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CcrP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION @ @6
PRODUCT S @@\ v
Aclonifen was included in Annex I to Council Directive 91/414/EEC in 200§$1rective 2008/11
Entry into Force on 01 August 2009). Q> @

®

Directive 2008/66/EC and implemented under Regulatiger (EU) No 548072011. The @lne Inclu&ion
Directives for Diflufenican (2008/66/EC) provide spgcific provmonder Part, ®'whi nee@@ be é

considered by the applicant in the preparation of t§ subrn1ss1o nd by the M@pnor granding

®)
Diflufenican was included on Annex I of Directive 91@%4/EEC on 1 %uary 2009"%mdero§%lus'

authorisation. For the implementation of the uni pr1nc1ples Arﬁ@x VE the c‘aclusmns of ﬁ;le
review report on Diflufenican and in particular endices | II ﬂggéof Oﬁed 1%@ ng
Committee on the Food Chain and Animal He@@th on &4703/2QP8 and.on 1% /2089, respectlve& shall
be taken into account. @ & @j& @

Q «
The formulation Aclonifen + dlﬂufemcm@c 6@@(50@@’00 /g (OQSACL@F SC 600 é@o §DO)
G), is a suspension concentrate formulagen co ﬁ%mm@OO g@ ofa mfem@nd I@Q/L af diflufftican

This formulation is registered throyghout Europeéwnde @fmes Duo8C 600
(Product code specification #1020 99 ornmlatlo re@@sent e prc?dhct under
the previous dossier submitted fof@nn%l 1nc]%s10n > @ \

&
This present dossier in supp@f a@%val r@ewe@mcl all $he data@ubn@ed he time of the
Annex [ inclusion, in sumrﬁarlescixpdate§nd re- eval}‘qted a&nece&@ry testake acCount of current
validity criteria and data reguirenderits. @ N

& % R @ X
N $ .o '§ S R
& & %\ o <
CP7.1 @ut%ox1c§ @ ~ ©© @ < @

Aclonifen + dl@ufe n SC&%OO (500+1§Q} g/ JNis a @ilsp ﬁz«' @ncen‘crate (SC) formulation
containing 5 clongen an® Oo%@ of W @?zvo studies submitted have been
evaluated f%r regls@’ed p?@duct@)thro%mut Kufop these the acute toxicity studies

a
includingirtitancy andsskin sﬂ@x be found T&b@” below and the individual study
summ, are providggin tlglgse ons QJ’ 7.1

\ &t @ \ F& %
Summary of Acute, x1c1ty udi f@@lth &lomf@ﬁ di em%n SC 600 (500+100 g/L).
7 R ‘o N Classification
o O &0 & & @ to th
© O O N N N (acc. to the
Endpo&t Species x) @\ &F@llts @g@ @@eptability criteria in Reference
> @ y Ko Reg.
& Q@ Q %@ S 1272/2008)
o KCP 7.1.1/01
A(&\l%?aoral li%ft ( {’@50 >§0 I]@g Yes None M-557590-01-1
toxieity 0y Q
N < @@ Q\x\ -, 2016
& S KCP 7.1.2/01
ff(‘ilz‘;derm Rat (M $ Lo &g/ ke Yes None M-555502-01-1
° Y & N S) ~ G Tarcai, 2016
o & Y & KCP 7.1.3/01
AcutesY S PO
M- 01-1
inh %ﬁ’on @@ Rﬁg@%\/l&ﬁ LCs> i;M mg/L Yes None _563930 0
t@”y 2 S 2016
) KCP 7.1.4/01
Acudkin | I vitro assay- Not irritant Yes None  |M-556102-01-1
irritation human skin - 2016
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Acut In vit KCP 7.1.5/01
eUte €ye 1 VIO ASSAYS 1 Not irritant Yes None M-554098-01-1
irritation chicken eyes S

, 201 S
Skin Mouse (F) Skin Sens. KCP 7.1.6/0k> @’
sensitization Local Lymph Not sensitising No 1A, H3 17@ M-558669-Q)= @
Node Assay @§ 12016 N

D

dermal and inhalation toxicity. The LDso was greater th 00 mg/kg@jw for oral a erm&l\tom @
For inhalation toxicity the LCso was greater than 2.44 mg/L. (The taf@et concentra@on ofSyFmg/ é
not tested in the acute inhalation toxicity study.) Th oduct is nog 551ﬁed b on the res&ﬁg

the acute inhalation toxicity study. Skin and eye 1 t10n were teS@d m%n vzt ssay& The a ays %

% s tor
Overall, Aclonifen + Diflufenican SC 600 (500+100 g/L) was tested in stagdard in vive s@dles %or orai,,

provide evidence on no classification and as the re negativefor skiffand ey a@on r@spe @
the product is not considered to have irritant Q& pertl% Skl@nmt@}tloq&@’s te LN& Due
to the limited rehablhty of the skin sensitisatipn stu@y an @Ls ach de egul on (EC)

No 1272/2008 is applied. The product contains ags: aclc@ en 1@mou (40.65% @
exceeding the generic concentration liniit O%L%) &ergg@mg &l%sﬁic@lon &9 a rmx §
sensitiser. @} \ N
FO s 5
The active substance aclonifen has a&n@armé’ﬁised <ﬂass1ﬁ§ﬁﬂw1t§ in @ 1@%3 1@% C%@c’)l, H351.
This classification is transferred tothe Epducto) > O Q (COIEERAN

o N © § @ @ SRS
CP7.1.1 Oral to Qty ~ @ S @

LN N @ .
Z3S S ©

o (%) § g
Data Point: KCRYLINL - = @
Report Author: N = (Q\@ °\
Report Year: ) MIIINENNEE

Report Title: N) q Aclmsg\féfl + mﬁufe can sc@o %
< \ | study in 1@; andﬁmale 1@ (up a
4

\Y)

Report No: &y & | 160056-001P ¢« 7 %
DocumentNo: O ["M- 5523;90 014l

Guideliﬁ%ﬂfollowed in@?} @Les forXtesti of c cal (@5’ 425, adopted October 2008)
@ ission’Re
ui

study:&@ lation ) no:4: /20(@ f 30 May 2008, B.1.TRIS
N Health Ef S Te%g hnes (@PTS 870.1100), United States, EPA 712-
NS _ozg@o De\qember(,@oz) A
Deviations from @yrrent% Lb%ehne %QECD 425, 20

test guideline: @Q I\;@lgmf@nt dqgviﬁatlon@ Q
Previous evafgation:© @\ff n&b{ewoﬁgy su%&;tted @

GLP/O jﬁlly Ye@@ondu@ed uggr GL%fﬁ01ally recognised testing facilities
recognised testing °\ N < @
faciligies: < S ® @ 5

Acteptability/Reliability:q>Yes o> X o

- T
G @ © 9
gE v,
O VRN
@§§@©©

Exe@qﬁhve@h @ -

Kﬁ acu@ral tox1c1ty @dy was conducted on rats using the Up and down Procedure. The product
ACL F SC 600,000 g/L was administered as aqueous suspension by oral gavage to CRL: (WI)
rats. Doses were calculated according to the OECD Test Guideline 425. A preliminary dose started
at 550 mg/kg bw (one animal per sex) and as both animals survived, a limit dose of 2000 mg/kg bw
was then performed (3 animals/sex). All doses were followed by a 14-day observation period.
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All animals were observed individually after dosing at 30 min, 1, 2, 3, 4 and 6 hours post-treatment

and once daily for 14 days thereafter. Body weight was measured on Day-1 (prior removal ofe &
food), Day O (prior administration) and weekly thereafter. All animals were examined @§
macroscopically at the end of the observation period. S @

No mortality was observed at any dose levels, up to and including 2000 m@% bw. No effects were

observed on body weights or body weights gains in any animal during th%study. § @Q\ &

Based on the above results, the median lethal dose (I{I950) and the Q%’l LD50 oﬁ;}c +DFF Sé\”

6000,000 g/L was found to be greater than 2000 mg/kg{bw in male g@ female r@@ Th orey\tg@s g

product is not classified for oral toxicity according ta Regulation 1272/2008,, Q < Q&©
@ © S @

@

v R O
I. MATERIANQ ME@O%@ > D O&,@ %@@
A.  MATERIALS S & = NN >
O > S & -
1. Test materials: @CL+Q¥F S@OQ&QO gLO N éﬁ é\a ©§

.
Sy %cau'g@lozg@ow@é P S & .

&
S N
Description: N @IIOVV@@ISPGII@II § &©@ @@@ @@? 0\%
Lot/Batch: Q@ \%at@No. 2@’6-00@%’27 @Q & é
Purity: @;’ S %é%niAE @68300%40@ W%f@ &
~ iflufNicand A 3 .
N 1ﬂc & EF@6%&)%59‘%@W/W§

Stability of€est coffipounds Shewn tae stalzé}(see fcp S
S § é@ @ @© @ 2& @&

N Q N @
2. Vehic e@© @6\ ©& é& D%i@ed \@w @Q § 7y
3. Tes%mimal@’ Y & KN é\@ ¢§ @© é’}@

@\ Species: é}’ @9 @Qat ISHIA ST
AN RS . O x° .0
Stram@ &\ é\g V@%ar @RL:\&) RN
Age@Q % @ ‘2& oun%@’dult rgs, 8@1 weeks old
o QS Q
Waight fodosing” . © 198344 O
Q © Q \\ N
Source: < S
) NN kS~
@7 Acclim&@%tion period: Or&e@ee@at least)

AN
%o Diet: § @ O\@’ @t fo@ts and mice, ssniff®, SM R/M, ad libitum

N
W@er: v &Q @ Tap W?ter, ad libitum
@sin&%% Y I@iwdual caging, material type II.
N N © & “Bolypropylene/polycarbonate. Housed with deep wood

@ @Q © § sawdust bedding to allow digging and other normal rodent

§ § @ § activities
4Q§ En nm@’tal @ditions:

N

@ Temperature: 19.0°C +22.4°C

Humidity: 30-66 % relative humidity
Air changes: 12-15 times/hour
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Photoperiod: Day-night rhythm 12 hours (7 a.m.- 7 p.m.)
& &
D Q§
B. STUDY DESIGN AND METHODS @ @®
& N

N

1. In life dates: 16 March 2016 to 21 June 2016&% . § § \25@
© @ v S S e
2. Animal assignment and treatment V @Q @© § é\g &
8 > & R o &

A single oral (gavage) administration was followe @fl a 14-day o@er\/@en petiod. The anim&ls We&é@
fasted overnight prior to treatment. Water wag)still available ad lib#um ovi Q g{l@ Anifgals @e

weighed before dosing and food was returnei3 hou@after@ﬁm@g¥ %@’ 6 \ N

Initially one male animal was dosed at the S@ldy dynit d(@: S ans wg% doged se tia]ly-
following a surviving interval of at least &%prom@’atel 48 hou the @tcome or ani@al
was established, then the next 1nd1v1da@tq\\famﬁ® w reat t the@ %@mp se, hi

lower than the previous dose depen onqsgﬁtco% or e lmgﬁ dos@@ g/kgbw. O

Initially dose level of females was@@e lirfiit' doseof the"%iudy%@@ an@ ob d@ clinical

signs of toxicity immediately aftss treatment apd ono®dally the @ly @p to fh@ end of the
2 weeks observation period. Q@ %o g @ &

All animals were observed%dlvqgually §er d%mg 3630 mlﬁutes I{%)n 1,9, 3 nd 6 hours and
once daily for 14 days_ tiereaftefd Indiyidual {: ervations were pert rme@n thg in and fur, eyes
and mucous membranes’ and<also resplrat

Y, c%@ ato autonomlc #nd central nervous system,

somatomotor actlvngand V ttern \ @ % N
? S
Particular attentu@vas directedy obs%®at10n f tr@ éavulsjons, s@va‘uon diarrhea, lethargy,
sleep and co he\ dy K&ghts 0 th@wmmeﬂs, WGI‘@COI‘ 0n@ay -1 and Days 0 (before
treatment), @ 14 i % @
o o S o

3. Statlst@ @’ * &) % @ %

Group@ans and sta@érd @&Ilan@ of bodyw?hts V\?@ ca@tlated

L°
@&\éﬁo@&ﬁ&%

N S @ ©
D S @ AN @b
SN NN,
@ O ¢ I&%&I@‘TS AXND DISCUSSION
@ SENOSNN > O
SRS %Q & @
& @ @ y X

A. M@TALITY Q N &@ S
Nq feortality occmed a %ven i®the g»@i low.

N & & N &

)
Table 7 A@D SC @00,000 g/L - Acute oral toxicity study in rats — mortality
and cllmc sngm O S
@ ST .
Q& §6se (&g kg@ Number Duration of LD50 (mg/kg
o @} & animals* signals bw) (14 days)

Q?Ialeig@ T ssa> 0/1/1 N/A - 500

Ferfiafes 550 0/1/1 N/A

Males 2000 0/3/3 N/A > 2000
Females 2000 N/A
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0/3/3
* Number of animals which died/number of animals with clinical signs/number of animals used. @o @@
RPN
©© o> S
B. CLINICAL OBSERVATIONS > S \Q
No overt signs of clinical toxicity were observed. %% § § \25@
© @ v S S e
V Q @@ NS . S
C. BODYWEIGHT % O & QQ & O
Body weight gain was unaffected by treatment (s ble below)RQ &" & & © &@
¥ N L@ R SR
" é@j O LTy >~ 2§
Table 7.1.1-2  ACL+DFF SC 600,000 glL. - Aaiite oral toxjtity s@@& in £3ts — body weight
w <
Dosage Body wexépt (gg@’ \@ }Q % Bod @elght@al @
kg | Sex /yﬁays D @ & D (@ < §
bw] -1 P T o @0 O g 744 | -1-14
4 NVt 7
<50 M 337 0317 | 85| 430 208 & Eas M e
4 4 ) g
F 211.2| 88 | Bre 24, @ ﬁ O3 § 50|30
o 321 & 38 NN 39 68
M 352 -31°
o O | @ < XF |9
M 368 AN 34% §5 2}428 o 2% &1 o 33 60
ML 35287 L D4 ©363f§> 39@ A28 39\@ 34 45
Mean 357.3 1032979 3793 %ﬁ 2779 5090 35.3 57.7
2000 SD 492, Dins| 2160 [al6.1.P 138 @0.5 | 32 | 117
T @
@\ 21 S | w09 233 @6® (g% & 24 13 25
o O
O @ a3 215 Y 239 @50 O 8.9 20 15 27
i 2218 2@ B3 4 24@ ey 24 12 27
&@ Mean= | @ 220.7 2?1.(&@ 23370 2470+ |, 97+ | 227+ | 133+ | 263z
SD. & 25 K 3501 L | w26 \vad 2.3 1.5 1.2
N SRS
D. NECR@SY ¢ & o .0 T

No advelg findings.

&

@©
N
E\%EFICIEN@ﬁ @ @ & @@\

@
SRS
O N 9

N @)@ < §
@@ % § III. CONCLUSIONS
50

o
B
@0 of@f\CL FF SC 600,000 g/L was to be greater than 2000 mg/kg bw in male and
: (WD) rats. ACL+DFF SC 6000,000 g/L is therefore not classified as harmful by ingestion
according to Regulation (EC) 1272/2008.

None.
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Assessment and conclusion by applicant: @ Q @©
All validity criteria were satisfied and therefore this study can be considered te valid. @@\ P
The oral LD50 of ACL+DFF SC 6000,000 g/L was to be greater than 200@§g/kg bw in%alg
female CRL: (WI) rats. § f@ 2
~
@ @% 3\9 \\)Q\ @nQ &@
Assessment and conclusion by RMS: & &©Q é\g@ QQ @éﬂ\’ O
@
Q @@o ' & < @@
9
\% L@ N @ D L S
LA A N S
. . Qo @ @;& @j& ©@’ ('S S\
CP7.1.2 Dermal toxicity KN @” & Q . S @j @& .
& . > D &% © x Y
Data Point: KCP7.12/000° .~ 9 . O 5 o & O
Report Author: RN SRS %@ QL @ e
Report Year: 2016 A& o N Q o S
Report Title: Aclonifen + dftufenjé@h SC ,00050500,0004 1005890 /I Acutedermal
e i el SCOGBOLS (oA
Report No: 16056-002P SO | < .9 . N~
Document No: M-555602-01-8 @ o N, .9

Guideline(s) followed in °~|, OECD 402 (1987); OPRTS 87:1200 (1998);.E€ 4402008 (2008)
study: (% 2 (§K @) & ﬁg@

Deviations from curr C@rent duideline; OF OZ,%(?H ©
oy S PR

test guideline: No deigtion A @
Previous evaluat@@ \C Noa@t previously Submitted ¥ Q{@ @ >
S A > & R

@y

GLP/Officiallyy & | Yk, conddcted nder GEP/OfficHAlly gnisgy testing facilities
recognised@jsting KU © % @\% @@% ]@) ‘”\37@
facilities:, NS & ~ D %
Accepfability/Reliabiligg | Y3y FEEREEN Q

S O & 0O o S

§ RENIIAN > é >

@ @ § > S SE ~

©@ ©© Q) O\@ o .0 @©
SNy

Execu@ummary@ § @’jf’ . @ %@
In an adute dermal &xicity test, groups €§ Ipﬁ@\and 5 female CRL:(WI) rats were exposed by the

de@al route to ChstDF 6005000 @0,0@100,000) g/L at a limit dose of 2000 mg/kg bw. The
. N . . :
animals were %itematl@lly i@ﬁerv%g all&@lrlng the 14 days observed period.

No mortalitsk, occurked. rt q@%cal ss of deleterious effects related to treatment were not
observed. Qnly ski the appli n area showed colourisation due to the colour of the test
substanggs No tfeatmenf=relatg’ changes were observed at autopsy and no effects were observed on
@ ; o . .
body v@ght bo wel@gams in any animal during the study.
B

Basgd on the aboy@@esugl\fthe median lethal dose (LDso) of CL+DFF SC 600,000 (500,000+100,000)
g@@ aft single de application was > 2000 mg/kg bw in male and female rats. CL+DFF SC
600, (500,000+100,000) is therefore not classified for dermal toxicity under Regulation (EC)
1272/2008.
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I. MATERIALS AND METHODS
A. MATERIALS ’
& &
Q\ g
: & N
1.  Test materials: ACL+DFF SC 600,000 g/L @JQ NS
specification 102000029998 S @;\ %
Description: Yellow suspensioti¥) g*’ y;\ RS é\’
She @ o o 2 @
Lot/Batch: Batch No. 2016 000027 R O S & S
Purity: Aclonifen (%@FO&BOO)A@ % wiw &© &Q @© @q}
DiflufeniGH (AE FO88657) % 5@@/0 wivd (O & @@}
Stability of test compound: Show‘(o 0 be éﬁ@ble @M ) @@’ @Qb N %&g
@ o
% o\@ \@ Q % @ @ @ @&
2.  Vehicle: @&%fleo\ @} &@ & (,\@ éﬁ o §
N 5
3.  Test animals: ©Q §i§ é\ﬂ & @\a §9 @ @Q @)@
Species: @ Rat® @)\ @K’ ®\ ©@ @@Q @Q \‘”\9
Strain: @ . ista@CR@I) @® @ & @© %
N LS @ g O
Age: R % D@no @ . . o
Weight at d%%)ﬁg: o Q‘%
Source: ¥ @ 9 (>
IS -
Accli@isa%gn pgri§ Sﬁe Weeﬁ(a@t) @

DQ ©\ &\ % Die %r rat&%d mf“& s @R/M ad libitum
@ter:@,@ \:4\?© © Te%wate@ad Zz@ um

&
o\%ousing: g}g @a @dwu@al @ﬂg, \@’ material type IL.
&@ @ ©) Pﬁropy e/polycarbonate. Housed with deep wood

uskbeddl% to a@\v digging and other normal rodent

‘Setivitigs ©
X 7, @
4. EnVlm@ment@n%ﬁ%ns @@ ©\ § @§
N .
Qremperat § ,%?}C %@.30@
Humiditsp Q @ 8-@% relative humidity
\y\] Air gig\gey@% @ 1Q 0 %ﬁ/ hour

@@
B. Q@D\@D @§ AND MFﬁéQfons
@

1. gqlfe §%ﬂMarch 2016 to 13 May 2016

@

2. An@al assignment and treatment
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A single administration was performed by the dermal route and was followed by a 14-day observation
period. The test item was applied as supplied. A limit dose of 2000 mg/kg bw was chosen b}@ @
Sponsor in consultation with the Study Director.

The back of the animals was shorn (approximately 10% area of the total body st¥face) appro@%ate%
24 hours prior to the treatment. Only animals without injury or irritation on €€ skin were used m

test. % § @@ @@
On test day 0, the test item was applied as a single dose{¢f 2000 mg/k %BW appheda%}nfogly 0V®
the skin by use of a gauze pad (ca. 5 cm x 5 cm), and{remained op-fAe skin thr hm§ odr
exposure period. Sterile gauze pads were placed onghe skin of rat&at the site of appli esec&©
gauze pads were kept in contact with the skin by atch with agdiesive hypo&@rgemc lastgr. Theé
entire trunk of the animal was then wrapped Wi%@ﬂl occlusl\e p ast@%rrap@r 24 ®1rs @t the @l

of the exposure period, residual test item was removed, usngyratefm body@temp@ature& @

)
Clinical examinations were performed on tl&iay (@trea nt, @§ an‘@ou@fter the ap%catlon
of the test item, and once each day for 14%ays thf&éafte@ Q % @7
brs

Observations included the skin and fuf yes\&nd @rw

z&;)
"o

) &Q@res tor}a\%cucu ry,
autonomic and central nervous sys @,52) arﬁi%omasr@m ﬁkactl t an %e . Paficular
attention was directed to the obser@lon % co S1&@’sal v@tlon rrh the@gy, sleep
and coma. % @
Adverse skin reactions at tl%?te o@pphca@i’on v§e r ded@ally f@om@ the %moval of the
dressing according to the schgine shown w. The body welg%l@of al%nm@s was fetorded on Day
2 : N @°
0 (beginning of the experiment) ys 7@nd 14. @ Q %@
N % @ § @& @@% R N §
. A 24\9 @ @ @ 6 °\ é (ix "\
Grading of Skin I@mns @ @ § §9 Q &
ERYTHEMA@Q\ID QQH@FORT@I’AT@N N
(S AN
No erythem o K@j 0
Very slight ryth§ & @
Well-defisied erythema %
Modefate to severe@t @

Severe erythema ¢heef redness).or SC@ N 4(& RN

S
%7
0
Q

formation (injurigs in de%th @entmg g&’ Qo
erythema) reading % & ©©
OEDEMA @)RM@O}@Q o @
No oedem?. @\ 0y

Very slight oedema (ba@ly eptl%% .9 ©
Shgh@dema (ed&e@of an @i’ell ﬁn@)y &2
definite raising)..~Q

l‘e@%erate oedemt%(ed@alse{@)lpprlea 3

1 mm)
Severe oedqg’ (r ed thaﬁ@“mm%d 4
extendm yor& of exposur@
& §
@
3. Spaisties'. SIS

(@p lgﬁns, an@sta@d deviations of bodyweights were calculated.
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I1. RESULTS AND DISCUSSION
&
A. MORTALITY S & @é@j
No deaths occurred during the study. @JQ S o\@
XN S &£ o
< - SO &
B. CLINICAL OBSERVATIONS e & ‘y\ﬂ Q\ @

No clinical signs related to the treatment were obseryed. Only the@%t item col%@ed @Skl @ all
animals which could be observed up to 3 days. Th%@)lourlsatlo id not 1nﬂu&1@e the o
9’ ) AN
> & ? @
Table 7.1.2-1 ACLADFF SC 600, 00 hg/L é@lte @ma@?ﬂm@stmﬁ rat$- mof'%allty

and clinical signs

Dose Toxicological results * W\Dur&t«%%n 0‘f§1gns§ w1“1r%0f de@ LbJSO (f@fkg @)
(mg/kg bw) (0% N @} &Q (<$ S % (4 day
N o AN NS
S SMadhas O SO \)@@ &
2000 005 [0 Al WA &7 LS >2000
) 2 S
& 5 Temalds ﬂ@k@ e, S
2000 005 o NA JOA ¢ 9~ 2000
* Number of animals whlc@khed/n@nber@amrgg w1tgchmcK@gns/@bet@anmms used.
) S ¥ o S
N @@ SRR I RN

<
CBODYWEI(@‘ & O@ Q@ @©§’ o O &

The body we -\ as no&bee nﬂueﬁged b ?he treﬁne @Fhe ﬁ%nges in the body weight in
the main stu s g K‘ @ Tab@ el% g@&a @ & o

IO TN
Tablg\{ﬁ 2-2 A@@+DI§SC 690,000 g/L —&ute @mal@)xmty in rats — body weight

O SERS W/&ght aftey _
Dosa @ AN § > w\i@f)ne & Two Weight
ge S Q Q‘, nltla@: o week 4] @weeks lg] change [g]
[g/kg bw]@@ é® @ el& S) o\ @ over 14
@ Q @(r‘@ @ days

@W M e, @%i @5 | Q954139 | 332.6+156 | 75.0+87
2000 \‘1;\
N ~ Qp
expressed as @é‘n + standajr(@y@lew Q&
\) Y
@
@ § & 9
D. @CR@Y @@
No é?f—lte@g%la@b efvations at a dose level of 2000 mg/kg bw were seen at necropsy.
¢ &
E.§DEFICIENCIES

None.

/7

5230@ 110@@ 2484479 | 2624+13.6 | 32.0+6.0
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ITII. CONCLUSIONS

The acute dermal LDso of ACL+DFF SC 600,000 g/L. was determined to be greater than 2000 kg
bw. ACLADFF SC 600,00 is therefore not classified for dermal toxicity under Regulatien C}§
1272/2008. S @

F &
Q =
Assessment and conclusion by applicant: % @ (§ g
B
All validity criteria were satisfied and therefore this sn& can be con@ered to be @ﬁ Q\ @Q &@
X
The acute dermal LD50 of CL+DFF SC 600,000 g@@é}was determ to be grea tha 00 @k S
@
bw. N Q @@»Q [m& é @@ @‘\k
O Y,
R N <
T S
Assessment and conclusion by RMS: S %@ é}’ @7& ©@7 @§ 'S N .
S @ K s 9 & o
K& ° N = @) §
~ PS> S &
TSR
. @ (O EVEN § N @ )
CP7.1.3 Inhalation t@mty o S SRS @@ @Q \%
9
@ . ¥ S & S O 9 .
Data Point: R 7.1.3/01 ~ 9D o (@)
Report Author: @ @ N 2 2
Report Year: ° 016 @ & & X < A
Report Title: al rep@ no. $YAclofifen +diflufenican SC@O 000
{z\% @g 0,000 g/L) cutqz\lﬁhalan&oxu;ﬁy studﬁéNose only) in the rat
Report No: &0 16/05 G004P < Y @
Document No: <y QM-563930-0%-1 RN YN
Guideline(s) fo, ed OEé*D Tésg Guidgiine 403{500 ?&y
study: 6% EPA OPRYS 879, 00 98) % §
“EC 44042008 sAnnexRart B, B (200@
Deviatimﬂom current 3\ skihe: OECD 203 20090 0@
test gyideline: @9 ‘§Qwau§h @ %
Previous evaluatlor@ @io n;é@p;ewo\l@ s%mttedé %\
GLP/Officially © < Yes(eond dun&%{ GLROfTicighly recognised testing facilities
recognised tesgng @Q § @ @ ]% «§®P
facilities: Q O O \ N \ N
Acceptablgt)y/Rehablhty SYes SO < @O)J @
w (3

@

N A
N %Q%@Q@@@

Executive @mn&% gj

In an @ate 11@&101@‘(0){1@ study, Wistar Crl:WI rats were exposed to a test atmosphere of
AC FF (‘% ,000+100,000) g/L at the maximum feasible concentration. The study

%erfo@ed mf-§9 A sighting exposure was performed first, where a test atmosphere at 2.53
nég c ntratlon wastested on single animals of both sexes (Group 0.1). No lethality was observed
at th@ncemratlon Thereafter, the main study group of 5 male and 5 female CRL: (WI) Wistar
strain rats were exposed to an aerosol atmosphere of ACL+DFF SC 600,000 (500,000+100,000) g/L
at the maximum feasible concentration (2.44 mg/L). The MMAD was 3.94 and 50.4% particles were
less than 4um (inhalable fraction).
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In all study phases, the animals were exposed to the test atmosphere for 4 hours using a nose-ogly

exposure system. Aerosol concentration was measured gravimetrically 17 times during each 4<§n @©

exposure in both parts of the study and the particle size distribution of the test agrosol was detegthined @

3 times. The day of exposure was designated as Day 0 followed by a 14-day @ervation pi@ e
v N N

No mortality occurred in Group 1 (main study) when exposed to a test ‘l%gosphere qo@entra@n oifs@

R

2.44 mg/L for 4 hours. The acute inhalation median letigl concentration (LC50) o«ﬁg}CLiBFF

600,000 (500,000+100,000) g/L in Wistar Crl:WI ratmas therefconsidere {o be ve %ﬁ &

mg/L. The product is therefore not classified as harmful by inhalation accordingito Re tio@@C)qé@
& 3 & @

1272/2008. Q &’ @ & . &

A.  MATERIALS S &

R N
1. Test materials: (O DF@S\C 69@\,@0

s
R specificion i\mooo@%e&@ ©©© SHERN
Description: Q@ \&Ye Wsusp@sior&@ @Q

R N
LovBach: o & h Ne2016800027 ° Q 2 o
Purity: SN Reloaiin FO@B) X
N S % S N &)

Q & Diflufenicin (@0886@7) 8.89% wiw

Stabilit)ﬁes@m@%: “Showa to bqi@ole 5@5% M2) @@
@CQ@ @6\ o © @ @%%& > & @%

2 Vehigle: O % o %istillwaterr§ @© &

o,

. X N
T
Specigsiy o> éw Raf” . > o
Str. @ % @ista@%RL:@l) >
S ISR i ~
A O @Q . © —@661( @l v
AN
%Weight at do@hg: § , 205-217g (female)
@7 Source \@ R N
\‘”\, gf:cliﬁﬁatisa%@%lpeég@j W@@ (at least)
1 S

Q@Die r rats and mice, ssniff®, SM R/M, ad libitum
B Tap water, ad libitum

@& Ho @ g @© §’ rouping caging (5 animals/sex/cage), material type I and III.
%@ @@ A\ @© With stainless steel mesh lids
4. §En\gmnm al cenditions:
« ©§ Temperature: 19.2°C + 25.9°C
Humidity: 34-76% relative humidity

Air changes: At least 15 times/hour



E Page 16 of 72
BAYER 2020-01-13

E Document MCP — Section 7: Toxicological studies
ACLA+DFF SC 600 (500 +100) G
Photoperiod: Day-night rhythm 12 hours (7 a.m.- 7 p.m.)
N o>
B. STUDY DESIGN AND METHODS S @® S
& ©.8
: , SEES
1. In life dates: 04 May 2016 to 17 August 201 9\? QO o \25@
© N 2 \O\ N
2. Animal assignment and treatment & @ O S N
Due to the viscosity of the test item as supplied, suifable aerosol ospheres &@he undituted fest @
item could not be produced therefore the formu@w was dlluted in dégﬁlled@ate @ 30 %st @}
item:water). @ N 6 v,
: : N A . R
Prior to atmosphere generation, the non-volatile cénpongnt of ned by

%‘%}z’lter@was d§er

adding a known amount of the material tq glass f@r filters (Tyf GF/ h man“©§} thedre”
UK Ltd., Cat No: 1822-025). The ﬁlter’sﬁer ‘then dried, atzat mos r1c 1@ surg, ,ina de sicatg Z
room temperature for approximately hou%g%nd v@ghed&agam ren n t O
was taken as the volatile content oftHe t ate an e ﬁﬁ co as calculated
as a percentage. The mean non-volatile céiitent 6f the batch u for am sure.\g s found
to be 62.42% (n=10) with a sta@ard Q§V1at1@9 of O@ %

The test material atmospher@weré%gene ted Wlt@n thegexpo e C mber I%rm@iese technical
trials, air-flow settings, test%iatem@l 1npu$es aind testggem foﬁmulatiQn coné@ntr ons (50 and 70%)
were varied to achieyeZthe réduir wg) concentration artl Wt@ a mass median
aerodynamic diameter (NM&Q) between Og @@@und e§ etric stairdard deviation (GSD) in the

range of 1.5 to 3.0. ents_Of aerodynagii¢ pafticle sigg We&perfd d from the animal’s

breathing zone usigg a c scade ot
s facty

The animals wefgexpg @d, ns% onlyy%o a

e tes@{)?em u@ng a TSE Rodent Exposure
).¥ach rat’ was individually held in a
tapered, polycarbsnate réislram tube 1tte ofto aSingle fr o%@e exposure chamber. Only the
nose of gai &@1 animal wa@expo&g est dtm os here. F@lowin@an equilibration period of at least
the thgtgetical cham equ ratl me (T99) ch ﬁp ofigyits was exposed to an atmosphere of
the test material foxa perfed of &hour @he fk;gw air Was) sSat least 0.5 L/min. This flow rate was
considered adeq§ to mthimigZe re- tﬁseathln f th osphere as it is approximately twice the
respiratory minfie volttne ofarat co;nﬁ%l an@als \n@ used in the study.

The partlcle 0@ te tmo%g%er @s determi d@ree times during the exposure period using
e A

were ¢ ed hourly@mn posuze, 1 r aftép exposure and twice daily (early and late in the

workir? day) duringthe 14-day ebservatio pe@\d for morbidity and/or mortality. All animals were

obs&wed for clinieal sig hpu@’y 1nals®mg exposure whilst the animals were still restrained.

Fo}owmg exposure cligiical ®se s Were performed twice on the day of exposure (following

removal frO% he %itraé@@and rox@ately one hour after completion of the exposure) and
nc

subseque @ ily 6814 diys.

Observa@ens 1 ude@ang%’ n the©sk1n and fur, eyes and mucous membranes and respiratory,
c1rcul@ry, Wfnomic andEentral nervous system, somato-motor activity and behaviour pattern.
artjcular ntla@ trected to observation of tremors, convulsions, salivation, diarrhoea,
2y, Gjcep afidl co@ Individual body weights were recorded prior to treatment on the day of
expo ﬁon Day 0) and on Days 1, 3, 7 and 14. At the end of the 14-day observation period, the
nimals were sacrificed.

survi
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II. RESULTS AND DISCUSSION
& &
NS
Table 7.1.3-01 ACLA+DFF SC 600,000 g/L. — acute inhalation study - gxposure con@on@
Target conc. Nominal conc. Actual conc. MMAD * @JQGSD o S o\@
(mg/L air) (mg/L air) (mg/L air) (num) A (;tm)‘> (@Q § %@
Maximum 89.71 2.44 ) 395 & 204> | ©
feasible X ©@ O@ @\ y\g@ &@
* MMAD = Mass Median Aerodynamic Diameter SN &© é\a Q § C&©
**  GSD = Geometric Standard Deviation @ Q R & " < &@
s NI I
A R <
A A T S
A. MORTALITY Q @ R S QX >
O v S oo
No deaths occurred during the study. &% ) R

\

B. CLINICAL OBSERVATION@Q %5 Q § > § S @ o
On Day 1, all males and fema@ showed s&gns ofpslight Jabour res@ 10@d s&%zmg was
recorded in 2 males. No fuigher cligical signs reg@rded ~Also, et fi r staining (as

chromodacryorrhea) was (;§§m0n1§b recarded on e day of B expgsure and se@ral days after
exposure which were cons ered‘%o be @ted @the r@tralnt and sur& oce@res but not to be

t 1 11 ifi o
oxicologically signi 10&1 ©§ @ § Ry % @
NS 9 S

S %\ N AN
Table 7.1.3-02 @AC&+DF§C 6@%00 ﬁ‘ e i at10n©stu%g%1n rats — mortality and
clinical signs @ \ O \\ §2 @% @
o’ & & @ . I
Dose © @ico&glcal results * PDurdtion of&igns @“img% 6bdeath | LD50 (mg/kg
(mg/kgbw) W 12 S T o4 @ bw)
& & $ & S Sl (14 days)
N o @Q\/Ialé%gats é D
A
2000 P U 0/0&) Kl O NAY D N/A > 2000
oY &Y L Epmilems @
2000 | @©0/0® Q| ,oNAD N/A > 2000
* Num ﬁanimals which died/pihber ofanim ?/th clitical signs/number of animals used
ich
& @ N

N
“C. BODYWEIGH§ S Q §

Slight body\& ht ss (2. &nd 1@%) v@s noted in one male and one female animal on Day 0-3,
respectwe@nd slig ywelgﬁ’t losg(1.4%) in one female animal on Day 0-7. The bodyweight
gain retuagl al r@ge théfeafter. The changes in the body weight in the main study is

glven i \’ e'@ belo

%ﬁe 7,@ 03 @ A@I—DFF SC 600,000 g/L - acute inhalation study in rats - body weight
D(fs'%e Sex Weight after
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[mg/L] One Two
Initial week [g] weeks[g] Weight o @
eight [g] gain[g] over @ S
weight1s 14 days Q\ (7]
< @
M 341.0£11.4 | 3620112 | 398.6+13.9 5%@ 7.2 ' @Q
2.44 Q N
F 2118450 | 223.6+9.1 | 2362+76 | W4=81 [ @Q )
o o X
Mean =+ standard deviation V(@ @ < \ @Q @
B @ § A
& O %o SEIRN)
g $ o R O &
D. NECROPSY Q@ & Q & o &
No adverse effects were seen at necropsy. Q& &° @6@3 \:f;?\ %@’ 6\ \% §
N
s FE TS
\
E. DEFICIENCIES &% \\ > %% O

The temperature and the relative hu1ty K%re 0%@f the\§rge;§1@1ge @EO O@w}fnd 3@70%.
The actual ranges of humidity and t&npergture were be;@ge\en 1922595 an§ 7@, respgctively.
The draft report was issued later@n it wis indicated.in the @W plad. T \»iy rge@&nccﬁ%mtlon of 5
mg/L was not tested in the ac 1nhaigﬁon t%@cuy dy @ magimal &t ﬁ@ concentration was
2,44 mg/L in the Acute inhal@tion f@g(lClt@tudy “@iose Qewatl ha%n eff on& purpose and
integrity of the study. v é < & Qy

éf@%@@\g\@%\

§ ¥ CO C ONS
Q NN N 9 @K
O Neongi 'Y -
Under the ex&ﬁ?me\@ t10nséhe 1n@at10 %ECS f A DFF"SC 600,000 g/L is higher than
2.44 mg/L airih ratgyBased, upon the minimal cF@ucal@gnS afbhe mé&imal attainable concentration, it
is consideréd that there@ no d&@ port@l ML@®of lggs tha@ mg/L. Thus, no classification is
requirm@cordmg to R gula (E 0@1 37%/2 § &

§\ - @\ & Ny

&

Assessment and’@:oncls%lon h&pph@ %&, & O

All Va11d1t sﬁ @ﬁd @for fhis tu@ can be considered to be valid. None of the
active su stances are cl 1fi at10 @@)ch 7 A single co-formulant is classified H332 and
another forrnulant clas

%
Vel

co-sf@rmulants are present in an amount that does not

contribute to classi & 1on 0 he&ro c@mﬁcatlon warranted.
Eﬁ the experu’ﬁental €O dm\(@ thala@n LC50 of ACL+DFF SC 600,000 g/L is higher than
2.44 mg/L air in.rats. m &

> ﬁy & N
Assessrx@f&nt an@%bncb%@on ‘tm%RMS:@
@ ¥~
N N) Q
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Data Point: KCP 7.1.4/01
Report Author: o0
Report Year: 2016 @y
Report Title: Aclonifen + diflufenican SC 600,000 (500,000 + 100,000 g/L) - In vitro sl@ g

irritation test in the Episkin (SM) model % @ &
Report No: 16/056-043B & NS
Document No: M-556102-01-1 @ RN
Guideline(s) followed in | OECD Guidelines for Testing of Chemicals No. 43@?328 July 20 LQ @ %y
study: Commission Regulation (EC) No @1/2009 ANNEX 111, B.46. =, \ )
EpiSkin SOP, Version 1.8 (Febr¥ y 2009) & S Q

Deviations from current | Current guideline: OECD 43%%2019 S Ko Q\y S
test guideline: No deviation (@K 2 S @ @

> o 9 > N
Previous evaluation No, not previously subr@ N L @ Q o % &

. Q. $ d t @ f . o\ %
GLP/Officiall Yes, conducted undér GLP/Q%ficiall cog@e € aqalities
recognised tes}t]ing % o @ ¢ (o
. O OO S oo
facilities: @ @ Q D S f@’ @%
Acceptability/Reliability: | Yes 2D T S &% ©) @
@ BN @ A AN < v
S & & o & g ©
SN TIPS E e
R NS NS
2 @ & O Ss Ve
Q@ "\& v v &@ R & &
Executive Summary AN & e % ©
& & @} v S

N 9
An in vitro skin 1rr1tat1(m tes %f Aclof@@fen ican§C 6005000 @,0@@ 100,000 g/L) test
item was performed:in a re€onstruésed ht@an i@mo. E SKIN,T@SM) is designed to
predict and classifysthie irrif&ti m@tentl@of chenlicalsby measuringyts cytqtoxic effect as reflected
in the MTT (3 (. D1§ethy1ﬂ§§zol- 1) 2,5-dip ItetgaZolium bromgigle) assay. 20 uL of test
enlyto

item was apph Y the&e idermal s%%ce %posm@w s tépminated by rinsing with Phosphate
Buffered Sakfie (PBSY. Th plde it¢weret n iaguba £ 37°C for 42 hours in an incubator

with 5% COZ. The@rability of each dlSk Was s@sse%&@r incubati @e tissues for 3 hours with MTT
solution, a?@7°C inan 1&ubat%w1th otect d fro@ll ght e precipitated formazan crystals
were extracted pst 1fied égnol aé@ quanti 1ed@ ctrophotometrically. Negative and
positive controls %ge alsiwond%ted S \ w %\

Following exp %7 fen d\;?'f)lﬂ%?f@ilcan@c 6Q8,000 (500,000 + 100,000 g/L), the mean

relative V1ab111ty wa Q 0%ycompdred t @tlve trol value. This is above the threshold of
50%, ther ¢ thect st i Wa’S\COIlSLQ ed ag being non-irritant to skin. The experiment met the

validity (%terla therefo@ @d é@con@@red e valid.

In congldsion, in thlg@ln vi @ EPI@(IN@lOdel\test with Aclonifen + Diflufenican SC 600,000

(500,000 + 100, O@@g/L)%che results i 1cate§@at the test item is non-irritant to skin. Therefore,
A&k&ufen + Diflufenic 0,000 @00 0 100,000 g/L) is not classified as a skin irritant under

Regulation (E@ 1272/ & @ &
@ O é@ < @Q
% ©© §I Mﬁ ERIALS AND METHODS
Q
A. @I LR IA
R
@ & &
1. @ﬁ materials: ACL+DFF SC 600,000 g/L.
specification 102000029998

Description: Yellow suspension
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Lot/Batch: Batch No. 2016-000027
Purity: Considered as 100% @ S
D
aclonifen (AE F068300) 40.7 % w/w — %1 9 ¢g/L @ @é@j
diflufenican (AE F088657) 8.59 % W/@@&@ 105.8 g/L& \@
Stability of test compound: Shown to be stable (see MCP2) % § § @
2.  Vehicle: Distilled water (@ne preparat@n of the pos@we >ol)
W %
3.  Testskin: @ é)\g QQ
Test system: EPISKINTM) —a thi@ dn@fnsm 18] hur&an epl@rml&
model de@d from human epl@rmal ke atQ ytes@ @@
The cer A kit c@tam@%
-12 recon@ude@%md@ls @ts 12- wel@ ass at
ER[SKIIREM ) b@) ch sy sam @Lg Q~
@Melm a of &terile alq&ﬁéﬁanc edi
. R \ S O @
Model Test Species: n epl@rmlts% SEEN @)
$ %
Source R S
4.  Testing conditions: Q@ ~ & é
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1.In@ates: @é}éo@chz@ém IMa2016°C &

2. Test ass1gnni§©nt an&)tre@ent R, &
\
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Disks of E @(IN Q%M hre %hlt.% re 1r@ted with the test item and incubated for 15 minutes
at room temperature. Exppsureef the €95t 1te€@ was ferminated by rinsing with Phosphate Buffered
Saline ). The epidermis @ v@@ &%cu@g d at 37°C for 42 hours in an incubator with 5%
CO2. viability e){ ach disk was asseit ubating the tissues for 3 hours with MTT solution
at 37°C in an 1nc (§y S‘V 02 ct rom light. The precipitated formazan crystals were
thén extracted us1ng acigitied ijoprop quantlﬁed spectrophotometrically. PBS and 5% (w/v)
Sodium Dodegyt Sulphate S @luu%treated epidermis were used as negative and positive
controls, re ctlvagﬂthr nits />controf). Two additional disks were used to provide an estimate
of colour rll;@%on from the test ;? For each treated tissue, the viability was expressed as a %
relative@the negative gontrely 1f the mean relative viabili