.2.2.1 Estimation of byst&%er -and resid eng%o%re ©@ . @j §@
AN R

Q &N N DR
Bystanders &© fé \@ § \@, S & @ & |
Because no AAOEL value has b&gn s%t@bysta%ders g ass wied t@ juy ted@ the\%mdent risk
assessment. @ v S @ Q& S ®© N
@;\7 S S @ © b S "\@ 9
Residents 2 & %, %@ @‘?\,

ga@llator The common

The resident exposusg asse@ent Gyas c@duc foll(@nng@&he FSA
Taﬁe below.

parameters used for 1dent@( 0§% rls@sses@nt g@ prese ed icthe
&

Q@ @
\) N é@ @
Table 7.2.2.1® f§ ef t ingp Hut & me@%s c@mde@ f(é@lj'&i:he estimation of resident
expgsures, 8
Intends 9 e % @ Drift @ént&e@ean 4.10 o
nendeduses) | ¢ P °“@6 . ORI (highest) °
(AApl}{;ication rate @OO &\ 5&3.5/}1&@ é\ T&if:r C@%?Si??}ltc : 7500 cm?h (adult)
of & & & .« g%p 2250 cm?h (child)

Minimum w @ @My Lihs? @ \© Drift®h surface (D) - 75%
volume (V) § & Q & p&@z
Buffer %@ 2-3¢, Q% @ @ ®  YDrift on surface (D) -

\"&\ & @ mean
7

Nu&%&r of N @ \@ Q@ @ Turf Transferable
applications (NA/;) . © < 9) @ @ Residues (TTR)
Interval betw @ da%Q Q Exposure duration dermal
application A @@ (Hp)
The half@ of @ S22 © ©}iays Exposure duration inhal.
actlve?g%star}(@ S (H))
M § @ Exposure duration entry

1cat1<@%1?actor
(MAF@

Body weight (BW) | 60 kg/person (adults) | Airborne Concentration

into treated crops (Hk)
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10 kg/person (children) | of Vapour (VC)
Dermal absorption |35 % (‘worst case') Dislodgeable foliar 1.8 ug/cmz/@fs. @
(DA) residue (DFR) from (highest) N Q§
model D @
Inhalation 100 % Light clothing adjustment % S i @w
absorption (IA) factor (CF) Q @\ o
-~ =
Oral absorption 100 % SalivgAixtraction Fac 50 N % o éﬂ
(0A) (SEX m@@@ ol @
AOEL 0.07 mg/kg bw/d Surface Area of Hands |20 %@ @2 ©© C&@
@ A) é ° &© Q © @
) €y &
Spray drift dermal |0.47 mL spray dilutio@ Frequency of Hand @ 9. \ evépts/h @
(SD) - 75 perc. (adult) © l\%uth (F@ %\ %@ D L §
0.327 mL spray dilufidn ? 6’ @@& b@ ¢§ & % R
@il = & @ @ Q o 9L &
Spray drift inhal. | 0.00010 mL spr%g%ﬁlutl@m @lodge&@ reS'&leS [ 20 é\ﬁ QA §
(SI) - 75 perc. (adultyy ol Jec%gmout& Ro@v Q Q
000022 | mLgspray d@atlon NN A § &
Rl o o | B ?ﬂ@ g &
Spray drift dermal |0.22318 Q\?&L $ ?%y dllut@\rll @agest@@l{at ~ 25& | em¥d
(SD) - mean Ry (a&ult) § & Mou@g}}lng 0& ass, (\@) & O
; ©
T e o S
e /z) %\@ Q" & (@)
Spray drift inhal. 0@’009 @ %spray @lutlon TC ﬁ’ry 1nt(©reat%\ @00 cm?h (adult)
(SD) - mean It) & - 75@perc @
@@ 0. %Q ML spray dllx\n S @ 52250 cm/h (child)
D (chilh) @ B e
Inhalation ate (IR) @23 «:4\9 1B3/d /k&(adult%&\ T ntry info tres d 5980 cm?/h (adult)
D 10T (ﬁmﬂd&é (child) pg"ps an 1794 cm?/h (child)
N \
S CHOTs s 2
Based on the ab&we pa@yete@ l sys%&xmc @osu@ or residents is shown in the Tables below.
@ O @
Q O @ \ \
Table 7. 24%1 -02 L@lm@n 0 Qalde@ expo@lre from the use of Aclonifen SC 600 G in peas
(outd(?@r us@ @
§ . w
%, § % . @ Q@ @ Active: aclonifen
N
Model d@ta a &@Eeve@)f PP Total absorbed dose % systemic
& ; J@ § | (mg/kg bw/day) AOEL
Spraying ((Qoade@s ov@all) Rgas @
Drift redyttionstechnofogy:
(defagftval DT 30 days and Initial DFR: 3 pg/cm*/kg a.s./ha)
Intefval begayeen @ r§1§ss:l day
er s@: 2-3 meter
e -
Number of applications and application rate: 1x0.6 Kga.s./ha
Resident child Drift (75" perc.) 0.0250 35.77
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Body weight: 10 Kg | Vapour (75" perc.) 0.0011 1.53
Deposits (75 perc.) 0.0015 2.08 é@ IS
Re-entry (75" perc.) 0.0354 5, 5063 O @@
Sum (mean) 0.0443 & 628 S O
S S
Drift (75" perc.) 0.0046 = 6510° o 2
A
_ Vapour (75" perc.) v@0.0002 @ 0,33 @Q
Resident adult _ N ©Q QS R o
_ Deposits (75" perc.) S 0.0006, N 0.840°  oF  w
Body weight: 60 kg A c%\J Q - &\J 2 @
Re-entry (75" perc.) g 0.019 9" | o 283 @&
@, R 2
Sum (mean) MY TR YR

o @ N A & o

o @ N
It is expected that the risks to residents isacce t@%le {@n Acfonife s@(: 609 G is @pli@de@fh
worse-case field conditions (e.g., buff%%ne—%%o 3 éﬂeters&@ pe&&% i
GAP. S . %, SIS

RS & & p o
&© % "\@ v @\@7 § N @ 9

Conclusion | 9 & ©

9 ©) S
S S
According to the EFSA mod@@gétimagi\fms§@n b@:onci&%ed t@the risk for'resid (children and

adults) towards long-term useof Aclonifefiy3C 680 G isgcceptdble - 2]
¢ o & g @gy % g@c p% § @
S & &S
3”\? o o
CP7.2.2.2 @asur@w@f l@and§an§g\eside9 exrgo%ure&\
Since the exposuts stir@e ca’m% outvindicated thitthe ﬁpt% o@or exposure level (AOEL)
will not be exééded%nder p%acti@&l congditions @? use, a”studg>to provide a measure of bystander

exposure wasdot n?@@ssar{g@ld Wa@ther@ﬁore n@?éarr@out.©
% .

& N Q X
CP7.23 Wotker @osl@ S IS Q@ @\@7
The w@er re—ent%%%posmge as:been r@ﬁlat‘@@@%r ac\zl%gnif@g%following application of Aclonifen SC
600 G formulatiog> or the: re@ntaﬁge us@n CIQp: Tg estimation is provided in the following
v

sections. 9 L5
*Q@ §§©Q Q,@ Qsj@ ©\ s § @’Q
CP 7.2.3.1. thI%& 01@% exposure,

@
For pe?@ main re-ggtry a@@ity @:“gr tg%r)nept&is related to maintenance and/or reaching/picking.
fo

The comihon paramgters use ]”\WOI'ke pos@ risk assessment are presented in the Table below.
The indicative transfer ¢ cign@valu@o “BFSA calculator for dermal exposure, are presented in
the table below and ar@ons@red for>the @orker exposure risk assessment (first-tier assessment)

. N . &I:(Z'
following the i@ of t%hg pgﬂ 1ns cr@.

A S @
SEERCNERS : I
Table 7.@’.1.1@ @Qo"@n parameter considered for the estimation of worker exposure
NN fromthe use of Aclonifen SC 600 G.
S SR . . . . 5
Intgded use(s) O Outdoor activities |Dislodgeable foliar residue 3 pg/cm/kg a.s./ha
& O X (DFR)
. 2 .
Apph@%n rate (AR) 0.6 |kga.s./ha Dermal absorption (DA) 35 % (worst case)
Number of applications (NA) |1 Inhalation absorption (IA) 100 |%
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Interval between applications |365 |days Work rate per day (WR) 8 h/d
Half-life of active substance 30 |days TC dermal (potential) 5800 |cm?h @o p@
Multiple application factor 1 TC dermal (work wear) 2500 |cm*h ®\ g
(MAF) O @7 &
Body weight (BW) 60 |kg/person TC dermal (work wear, glov@) 580 cg&z/h o
AOEL 0.07 | mg/kg bw/d Task specific factor inhai\gﬁ\l)on n/a . @/hg( @Q§ %@
A
(SO @ SN @ e
NS <
Aclonifen shows a low vapour pressure of 1.5 x 10 Pa. Therefore @%‘cammatlo&@f wetkers ug&
inhalation of aclonifen in open field activities was %@&sﬂered neghgible and c&@equent %sed @
the calculations. I;} 9’ N
£ Q} "\@ - \© ‘2’5@ Q@
N @% NN o B
An AAOEL is not allocated for the approval® acl(@l en SAG/,%OOS @ﬁere@e e 1mate of acute
exposure to workers have not been conduc%d @ Q & @7 @&
% \ Ny S @
SN N o S

@ K §
Table 7.2.3.1.1-02 Estimation @on&\ter%workeg exposStre from t se@clo@en SC
600 G in péas. SRS 89 g &
‘i”\g
R @ @,)) @ @\? @ctn@g@aclo;@én

@ 4
Model data @ Leyel ogPE Tota @Qo %)ed @/o séﬁ‘emlc
1 A dos"e% ) @OEL

@ @ N
@ N 9 § é}ﬁg/kg%bw/d@j’%\ §

Task: reaching and p&klng,@@ s 9 O @O SN
MAF: 1.0 ST S e <> 9 & &\
Work rate: 8 ho & ©) § @ @@
(default values ﬁ@days&}nd Initial ﬁ 3 c m*Kg a.s @%)
Interval betwéen tr%@wnt@ 365 @ % S §

ST O

L@
Number (ﬂéﬁpphcg@l}ons and agf@caﬂ@@rateﬁ W | 5 1 x&é Kga.s./ha, 100 L/ha

A ] vkl ot
O |[dgscgered g & 2702100 300.00
. ) TC@OO /pex@@/h (&3

Body weight: 6@kg Q
©@ ©© \@?rkwe@ (har@ am@ @

Body;and l,e%g}c“%@ & 0.0487 69.60
@% _&| TG32500 @nr/pgtson/h *

@
D 3
For t&e2 use of Acloififen 8%600 @m pe@ WO‘E&QS will be involved in reaching and picking activities
at the time of harvest. In @ systeific ex§5ure is estimated to be approximately 70% of the AOEL
based on norma@me of WorkV\Q@and@loveQ& erefore, the risks to workers from exposure to Aclonifen
SC 600 G i %onm%ﬂ:d g@m@@ Alsoythe inhalation of aclonifen in open field activities was
con51dered hg&ﬁ @

AN
CP 7. 2@ 1.2 § D%easu@ent of worker exposure
N(& nmd@%@d to §ne t%é\ry as a safe use was predicted in the previous section.
N

&



B Page 38 of 67

A
BAYER 2020-01-17
! E g Document MCP — Section 7: Toxicological studies
: Aclonifen SC 600 G
CP173 Dermal absorption
Summary of dermal absorption ’
y p & @6

Two dermal absorption studies were available, comprising an in vivo rat study and a comp sQtive iR’
vitro study using human and rat skin. The EFSA guidance on dermal abso 2017 (se¢ton 3. @)
allows for the provision to base the dermal absorption value on the results of ofte well conduc d i l

study through human skin; therefore, only the comparative in vitro study thxough human &ki l§

used to calculate the final dermal absorption values fory@concentram dnd the aquedus d11

study was found to be well-conducted, of enough qualit d has been @§ evaluated té}he @wrem@lts @
of the EFSA 2017 guidance. Q S

The in vivo rat study is not relevant for the derlvatl% f the final @%‘mal absom% \% luQr‘or @Qomf@
and therefore has been included in the dossier as ementarwform@n andnot c@mde@d rel

for renewal approval. S @ 6 LR
LN * IS S
Summary of dermal absorption values (ac@rdln@o 2Q§§I EF&% gu&@hce)@f g %
Aclonifen in vitro dermal absor eﬁgn study in o d%n‘mal Q> S @§

content -(2003)M23% 1&@ S @)rpt' study & &
Q & N | (2003) é@ NS}
Rl e ME

@
Human skin @ @Ratg@in @6 @ Ra{\@m P @@
> © )

g T,
600 g/L: 25% &N s O @%%
Y C(Z . D
1.5 g/L: 23 9 oY 708 aife & |2
B
@ 2 & 5« O
Q Q A
The necessary adj ent have to t@ dat@ilal ion in @m sul%mary to comply with the

2017 EFSA gui (@ all QQﬂ est‘imatedx'lmoun@f 21/@1 é7§4f)ns d to be absorbed from the
concentrate an spray 1lut&1Qn W&%S % @ggd 23% 0 §%‘cal applied dose, respectively.

Pro-rata adj§tm

For spray 11ut10ns lo th @bm n a @o-radjusg@ént should be made in accordance
with t 17 EFSA @manc@)n de rptl@ %o

The highest diluti \rate%r u n figl @ pe 1s a&m 60% dilution (1g/L aclonifen) (assuming a
maximum application of @5kg/ clo en ina maxigum water volume of 300L/ha). The tested

dilution was ag}, in 400)dil @ (L. 5@ a@lfer@ 3

)
Pro-rata dJQ?lstment caﬁlat@» fro@ %@100 @ltlon to a 1 in 600 dilution = 23 x 600/400 =
(@1

Oy

34.5% ded to 352 v\g

The dermal absorpt@ of a omfe dlluf@n i8 35%. This value is used as the most conservative
ValK&fOI‘ the operater ex re-ca la@ns fe@@ e spray dilutions.

The data for thgyfat is prezg@@% f@for@mn only but was not used for the calculations of dermal

absorption valies. %“ N g
S AS)
In vtvo*ﬁ%rmaﬁ’bso%tlon@dy
$ @
)
@ & ey

&
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Data Point: KCP 7.3/01
Report Author: °
Report Year: 2003 @y
Report Title: In vivo dermal absorption study in the male rat (14C)-Aclonifen A
Report No: C032940 O N
Document No: M-232328-01-1 S
Guideline(s) followed in | OECD: 417 (1984), Draft doc. 5 (2000 + 2002) N Q
study: B < )
Deviations from current Current Guideline: OECD 427, 2002 NN @Q
test guideline: No significant deviations. EF SArmal abson guideline 7- y nok
evaluated to current EFSA guidance on dermé&Dabsorption s@@;eeds@ e re @
evaluated to the current guidéfice. @3& < S @ @
Previous evaluation: yes, evaluated and accepi@t N
& @
Source: Q>

GLP/Officially
recognised testing
facilities:

Acceptability/Reliability: | Yes g:\? [ &ﬁ O o @
° (S N
Q@ S <Q N &Y @ & O
o &, N KRS @ 9
& TS ®\ SN R
R o & O O O N
SIS S
< "\& @ &@ @Q & &
Executive Summary v &

The percutaneous abso @)n of Qlom

(Bandur®) to male rats
600 g aclonifen/L a

The doses were
shaved skin usi

0S1
of skin was @she I@)

remaini

The

study involyed

was 8 hours and ggroup,of animgls w.
radioactivity wasyyieasure

heb
ive @gsp

re
faces were collectéd duriitg the
ose. The trgated

(@§valu d fo owmgﬁmai@ppl §%n of EXP04209E

-Da ley, D st@ ng 5) at twoy doseJevels, i.e., a nominal
d11 fo&mulat@n (10 VeL\sz g/I@ C& &\

n the@m & rate of 12@

1 foztHulation ove@an area of ca 3x 4 cm of
ement %ette At 8 h@rsa§ﬂ do%@pphcatlon the treated area
-ab O%ed dase. were taken for analysis. Urine and
(%udy At sa@&@ce t@reate@skl%\’is washed again to remove any

@en réinoved for ysis (€ipe stripping was not conducted).
groups of five m@ats& ach@ose level. The duration of exposure
é\%acrfﬁmed

, 24, and 72 hours after dose application. The
s by@lqui%scmtillation analysis.

Ve

t

in gl¥ anirhal sa

Originally, t s@@stu@vas @ fu@eva ated a60ordisa o the 2017 EFSA Guidance on dermal
absorptlonefm@lt 1s reléwnt te the deagvatl of the dermal absorption values of aclonifen,
which 1s&;sed solely ofa rati through human skin (as recommended in the
EFSA guldance@jl de absﬁo Qr%&)re the study summary has been submitted in the
dossieror transpa@cy Qut it V\Q not@ onsidered relevant for renewal approval.

Usmg the new EFS

aclonifen) an@m% for the@@nce@rat

S

idance 201@ the &rmal absorption is 41% for the dilution (1.5g/L

0 g/L aclonifen).

& B
@Q Q% O & ©@
o & © ©§’

§ @Q @ & 1. MATERIALS AND METHODS

& N
., MAYERIALS
: @@Q% )
1.  Test material (non- Alonifen (formulated as EXP04209E, Bandur)

radiolabelled):



Lot/Batch: v Q

ﬁ/b

Co @%ﬁrat@ o

)

S%cﬁic a@vny (z’@

X
@apeg@ater %@Zzbm@l %© L > & O
) O

3. Test material (labelled): <
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Description: Yellow solid
Lot/Batch: BES1572 and 2250019 & &
S
Purity: 996 g/kg S @Q @é@j
Stability of test compound: April 2008. Non-radiolabeled formul@on shown to ‘be gt\a?@fe
(see MCP2) SIS
O I
2. Husbandry: © & PO S
' ¢ @ NN
Temperature: 2142 °C N ©Q %@ S é\a é
Humidity: 40-70% @ § .. 9. RO b
Photocycle: Alternatl@? 2 hour hg%gdark @@) R \© «:05@ @@}
Air changes: Appr%u‘nategg)l 5 R&‘I@lo @ @6 N 2
Diet: Pelleted 1 rat0@§) 1o @j dle@(V %, @ch @07 23
Charles KwerUK Ltd@} ad fibjtum &
Water: al > R

9
< Q
@ 9,
@ n@slh%of "C@gholabe§ § @\y\?
1%5 @dlolab@ ed @lonffgn) JCZ02 (formulated

@duct @’onc ate) 0121202 éformulated product as

%gue@@ dllut’f@l) & @@

@
% Acl@fen@%on@ 5 g%&lomfen/L (dil.)

24 /g fq§ulat10n (cc%?g@g 5.70 MBg/g formulation (dil)

@rlty @é?’ § @ 97 % (ra@hemﬁ@l pL@y)

4. Test skin: §) & é\a \@ @;\9 é S
Species:e, @ @ @%Rat %, @
Stra @ @@Q 9 S{@\gue I@wley @(?@rl CD®BrR)
S%and sex of d@ors § *-9 le ¢

@e of skin s&%les

R
v Body weights: .
N § S

Source

17 October 2002 to 14 February 2003

2. Animal assignment and treatment
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The rate and extent of absorption of radioactivity following dermal application of the herbicide
aclonifen has been studied using a [14C]-aclonifen formulation, EXP04209E (BANDUR®). [14@j- S
aclonifen was administered (120 pL) in a concentrate formulation (high level; 600 g/L), and a e& ted @§
formulation (low level; 1.5 g/L). S @

The absorption process was monitored using [!*C]-aclonifen, which was 1n@§rporated 1nt§the d@e
preparations prior to application. Animals were dosed at a rate of 120 pl formulation oyes an a@a of

ca 3x 4 cm of shaved skin using a positive displacement pipette. The tréated area wasggrote t

plastic saddle attached by adhesive dressing to preven@ss and distggbance. The s noﬁ§ @
contact with the treated area so that the area was open to air. At 8 heurs after do@ ap tio t"\tzhe
treated area of skin was washed, with cotton wool gyvabs soakedin Tween 80 A> v/ eou C&

sodium chloride (0.9 g/L) to remove non-absor dose. The swabsayere taken f analy T@
protective plastic saddle was kept in place over&e treated ar¢aand ﬁr@nals were thert retyfied
cages until be taken for measurement of radioactivity® afte@ I‘lﬁ@ U%l@ bl d\% ecewere
collected separately from each animal for nfeasuref&ént d10®1\/1t§@t sadgpfice &he tre%d area_
of skin was washed with cotton swabs in Rween éj (1%@ m@queous sod chléside (@
remove any remaining dose. The treatiﬁwarea\c?f skn& as tl@re %( d an@take&for ana

@

stripping was not conducted). Two futher igltn sampies Wef% also eni} an, ely area
(~1 cm wide) immediately surrou@n rea s1te\\@1°1d a mp§ @g a%i covers
removed from the animals were rétained %d taken for a aly@ @

\
The study involved three grougs of ﬁg?mal@mts t&ach @?% ley®l. Thed urat§ of gi(posure was 8
hours and a group of ammal%@ms sz?erlﬁc@ 8, 24, and 7&hour® er dgse app catioD)

The radioactivity was m@sure@ all <®§fma @amples@y 11qu1d se@}llla tQn ana@ms using Wallac

1409 automatic liquid Seintillagion cotters . diochemical purity
of 14C-aclonifen all Qoke . formuldons Qwas L hig]{ erformance liquid
chromatography @C) ar@ fm@e @mm§ stug%onl y. by thifJayer hromatography (TLC).
N) @ N ‘p\a & @
— 9@“\\\ o
| nzyw%@ e ®c© K@? @fb <
Liqui sc@l atlon countm ) cehditio ere
Sampl@ @ tl dup &&g @ Q@ \@7
Units™ \©
Counting period: Q\ %nlnu@or un@l 90@&()%0 c‘mts S
Scintillation %Wal@Oy @ &
O & &
@ @ @ © o .0 %
OO & D
SRS %Q & @
=) o & o
& & L %sg@s AND DISCUSSION
A, \%INDINGS o @ @’ Q@ @

The distributign. of radioa t@lty @2 hoe&g?> after dermal application (expressed as % of dose

administeredy,1s glgﬁ in Ta®le b*&g W.

At the lo evegajaout 4 %, of theapplied dose was absorbed. At the high level only 1.71 % of
the appk@ do as a@sorb

T he f%eate @ﬂn a@e p@?catlon site contained 4.54 % and 3.87 % of the applied dose at low and
dose{@vels %&spectively. Based on the information of [14C]-aclonifen distribution in the skin
@ the preliminary study (see study report for details) it is assumed that about 1 % of the dose

in thégeated skin is still available for absorption.



at 35 % for diluted form%lati@%

Following e

PPr;

C sa
_ : Q)
1.71 +1%=2.719 @@onw&twe@apprommaﬁo 3%. © &

The table below @ws the der
rptTQ@of 4{% for the di&ﬁ%on (I8g/L
> AN

give a dermal

g/L aclonife ©©
g

)
° xS
Study&@aluated to E@A g
Y
Table 7.3-2 Dermal absorptigh.of ac@%ife&;i

R

& © & L s @
> © Q@ P
nce2017©© N o

h for concéhirate

N
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Table 7.3-1 Dermal absorption in the rat- Distribution of radioactivity 72 hours after
dermal application- main study. : S
&g
Sample Dilute formulation Concentrate S @®
(% of dose) formulation @JQ & ©®
(% of dose) . Q> @
Urine 16.31 + 1.81 0.72+024 .~ LQ o %@2
N vash 1.71 £0.65 @114 +0.03 & 5 \O\ @Q @
Facces 14.55+2.98 0.58 0230 o $ & &
Carcass 0472007 | & 030£030 s Q& L
Total absorbed 33.04 +2.39 L71£630 .- | & o O &@
Treated skin  (fur, 454043 O 3sre 144 | R SR
stratum corneum and « & @6@3 "> < y \% g§
epidermis) Q 1@ XN N @ @@ o A\
Skin surrounding dose 0.15+ 0%6 @ @63 K957 P & Q @7 @& ’
site SNy D"« §
Dose site swabs @ N @ |\ o O L é\a S
8 hours 53. 143 6.61° Q.87 O @
Sacrifice * sel= 1 N[ 540« 2.6&@\“’ Y &2
Total recovery @9?07«:2\5%.53 @@ @© 9@% + )\%&1) @Q ©©@ N >
2 Taken at sacrifice and includes saddle and}anda ? v @j& &@ N 2 O
The total absorbed dose ¢n be calculaged to he33.04 + 1 % = 34.@, as@medx@%@)e conservatively

al absorbed dose is

@ &
absdption ﬁc usiffg the new EESA guidance 2017. These
nife@) ang\g % for the concentrate (600

in rats - sac@iced 72 hours after dose application

S @ ©
N g
@@% @\%50 S@DL@? {;x, & 4 centrate Dilution 1
o Qi S " (1:400)
Dilution “Q ©) S NS None
SR O
Numbgiof replicates, N NGNS 5 5
N AN D
Tatro\}ge? concentration [r?%mL]\@ ¥@§ Mm\\@ 600 1.5
v Q 6180 15
Target dose cm2
et dose g %] & & &
; %y, 6180 14.7
Mean act@ a da@ /em2] @
@ pplied dose{ug/em2] ¢
Recoyy [‘V@pliec@ﬂose]@g Mean SD Mean | SD
& V@\y SE N Dislodgeable dose
Skin wagh after ® hrs 8287 | 3.14| 53.14 6.61
Skiqﬁ@sh at sacrifice 2.55 0.95 4.20 1.64
N/
Skin covering 285| 212] 100 0.18
Total dislodgeable dose 88.26 1.10 | 58.348 5.90
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Skin associated dose

Treated skin® 3.87 1.44 4.54 0.43<@ QS
Skin surrounding dose site 0.63 0.57 30,15 0.66 v
Total skin associated dose 4.50 1.84 @684 0%4%60 ©®

Absorbed dose % d § %@
Urine O on| g 16.31/% \1}1 o
Cage wash 0.11 <(@03 179 @ 0.65 O
Faeces @ 0.584> 023 | 1435 R 2898 @g}
Carcass A0 030 | 685 | Q478 0007 | o>
Blood . ND O[NP D | NDY
Total absorbed dose Q G A71d> 05y 35&)4 < 239 |

NZ I
Total recovery S LW @94.4@ J4.91 | ©96.07 P 253 @§
LLC of't 0.5 absorption &\9 S ot rgl@ant &ﬁ - Tot levant §?
Number of replicates QU S 5 ol &L S ©
Absorption complete? &U N | SONAS @} ANA q Qf"@
Measured absorption, if LLC of t 0.5%5-75%» O  &71 @1.9;@ 37(@ S 251
Measured absorption, if LE@K%f t °&5>7§\4>U W @% @Q NA & NA
Measured absorption corrected {total al@)rbebln Q NI %
treated skin and surrourfding site) wi g . § q %
normalisation and mis§ng ad%ed wh@§ @ § %o
relevant N )@@@ SN ) &12 ;\@73 251
Relevant abso es rnate ust rk
SD) rpi@] & (§ @@% § \@@32 S G 4074
B 41
al aﬁ@ma@(ro@u@%d)g& - @?)&g @@@ (§ %@
ND = nagAetecte
NA = (%}alpphcabIeQ @’ @ o Q Q@ \@7
SD &standard dev@hom\ S O * o\©
=12 O ¢ &0 K S

a: sum of trea@skl Urro, 1ngsslgln a@ontroi@skm@
b: sum of di ectly @rbe@s dloﬁwt@qd t ad10§1v1ty found in the skin.
c: The tarlps @ere létﬁperﬁmmedﬁg € rRain st%dy and therefore cannot be subtracted
from theypotentially ab@rbab@valu@ é
) - %
& Q@ N - @ @ &
% IS @ 9 \
B. DEFI LENCI@é
Originally, “§ot fﬁ&ly luated according to the 2017 EFSA Guidance on dermal
her@re t

absorpti ermal absopiion has been recalculated to the current guidance.
@
S s

RS
& @ o%
& & v 2
1. CONCLUSIONS

The @y calculated the absorption of [14C]-aclonifen in the male rat following a single dermal
application of the formulation EXP04209E (BANDUR®) was lower than 35 % of the applied dose
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at the low level (equivalent to operator exposure level during application) and lower than 3 % of the
applied dose at the high dose level (equivalent to operator exposure level during mixing and loadig). S
N Q§
Using the new EFSA guidance 2017 the dermal absorption was recalculated as 41%@ tl&
dilution (1.5g/L aclonifen) and 10% for the concentrate (600 g/L aclonig@. & IS

X\ $ & o

% o\ 0 '24\9
S
Assessment and conclusion by applicant: ©Q @ S é\ﬂ é

The in vivo rat study is not relevant for the de 'ion of th@nal dgrmalxgsmgti?n v@%% fof
aclonifen and therefore has been included i dossier &&supopl@mental@ infof@natiosy and @t
considered relevant for renewal approval. TQ origi@k studgywas n@}coq@ted he eg%ent A
guidelines on dermal absorption therefore ifhis %a@%e d@ ha@ém re@ilcukated t&@e new,
2017 EFSA guidance on dermal absorp&'?t%. N N © @§

&O\\\

o S
0 @ x% °\© X w
The study used same formulation é@% g}z vi§g sh@l&W%@MQ@L ), th®same
dilution, the same strain of rats, the e washing technique andSdme expos eripd®
a iguandgime gposusfperigd

@ o
Using the new EFSA guida@e 2%@he @@mal@%so@on s re@@cu@% a&ﬁ% for the
dilution (1.5g/L aclonifen@d 10% foxcthe con@tjntragbe (6002g/L aglonifen). O

Z
o

© 403
9 O §@ . < é&\\ \&@
Assessment and cor@lusiorcl@@' $ S b@ S N 3 S

Data Pointg, 7 KCP %3/02 N

Report fushor: ¢ % & & < S
RepoNear: @ |2 N Q L

Report Title: Q\ «Comp iveoil@itro dermal gpetratiﬁ study using human and rat skin (14C)-
N S W S

- Aclgfdfen

Report No: 7 QY Cesd & - SRS

Document Ng@ ¥ | Mi2323315011© . VY 9

§)

Guideline(s) followed in &2\ 2) S
study: S > § @’%T’Q L9 @

Deviati@% from curre{f@ Cuigent GuidelindOE 28,2004
test Xg%lideline: Qo hum onor@vere s&d for the skin samples for the concentrate and dilution,
N > Qw ichds belo@the r mended number of 4, but does not invalidate the study.
o EF @derl@l abch) on guideline 2017 - study evaluated to the 2012 EFSA
&@ %% itanceQn dernfa) absorption so needs to be re-evaluated to the current

Q idancey @,

D

Previous Qﬁuati@g @Wes, evaluaté@and accepted
@ @ © Sog%e:

GLP/g@f’ﬁcia@ % ¥e3, conducted under GLP/Officially recognised testing facilities
reca@nised @ v

ing .
fdgitities; 9 v &

Acceptability/Reliability: | Yes
)
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in vitro dermal absorption study
@ &
Executive Summary g
The percutaneous absorption of aclonifen, formulated as Bandur (contaimn Qt) g/L aclon&@n)
evaluated in two groups of human (male/female) and male rats using two get dose @els Now

dose (1.5 g/L), corresponding to one in-use application rate of the produg\t%nd a high d@ (60@)) L)%

equivalent to the commercially supplied concentrate. (%) & % S
@ \ @ @
Flow-through diffusion cells were prepared for each%(m type @ach dose 1@% d &

membranes (approximately 300 pm thickness) wer@namtamed i the cells at @proxfi%tel @ °Ch
The integrity of the membranes was first tested jm\ritiated water (3H@) Affer remayal of residual
SH»0, the [14C]-Aclonifen was applied to the uéeccluded skl%ample@at tlg@ej rate %@0 ul/én?, @@

The skin samples were exposed to the test r1a1 '8 ﬁs t e%’ remgining dose Waﬁbwash%d off
the skin. Receptor fluid samples were collected at\bour%?nter for@e dur%@’on 4 hgais. The-
solubility of aclonifen in the receptor fl ﬁNvas ﬁ01eor the Study<and ng@to
be rate limiting to the absorption process. At the end the , t fe mia pl@were@pe stgéd
to remove residual surface dose and strﬁg}n comeur%\ @

@’
Radioactivity was measured by Liquid Séintillation Co‘ﬁntm%&SC)@@ @Q @

By 24 hours after application, @e tot a%houm@f radf@@actl@ate §% 1 abs ? times greater
for rat skin than for human skin at the hlg§ose le@l and, 5.95 @ eater for'rat & than human
skin following application oPthe $ow d heéesultS@Lso 1nd%cate$ghat th&rat 1S@Ver-predlctlve of
the dermal penetration o\i%cloni@t 1n§ & @ 2o

The necessary adjustments h@% beeymadédo the a eV@Jat t&m this summ% to comply with the
2017 EFSA guidangg’ Ovef&ll, t@sﬂm@ed ar@ acloni deredgo be absorbed from the
concentrate and eoupray\@m% as < 5 A) 3%%@“ the&total applied dose, respectively.
& @
S & o & P % -
RN MAT%RIAE@ Aljg E’@IOK@
A. %A@rERIAL SO @
%st materlacg 0 @ A(:d@@lfenigrmul&tﬁed andur)
@

radiolabell é\g N S
Descr@ig%%n § @@ ell%v soh@ @§
Lot/®atch: © \ O 250 9

@w % Q@ & 0 %
tability o st % N JanR003, ®0n radiolabeled formulation shown to be stable
y*eompound: R T (s o

@\ \<
2. Test maggrial (la elled):

S °
£ «@z@&@i@

X
& & &
S &S .
& @@ Q> * Denotes position of '*C-radiolabel
N v @
& t/Batch: Batch SEL/1202
C%oncentration: 600 g Aclonifen/L (conc); 1.5 g aclonifen/L (dil.)

Specific activity: 7.51 MBg/mg
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Purity: >99%
D
&L
3. Ratskin: S @Q S
Species, strain: Rat, Sprague-Dawley CD @JQ S o\@
Source: I
Sex: Male. VC@ @§ g}f \\ @Q @
N . 8 rats, three donors for the é@centra‘[e, 5 @)nor&r t@ é
umber: o F
dilution Q& Q R @© @Q}
Anatomical site: Dorsal N @@) Q& & % @}
L @S D LS S
O NS @% v @y AN
WG IS oy
g\y \\ \\ > S O N

Skin Preparation:

L N i
R é of ¢ 005400@mﬂ§@ne§\5@ &

. SIS S
ch %ﬁmal%&gjs ' % by«z@@rvic@\disl Qlon overdose
&(@wit@rbcm%%oxidg Afﬁq@acﬁ theSkin w, clip?&@ and
R reghovede, for wse ie S ¢ dasal skin was

y.
@ ‘Hermat&thed § use@a mi@derm@om obggn samples

%

N N 9
4.  Human skin: ‘\@ N o] —
, L) 9 - T Y N o 3D
L - S QAN
@Q & § \(:7 ber and se;@’ dor@rs, one@mle, one female.
@@ \© &\ Matc{n@cal region: gﬂe ak@meaﬁ@male back.
©© @6 & Th@&@ess"@%rma@med &§OO @;ﬁoo um.
LRI
2 @ ©
N R R
&S & &S

éﬁ Ph@%a‘ce\@ufﬁrﬁ sgh;ne, supplemented with Bovine
O

1Y
N g@mm@’ >
@@@ ©® § @@Alb@?i’l (5§ w/v}§djusted to pH 7.4.
Q © P NS &
o KR & @
) Sy & .92
%, "N @ @ Q@} &
> @ &@\ 9
@%
QNN
@ %\ Q & ©@
> S o O
S o 8
< S S
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B. STUDY DESIGN AND METHODS

1. In life dates: 14 Jun 2002 to 17 February 2003 S @Q
~N N
N
2. Animal assignment and treatment % § § <

R N N v
The rate and extent of absorption was investigated f(@ving topic@applicationéﬁ the\h,erbic@ @
aclonifen to excised human and rat skin in an emulsifiable con @f‘* rate formul@ion (ttade e &
BANDUR), at two dose concentrations, a high le@l of 600 g/k, equivalent @the dammetpiallys,
supplied concentrate, and a low level of 1.5 g/L, & espondlng@ on%n—useQ%pphc&lon raf&of tl&
product. QQ(@ %@ @

Flow-through diffusion cells were used, w t@-ra‘g&%f lémL/ llov@@ app?emmatt%’ly 6

receptor chamber content changes per hour

Dermatomed membranes (approx1mateﬁe%0(§ 40 M thigkn )%yere @nt ned in @
approximately 32 °C. The integrity e mgnbrat@ was‘\Kﬁrst t@ ‘@ted ter (&

After removal of the residual 3H20©@ [ @—Acl@ifen §Qhe u skin samples
at a rate of 10 pL/cm2 to an expogyre aré@of 0.64 cm? S:§k1n (Sgl ulL @ €). ) %

The skin samples were expos@ to th&@st n@%nal l@s 2 : w éﬁe rernalnlng dose
. Re bl i

was washed off the skin withva mid deﬁgent sgﬁ’ltlo e :@ r fluid sam, collected at
hourly intervals for the duf%tlonq%f the sgy houz@, The‘solubility of %lomén in the receptor
fluid was demonstrated £ be s@ﬁm or %y and not to g@rat@mtmg o the absorption
process. At the end of the stu% the skin s strlg%)ed to f‘émov@sidual surface dose
and the stratum con@vm @ %@ N N
K Y §’ @) AN
@ g .9 O @ @ @
S QO NN N e 9 @& 5
(CIENN AN N Ny
@© & o SraTia & -
> (%I%E%S%SLTQS\ %ND DISCUSSION”
& o ©

o\ % % \

A. FINDINGS § N O

The amount of \éctnfﬁy re ered\@the ept%ﬂuld z%the end of the study and the amount of
radioactivity reggaining\in t in er tapp stripping considered the absorbed fraction. The
amount reCO@red 1\'@ W&b@ln s@ce t$ stripgrand in the stratum corneum was considered
non-absorbégd. AN @\

S
The d@uﬂon patterns Of§%loa@§ﬁ/ity t@low@@gj the application of high and low dose level

formul@tions (nomm@ y 60(%/L and 1.5 reg@etively) to human and rat skin were broadly similar
at each dose 1evel,% % ~ @

Tl>d1str1but10n of radl@ictlvi@y canbe sul&@arised as follows, expressed as percent of applied dose

of radio- labe{ 26 m%tepal g&p N Q

Table 7. 3@ “Per bsgrptloggf vitro- Distribution of radioactivity after 24 hours.

Groupo> & oIS 2 3 4
Dosefevel .~ ~ ngh High Low Low
Spg&es (SN @ 9 Human Rat Human Rat
TOTAL ABSORBED

“Receptdefluid % 0.095 0.209 4.654 23.87
Skin(y~ % 0.076 0.309 1.893 15.10
Total % 0.172 0.519 6.547 38.97
TOTAL NON-ABSORBED
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Skin surface % 96.09 96.03 79.75 35.72
(Skin swabs + surface o
tape strips) @ @
Stratum corneum % 1.225 3.282 8.480 24.94 0N «§
Remaining on cell 2 2353 0.840 2.976 484 @Q S
(Donor + receptor @J@ N Q
chambers) Q> Q
Total % 99.67 100.1 o2l ) 6Ll4 |© ¢ @
TOTAL RECOVERY % 99.85 100.7C» 97.76 <« " 100.1 RS N
N @ @ Q\ . &@
N

Rat skin was more permeable than human skin foll@ﬂng applicati aQn of either I@Iﬁ or 16w dos@Q C&

The total absorbable dose over 24 hours was ¢ ated as the sum he a@ount @the @maﬁ
skin (absorbable at 24 hours) and that present invthe recepto u1d égumu unt absorb

24 hours) and was 0.172 % and 0.519 % for ma;@&d a% (@_ foll@vmg a?phcatl n of
the aclonifen high level dose, and 6.547 % and 38:Q7 % %) n@and skin @peely w%go
application of the low dose formulation. '1%@ t

1al%bsor &is ther for 202 tufdes
greater for rat skin than for human skintat the*high d@e leV& nd tlt& gre@r fo&at sk
human skin following application o@ lo%@iose A @ S)

N
The estimated steady-state absorgQt n rat@or [*€]- aclc%ﬂffg@asg@) bet@@en 7 and 2 %)urs after
pfor ﬂ%@ng

application) was 2.38 times fast hroagh rat@;;km t@ ki h dose, an%L 6.40 times
faster for the low dose. @ @ > & Q @ &
The group mean distributions of @:@dloagiylty € SUMIPATISE 1ﬁth @lowm@tabl
@ 2) & Q° R
i asftoactiity fi &n
Table 7.3-5 Gregp medn istiibutiofs of rag oac ty coKentrat d diluted
aclpnifen for m@tlon@ § §9 S &
- & @ < Q ru@ & @@n

Group numbe & 1 N %) 3

Dose levels .© @ o & Hi@ igh § Dow Low

Species S @§ Hutan & & t @uman Rat

g
Total "/@sorbed S @172 @0 519 @’ 6.547 38.97
O N
Tota&?Non-absogb 5 O 99@9’* . D i90.1 - 91.21 61.14
Total % Recover@@ sS4 xg%?ss x é\ow 97.76 100.1
7
Absorption raf?(n%@/hr)§ f@’3o4ﬁ.§’ S 35.03 224.1
9 ) < . O, ()
Q O O S &

QO
ﬁ SRS %Q @@ @6
B. CALCUI@TIO S ?&9
Orl% ally, this sm@ was ot ated.§ L cond % to the new EFSA Guidance on dermal absorption
). The follo%ng ari the @ta as prepared in accordance with the EFSA guidance
(2017) (using the acco sh@@ The calculations consider the main requirements of

the guidancegirncluding whether oﬁ@)t ab@ptlon is complete, tape stripping procedures and rounding
of values. @ase seeAp le 2Yor %@orlgmal calculations.

2
& &G
Table,7.3- 6@@ H@)an @ A summary of the total amount of aclonifen absorbed (% applied
$ @@@ dose) inhuman skin from the concentrate and the aqueous spray dilution after
$

N
Q (9 24 hour's- according to the BfR template.
Concentrate Dilution 1

Dilution N/A (1:400)
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Number of replicates 7 7
Target concentration [mg/ml] 600 1.5 o
Target dose [pg/cm?] 6000 15 IS
Mean actual applied dose [ug/cm?] 5810 14.41 Q) v
Recovery [%] Mean SD &an S Dy
Dislodgeable dose v & N
Skin wash after 8 hours 94.10 1.94 < 68.32 o 10, <
Donor chamber wash 2.24 rn 191 298 159 S

- " S @ @
Skin ass.001ated dose Q @@ § '
Tape strips 1-2 2.00 & 0.81 © 1143 Q 5.0
Tape strips 3x 1.23%@ 113S .8 49 « 6 @q}
Skin preparation 0%@7 %03 O @@ 9 © %vl .07 @
Absorbed dose 0 S D
Receptor fluid @ 10 & Cy}ﬁ@o.osé’ 5@;% 4.@ N S 286

>® <o
Receptor chamber wash U 0. 1@9 2 0@9 C& o @0 A
Total recovery " 99385 071 O] 9776 4.68C" |
LLC of t 0.5 absorption @ 074D [..50540 [ 008 A 0.6
Is absorption complete? o & No®' S
Measured absorption, if LL%of T 1.5t ’ $10 ©© J3.03 | «.9.19
L0.5=75% p 2 & Al P O
) \@) ®

Measured absorption, if &C of | NAD |7 N A NIA ol NA
t 0.5>75% & » & Q s &)
Measured absorption cc@ected@ §§91 1.10.°C7] (&15.037 9.19
Relevant absorption estimate\ @ SZ%Q o ,;@ 23.481
Final estimate (rojinded)>> > 723
Note: receptor ﬂul@ues QQ hrs § avaﬁ@le but g%ph @n over 24 hrs show it is not 75% complete at
12hrs (dummy lo@valux@r TO. i‘h@ve begﬁaenteréégm the& est g@ure t are included in the absorbed
dose). AN

@b @@ %® K @ @ &
Table 7@7 Rat sl@I %;@%f thc@ota moqg@of ag@fufen absorbed (% applied dose)
A in ragskin fbpm th

co mtra@ and=the aq@ous spray dilution after 24 hours-
acearding Yo the'BIR t@nplatg\ W

7,@\( N & Con@ntr@ﬁp Dilution 1
Dilution 7 Q) o - QONAS (1:400)
Number of ngp;%fcates@U m@ ‘N IR 9
Target congentration [mg/@] © Q @@ @%O 1.5
Target ;@?})[pg/cmz] 2 @© @ & " . 596000 15
Mean actual applied@e [ug/em?] S Q7 5810 14.41
RecoVery [%]  °™ @ﬁ) 9 g}@an | sD Mean SD
Djslodgeabte dose
& . @ 2
Skin wash affer 8 heurs > Y @ 94.04 | 2.63 29.86 | 5.15
Donor chamber wash O~ & 9 084 | 034 045| 0.14
& @ ~ _© Skin associated dose
Tapestrips 1Y S s > 198 | 0.81 586 | 3.14
Tapostripsgx O < 328 | 1.66 2494 | 9.74
S npr;;@ranon 0.31 0.13 15.10 4.23
Absorbed dose
Receptor fluid 0.21 0.12 23.87 6.82
Receptor chamber wash 0.00 0.00 0.03 0.04
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Total recovery 100.67 1.40 100.12 3.94
LLC of't 0.5 absorption 0.25 0.43 0.00 0.00 °
Absorption complete? No No @
Measured absorption, if LLC of t 0.5<=75% 3.80 1.68 63.94 7.95 Q\ K
Measured absorption, if LLC of t 0.5>75% N/A N/A N/A @%/A &@ ©®
Measured absorption corrected 3.80 1.68 63.9%] 7.95 S N
Relevant absorption estimate 5.342 %062 Q § %@@
Final estimate (rounded) 5309 <770 \°\ Q @
Note: receptor fluid values at 12 hrs not available but graphs of abs&aon over 24 Kx9show it is not Bfo S X
complete at 12hrs (dummy low values for T0.5 have been entered in the tables & nsure the tapips Q § %
are included in the absorbed dose) Y ) < O < @

s & VO 6 &
According to the new EFSA guidance® them&is the@foviség th %he%(@é ] \Iing\p\:ﬁ%’riodﬁs 24
hours (which is the case for this study) and &9er Z%@% of @tota@so@n (nfateriakin the %ceptoro
fluid at the end of the study) occurred w%hin{@f Of\t@ duration ({2 houss) of th@tota@mp@g
period that the absorption will be takentas thesym ocept§ uidgre eptol chaniber washes a@he
skin sample excluding all tape strinhe%&ritenisag wergwot met by a@v of th& doseQroupsSh this
study. There is also the provisio tHat a@nda&ﬁievmon Q@lld ddedyto t ean%adjusted
with a multiplication factor & ac@rdir% to thenumbey of rgplicate® Addé@nall@ herg an overall
recovery of less than 95% @urg,\% nom@isat@ pro% uregy to b use%@y }%\ngerence. The
application of the guidancey su%g n th@%ll(égmg V%lgu ] f({@ﬁ‘ C{@l(zn]@%n in the' ACL SC 600

formulation: N N %
Z3S)
AN I S ES N
%v\a § @ @ %6 e /(i\% & o @
@uman skin§ Q@ > m§g @ ©R% &dn
O 9
G0 gl | 25% o @§\ N ooﬁ 5.3%
S 1.5@%: ~23% O % o é@ O 19gL: | 70%
W2 ~TES v @ W
S N & N
'S & & &@@y@@ %@\@

. 5N
& o &L @jm; @’NCL@SI@@@S
In this well-ggndu G@nq @deli@\‘om@%nt initro study, using the formulation aclonifen
SC 600 g/I§ evalated ordiQE to ZO@EFS® guidance on dermal absorption, the dermal
absorptio%of aclonifen t ouﬁum in Was 2, %ﬂ@ in the concentrate (600 g/L aclonifen) and 23%
in the sfiPay dilution (Bsg/Lac oniféf). & &
In rat skin the d@al a Eio@%of aif%\zvas 5.3% in the concentrate (600 g/L aclonifen) and
70% in the spray dilutigyr (1 .5@1 aclofen)@

S

2 EFSA; Guidance on Dermal Absorption. EFSA Journal 2017;15(6):4873
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All validity criteria were satisfied and therefore this study can be considered to be valid. The
necessary adjustments have been made to the data evaluation in this summary to comply with#e

concentrate and aqueous spray dilution was 2.5 % and 23% of the total appliedylose, respectpyely. S

For spray dilutions lower than 1.5g/L aclonifen a pro-rata adjustment shoulé®be made in a&ord e

with the 2017 EFSA guidance on dermal absorption. % § (§
The highest dilution rate for use in field peas is a 1 if(600 dilution t]/L aclonifegh (asiﬁmin@@
X

maximum application rate of 0.5 kg/ha aclonifen in a méximum wa Q) olume of é@L/h

The dermal absorption of aclonifen in a 1g/L di@on is 35‘VQ‘his value é\’ used Qs tl@Q‘nos@
N

Q)T\ tions for the §p raé@@ﬂuti@. ©& &
The data for the rat ted for informat ly but t uted f tiofts.of d¢fmal
e data for the rat is presented for information On 3(/%7);1 w@lo l@d or ¢he ca@la 19{%&0 c@& a

absorption values. & @ A @$ @%’ %\7@ .
N @ D) &
é\\% v © @Q &% KN@ @ §@
Assessment and conclusion by RMS'Q@ g&\ %@ \& %© @W}?\ gj@ & ®
O © O
o ¥ ¥ &P T
VS F e e S a8 o,
CP74 Avail@%le gxmol&glca ta @@latm@to coﬂfor%ﬁhn%&
CONFIDENTIAL infematigfy - datifprovided s atgg@)oc@em iCP) \@
& §y& & @ o
SISO R RN é@ @ <
e T8 d &
TN S w
N & & @ Vo &
A 8 SC O
@)
§ RN > é S
o O ¢ .© o ., 0 @
Q OO O N & D
SRS ,%Q & @
<) O @ %o
X < S @ @} N
S ST RS
(AN @ &©
@"° N
@é =) § N @Q
< S S
<

2017 EFSA guidance. Overall, the estimated amount of aclonifen considered to be absorbed fram'the {5

@6

@\)
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Appendix 1 Exposure calculator output
Appendix 1.1 Operator exposure for Aclonifen SC600G outdoor spray application 11@@215 S
crops. N @
Operator exposure for outdoor spray applications P @
Application rate of active substance 0.3 kga.s./ha i_AppRate @ & @
Assumed area treated 50 ha/day d_AreaTreated @ & , @
Amount of active substance applied 15 kg a.s./day i AmoutAS &\
Dermal absorption of the product 2.50% i_AbsorpProduct % @ e @
Dermal absorption of in-use dilution 35.00% i_Absorinuse gﬂ\g o\ N o '24\?
Formulation type Soluble concentrates, emulsifiable concentrate, etc. & y\g A @
Indoor or Outdoor application Outdoor v @ @ Q\ @
Application method Downward spraying Q @ @ Y\g &
Application equipment Vehicle-mounted-Drift Reduction & @ @ K®
@

Season not relevant @ Q& éﬁ Q

Ug exposure/day mix foaded ©) L &
Exposure values 75" contile i centile ((?Sferencs @ Kgomm% « ) 2@
Hands 39062 14685 ° @U ACENR, % v (@ 3 o
Body 23935 @ 1 f,\g A@@> @ @: < %
Head 778 e @ KM S Q7 @&
E, Protected hands (gloves) 208, R o\ 2971 & AOEM 0%\ @ §
ﬁ Protected body (workwear or o °\ %”\j N
g protective garment and sturdy @l K 19@ G & A%@ ?\9 § @ Q
s footwear) (\\JQ & O {Q\ @ 9) (@
0 kg
£ Protected head (hood and face 8 . @ A - LY @\\OEM @Q @Q § &
s hield 9 % o
shield) Q @ @r) S f(\ @ @ @
Inhalation @ ] Q /@ @ 2 AOCE% @ QO &
Protective Equi N N Select fof inclusi Penefation factpr| InhalationProtectigffattor
Gloves Q No & o, @
Clothing X /Py\ﬁntial exﬁ@re Incl. inXOEM@I o,
Head and respiratory PFE) U N None 1 O &
Water soluble bag @@ A NoKY 1 R NS
S & O 7 O & S
\Z @ Qg'\\ ug e@%osure/day@{léd > @ é &\
Exposure v: o £ o £ Reference Comment
gi@ < @)) 75 ﬁi&s e %5 ci}m(i\@ fj@ o
Hands Q Q N 1 °4Q76 %ﬁ) A@ @
Bo@j) @ K 193 (> Ko7 (@w b
) XY
Hedd /$ \\5@) AN 16 & | Srom @
§  (4Protected haKn)ds (gloves) @C & % 74@" AOEP[&
g K Protected body (wbrgvear o Y & Y
@\ protective gar stu%@ <f§ 7 Q %
footwear) @ DD @ Y A
Inhalatlo%\\> & f'\a 4@ 6 (5»\\ % AOEM
Protecti \’/ o Select fo@lusion Penetration factor| Inhalation Protection factor
GloveC) &7 B
Clothing O’ D s Pote3l exposu‘k Incl. in AOEM model
?and resp{@)ry PPE(C o I @ 0 NEaE| 1 1
) @ vehicle mounted
B § N @ @ oé No upward spraying only
)

@f © \ZJ
1. Total K Q 2 @
N AN O B Without RPE/PPE With RPE/PPE
N B I D D
T 6 «
@S & @ A

Total systemic exp&ure from mixig, load nd appl%éﬁon (mg % 2.0065 AGTE
ey S N e ‘ '

Total systemlé@)osure ﬁgrgn m|X|ng®ilng an&pllcatlo@fg body 0.0334 0.0334
¢ . .

weight (m, ggﬁgbw/day)@

% of Rs&@ @ {Q\@ 47.77% 47.77%
SR
& P o o

@tal syst!@ exposure from mlxmﬁoadlng and application (mg

Longer term

9.2643 9.2643
S
Total fi ixing, loadi d licati kg bod
ota Mmlcexposure rom mixing, loading and application per kg body s 5=

weight (mg/kg bw/day)
% of RVAAS #DIV/0! #DIV/0!
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Operator exposure for outdoor spray applications

Application rate of active substance 0.6 kg a.s./ha i_AppRate
Assumed area treated 50 ha/day d_AreaTreated ° 6
Amount of active substance applied 30 kg a.s./day i_AmoutAS
Dermal absorption of the product 2.50% i_AbsorpProduct N @@@
Dermal absorption of in-use dilution 35.00% i_Absorinuse C%
Formulation type Soluble concentrates, emulsifiable concentrate, etc. @ @ @
Indoor or Outdoor application Outdoor @ & @
Application method Downward spraying @ o\
Application equipment Vehicle-mounted @ @
Season not relevant @ . @ ’@ @
ug exposure/day mixed and loaded, S N \O\ @
Exposure values o - = - Reference @ Comment@ @ @
75" centile 95" centile Q) a2 @ % &
Hands 66603 251479 AOEM @ % A @ @
Body 38962 19&@ ACEMY . @) @@ é&
Head 1557 @?537 AOEN ) D f$ &
o Protected hands (gloves) 315 @3942 ((§OEM o g \ @ Q@
c
E Protectfed body (workwear or @ o @U Ry %@ S o\ Yo
= protective garment and sturdy 484 @ 4@ 24\9 AOEK @
s footwear) i a Q\)’ & % °
8o NI
E Protected head (hood and face = % @183 \@ % @ @ @j @&
s hield 4 %
shield) ;ﬁ\g N 6 Q §
Inhalation @ o 31@ & roEMD) S S ®
Protective Equi| @ Selec;)@@nclusigr} Penetrlitign factor k{?ﬁalatiop@@’ecﬁon[@;&r
Gloves © N NO o @ @/ @
Clothing %rk wear - 315, body ang legs coverdd IncI.NOEM mo@
Head and respiratory PPE Q Vo None N 1 Q) f\\\\JJ 17 2
Water soluble bag = @\J O No @@ 1 & h @)
AN V@ 7 Q S K
%, ug ex /day applied gﬁg@ C@ @
Exposure values Qx t h @, Refgrence "\ @omme%
75" ce centile
& o | o <
Hands ° J%) NIEZEN O ARV N @
7 ~ %
Body @ & QO %@% S @
o
Head @ o LR us N fkm A &\
5 Protected M (glovgi) D 26@ X 4955 @ @ AOEM
B [Procadpo oo N RS T @
_g prote@e garm, Nnd sturdy& 68 \ 1.3 @ A Q
< foot@yar) & LN Q@ S N
@at-on Q (@) SN aln N v o
Protective Equip vy a 2§elect for i@ion Pe?etratio%z/ctor Inhalation Protection factor
,.. Gbloves N &  Ynlg @
Xy |Clothing lad N Wc@&_{ar - arms, body and j@gg covered{Sycl. in ASQI model
&@ Head and respirggoly PPE (N @) Nete) (@) 1
N & @ velRdg mounted
Closed cab \) &\ [&’ @ ‘:'\\\ & Yes up\& zoraying only
@@ Q S ¥ © -
S &
1. Total @ A @ °. @ @

(@) ) <
T =
Longertem% @ @ % @ @

N (@) ) withédt RPE/PPE With RPE/PPE

Total sy@ﬂ: exposure from Qixing/ Ioading@ appllcatlo\’(mg @ °\ 5.1633 agEm
a.s./day) %[\\ @ . -
To%stemlc exposure fr@gﬁ\xmg, @ and ap@atlon per@ody N 0.0861 0.0559
&ght (mg/kg bw/day) Q @ : .
Y )
% of RVNAS 122.93% 79.87%
e @ &

& %
Acute r@ R @
Total systen&&posure@m m|><|d|ng a@hcatlonﬁ@ 25,6867 16.5292

a.s./day)

(@4

Tot.al s%@nc exp@e from %ng, Ioad@é’\/d application per kg body 0.4281 TS

weugﬁﬁmg/kg b@w) R

%eRvArs D oy 3 #DIV/0! #DIV/0!
> % =

&
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Appendix 1.2 Worker exposure for Aclonifen SC600G outdoor spray application i@éfas S

crops. ‘N @§
S @ @

Worker exposure from residues on foliage for @Q S . <
Crop type Fruiting vegetable Q
Indoor or outdoor Out % o, @ R § %@
Application method @ Downward sprS %\ \\

Application equipment v Vehicle-may# (©) @ ?”\g@ S
Worker's task Reach'u king @ @ @ @)
_ _ B SN . y  Q Ny
Main body parts in contact with foliage @ Hatd and body Q @ @

Application rate of active substance % Q ©

Mumber of applications
<)

N o

Interval between multiple applications R @ N 265 @ws 6\ . v

Half-life of active substance Q& @ @ % ays @ S *
Multiple application factor Q %@ g}’ Q{{} § 7oy & % ©
Dermal absorption of the product % @r @ Q 2.50% @ @ @j @&
Dermal absorption of the in-use dilution R N N 6 %&DD% Q

Dislodgeable foliar residue (i_AppRate®i_DFR) @ o\\ o> N 'syg a.s !@% & ©>§

Working hours & %@ O\& w\j® e hr .

Dermal transfer coefficient - Total potential expo@% g& N @ $§ @ §’D C r @ @
Dermal transfer coefficient - arms, body and I@overed@ S @\ @

Dermal transfer coefficient - hands, arms, body®nd Ie@overen@ 6 @ &© @ﬂthr @

@ E@ @ ]

Inhalation transfer coefficient for automat@appljc&i@ns @ (@@
Inhalation transfer coefficient for cuttip hamentis

Inhalation transfer coefficient for scu@r‘ti?%’,Jr buér%[ing orrggntals%;& O < i NA&@ﬁan}j}
1. Total N 9 § S ISR (;'\\Q {5\7\7
& €§ Pf'%\g%)'ﬂl E;»F’Q’E é@ﬁ( wg{%‘ﬂi&@!’ an[(\\legs g\%orki ng wear and gloves
Total systemic exposure l,@é.s.,fdgy} A 29@6 D @ 12@00 2.9232
Total systemic exposur kg bt@\weighi 4 R ) N Y
o . 072\ S @%100 @ t\@ 0.0487
% of RVNAS O N A m%%.qg&%@’ e 2, 200 7 69.60%
VT . & O |9
© N 4
9 SRS @ @
S N &
S & & & [SEERSIIPN
A o .9 Q .
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Appendix 1.3 Resident exposure for Aclonifen SC600G outdoor spray application ilgi@afas S
crops. N N
Resident exposure for 6 @® A
Croptype Fruiting vegetables @ & @
Application method Downward spraying @ °\
Application equipment Vehicle-mounted % @ @
Formulation type Soluble concentrates, emulsifiable congcentrate, etc. R o\ o @ R
Buffer strip @ 5m & A @
@ @ @

Concentration of active substance (in-use dilution for liquid

Application rate of the product v 0.6 kg a.s. n'L! @3\? Q\
S RN

applications)

& EQ N Q
Dermal absorption of product @ 2.50% & @ @© é%
Dermal absorption of in-use dilution 35.00% @° @ & &
. 0 A
E-ral absorption _ _ _ ) l%ﬂ% . @ i \© @ @
islodgeable foliar residue (i_AppRate®i_DFR) 1.8 pg &%jcm @ 6 % @
°
S
v

Q
Vapour pressure of in-use dilution 1uw e SUbs h%@@apmw&% @%
5 ) =
pressur 10—3!{@, 6

§ S
Concentration in air % @9 @ D@ mg/ = @ @j @&
Resident dermal spray drift exposure 75th percentile - adult W\? o\ \ @3?98 ml %} diluti Qrson

Resident dermal spray drift exposure 75th percentile - child & \ @\ & 2175 ray dilﬂ@n perso@ﬁ @\j §
Resident inhal. spray drift exposure 75th percentile - adult @ K\ "y ° 0.00009 pray difgtjo /per

Resident inhal. spray drift exposure 75th percentile - child ©Q K @ @ D.UD@HI spra @tioni§ @

Resident dermal spray drift exposure mean - adult & g@, o\ % \% mls lution, on @
Resident dermal spray drift exposure mean - child Q dilutio@erson @

S .
Resident inhal. spray drift exposure mean - adult @ @ 6 % 0008 ml aydi%@mermn@
R @ @,Q @ .Dﬂﬂiéspray di nfper&@

AN

urs

hougs@
> @©@ o @ s "\@ 9

Resident inhal. spray drift exposure mean - child @
Exposure duration dermal

Exposure duration inhalation

Exposure duration entry into treated crops

© 18.0%
§ SN @@% 0.23 gn%day}'k&j@ §7
2%% ; !d%\i{g ~

Light clothing adjustment factor
Breathing rate adult

L

o\ %

Breathing rate child (1-3 year old)
AN

Drift percentage on surface (75th ;@bﬁentile} @ i”\j A
Drift percentage on surface (me @ @ § §9 1.80% @ &
Turf transferable residues per age & o @ @ @5.00% @
Transfer coeff. of surface dg ts-a%{@ A w\” \ °\ ©@ ?30®Vhou@

S
0
%

Transfer coeff. of surfac osits-cf 1-3 year old) Q‘,& @ v\j& §Cmﬂ’hoﬁ§j
Saliva extraction perc e @ @ @ 5 %

Surface area of hands mouthed @Q RS K o @ @ @ 20 g 1@
Frequenwofhan@mmu‘th activity @ % b\ @9

W}\}\w % @ 9.5 ts/hour
Ingestion ra‘te?&%ﬂou‘thimgofgrassp @F 5 om®
Disludgeay@dues percentage téﬁerabili‘@?&:bjedt N ©© § - §

mouth °\> °\ %G @ S

Transfer coefficient for entry i reated cr%;zs (75th ntile}ig @5\7 @ 7500 cm?fh
Transfer coefficient for ent@into ‘treate%rops {7 ercent}% ch i’% @ 2250 szjh
Transfer cnefficiemtry into ‘t@ crops @an} -a °©\ § @jQ 5880 cm?fh

Transfer coefficientfgrefitry intg@rgated crg@ﬁean)"@lld ° 1794 cm?/h

4
7
b
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Resident - child  Spray drift (75th percentile) mg/kg bw/day 0.0250 % of RVNAS 35.77%
Vapour (75th percentile) mg/kg bw/day 0.0011 % of RVNAS 1.53% @ @
S
Surface deposits (75th percentile) mg/kg bw/day  0.0015 % of RVNAS 2.08% ;& QF
Entryinto treated crops (75th percentile) mg/kg 0.0354 % of RVNAS @CQ} 50.63% @ @
bw/day Q . @
All pathways (mean) mg/kg bw/day 0.0443 % of RVNAS
‘ﬁ 8™ & .9
Resident - Spray drift (75th percentile) mg/kg bw/day 0.0046 % of RVNAS N6.51% ° @
adult ; ; @ @% @f’%’ } %@ &@
Vapour (75th percentile) mg/kg bw/day 0.0002 %:a9 RVNAS 0
< Q™ A N )
Surface deposits (75th percentile) mg/kg bw/day 0,06 é% of RVNAS &© 0.54% @@) @
Q Q& 2
Entryinto treated crops (75th percentile) mg/kg 2i97 N % @F&NAS Q \@ 28.13(% @
bw/da °
/day . @% &N @ &6 AN
All pathways (mean) mg/kg bw/da 0 &K% of 26.77%
R A S S L
W\% x4 \@ R A\ & © @' @
A
'SR RN R RSN N £

3 @ A S QA
Q@ K\ %, @\ %© C} QS O
Appendix 2 Accompany@ sp dshgg with den&@l a@pr@ d@ﬁrgﬁf@BfR
template (from EFSA dermababsosption@ui e, 2 °
plate (ffom EFSA dermita @@ nuidande, 2017)

In vitro human dermal absmquion"ei}fa. © O« @Q o O é%
R ,
Comparative in vitro derm(%l pene@ation éﬁdy @lg huftian an&at @ (14C %?—Acl@ﬁfen.

. N A
For some data with valués bel%/ 0% a%w é§b%@zero@s bee?r}\’add@ﬁ) a the excel formulas

which give an error 1f*%uis usgd. 9 S °
e § & ¢ <
M-232331-01-1. 20035y O © @
N v N o 9 @é& @
Tested doses O N\ S . N &\ N N
o & S & Ly &
S @J@ > Y9 & 6 o
2] e (@Dnc%%gate D@Drﬂ v @@ @
Target cpmeentration [mg/nly. SO 60 15 QO A
&.mﬁduse [Hgic . ®‘50§ ISE \© * \©
Total dose [ugleel] Q> & e, O g N D
Specific activity [kBdighL] \ /@113@7\ 4 O @@
Mo. of donars 7 2 ° QL
MNo. of replicateg@edfug@%epli@?s* 4. © ©§l’ . Q ©
Justification fur\\e”xcludeB”replig%s. ﬂicat@ @@ @@
=) % N @% y %
@7 N Q @ @\
Q A\ N @} .
Ny N \@ R S
o e &
Test system:$ ° @ w\\n@ K
Diffusiom@/ % T(&ﬁn‘d' fusion@ Flow-through
@§ @Q (I y Flow rate 1.5 mL/h
§ @Q Expos&d skin area 0.64 cm?
N @ @SCO I
ﬁ@\ﬁjsa e Skin type Dermatomed
©® Skin thickness range 300-400 Hm
Skin donor age 60-69 years

Skin donor sex Male and female



B Page 57 of 67
BA¢E R 2020-01-17
\ E 4 Document MCP — Section 7: Toxicological studies

e Aclonifen SC 600 G
Site Abdomen and back
Source Unknown °
Integrity test Yes s @
D
phosphate buffered S @®
saline, supplemented N & @g
with Bovine Serum v S N
Receptor Receptor medium Albumin (5% w/v) % O §
v N s
acce%g%le- found tgpe é\a \\
at least 118.3 ug/mi. @ § '
Syficient to dIS& e é\a Q §
% of appli€ddose . < g @)
the concentrate ig; QR o @}
Solubility in receptor receptor fli N 6\ AN
medium C& (ﬁ.?p@?u. A S SN
Sampling Exposure time @ Q@’ o8 hébirs @& S %
Sampling duration W\% \ \ @ % 24 éﬁ)urs @j @
Sample intervals &~ o g NN hm@ﬁ s §
Q@ o %o V. wee @ 0in @3\9 @ NI
@ queaus s% m § @ S
Skin wash/S@abbpg . chbpgde s@ iong” O @Q \W\?
. Z
Tape strips Tape strippjng_ N %@ S ©© N
Type o@@pe stfips u@ Scbtch M@% tapg ©
TS 1-2 dnalysed @ o, & S & - 2 ¢
sepéefately? 2 § Yes NS
s S ~ 8
v\ﬂ @Q %@ @6 o\ é (ix "\
5L 5§ 0
& o Q @

Concentrate: @Q \ & \\ &\ é@ @& §

_T:;psllca_te?s% ©© @6 Q é K @‘2&@ @ § @ 7n Y MEAN SD MAX

Ab-snrb;d dose @ 0. 1%%9 01 0.132001 001 @4 246 %0 114 0.20 014 0.504

Tape strips 3-x @ 1 626 0%2 Qgﬁ 0‘QZE'}Q 247 U 337 @7 0.275 1.23 1.13 3.289
Skin preparation’ \ WOE t%091 0.105 0.04. 0.049 0.08 0.03 0.106
Sum @1 887 §11001 113001 3.567001 @ [] 793 [],S 0438 1.51 1.10 3.567001
Relevant d&rmahsed . 1. BB? 111001 1.119 3 58;00@ JL6 0438 151 1.10 3.567001
Relovans data §§> B P 1@@ 3%@?% 53332 S —— ;om0 s

lg.sso:b:ds :hose @ % ﬁm @’132001 i/}\T71T3[J[]1© 0. Sﬂ@b 0.246 0.114 0.20 0.14 0.504

Skin preparation @ 0.106 0.091 0. 09 0.045 0.049 0.08 0.03 0.106
Sum @ U 28 @ 0. 1990& U 22500 0.27500 U 54 0.294 0.163 0.28 0.13 0.546

Relevant data norma\i@ 01 % g% 0.294 0.163 0.28 0.13 0.546

Relevant data adde: 01 548 0294 0.163 0.28 013 0.546

Relevant data % 0.261 @ 001 8001 0.546 0.294 0.163 i 0.28 0.13 0.546

MNon-absorbe @7 667 QHS 171 99 921 96.29 \ 99.164 95.107 99.056 98.34 1.18 99.921

Total Rg@!ew % %10{) 282@@ 101 M@ 9983%)1 99.957 98.738 99.494 99.85 0.71 101.040001

T0.5 h 1 0. 9@93 0. 7575 0 468 1.86679245 1.58730159 2.08333333 7 1.27 0.58 2.08333333

N & Mean lower li 0.14
@ . f\ A k'SD 0.53533807
&0 § v
< Q & W
S &FES
N AN
{x’ O @ o
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Replicate b 1 2 3 4 5 6 7 MEAN sD MAX
Donor ID 7
Receptor fluid 0.091 0108 0132 0173 0.053 0.063 0.048 010 005 373
Receptor compartment wash 0.064  0.000001  0.000001  0.000001 0.451 0.183 0.066 0.1 016 0.451 @
Donor compartment wash 2035 0.448 1.215 0.832 1.454 5634 4.091 224 1 S‘p\ 5_53?@
2,662 1313 1.996 2244 333 1.223 1.235 @ 2.00 33
1.626 1912 0.893 3.289 0.247 0.337 0.275 123 ™
N N Q@o
2 0
N S L b
© > N E &
\e @ & S 20
& &©Q 69@ Q& & &
Q) Q o & & (@) &@
@ Q @ v
Skin wash 92 97 96 41 96.71 98 94 38 %ﬁ , 9% \a 10 D o 96 71
Stripped skin 0.106 0.091 0.094 010 0.042 @ 48 @049 @ 6 0.08 R 0.03%Q 0.106
N 0
Receptor fluid after 12 hours 0.001 0.001 0.001 @%%_om @001 %, 0.001 S 0.001@’ @ 0.00 0.0 0.001
Receptor fluid after 24 hours 0.091 0108 0132 n,173% 0.053Cy n,n%@' 0,046 @ 040 &% i@
5
Dilution: @ \ @ & Q" > > é\g Q
Q X N Ro @)
T0.5 <=75 % @) S S Q@ @ @
Absorbed dose 9.041001 7341001 5250001@’3 342008, 251700?\9 213608 195 @ @ 65 86 9.041001
Tape strips 3-x 20.65 4.336 13.45 @ 5.48 , v 6.28 20.65
Skin praparation 3.693 2 m % 5 PN QO 18’ 107 3.693
Sum 33384001 1 18 1 2E7001 @ Q 1503 919 33.384001
Relevant data normalised 33.384001 @ <,13 001 183 nn amm 9001 87001 @ 15%& 919 33384001
Relevant data added 33.384001 1001 05001@305001 7254001 &5429001@5 8700 163 919 33.384001
Relevant data Y 33.384001 %521005:%13 00500@ a3osuu§ 92540(%? 642908 5282&1 &1 15.03 919 33.384001
T055715% > S y\a@
Absorbed dose m 7. 341 6 2@1 @ 2847001 5901 ?3@@4001 @ @ 465 2386 9.041001
Skin preparation 242 182 0.795 (XTI 189 1.07 3693
Sum 34001 70001 @55001 Q6 99001 /3310015 2.900001 . @ 6.55 3.92 12734001
Relevant data normalised émum 43001 570001 4 85600@ 699007, 2.9310060) " 2.900 N 6.55 3.92 12734001
Relevant data added 734001 430 a 670007 4. ass% 3.699 2.931001 2.90 & 6.55 392 12734001
Relevant data @12 7340& 10. 043% 8. am@ 4856 369 29p1 2.900001 7 6.55 392 12734001
MNon-absorbed dose @ D Tt Tose1 \%531 ;awg @ 334 @§a4 7&5@ 8273 10.98 95 334
Total Recovery Q %ﬁ(m 93 192001 %3,567001 @smm@g 07 101 763000882, 072001 97.76 468 103.072001
T0.5 @ 3@&, 11173% 0.0137817 0. 01525014'5%0 030 50@ 0. 04029@ 0.0474%@ 0. 05205 7 0.03 0.02 0.05202914
\ N Mean lower imit 0.07
%) % > @ Qr  kso 001548157
N & < & SENEE
& @ @% @ L o
o\ \
Replicate @\) & &9 @ % K 5% 3 T MEAN SD MAX
1 ~ o,
[%] ‘Dunur ID @ AN @ @
Receptor fluid Receptor fluid @ % 41 @@1 ?%%25 342 2136 1954 465 286 9.041
Receptor chamber Receptor compartment WEQ ROP0001 0001 "%nnm ﬂf@m 1 0.000001 0.000001 0.00 0.00 0.000001
Donor chamber waDonor co ment was@ @ 1.099 @ 1.116 @ .361 @3.881 1.51 5.031 6.035 298 1.98 6.035
o 0

Tape strips 142
Tape strips 3-x

Skin wash
Skin preparation

&

]%ults
&

Skiﬁ§

S@ped skin
T0.5 Receplucepmr er 12 hours
™ Receptu Recemar@baﬁer% %ﬂ

@%
S

<
<

&

discussion

6849 7593 12.84 1143 507 18 66
5555 3498 5387 848 628

§ \ TN I i 1 L . i |
4, : : ; : ; 20 65
0

Y @ & > :

Q ©\ 0

> @ S 0

?, @ N 0

S N6 z

& @ S .

& Q 0

v @ :

0

.27 % 60.38 62.19 75.46 82.71 75.91 68.32 1035 82.7

§S’3 2 242 1514 1182 0795 0946 189 1.07 3693

0

@0.001 0.001 0.001 0.001 0.001 0.001 0.001 0.00 0.00 0.001

.95 7.256 6.15 3.284 2487 2109 1.922 4.59 283 8.95
Concentrate Dilution 1

(1:xxx)




B Page 59 of 67

HANER 2020-01-17
! E g Document MCP — Section 7: Toxicological studies

’ Aclonifen SC 600 G
Target concentration [mg/mL] 600 1.5
Target dose [ug/cm?] 6000 15 @o >
Mean actual applied dose [ug/cm?] 5810 14.41 N @§
Recovery [%] Mean SD Mean SD @®
Dislodgeable dose @v & @g
Skin wash after x hours 94.10 1.94 68.32 v 10.35 Q 'S
Donor chamber wash 2.24 1.91 9%5 1.98 © § \25@
Skin associated dose ©) 5> \°\ Q) @
Tape strips 1-2 200 X 0.81 & 43 9 & &
Tape strips 3-x 1.23, 1.13 O™ 8.48 %9.28 Q ©© Q&©
Skin preparation 0@ 0. O3Q (;)89 &©1 .Oi < &@
Absorbed dose Q'?Q} @ QR o © @
Receptor fluid 0.10 | @ N 465y 286 % S
Receptor chamber wash ff\\\ 0@5@ 16 &% 0@ £0.00 ™
Total recovery %8 Go. 7@ w76 U 4. % &’
LLC of t_0.5 absorption w\% o U 74 %} %0 01§ 0.02 @j @
Absorption complete? @} \\ 0 & & *~No é\g % §
Measured absorption, if LLC of Q &S Ko @ % N @ < S
t 0.5<=75% &© o I8 1&@’ é&bs S 9@ &
Measured absorption, if LLC of Q > N) O @Q W
t 0.5575% % gon NS i 2O Nl S
Measured absorption correcs@/ ‘N A 191 &1 ‘lQbyﬁ0 15.03 O 9 1§
Relevant absorption estimate ¢ < & 253 S 5 7 23481
Final estimate (rounded)®  © Y §w 2.5 N 3
Remarks % @ S 6@ o N v %
receptor fluid valu t 12 ﬁ% n § %\ © & &\
available but gra sorptl@ov @4 @© @ @
hrs show it is n 5°/ plete at 12 %F N é@ Q

(dummy low, Ues fO5'T0.5. have @

entered in t tabl@o e&ﬁ re the peq& s (f’;)% @b Q @
strips are @cluded in the a sor@@d dose. & v

S < D
'S @ @ & & & < .0
In vitro rat derma@b}bsong}mn @ta
Comparative in ¥itro al @Ua@ﬁ study usir@hum@nd rat skin (14C)-Aclonifen.
) v
M-232331-0854. NN
R
For some data with mlue@bel@O%@ 0 ers

which g@ an error if 63s us@

& @
Tested doses: § @ . @ @ >
N X ey <%onc@ rate  Dilution 1

Target concerftfation [mg/ @ 60@ 1.5
Surface a@os&‘f%g/c ‘”\9 900 15
Total dose o & 3840 9.6
Specifis ctw@@[ Bq/n%i] @ 4110 4032
No. Mono@ ST 3 5
N iéates @ed/v@gd

I|cat@ 7 9

Noo@@s
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Aclonifen SC 600 G

General information:

General .
information N * Q\ v
Species Rat @V &@ @g
Method In vitro %@J Q N %
S
Test material g\’ 5> \°\ § @
Active substance Name (Lot/Batch No.) [aml\r@ UL-14C] nifen @@ § % &
Test preparation %{klng into blil@product é\g Q § c&©
Radiochemical purity . 99 "% & Q) &@
Product Name (Lot/Batch No.) Q@AE F068300 0008@6 A2R \® o @@
Company code 2 S I I N
S @ %Q < o SalLor”
Concentration a.s. L @Q Q@’ (< 600@9/ @% & °
Type of formulatio&% SCN, > % § N @
Vehicle used (if @ﬁy) S R e ©§
Blank product Name (Lot/Ba & N~ E FG8830000 SC50A2 S
OCE< KN L \%9 § S gior ©
Concentrat@m S ®© o @0 g \%
Type o%@;mulaﬁgn @ é}@ &@ S S CJ© N
S @ M)
AN Rz
Test system - N O S S S L9 o
Diffusion cell Type of ffusmn@ell Rlow-thpagh v < &
iﬂfdyn@% ) Floy rateQ 6@ \h©@ é . J.§mL/h
@ CExposéd sl@rea@ § é% Q OE@E cm?
Cgs%er . Q¢ & @
Skin sample @@}y skin type, %r £§erm ?ne§gﬁ 24:?@
IS in thickness ang% g@&g 300400 @ um
5 @SklNonO@jge KN & 6 © % years
o d se ale O
ISEENE N
\Sou@% N O @;\ Past mo
F§ In(egrlty st > W Yes &,
@ ®Q @@ @@ \ Qphosy§ate buffered saline,
Q (@) 9 \ plemented with Bovine
Receptor% Re@pto@edlu ﬁjm Albumin (5% wi/v)
@’ .9 Q @ \acceptable found to be at
i KN @} least 118.3 pg/mL.
\y\’ N o\@ Q @ Sufficient to dissolve 100%
. v o @ &© of applied dose of the
@ §0I;@ in w\- concentrate in receptor
S “medi - fliud (107.7pg/mL).
Samplin%@ é% E)@sure@'me Q 8 hours
Q@ @@ Sdmpligyduration 24  hours
%, ampie intervals 1 hours
S O ®S > 1 % v/v Tween 80 in

Skin wash/Swabbing

aqueous sodium chloride
solution

Tape\%{)rips Tape stripping

Type of tape strips used

Yes
3M Scotch Magic tape
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e Aclonifen SC 600 G
TS 1-2 analysed
seperately? Yes R
Remarks @ @6
Sprague-Dawley Q\ 93
rats @@ @ &
@ @& N
Concentrate: o &% \© N § é\f@
eplicate & h v
.I:_QO.psl <=t e 1 2 3 4 6 7 MEAN SD \ MAX@ @

§0 12 t%1:392001 &

Absorbed dose 0392001 0276001  0.321001  0.147001 0128001 ° 0.141001 o.oe@ )
Tape strips 3 4.736 4.81 2.616 5.197 1% 1.224 %, 328 1.66 @ 5.1
Skin preparation 0.166 0.221 0.155 0.376 03  &gs17 Q7 ox 0.1 %
Sum 5294001 5307001  3.092001  5.720001 % 001 1.755001 %1001 . 1 3,80 1@ 5720
Relevant data normalised 5204001 5307001  3.092001  5.720001 6001 1755001 3121001 Le0 168 5780001
Relevant data added 5294001 5307001  3.092001 5.72000@? 816001 1755081 3.62100 Q Qo 1.68 @001
Relevant data Y 5204001 5307001  3.092001 5720007/ 1.816001 1755088 3620001 @ 7 \ 3.80 1.68 @ 0001
T0.5>75% ' i N Y Ro @6 \
Absorbed dose 0.392001 0276001  0.321001 @001 o@po01  Fagtoot 65@952001 Q > % 0q2  0.392001
Skin preparation 0.166 0.221 0.155 376 0.339 0.39 0.517 @ & 0.5%7
Sum 0.558001 0497001  0.476001 % 1523001 (467001 (Z.531001 Q,swom @r2 @01
Relevant data normalised 0.558001 0497001  0.4760 523081 0. 4670& 0.53 5790 & 0.52 0.04 001
Relevant data added OSGE00T 0457001, 0.4760pT 0528007 0551Q 57 c% Q %, 052 0.04 %9001
Relevant data Y 0558001 0497001 0. 4 0. 523 %4 ésm KN QY osay, 004t
Non-absorbed dose 96272 94782 662 507 547 9.025 269 9 20 99,547
& v e & S
Total Recovery ~ 101566001 100.089001 Qx@nmm (Ryp-22700% q01.3630018900. 780%@ ssoo§ @@ S 67 %@.40 102.227001
T0.5 ¥ 0.25510139 0. 3623175@ 31152@ 0.680262%§ 0. 781@ 0.709 16128 Q. 7 & oer 0.47 161287721
@ @ & Mearg fower limi @
@ @, @ Q of confidence é
$ AN @ );;50 0.427
AN S %
Replicate Y & é& @ @ i@g 6 @ N V) sb MAX
Donor ID h o\ @ & @% ?7\9 Q @
Receptor fluid 0.392 %7 0.321 0.147 B2 Qoaa gg% 0.062 v @ 0.21 0.12 0.392
Receptor compartment wash 0001 Qﬁ 001 0001 0:000001 000017 0.000001 ooooo@% N 0.00 0.00  0.000001
Donor compartment wash 0.726 8 0. 609@ 0.83! @ 1. 1% 0. 585 5@ & 0.84 0.34 1.482
Tape strips s 0
@ sy 2 @ 1552 @ LS o 1.98 0.81 3.426
@ 4By 481 5197 Copos Sgoa2 3.28 1.66 5.197
Skin wash Q) \9212 %o 58 95 29 2 N 37 696 @Qoras 94.04 263 97.37
Stripped skin O @ﬁ 166 221 C‘,& 0.155 @, 0376 & 0339 0.39 0.517 %, 0.31 0.13 0.517
0
Receptor fluid after 12 ho@ L oo Q oo ooo& N 0.0 @ o.@ 0.4@ 0.00 0.00 0.001
Receptor fluid after 24 hours 0.392001%v 0.271 eg% 0. 32 01 0. 1%% 0.12@§ 0.14100T”  0.08200 0.21 012 0.392001
Replicate’s, @ @7 2 IS @gﬁ \@7 4 5 6 7
T0.5 <75 % @ Q % @
Absorbed dose <)\ &\ 0.39§e1 &76@ 321001 % 0.147001 0.128001 0.141001 0.062001
Tape strips 3-x KN @9 36 o %@1 Q. 618 5.197 1.349 1.224 3.042
Skin preparation ©Q 01680 0221 ©© NGE 0.376 0.339 0.39 0.517
Sum (@) @Q%.Zgéfﬁg'l \5 070% 92001 5.720001 1.816001 1.755001 3.621001
Relevant d% normalised @ 5.@01 @.307 @ 92001 5.720001 1.816001 1.755001 3.621001
Relevan@ added © 4001@ 5&001 *v3.092001 5.720001 1.816001 1.755001 3.621001
Relevant’data @ 5. 94%1 §3 700‘1@ 3.092001 5.720001 1.816001 1.755001 3.621001
5 ® & N @
T0.5>75% . © @ &
Absorbed dose&@ & ) 920@ 0@6001 0.321001 0.147001 0.128001 0.141001 0.062001
Skin prepara@ \% 066 @ 0.221 0.155 0.376 0.339 0.39 0.517
é’ 0.858001 0.497001 0.476001 0.523001 0.467001 0.531001 0.579001
Releva -\Qs ta n lised @558001 0.497001 0.476001 0.523001 0.467001 0.531001 0.579001
Rele Snt data ed @ 558001 0.497001 0.476001 0.523001 0.467001 0.531001 0.579001
RQl@ant d v § 0.558001 0.497001 0.476001 0.523001 0.467001 0.531001 0.579001
&
Non-a rbed dose 96.272 94.782 97.662 96.507 99.547 99.025 94.269
Total Recovery 101.566001 100.089001 100.754001 102.227001 101.363001 100.780001 97.890001
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T0.5 0.25510139 0.36231753 0.31152551 0.68026748 0.7812439 0.70921@° 1.%287721
. S
S LS
@ R
L «©
< O o 2
Replicate 1 2 3 g& RIS 7
@ Sy N @ @
Donor ID Q @@ Q s I
& @) % > & S)
Receptor fluid 0.392 0276 D 0321 Q& 0.147 Qo.128 N @9141 @%} 0.062
Receptor compartment % @ N &
wash 0.000001 o.oooooQ%@ 0.000001 N 0.006801 ; og@ Cp ooogy 0.000001
Donor compartment wash 0.726 1@2 @°0.60%6@ % 0.83 © S 01 °\% 6985 0.544
Tape strips S %@ g}ﬁ Q&x @& @ & % s
3426\ 272y 963 Q 15 o 100 @7 1.@% 1.875
4.736 <\9 481 \N.me@ 597, O 4349 1 3.042
Skin wash 92.12 Q@ {B.&SB @ 95{& %© 94.12_" 7.37& 96 91.85
Stripped skin 0.160° “oze1 & 0985 @ oée? Q@oe@ ¢ 039 0.517
& TS 6% > & 9N~
Receptor fluid after 12 hours .001 &@ 0@@ Q 0.0@ 0.00@©> .001 S 0.001 0.001
9
Receptor fluid after 24 hours @92001\ 0@6001 @0.321&01 @9~ 47%’1 @280 0.141001 0.062001
N QS @ N
o O N L Q w
. . N @ § & @% R @
Dilution: % S @ o N ) §
Replicate v\ﬁl g§ go\aa 4 @@ °& @ éﬁx 9°N “MEAN sD MAX
T0.5<=75% @ O @ R @
Absorbed dose .634  32.796001 5,564 2 @9 18.@1 251 01 25.60800 20.690001 23.90 6.81 35.564
Tape strips 3-x &4753 13.84 78 \Q 0.04 43.92 @ 11 1 23.93 @4 24.94 9.74 43.92
Skin preparation @ 11.37@ 14.56° 775 % 19.72 \ 12.04 o 0.83 .69 &7.91 3 15.10 4.23 20.83
Sum 44.77 1.1960! 66.119 64.7. 73.989 N.GSBOM @06001 8001 001 63.94 7.95 73.989
Relevant data normalised @ 4 61.196001 68.@% 64.7 73.98 64.638001 806001 ‘Ch' 448001 5.760001 63.94 7.95 73.989
Relevant data added @ 61.196Q01 6@ 64.7@’ 73.989 64.638 66.80600 7.448001 65.760001 63.94 7.95 73.989
Relevant data @ h @@57 61.1@]1 66 &%22 7@ 64.63: 66.806 67.4480@ 65.760001 9 63.94 7.95 73.989
> 759 3”\? 2
;?)'Ssorb:: d/:)Se @ 23.634, 32.796001. @7@35.564 %4.962 b\&ﬂﬂ) 18@601 2@6001 25@&@01 20.690001 23.90 6.81 35.564
Skin preparation O\ 11@9 14,5 % 7.77! 19.72 12.04 20.83 14.69 7.91 17.03 15.10 4.23 20.83
Sum 35. 47.356( 43.3 34.682 30.069@.528001 796001 &518001 37.720001 39.00 5.31  47.356001
Relevant data@f ised 47.35¢ 43.339 34, 2% 30.01 39.5280%39.796001 .518001  37.720001 39.00 5.31  47.356001
Relevant data addéd o, 357004 5600 43.339 3@ 3%9 39.528001  39.796! 43.518001  37.720001 39.00 5.31 47.356001
Relevant data ‘@\%004 & 001 @ 39 @ 2 & 9 39.828001  39.7¢ 43.518001  37.720001 9 39.00 5.31  47.356001
Non-absorbed dose @ 55.617, 37.765 32.064 0\37.457 @5.805 @.685 30.985 31.072 31.156 36.18 7.77 55.617
Total Recovery @ 100@98.961 98.1@7 102.1379\% 109.79@8.323001 @.791001 98.520001  96.916001 100.12 3.94 109.794
T0.5 @ h 0.@19 0.00@1 2l 0.002{% 0.006@ 0.00%546@ 0.005348 1@.0039831 1 0.00390503 0.00483325 9 0.02 0.00  0.0066836
9 O S & o™ s
5 Y & 5.0
Replicate h @D @ ?@ o5 S 6 7 8 9 MEAN sD MAX
Donor ID h o\ Q \
Receptor flyid .582 %796 @81 @3 <, ? 18.698 25.106 25.608 20.69 23.87 6.82 35.481
Receptorgjétaparlmenl wash Y\g 0.052 001 " .083 Q F079 64 0.000001 0.000001 0.000001 0.000001 0.03 0.04 0.083
onor artment was| 727, .47 .41 . 1414 . 2! .542 . E l .
D rt it h 0. @ 0.473 \ 0 0.355 @ 0.308 0.293 0.5 0.556 0.45 0.14 0. 72;
@ e g 2‘5@@ T BT uos  om s
Skin wash & 193 283 33. 28.52 27.25 26.72 26.53 24.84 29.86 5.15 41.73
Stripped skin § \%.37 .56 75 9.72 12.04 20.83 14.69 17.91 17.03 15.10 4.23 20.83
0
Receptor fluid after 12 h % 0.001 0.001 % 0.001 @ 0.001 0.001 0.001 0.001 0.001 0.001 0.00 0.00 0.001
Receptor fluid after Z%Urs @ 23.6@ 2.79600@ 35.564 14.962 18.029 18.698001 25.106001 25.608001  20.690001 23.90 6.81 35.564

Nl
BN
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Aclonifen SC 600 G

Concentrate Dilution 1
(1:400) N S

Target concentration [mg/mL] 600 1.5 . @ QS
Target dose [ug/cm?] . 6000 15 > @ o8
Mean actual applied dose [pg/cmz] 5810 14.48> &@ ©®
Recovery [%] Mean SD Mean 9D S N
Dislodgeable dose % S § <
Skin wash after x hours b 94.04 2.63 2@%6 5.13%\ N é%
Donor chamber wash 0.84 = 0.34 QAS 0@@, @\ %@ o
Skin associated dose g Q %, QQ @@ C&©
Tape strips 1-2 1,88 0.81@ 5.86 &QB.M < &@
Tape strips 3-x .‘i 8 1.66 94 Q" 9. @
Skin preparation 0.31 . @§3 °15.10 %23 . ‘:”5@ N
Absorbed dose é& @ %Q g\’ SEES SN
Receptor fluid 1 G 0.1 2@@77 Te. % o
Receptor chamber wash ﬁ% D Q@.OO\ Q.0 0.03 @ 0.0 @j @
Total recovery o 00, <Pf40 §100.427 394 o §

LLC of t_0.5 absorption Q k &g 0. 43% @@0 0.0 O
Absorption complete? ) %’é NQy ©

Measured absorption, if LLC of t (§<= % 3 8% @8 @%3 9@@ 5 \W\?

Measured absorption, if LLC of {0.5> h b@@ N N/A@ N/&@

Measured absorption coecte®> N \(‘\ 380 & 1.6@ @5.94 7 7.9@

Relevant absorption estimate a O N 5.3 NN 70062 o

Final estimate (rounded), =2 N~ Y § <53 L. N

@ R
s &2 TEFLTE D
v
In vivo rat dermalbsor. tlon > N © N
P @ & 2 e
N

In vivo dermal ‘[I‘%\@@% stu&y in kts (14@%} -Acl &ﬁtfen N @ %@
For some datb&’lth ues, Below 099 a 16t nun@r > ha@in added to aid in the excel formulas
which glve@n error 1f 0 is used © % & (g @ é,(;%

M-232338:01-1. Bl 2005, o S S o

Tested doses SN O D N

IS N
Ml SR SRR
SN @@7 ~ < N
@ O < . Cércentrite Diftition 1
Target cc%ﬁ/ntratlon [m@%L]Q %é@o @@@ @©.5
Surfac;@ a dose [p%;:mz]Q @ 61% L% 15
N
Total dose [ug/celll > s, 7406 QO 0.176
\y\’ u@ @ @ . S

Specific activity [kBq/m@’ @ %3Q© 690

No. of donors < 15Q 15

No. of repli @es K%”Vaﬁ RS @

replicateg ) 5

Justif‘n f excl ded r ates

if apphi abl Far

d do% per@pima pplled to

area 2cm2.

art
&

Materials and
methods
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e Aclonifen SC 600 G
General . @ @©
information * Q\ g
i § @
Rat Sprague IS a ©)
Species Dawley @ o O\Q
Method In vitro &)
@% O 2
Test material @
R
Active
substance Name (Lot/Batch No.)
Test preparation
Radiochemical purity,
Product Name (Lot/Batch N§.)
Company code
R
Concentratio@.s.
Type of for@ulati%@

Vehicle (§&d (if ‘any)

%

Blank product Name (Lot/Bdtch N
p @;

° 9
Concentration a.s.
Tipe offormulation

Y o «
& < §©©O©©@

Test system @Q T§ *];f\ Y \f@ @& @@
Diffusion cell of diffusigh.cell AN 2y
Q (o8
i dynavic) Flow rate. & @© @§nu@
. © Exposed s@%’)am@ > @ @R c
S C@%ﬁer < S § o

57,

Skin sample @Q\S int

9" Skindonor seX o aley
% @ © ’%?Q . DA en
NN®) b
& st Q & gnd back
'27\7 S,§9®)ur @ @ °\
N Inte@y teSt R @Q
Receptor @° Recepto@}edi Q&
S Splubjiy'in recsptor
&§ _med 2
Sampling; & Exgosuresime 8 hours
%@ Q@ %mplk@@juration 72 hours
& @@ $Sampfe intervals also 24 hours
Y & ©
NS
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"R Aclonifen SC 600 G
1% viv
Tween 80 in ¢
aqueous \@ @6
sodium > (©) v
chloride IS &@ ©)
Skin wash/Swabbing solution @ \Q
Tape strips Tape stripping No % § > &
Type of tape strips used © g\f y;\ N
TS 1-2 analysed & @ ©) Q\ @ &@
seperately? Yes ¢ @Q %@ N é\” ©
Remarks @ Q& Q R ®© @g}
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hr prior to Q) N @ O g @
lor ! L @S D LS S
application. % & N oy Q N L
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R Aclonifen SC 600 G

& &
&
Sample 43M 44M 45M 46M @@mean @
Urine AN S
0 - 8 hours 0.03 0.05 0.05 0.04 %0.06 o.<$>® 0.011402,
8 - 24 hours 0.11 0.13 011 017 =,°021 Q146 @433
24 - 48 hours 0.18 0.25 0.33g; 0.4 @e A\ 09 @
48 - 72 hours 0.16 0.18 0.19 o.@ 0.37 527 779 &
Subtotal 0.48 0.61 @ 0.56 <09 (6% 0@8 &@983&}
Cage wash 0.14 0.1 0.07 14@@° \6911@0031@45
Faeces . DN @ LU N\
0 - 8 hours 0.03 %@2 @@o.o\g% Y @7@0.01@6 0.0175 0.009574
8 - 24 hours 0.1 12,5 0,68 Q%As Y o.4w Q& 0@035 777
24 - 48 hours 0.13 %01 Q.11 S 0.3 @Q
48 - 72 hours 0.13@ 0\1@ @}018& 083" - 0.376 0@8 0
Subtotal 0.& K%@AB& o@ @@.86 & o@” @82 o@zezos
Carcass o3 wo2a. 826 o 03 937 0. 296 70.050299
Whole-blood Ry & D § QO O O N
(sacrifice) @ o\w\ND @ Nz§ &@\ID@Q& NI@ @© é
Total absorbed 432 o148 dg,za « 227 229 1708 0.495247
Total in treated skin & @.23@© § 86 4578 @\3.16{@ 3.872 1.438183
Skin surrounding dose site” @ o.%, 2832 @ 0. K;% ® o.§ 0.632 0.570412
Skin (control) 5 <2 ND Q@) NDDY GND
Saddle and bandag@ §12©@ 118 @&?01 o 617 @%68 2.848  2.11709
> S . %) SN
Dose site swabéﬁ @\ &\ N \\ &\ v QL §
8 hours O 817 « Bat 03 7.7 83.28  82.868 3.136386
(OB ©
Sacrifice @ CIRANEE A .87@ 32! 219  2.548 0.95374
" b
Total ré’ggfery & \§ 92. @92.1i©© 0671 . Q568 9494 94.476 1.909222
Ad & SENEORE NN Q
total absorbed and§s % @?&7{9\ %@’1 Q 7.@ 8.59 5.79 6.212 1.968875
X -

* total absorb in t@Qed @Q o © ©\ ©© @j@

) @, Q. SN N
skin and surrounding sﬁe@© AN R 9 (&)

§ Calc o
(Zy

total a@rbed and m§?|n mean sd
normalised @ 40@15 @%35 8.06535 8.977843 6.098589
missing data added @ @\10 86 11.09 1291  10.85
value touse  @° @ @5656 7.8 8.59 6.098589 7.776849 2.121737

§ °
Dermal ab@phg@a@ entt§y @
Mean rec@ery <95%
absorgi@l <59® %
B 1.2
%fo & S 2546085
£§+ 1.2SD 10.32293

round 10%

©
s in some replicates
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: Aclonifen SC 600 G
Dilution:

& &
@\ (o8
S 5
Sample 23M 24M 25M 26M 2IM & mean (S @g
Urine v N
0 - 8 hours 2.36 1.98 3.25 1.97 % 2.34 & @1296@
8 - 24 hours 9.18 11.57 (W] 8.78 & 8.38 &13 %.456 @
24 - 48 hours 4.01 4.05 X19 3@@ 3.08 ©3 6§ 0. 4% 71
48 - 72 hours 0.95 1.74  SN1.24 &@ 0.935 % 1434 @mK
Subtotal 16.5 19.34 71545 4551 & 14@3 16.306 4809
Cage wash 2.42 2207 1.05 . 1. 85@ 3 ©1 712@0 6@7
Faeces &° @6@3
‘”% &
0 - 8 hours 0.01 3\01 @ 0. b@ 0. 048 038987
8 - 24 hours 5.65 % 7. 69@ 6% Qo 79 877 é 91@1.98@97
24 - 48 hours 3.24 o 4\@ \% 33 (S} 5@% \Q 07%., 5,602 1.8%2183
48 - 72 hours 18D 0w <. 679 =" 0.95° 0.988 0350314
QS R O
Subtotal 100 fa207 < @ W7.335° 1 i.552:,2.981018
Carcass @43 0. 58 0.41 § 0 .43 0. 47@ 0.071554
@ S S QL
Whole-blood P @ @ S D«
(sacrifice) @ \ NG N@? S ND@ @D @)
Total absorbed ° 2945 7 35dy g4t S 35 3205 ¢,33.042 2.393443
Total in treated skin KN % 4.689 §7 @x 4.7k  &55 %@ 38y 4.538 0.429732
Skin surrounding dose,site 0. .16 Q@ 0.1 0.146 0.058138
gdosesite ) 0.4 C—" Qé@

Skin (control) S ») §9

Saddle and bandaﬁ é . o 1 9% @ .73 1.002 0.176975
. NS N N A §
Dose site swap®~ O o N L@ SO N
8 hours & w0 536 S 4400° <609 O 49T 575  53.142 6.607369
Sacrifice, © W w232 @8 Ubagy, 197  4.204 1.643877
& & .S & o - D
Total recovery o\ ° %42 @@@1.41\ QQ%S g\ 5.04 96.15 96.074 5.527742
¥ & . %,
total absorbed ar@\ sg @34.%\ 40. 3©© 3%@ 39.88 35.95  37.726 2.508252
NN I
* total absorln t@a@ted @© S \© \© é@j
skin and s rroundlng site © Q\ %:,Q @g@ @
& o & @ N 5
Dermal absorption ggjustme N @} )
Meathsecovery <95%, no, ‘v S
S v o &
K AN N Iy
1.2SD $ \% §”3.00Q93 &
Dermal ab @.28@ ® 40.7359Q
rounded vajue @Q @) @Q 41%
S e
S @ .
N) o
¢ & <
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