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CAS8 ECOTOXICOLOGICAL STUDIES ON THE ACTIVE SUBSTANCE

Fluopicolide (AE C638206) was included in Annex I to Council Directive 91/414/EEC in 10 S
(Commission Directive 2010/15/EU, Entry into Force on June 1, 2010). The expiration of appgqval o
fluopicolide is May 31, 2023 (Commission Implementing Regulation (EJJ) 2017/15 .‘@;
Supplementary Dossier contains only data which were not submitted at the ti f the Annexd incl

of fluopicolide under Council Directive 91/414/EEC and which were therefore not evaluated d the
first EU review. All data which were already submitted by Bayer AG (former Bayer Cr@Scmﬁ@e) fgﬂ

the Annex I inclusion under Council Directive 91/41@C are con@med in the &I;aft &%essn@?t
Report (DAR) and its Addenda, and are included in the Baseline Dos@r provided %Bay@%G

Fluopicolide is a fungicidal active substance deve @ed by Bayef It is the only actlvgsub @we
Europe representing a class of chemistry (pyridi ethyl-benza de 1th§umqg§mode of action
via delocalization of a spectrin-like protein in the®omycetes @agl \ % @@

Fluopicolide has a long track record of safe uéln a@ge migber @farg&d crg§ w1th1n ho%culture
e.g. cucumbers, lettuce and on arable crop%e .g. p@a‘[o) @ Q &

@
Fluopicolide is active against a wide ra{’%e of@mwg\ fungy, the, c%lsal @ents\x\ogf devastati lant
diseases of economic importance in 7 s&&a as pg@to t%bll&&ﬁzy@hﬂ@ znfe@ns) owny
U Op

mildew diseases in a broad range of ¢ @,

It provides effective, long lastm@rot ctlon low phc ra'@ a cetes s-diseases at
different stage of development @ the ﬁ@gl g@ing %@mlh @to th rm@

Fluopicolide can be forrnuf%ed Q{\ch ot@act&e m%dlent&m da{@ent dypes o@formulatlons to
optimise and complete 1ts @5th1’[ @ N

The development of res1sta of omy nst st1 , well%ﬁtabl@ed fungicide groups
represent a threat for@rope@q farmgrs by incre mpl@lty helrglant protection programs
leading to severe eggfiomic impagty. WidtvFluopi oh&arrn@s in E =27 have access to a modern tool
for their integratedycrop @rotection pr(i‘%ramS\(;ontrlQ 1ng effe ustalnable management of
resistance devéﬁ nd r%ervmg hlg Vel &Eprogtlon 1nst @@mycete diseases.

achlevem@ of optimum yield an thti§ securing suicienf&upply of high-quality potatoes and
hortlcg@al produces@ﬁ‘ E ean tonsumer des@atio% \kets abroad, being it fresh or for the

processing 1ndust1¥:\ S - A %
AN v K
§ O WX >
& S

N
Relevant infor@ation® cla@%ﬁcgﬂ@l as c@dﬂed(@che “Combined Draft (Renewal) Assessment Report
prepared ac@dzng% R atzo& C) 110 009@40’ Proposal for Harmonised Classification and

By reducing the O@%ycef& damages, Q\110 %ﬁs 0 luopl@)lld &h target crops contribute to the
i r%%y 4 .

Labelling €€ LH Repo é:zccor ula?@n( @N" 127272008 — Volume 1, Level 2 is provided
in Docugngnt N1, Sectl 92Qnd hlg gh 1nht grey.
o ) @
§ & @Q &é\
@%
PR ) SR
&4 <
S &
& Q
< @ N
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CA 8.1 Effects on birds and other terrestrial vertebrates
CA 8.1.1 Effects on Birds @ >
Studies on quail species, mallard ducks and finch species have been conducted with the active subs ance§

fluopicolide. Detailed information on acute, short-term and long-term effects OQ@uopicolide ) ird@'is
<

presented in the following chapters. I S
N
BN
- : ©
CA8.1.1.1 Acute oral toxicity to birds \a
Table 8.1.1.1-1:  Acute oral toxicity to birds @}
D pJ
Test substance Test design Test. End a@‘? t
species N o
Q %@ o
Do 0> 2256m
Mallard % S N
duck @} N @
S) NS
&© Q%DSOQ\ 42@1g g 0
N ol o & )
@ N | @ @j@ @2 & 9 Q001; M-
Fluonicolid Acute > |Bobwhite KD 2250e a&t’w@ 240577-019
uopicolide toxicit&) Oé}ﬂ § @K (08 & AKCA 8451.1/02
NTA 9 D T /k%b -~ ixtr@ated acc. to EFSA
v S 2 °§>Q@§§xg3 GD 209
S VS d S 00
<@ g N S 2015; M-
N \@ & ebra figch I_QSO °<®05§@ a.s./bw SA4204-01-1
©©© @@ o LS @ NN “ [KCA 8.1.1.1/03
R ird acute w2 4 p |Geometric mean acc. EFSA
% %om%% LR it mg a.s./KEDW 16D 2009

a) Thg@r endpoint thrap ed ac@%ing to EFSA@@ 2009KThe exivapolation factor of 1.888 was derived from
EFSA GD 2009, se,ct 2. L% le 1 for smd@ﬁn which 10 anﬁ%ﬂals re dosed and no mortality occurred.
b) In accordance wi SA @D200 e ggm@tric 1@ LDSsof the thive species mallard duck (LDso = 4248 mg a.s./kg

bw), bobwhite % i (LD%: 424@% a‘a@ bw){?@? zebra®hch (@50 = 1105 mg a.s./kg bw) was used.
NN S

¢ & & @
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Data Point: KCA 8.1.1.1/01

Report Author I

Report Year: 2001 .0
Report Title: AE C638206 Technical: An acute oral toxicity study with the mallard @g/
Report No: B003550 D
Document No: M-240576-01-1 S 2 A
Guideline(s) followed in | USEPA (=EPA): FIFRA 71-1 (1982), OPPTS 850.210Q§>\996) SRS
study: QS &

Deviations from current
test guideline:

Current Guideline: OECD 223 (2016) o) © N
Regurgitation was not monitored. @rds were not ligused 1nd1v1dw@’y b&iﬁ pen (\
containing five birds each. The s%e available ,-Q’ each bird i

sa
1350 cm2, and thus below the@OOO cm?2 recofajtended in th@urde@h
deviations are not expected &impact the stz{a@»y results. | S

< @

Previous evaluation: es, evaluated and accepted> 2 S SN

n DAR (2005) (o N RO o R
GLP/Officially Yes, conducted undeg@LP/Oﬁj&ally@cognrs@d testing fac@@ ~ N
recognised testing S) % é*ﬁ @@% @@ ] & % .
facilities: > @ KQ A Qo &L N
Acceptability/Reliability: | Yes RS Y S 0O §

@ N9 LS @ > SR
Executive Summary ©Q QQ% @ \ C} @ @

dose levels 0f 0, 292, 486, 810,
of 22.7 °C with an average r@atlve halmr
were observed for 14 days
were measured for each d\g@age a

Fluopicolide technical was admr &tered orallg t0 1 @@dult

No compound related@ortah@e% oca@gred a@ny

a.s./kg dosage was d witfa d
do @e wa@te

at the 2250 mg a.s,
in body welgh
treatment-rel
effects on fee

ff
m;

upQs body
trQn in ny of t
ﬂndlngs W@:h were co%dere

@ard cl;ﬁma @and Nemales) at

\@ 1rd ere age temperature
of 60% and\appragin 8 ho per day. Birds

megtality @nd sythpto o] el an rag eed consumption
for mortali mg;-Bod d dve g@f d

co graup. & % % @ '27\7
e do@ le e test, (% male at the 1350 mg
@pmg teft w1 ay It ougl%ﬁy 49 Fthe test, and one female
tha 1eg injuty frop¥day {throu gh,day 13 of the test. Changes
ara %between the“eontrol and ttgatmefy groufy and there were no apparent
ight @ any: @sage&ted ere were no treatment-related

tnea@nen}@@'oups@os%@

rtem examinations revealed no

eat t reldte d
g &
Based&g this study @3 LD@Value or 1@41ard @%k é&posed@) fluopicolide was determined to be

> 2250 mg a.s. /kg@s QO

The study endpdint w
was derived figm EF
no mortahty“@curré@ T

kS A N RN
~ ®» 9Q .
xtrapolated-gecording to EFSA 2009. The extrapolation factor of 1.888

e 1 f@r'studies in which 10 animals were dosed and

D-2909, @tlon@l 2,

xtra ted@Dso v@s det@mned to be 4248 mg a.s./kg b.w.

% S @ @®
N . @g@\@Q&©
G @ © 9
@@ék@%@
O VRN

> O o

@ Q

QQ%@
$ Sy
@ & <
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I. MATERIAL AND METHODS:

Fluopicolide technical, purity: 97.1%, batch No.: 2050190/PP241024/2, single oral administration of
the test substance in corn oil to 10 adult mallards (Anas platyrhynchos, 5 males and 5 females, 17 ks S
old) per dose level: 0, 292, 486, 810, 1350 and 2250 mg a.s./kg b.w. (dosages were adjusted ’E@% 0%§
active substance). S

Water and feed were provided ad libitum during acclimation and during the t§ except durfﬁg p ds

of fasting prior to testing. Birds were held at an average temperature of2.7 + 0.7° %‘1
average relative humidity of 60 + 13% (SD). The photo od was approximately ei 1% ouQ%f li

per day during acclimation and throughout the test. y e birds w@e exposed erag@of @
approximately 194 lux. Each dosage group was ass1g&ed two pens. @e pen conta@ed fk@ ma@ﬂand ©)

the other five females. & @ @ @Q}

During the subsequent observation period of %ays the Qrds W@%P obs@ved @§‘ m@gahty@%d
symptoms. Body weight was measured at test initiation andon dgy~3, 7 @d lverzfge fegdeon-
sumption was determined by pen for each do@e gr@ﬁ anegﬁ ntr@i grour dg§0 -3, a7 a&i -14.

&
IL R&%LT%@D MCUS%(% % S © & §7J
Validity criteria (according to OEC3 2@*6) [\@ «(\\& geq@}wd [(é bt njﬁd 8)
Mortality in the control & RS o 5@1@% N g &@
R SRS R
¢ . & @@@ g s
RS NP o
Acute oral toxicity of ﬂuoplé;)llde tg;hn. tgih‘ds @& o2 S @ :\\@9 2
Test substance S K o || Tecivas NS
Test object % Q) 9 O & [Maflard ducks gglale fen&f@%)

LDso [mg a.s./kg bw)l MIRSENZEIR > 2250 QO
Lowest lethal eff@ doseXLLED)$ing asv/kgb.w.] ~OI>2280 o @
Lowest observe effeckdose (ROED) [mg as/Rg bawy} [>2350 O N

No observedxéffect dose (NQED) [may a.s.ék@\b.w% l2250 §
[

N

NI Y A
S S @ & P
Obser;@ons: @© @ o @Q v, . ©
N
Mortality and clinié bségvatlom N &,\ é& <
No compound req@ted § occ@’ed af%my ofthe devels in the test. One male at the 1350 mg
a.s./kg dosage@as dl;oﬁﬁm 1 win m @’y 1 through day 4 of the test, and one female
at the 2250 & a.s./ e was hoted\with @% from day 4 through day 13 of the test. With
the above %ceptions, all birds @\a’tmen roq& ere normal in appearance and behaviour for the
duratio the test. . 2 Q N
< N N
N N S & &
¥ o O
N N
C &S 8
@ < Q" & ©@
S
<&
&% O @ RS
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Body weight and feed consumption

Treatment Mean bodyweight + SD [g]
(mg a.s./kg bw) | day 0 | day 3 | day 7 | day 14 | AdO0-3 Ad3-7 | Ad7-14 \ Aday@4 )
Females IS %
986 | 1025 [ 1020 | 1018 39 6 - 327 S
Control + + + + + + £ Q
75 93 78 78 23 30 18 YA
968 1006 | 989 | 993 37 e -16 &ﬁ 3 \Q 24 © é\’%
292 + + + + + + & + % A
55 75 69 |45 29% 159 |3 U@» 3}%
1016 | 1060 | 1074 | 1067 4 1D T w2 S
486 + + + + éé S . + é\g q + ©© @q}
45 4 38 26 D13 1 @@ z;%g & % &
991 1024 | 1027 | 103 33 N2 1 > Y
810 + + + i%@u 0 Q@j f\?\ &@i 6\ N §
2 |55 |36 |3 @s4 s 45 2 S N
991 | 1022 [ 1020 L1016 31 72 4 <
1350 + + + {ﬁi \@ N@ ©< + QQ © @ @
63 72 67,5 zgé\ @9 < g o 20 & & 30 ©,§
982 | 1048 5 w65 S5 6 43
2250 + + @1@%3 fé RS :I:§ Q\j:t § @ )
45 |s1 a0 Wao S oav S 38@@ 030 w@ o
e B T g
1151 [t 99 [1202 41 & 3 51
Control + ES + @Q S :I:@ &@ + \@ 5 © +
85 @99 O 98@@ 1§§@ 21 %%@ 19 5@ 26
1130 ] 11 12 1 53 Q° 2 97
292 - i\@% & 2P O & Q;% S .
éﬂ% @ 194 ol 63 § 39 324> 4 4 432
24 o] 11828} 1150 112 @ |31 29 -
486 N @i\Qi% Iy @é@ % @@i -
OloN | 1% |33 L8031 § 5 %" |70 138
O QB 073 (15711500 | 3 S| % -7 27
810 & @ M gl j:@\ & 4, + +
% 95 915, %@% 9 o n @ |% 21 35
1 0 14 ] 1202 33 Q24 12 46
1350& o%@Q \JE® ﬁi ©@ + °\© * g\ + + +
S 95 &Y 88 11@@ %7 - 11 62 100
1079\ | 1 4130 5 O 10 -15 70
2250 2 j$§¢ S NE @§ L " +
@@ P12 112 10(3;@ 8 10 18 24
N Uy F.e 8
@7 % Q @ N
i N A9
& S S
S ¥ & O
@"® N
QNN
&> Q
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Treatment Mean food consumption [g/bird/d]
(mg a.s./kg bw) | day 0-3 day4-7 | day 8-14
Females ’
Control 141 122 157 o\@ @@
292 124 112 124 S &
436 141 120 129 S < &
810 145 135 139 & &
1350 136 iE 2 I 2 9. DY 2
2250 170 97 112 Y > & O @Q @
Males ©Q @ § é\ﬁ O
Control 129 153 1499 @ < S” R S &
292 137 131 142 550 N & Q & X
486 158 128 14 D N D 2 &
810 133 124 80 9 %Q Y S LD e
1350 161 140 1705 40 Q@ > @ S S
2250 162 146 < B8 N[ g S S N & §7ﬁ
G N &8 oS S %
ross pathology < 3 N %o ®\ S S S N
Postmortem examinations reve%}je%no ﬁ@ding@%&lhic@ere@mde{% tr@e% ated.
SSTEEN ¥ e o S
v §CO§CLUS@QNS $ N . 2 ¢

Based on this study the{%%so value f(@mal@ dueg exp@ed to‘z%ﬂuopé\g 1de@as determined to be
> 2250 mg as/kg b.w. s @ &

The study endpoint@yas ext%o@ dlng§ EF 2009 @1@ exffapolatlon factor of 1.888

was derived from ectign 2. 2 tabl@ fog} dles@ whidly1 0 animals were dosed and
no mortality oct ed e extrapolated L as dotermined to 5&42 a.s./kgb.
Y%Xw%ﬂ%@%ggw

mf %, @ @ Qo @
Assessmeii® and conclusi 2 i t O @ o
This s@y prov1des s S the ao@ toxsglty o&uoplcohde to Mallard ducks when
administered via ge {ﬁd 1S 31d reliable f I use 1@\151{ assessments. No mortality or any
other indication edjtoxi 1ty wa; he t@ dos&level of 2250 mg a.s./kg bw. The LDsy is
> 2250 mg a.s./@ bw. pol@d L]%so is 4@8 mg@s /kg b.w.
@ \S
NEREEIRNENEN
S\ & ©\ %Q @@ @é
& @ @ y Ko
@7 N Q @ @\
X < S) @ @§ D
N Y ST RS
¥ Q
e . @ & Q
$ N %
@ < Q & ©@
NN
Y <
PSRN
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test guideline:

Data Point: KCA 8.1.1.1/02

Report Author I

Report Year: 2001 .0
Report Title: AE C638206 technical: An acute oral toxicity study with the nothern bobwhi@g/
Report No: B003551 D
Document No: M-240577-01-1 S 2 A
Guideline(s) followed in | USEPA (=EPA): FIFRA 71-1 (1982), OPPTS 850.210Q§>\996) SRS
study: QS &
Deviations from current | Current Guideline: OECD 223 (2016) ) , O 9 N

v .
Regurgitation was not monitored.@rds were not ligused individw@’y but T pen
containing five birds each. The s%e available £ Yeach bird i

pe sa
795 cm2, and thus below the @OO cm?2 recom@ended in the&udeli@e S
deviations are not expected {&impact the stggﬁy results.

Previous evaluation:

es, evaluated and accepteg-
Y Y N L @

GLP/Officially
recognised testing
facilities:

in DAR (2005) i D
gnised tes‘@%fac' eSSy
Al

&)
Yes, conducted unde%}LP/O@éially@co
Q a

Acceptability/Reliability:

Yes

2

Executive Summary

A
Fluopicolide technical was admin@tere%xall{g 10 agult
dose levels 0f 0, 292, 486,

of 23.6 °C with an average «glative humi
were observed for 14 da

consumption were measuted f(%each d6iage
Ve @ ed a)
No compound relate@fiortak@s oecutred atany

aps earan

related effects ony odycw eight and feed egnsum

groups were norm

examinations ref@ale

@
S
S

~
N
&

N
<
e

O
5 S O
&

@
Q" &>
 § &

X
TS
S S LN
hitdQua ég mafes ands§ females) at
avetage temperature

NS
ga.@gb\@ ird®were held a
of 64% ané“app@%m@t@@/ 8 hours lig@ per day. Birds
and @liblethl symptom o%&weig\i@and average feed
cool g&(&p. T

e dese levigls in the test:All birds in the treatment

nd@avio@ for @' dur@ion of @e tesf.&There were no treatment
n agany Qs) th sages tested. Postmortem

findings which v@e ccgﬁgi ered treat § t relaged.

%@
<

0

810,.4350 and 2250

for rtali

Based on this@tudyiﬁe L}Q;©o Va%le© for l%bwh{?@ qu%@expo@ to t{}@opicolide was determined to be

> 2250 mgl@/kg b.w.

was derived from

RS
The s‘wf@ endpoint was extr@polate
EESA GD2

@ v

N
§c§ding(’ t@%FS&DJ@Q The extrapolation factor of 1.888
009 sectiof). l.z%ﬁble@gfor st@es in which 10 animals were dosed and

x>

no mortality occurged. The ext olat@@}LDs Was de@mh@ to be 4248 mg a.s./kg b.w.
@% @Q% @?{@ < E@\&? S o
9 O .0

Fluopi technical

rs
the test stance

femadles, 25 weeks

fé)urity:@@ .1 ‘V@j‘ﬁatc}:&%&:
d%g@rsed ifgcorn oil to

-0ld) pergose @el: 2
adjusted to 100% active sta@e). R O

L MATERIAE ANDNMETHODS:
T MRTERIS: @‘?@M | -
0190/PP241024/2, single oral administration of
obwhite quail (Colinus virginianus, 5 males and 5
, 810, 1350 and 2250 mg a.s./kg b.w. (dosages were

aduf

@
irds were held at an average temperature of 23.6 = 0.56°C (SD) with an

Water and feegzre gov@ad lierfum d@%ng acclimation and during the test, except during periods

of fasting por to«testing
average relative @midi ©of 6
per d éaftion@

&

rin cclim
approximatelgd71 of ]
ﬁ\@@les gﬂ thether faye females.
<

1107(@SD). The photoperiod was approximately eight hours of light
d throughout the test. The birds were exposed to an average of
mination. Each dosage group was assigned two pens. One pen contained
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During the subsequent observation period of 14 days the birds were observed for mortality and
symptoms. Body weight was measured at test initiation and on day 3, 7 and 14. Average feed
consumption was determined by pen for each dosage group and control group for days 0-3, 4-7 apg 8- S

14. The light source was fluorescent light with eight hours with eight hours light and 16 hours at
an average illumination of approximately 171 lux. Average temperature was 236°C + 0.56°C (@) and?’
average relative humidity was 64% + 11% (SD). S & ©)
oy - S
I1. RESULTS AND DISCUSSION: &% . O @)@ \245@
5 OO & e
X ©@ o@ \J’© ) &
Validity criteria (according to OECD 223, 2016) @} A Qequired §'@)btai@d . s é&
Mortality in the control ) P<16% o] 0% N
v DN D LS &7
LA A N S
. - %, @) AR & <\ x
Acute oral toxicity of fluopicolide techn. to bf%ds R @ @ Q @ © @7 @
2
Test substance SN o Fech.as ~ &Y | §
Test object Q KN A §@bwhltggquall(@p%lle }?@aale) & S
LDso [mg a.s./kg b.w.] A EE My T>050 O L 9
Lowest lethal effect dose (LLED)@ng as/kgbaw] Y ©22508° ¢, \%
Lowest observed effect dose (LQED) [mgasﬁ@bvy@ @VJ g<$> 225@ r\© &
No observed effect dose (NQED) [mga.s./kgb.w.] TS @ 2250 ¥ O
< KN g 9
% é S @ @ S S &
Observations: S %9 ©§ @% @@“ o @@
Mortality and chmcak%bser&ons& 6 é é& &\
No compound re§ (6&111‘[1@S®cu Qa‘[ any of t«@%osels n the test. All birds in the treatment
groups were nor@ lngppeara%g\ce agtidbeha%%ur nghe dwya tlo§@§ t e%@t
Y & o & & O S @
5 T Ve A s T g &
S & & & o &\
&@ @ o\@ Q° Q = ,0
FIEFITs s
@ @ § > S Qb
@ 9O g © o .0 %
VOO & D
O o K & o
=) % N @% y %
@7 °\ Q @ o\
Q A\ N @§ 9
> SRS
b @° v &@\ &©
s A &S 8
& S @
% Q
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Body weight and feed consumption

Treatment Mean bodyweight [g]
(mg a.s./kgbw) | day0 | day3 [ day | day | Aday0-3 | Aday3-7 | Aday7-14 | A dayd¥i4 |
Females & b
189 | 194 | 197 | 200 5 3 S3 @t S
Control + + + + + + (@@ + S
6 5 6 8 2 3 3 SERN I
194 | 200 | 202 | 208 2R 6 | o 13 N
292 + + + £ %@ @ + 5}’ @\\ + @Q
R e B
188 | 194 | 196 | 199 6 2
486 + + + . R i@@ @ + ©& @i @}@
5 3 4 5 _ 3 K é o @% <2 §
202 | 206 | 208 | A% 3 (N
310 + + + Q\ﬁ@ :@é}’ Q@jx + b@’ e é Q=+ %
11844 11931 1192 P ;;; T é S @j §
1350 + + %é Qi@ .~ ﬂ%\& D & § '
10 10 §© o 100 6& © @@ B 2V & 3
193 [ 19997202 | 205 6 & q & 12
2250 + 9 | | ¥ |Sra) S O & -
9 @ 8 7 [0 35 @Q le bz é 3
e S S @Males” K N L9
190N [ 1 200 6 Q° 4 13
Control & @% &t §3 Eg\@ 207 &, = v Q g +
K |V B9 d 1S > O A S 3
193 1988) 195Q 2087 | 5 @ 2 5 11
292 N Q iﬁo\ T | & \© + é@ @%i @@ + +
S % %0 |o>11 2 e 3% 3 2
Q @@02 @207 20821 G @ 3 9
486, + +H| * X+ Nt + +
S 18y | JY | A 292 | T 2 2
N @7 [T199 f202 ¢ 3 L |O 2 3 8
810 NE N E R, O+ SF > £ + + +
S S ] W | O 1 3 4
91 206 57 4 3 12
1350 @ (€5 ®§ @@:@ @\ + ©§ @ + + +
G10 O 10 10 16> | &2 0 1 1
1929 1 3 | @ 5 3 3 12
@ £ § St LY+ + + +
<33 11 4" 139 2 3 2 2
v % S O Y S
N ~ S R S
¢ & & Q
@ O é@ ~ @
% Q

o
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Treatment Mean food consumption [g/bird/d]
(mg a.s./kgbw) | day 0-3 day4-7 | day 8-14
Females ’
Control 21 24 20 O\@ @@
202 26 29 24 S &
486 23 25 21 @JQ & @Q
810 16 18 18 ISR
1350 19 25 23 ) &% \© O & 2
2250 28 32 25 U AN N o8 @
Males Q @ N S

Q) %, < S
Control 24 24 3 © < o R S &
292 31 30 275 R o Q & &
2 N L@ QO o w
486 27 28 287 G D I N
810 23 26 SR A S
1350 6 22 ns & & O $ @% @
2250 2 2Rl E AN P &% S o §9
Gross pathology S N Q § > < @ @ o

. S
Post-mortem examinations reveal@“no %n@ng@% which were @c@ide@ tre%@%nt @&h‘[ed.\%
N SERCERS
Q@ o I%?JON(@USION% o & &

Based on this study the L%so Va@ for @wh@ quall@’xpose%’ to @oplo&%e wé@ determined to be
> 2250 mg a.s./kg b.w. o g LN

The study endpo‘g ext (@accor@ng @FS&@D ?@9 TEhe extr&p%atlon factor of 1.888

was derived from cti .1.253pbl r studies in Which 10 animals were dosed and
no mortality occ extr&p at Dsg\was cie m1n 0 b248@g a.s./kg b.w.

©©©
@@

Assessment and c@lclusiim b 8
This study provides v @mah@ the@leut tox1of u@ncohde to Bobwhite quails when
admnv@i@red via gavage an@an be used for riska: sessment I‘@ mortality or any other indication of

toxicity was obse upiNl;Zg dos Ve]w\jﬁ 225@&mg a@kg bw. The LDs is > 2250 mg a.s./kg
bw. The extrapolated LDso is 2.5 /kgbw.
R Qs @inpaigbe O g,
@ O ¢ \© o

@

Q O © NN
S Fo 8L
@@@"y\a
@7 O\Q §®©\
%o @%@@\
S v o &
@° RN
& An N
gE v,
2 Q
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Data Point: KCA 8.1.1.1/03
Report Author I
Report Year: 2015 2.0
Report Title: Fluopicolide: An acute oral toxicity study with the zebra finch @g/ @6
Report No: 263-177 S D
Document No: M-544294-01-1 S Q> A
Guideline(s) followed in | U.S. Environmental Protection Agency > S IS
study: Series 850 - Ecological Effects Test Guidelines OCSRP@Iumber 8502300 Q@»Z) L
Deviations from current | Current Guideline: OECD 223 (2016) %ﬁ , O .9 N
test guideline: No deviations N > A N
Previous evaluation: No, not previously submitted Qw @@ NS y\g\@ &

& S) [(\Q N & ©
GLP/Officially Yes, conducted under GLP/Q#ficially reco@\sed testing f@ties @U @
recognised testing r@ @ Q S @}
facilities: QL @§ . ’~ % O
Acceptability/Reliability: | Yes N V@f NS MRS
. S A 4 S o

Executive Summary % (o8 ) R Q> S @j @

Fluopicolide technical was administer

A
ral]@g&) 10 @ee tc&s@ m@&hs old,

R
5 females) at dose levels of 0, 125, ,

average temperature of 22.4°C with™an avgrage-selativeshumi
light per day. Birds were observed¥or %days @%)r mogtglity
average feed consumption wergymeasured fofdeach dosagezand

6, 1008-and 2000

performed on all mortalitiessil% on three bigds from
test termination, if availab(%. é& §9 @& @
1

k@%of % and>app

gebr@'nch%(S m§§ and

; a.s./@b.w@ird ere hetd at an
imatéy 8 hours
sublethal symptomg. Body weight and
trol gedup.sGrossqiecropsies were

e control é@upo agsl frog) each tf@atment group at
D

There were no mortalitie$\in th%:ontrol%rou rin
a.k@g dosage levgband

was 30% mortality at the 500
dosage levels. No arent
females in the 128250

e

L Q w
2@@% 256%9ng a;«ﬁ(g tment groups. There
60%

m@ﬁalitg@t the-1060 and 2000 mg a.s./kg
ody weighfQmongsthe surviving males and

eat@nt- elébed effgets
500 g ass, kg {reatmeti®gro

werg obser@d. For the surviving males

(1000 mg a.s./kg do

statistically 1

T fr

tatistically Qigher

m Day 7-14 than in the control. From

day 3 to d% 7 for'éhe sutviving,
statistically
ﬂuopig@@e was dete
S
¥

neddgbe 1
AN
AN

ay@ to Day 3 a&g@

m

al
igher th%?m the ntr(%@ased n this stue &]@6 value for zebra finch exposed to
O

e level) an%femal"@g (20(&(Nng a@/lgsaggi%vel) body weight gain was
in the_ 000@?§g a.s./Kg desage level body weight gain was

mé@.s./k AR

N Q S Q
N I.@ATE&%&’L AN@Q%VIE&ODS:

The acute ora]@oxml fluspicol t@cal (@ C6}§06—01—25, purity 100.5%) was investigated
in a test witfhnomita dgges of 0, , 2584, 50051000 and 2000 mg a.s./kg bw. Zebra finches

(T aeniopy% guttata) appeoxi ely@/ to
k Fation @ere

penssEach pen contfined one male and female, randomly assigned to pens.

fiXe p Ea@pen had floor space that measured approximately 58 X

of 14.6 grams atetest i
dosage groups in batteries

Each'dosage groupwas asgigned

mo&s of age and weighing 12.8-17.5 g with a mean
d astest organisms. Test birds were housed indoors by

26 cm with a ceiling of‘81 cn@ir were, fadintained at 22.4 + 0.2°C (SD) and an average relative

humidity of 70% 3% (SD)

¢ plivtope

was approximately eight hours of light per day during

. . NS
acclimation g0d

The test
intubatg@d>into

stan¢e>was

NI Q)
@br of

tthu ho

e te%The@irds were exposed to an average of approximately 388 of lux.

ed u@%g capggﬂes. A single dose of the test substance in a capsule was orally

bird using a capsule dosing syringe. The capsule was coated with corn

oil t}@ﬁhad

n dged blue with a food-grade colorant to aid in the determination of regurgitation.

F@in sing@ﬁird@vere observed for at least a one-hour period for signs of regurgitation.
Fo

owl
the tes
maintained of all mortality, signs of toxicity, and abnormal behaviour.

he initial observation period, multiple cage side observations were performed on day 0 of
rom test initiation until termination, all birds were observed at least twice daily. A record was
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Gross necropsies were performed on all mortalities and on three birds from the control group and from
each treatment group at test termination, if available. The gross necropsies included, but were not limited
to, a general examination of the exterior of the bird and an examination of the thoracic and abdorgjpal
cavities, including cardiovascular and respiratory systems, liver, spleen, gastro-intestinal trcacg@y

S

urogenital system. Following test termination, all birds were disposed of by incg:ration.
@

S N ©®

II. RESULTS AND DISCUSSION: @

R

X
Validity criteria (according to OECD 223, 2016) v@ Re@red Ohtined \, @Q
%

. S
Mortality in the control Q @‘é% Q% /\Q N
S @

o N s ©
There were no mortalities in the control group, o @he 125 and 250 m@a S. /kg@re ps,
was 30% mortality at the 500 mg a.s./kg dosagg level and 60‘7 ort&g%/ at 4;5@’1 0003hd 2& mga.3./k
dosage levels. Signs of toxicity noted at 25%‘@ a@kg ove fixclu depéessmn reduced
reaction to external stimuli, prostrate posture, v&ﬂ ear@ce and’ let %rgy %
regurgitation were noted for any of the bitds’in the contrel groyp or fe%the liyds from the O
500 mg a.s./kg treatment groups. Ther@as 1& re l@ltatl&l see@ th F@O s./ doslevel
and 30% regurgitation at the 2000 i./kg dosa 1 th 1rd ﬁ re((%urgltatmg
resulted in mortality so regurgitatiga did n@r affeet the cﬁcula&n of @ Ds@ lueQ

When compared to the contrg@oup,&g@re V%@% noar@rea faent- r@ed e@cts on\body weight

among the surviving males an§Yemadles 1r§ 125, %30 and 500 r@"@\ S. %g treatrgent @ups The slight
loss in body weight from Dayr-1 te Day as statisticajly significa 1006and 2000 mg a.s./kg. At
the end of the observatlon@erlod@tes@ su; 1niblrds had re %red@m %@ nitial body weight

loss. S @ O
& S %@ Q @@ R & IS é\@
@ S @ QII CONCI@ON%@ @

The acute oral 50 V e for %bra Q@nch e sed ﬁQ 01 as ca\lpulated to be 1105 mg a.s./kg.
The no-mortatity le;gwas 950 mg@.s./ki., -ob §ed- gyel was 125 mg a.s./kg, based on

signs of tO)%:lty obs@rved at the %O m%a . /k@dosag eve

I o ﬁ(x >
Assessment and gmclusuﬁa bv @phcﬁ W;\ s §\
This study prov, @s valid g{gfr}la‘u \on @’acute@oxm@\y of fluopicolide to Zebra finches when

administered via'gav be.{i¥ed for risk aS¥essméiit. Toxicity was observed at 250 mg a.s./kg
bw and ab heﬁ 1@@1 05 ‘g%g) a. &Q@ bw\§ I}Jﬁ
<

N S
@
N f@@é}@j@Q@@\
G @ © 9
gE v,
N O S
T & O
N &
@9@@%

and
)

o

@
S

O
S 5
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CA8.1.1.2

Table 8.1.1.2-1:

Short-term dietary toxicity to birds

Short-term dietary toxicity to birds Q
- @
S
Test substance | Test design Test Endpoint @E}Reference @(D ©)
species & & D
?O‘itfc‘ffy Bobwhite | LCso g ppm N
(short-term) quail LDDs 4 mg a.s. /lg@@@w/day
N
Fluopicolide @ §
. N g
dictary Mallard | LCol  >5620ppm ",
toxicity duck RDs, €73 ga bwiday
(short-term) QO @ & 6% (@-‘
N > @ Q S
YIS > o
M-01 dictary Bobils %\ @?38 S O
(2,6-dichloro- | toxicity & 30 %z & ppm
benzamide) | (short-term)
Data Point:
Report Author: °
Report Year: ©)
Report Title: QD A@63 8%06 Te%hmcal @wtagﬁCSO@udy with the Northern Bobwhite
Report No: 4 B0037¢8 VY @
Document No: < QM-2467 13- ON N o
Guideline(s) fo@%’ed gy [CJ@?\EHV;ﬁ@@,gmen rotec& e\ﬁé@es 85&;Pcologlcal Effects Test
study: delin: PP%
© @ \ZFIFRA@ubdl sion %Sectlo 982)
X % OE@Gul e 205%1984) «\
Dev1a9@% from currer@ @od: Déviati gﬁom@rrenb:gwdeln@%ANCOB029/99 rev.4:
test guideline: S %aecisiov&ﬂata c&d notwhe ob@%lned dirgetly as recoveries were determined at
§ ree grfferentgconce ions@yithoyt replicates. However, the overall recovery
<) % data@eross differentconceptration, onstrate very good recoveries and the
@ @Q 510n Galcula forn&se daga accounts for 3.1 and 0.6%, respectively, for
\©) < gl§ hod n therefore be regarded as fit for purpose.
tud urrent\&uidedite: O 205 (1984)
@ g |T peréture oftthe bro&‘d?lng compartment was 40 + 2°C, slightly greater than
@ the 8°C re ndpd by the guideline. The relative humidity was 24 + 5%,
2 % ow t@fran \7 5% recommended by the guideline. These deviations are
N @\ ot e(ge}ected mpa@ he study results.
Previous evaluagyn: evaluaféd anﬂccepted
& N AR (. R
GLP/Ofﬁci N @s, conductg e@' der GLP/Officially recognised testing facilities
recognls estm @C §? A
faCllltle\& O
Acceﬁ&blllty&;hab@ QZ%S

©

ary

e

uumm
Bobw ‘(-' quail chicks (10 days old) were exposed for 5 days to nominal dietary concentrations of 562,

1000, 1780, 3160 and 5620 mg fluopicolide technical/kg feed (ppm); 30 chicks per control; 10 chicks
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per test concentration; unknown sex. Birds were held at an average temperature of 27.3°C with an
average relative humidity of 24% and approximately 16 hours light per day.
Birds were observed at least once daily for mortality, signs of toxicity and abnormal behavigur. S
Individual body weights were measured on day 0 at test initiation, on day 5 and at termination §f the
test on day 8. Samples were collected to verify the test concentrations adm1n1st%ed and to cor@m thé0’
stability and homogeneity of the test substance in the diets. ©)
There was a single incidental mortality in the control group. There were no nfértalities or ov&f SL s of
toxicity in the 562, 1000, 1780, 3160 and 5620 ppm groups. A single bird.&t 1000 ppm @ w1tk@
a swollen leg from the afternoon of day 4 until test termingtion. Additionaly, one bird a5 62&9
euthanized on day 4 of the test due to a severe leg 1mur3§%ll other b1r@ at all test c@en ons Were =@
normal in appearance and behaviour throughout the t here wer effects on, {&d @ [@’n at é
any of the concentrations tested. Compared to the céol group, t © were no trétment tel ffe
on body weight at 562, 1000 and 1780 ppm. RIOIIS in body ga1 t 31 and 5620
were statistically significant during the exposur erlod and the <ntire t s1s iet
samples verified the test concentrations admlmstered@gnd Cc rnk the s@ 111t§d Hemogeiteity of
the test substance in the diets. @ @ %
The subacute dietary LCso of ﬂuoplcohdégo IO%y ol@Bobv‘@lte uall c@cks 1s@eter@ed @%e
> 5620 ppm, corresponding with an LDQ% of &5064&}1}; a& @‘kg b@%l \ é\g .
s & &

@MA@RIA@D METH%)@ @ @@ § %@)
Fluopicolide techn., purity: 97. 1, Specification (Batch N@QZOQQ 90@ /2, Bobwhite quail
(Colinus vzrgzmanus) chicks {d-days-6ld) were exfpsed {ot 5 to nominakdlietar§sconcentrations
(techn. a.s.) of 562, 1000, 1780, 3J 60 and@m g as/ feed @pm} 50 chlggs per control; 10 chicks
per test concentration; unk@own &X. D@ary concentrations W& i, purity of the test
substance. Water and feéd wer rov1de% n@urm “climation du i@ the test. During the
test average temperatiise in t@ d%g co art t of¢he p Ié%vas @ +2%C (8D). Average ambient
room temperature fgg,this study was 27 & 0.6 1th an averége reldtive humidity of 24 + 5%
(SD). The photop&siod v@ Six% e@ hoig 0 hght p ng %chma@»n and throughout the test.
The birds were &posed\to an ‘ﬁyera cofa oxm@mly 1 luxom@ initiation until termination,
all birds wer@ser at lgygst onCe dald% mo%hty, stgns of (¥Oxicity and abnormal behaviour were
assessed. Individuaf®ody %elgh@)wer %fas 0 at tt iniggation, on day 5 and at termination
of the test.on day 8. Foklgwm@e e@ 1o%b1rds§ét &@i‘camed on untreated diet for a post
observ;@n period of@ aysyy

Samples of the test digts w, ?e co ggted t@nf Qlzlsle t oncgﬁmtlons administered and to confirm the
stability and homqgeneity of thgtest &bstan@vm th 1ethomogene1ty of the test substance in the
diet was evaluat by 160‘$ SiX @np $¥fro e t(}@mlddle and bottom from the 562 and 5620
ppm a.s. test d s at para@g)n ox&ﬁ%y 0. ©he hofabgenc#y samples also served as verification samples
for those coticentra 1on% ne \@I‘lﬁ won sﬁ%lple @as collected from the control diet and two
verificati samples were col@ed m c re %mg treatment group at preparation on Day 0. At
the endQf the exposuxe perio ay 5), on as collected from the control diet and two samples
werecollected frophall treagm @rou& et@ mine stability of the test substance in the diet. The
saniples were collected @ fe@> remanying @e feeders.

@° SIS
SR N
o NI R@%ULTS AND DISCUSSION:
Valldlt@}erltera@(acc@{ng @ECD 205, 1984) Required Obtained
Mo@ty 1@ COP(@I < <10% 3.3%*
N @ 5 o 5
@ con@@l@ltraﬁo@nah@ned > 80% of nominal over the 5 day Fulfilled
IS exposure
Effe@n the lowest treatment level No effects should occur Fulfilled

* Incidental mortality (one bird)
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Short-term dietary toxicity of fluopicolide to Bobwhite quails.

Test substance Techn. a.s. | >

Test object Chicks (10 days) , & N

Exposure S dietary @@

[mg a.s./kgfeed] | [mgtkg bw@g&

LCso [mg a.s./kg feed| > 5620 &20642,

Lowest lethal effect concentration (LLEC) >5620 2062 _|©

Lowest observed effect concentration (LOEC) 9 < 3160 * S O14R.8% &Y

No observed effect concentration (NOEC) XY 01780 4 377,99 &@
* based on body weight ® AN ©

@ & r Q& &
S) R o & A © &
. QS(} N @ R O © @

Observations: Y ® N @ 6\ %, @
Mortality and clinical observations & @@ w\g@ Q% @%’ N >

o i Bl s
There was a single incidental mortality in ﬂ% con gro@ The@we ¢ no treatment @late 0rta®
or overt signs of toxicity in the 562, 10(@9178%%160§@d 5620 ppm atm@t greyups. A s1ngle d at

1000 ppm was noted with a swollen | om the afteffbon o%day 4@.11’[11 ﬁ@}t ati Add@onally,
one bird in the 5620ppm group was €ythanized on‘day 4 @the t e All other
birds at all test concentrations we@norma n e%%arage and@hav U thr@ hou te%
o < & N &> @©
Body weight and feed consu‘%ﬁ%iqu o AN b @ @
- N - % 2
Treatment | Mean b&d?w eight* SDgg| S SR @ D
(ppm) day 0 w dq@i% &%ﬂay 80 ‘ Ag@%' 0-59 ‘ Aday 5- gAY ‘ Addgy 0-8*
Chicks NGNS SO
Control 2082 3123 [ 4004 u@ By ) 20%3
562 AT 3042 (32 0] 10x] O [8@2 N[ 19=x2
1000 D208 [29+2 379 [a0x2y,  [&2 18+ 3
1780 | 20@2  (31x4  |39+x4 [P+ &2 @ 19+3
3160 . 2 2012% 2923 |4 O oxx2 @[30 17% =3
562008 20270 [ 2004 $36+5 8@%2 2 16% + 4

* Statistically dlffere the Gontrol group at $
AMean change in wei ere c%}culﬁom 1&1V1du angeé bo%velght

Treat t©§ Me@il)foog\@énsump\t)IOIKL@ ° @ 0@
reatmen Exposur@’eri D Pos@?xpos@%l)eri“d
(pm) ’ O by At
& |day0s S 200,
Chicks AN ~ SN
Gantrol I SIENGEN IS
562 L Y g [k
1000 JIl N & & [
1780 1’ & 18
3160 &7 [aF Y RS, 13
56208 39 N 13
SEY

&g T
&
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Treatment |bwday 0 |bwday5S |meanbw day |mean FC day 0-5 | FC/bw* Dose*
(ppm) [g] [g] 0-5 Ig] [g/bird/day] [g/kg bw/day]| [mg/kg bw/d]
Chicks ° 6
Control |20 31 25.5 7 274.5 0.0 .5 £
562 19 30 24.5 7 2857 &y [160.6 o5 ]
1000 20 29 24.5 11 449.05> 449.08% &7
1780 20 31 25.5 12 470.6 8387 ¢
3160 20 29 24.5 11 ¢y 5490 4188 7 &
5620 20 29 24.5 9 D13 Juey @ [.@
bw = body weight, FC = Food umpti Q) Y S O
* Valuss got glrg;sented in so'ﬂf)ldyC ?:;orr:pclz?lzulated on the basis @sults for FC, @vﬁ and treatment éﬁ; giverg Sm@epor@%
2) S &
Q'?Q} N LD N \© <) @
X N . T T AN
A A T S
Q @ X é v @y AN
s & & ° o .
SRR > A& & & @
o O @ .8 SN Q x &
R & & s & &g ©
SR y O &S s
RV o D § © o L
o & TS S U
R & o ©
e QO N O Q Q
N % 9 § @ @Q ™ Ko N
v e O ¥ O K )
S TS o S 90
&  .§ % & @ @
S QO NN e SN
S ISR
& £ .0 O « SIS, @
AN & O
& 2 A ® @
QD & & & & & &
A \@ \Q SIPCHR '
SRS Q
§ RN > & >
@ 9O g © o .0 %
VW 0O O S & D
¥ o K £
= S & 2 T
@7 °\@ Q @ N
Q AN N @} ">
'27\7 Y\g @ o @ Q @
S @ &@\ O
@%
S N
& S @
% Q
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Analytical results

None of the control samples showed any indication of the presence of the test substance fluopicolide.
Diet samples were collected from the 562 and 5620 ppm a.s. test concentrations and were analys
evaluate the homogeneity of the test substance in the diet. Means and standard deviations for th&two

test concentrations were 558 = 14.4 ppm a.s. and 5790 + 101 ppm a.s., respectiyely. Samples c@ecte(@’

during the test to verify test substance concentrations for the 1000, 1780 and 3¥60 ppm a.s @ets
means of 1020 ppm a.s., 1780 ppm and 3300 ppm a.s., respectively. These valires represente 10

and 104% of nominal concentratlons Analysis of diet samples collected f%m feeders a g eld@

at ambient temperature for 5 days averaged 103, 102, 1 105 and 10{% of the da&@bvalu
562, 1000, 1780, 3160 and 5620 ppm a.s. test concentrafi

5 s
Full details and acceptable validation data to suppo @ s method %ﬁpresented w@nn doame fM-C
4, which comply with the EU regulatory requlre outlmed within S@NC 29/&9 rev @;1 @&
\ RN
III. QONCL@@iONs@ & %@J S N

The subacute dietary LCso of ﬂuopicohd to 10 y 01 QBob e q 1 Cth S 1sé@ter@d ta be

> 5620 ppm, corresponding with an LD 42\mga kg b @
”@ % SFCIF
Assessment and conclusion by ap@ican% @’ §) S @ ©
This study provides valid 1nforn@10n the ort-t to;@nty (éﬂuop@%hdego Bobwhite
quail chicks when administeregyovers§, %;ys @’the@t an@: sed for ns@@ses&ment Toxicity
was observed at 3160 ppn@m S%g a@/kg bw and%bove e ECso 1 >"562@ppm (LDDs >
20642 mgas/kgbw). N © @& Q %
o © & S B X
Yoo, & o § V8
v @ °\ @ Q& "\
ST e &8 ORERY
@ S SN @© @ @
O S YN S e
S P R O
¥ & .0 O o« ¢ & S @
A S %
S & & @ o @S
A 2 O & O 8
SE®) S
§ RN > & >
o O ¢ .09 o O @
QOO O N O D
O K &2 o
<) S o L2
@7 9 Q @ @ N
N A\ N @§ 9
N (g @\ R Q
@° N >
s A &S 8
& o &
& &EF
& Q
< @ & <

e

@
S
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Data Point: KCA 8.1.1.2/02
Report Author .
Report Year: 2002 .0
Report Title: AE C638206 Technical: A dietary LC50 study with the mallard & @6
Report No: B003709 D o3
Document No: M-240714-01-1 S Q> A
Guideline(s) followed in | U.S. Environmental Protection Agency: Series 850- Eco@&wal Effects Test d IS
study: Guidelines OPPTS Number 850.2200 (1996) @ @ L
FIFRA Subdivision E, Section 71-2 (1982) &% . ) «J?
OECD Guideline 205 (1984) @) & \ N
Deviations from current | Method: Deviations from current\guideline SA§68029/99 r@@t NS y\gw &
test guideline: Precision data could not be obtained directly dSrecoveries were dete@ned O
three different concentration§vithout reph@&es However e overalfrec ry @
data across different COI@BUOH demonstrate vg ' g0 cov S and the &

precision calculated forithese data @nts 0 and 0. 6%respec% ly, {@
both time points. Thegnethod@gh therGgore bégegargg as fit$or purpose. %
Study: Current Guid&€ine: OBCD 2@&(19
The temperature %he br@dlng @mpa nt wa@O C sh@%’ly t@ the sy
— 35°C recomnregded bNhe &Nehne@"hls da&ytwn@ ot &ﬁpected 1m
the study resqéf} & @ L\ﬁ

Previous evaluation: yes, evaluatéd an g%@epte
1nDAR(;Q%)g§ @ < & S’ @éy

GLP/Officially
recognised testing
facilities:

@&

Yes, co@ucteg@under %LP/O@lall

N

Y& gm@%est@facﬂ@ N

S

Q

Acceptability/Reliability:

N m

&

o,

Executive Summary

Mallard duck chic @&0 da@ol

1000, 1780, 3160
per test concen

average relati
once daily fi

g
&

o,

S

&

@
9

Y

€
v

L D
RIS

& O
vere gxpos

die‘ui% concentrations of 562,

O
%mor@ 1ty

5620 mg i@j)plc@de tec

WRknowir sex.
of O%a

xg;gns of to

irds Wwere held at
prg%mat@ 16

oxicity andZabnoginal

©
e§§r S@S to %ﬁmil@

fee@(ppm); 30
urs i

nd atYermg

icks per control; 10 chicks
aveggge tefperature of 22.7°C with an
per day. Birds were observed at least
beéBaviout? Individual body weights were

tion

measured 68 day 0 at tgst initiatron,

day

the test on day 8. Samples were

verify the st ¢

collect@ o1
the test Substance ingh

diets.

o@ntra ] admlnlsd an@o co@rm the stability and homogeneity of

Xﬁ birds in the control and in the treatment,

There were no mo@ ies iy the trokar % teq%@e pS.

groups were norégal in u@}gpeaﬁ behayour throug the test. No overt signs of toxicity were
observed in alktreat Q gronps. There W@no tiggtmengyelated effects on feed consumption at any of
the concentﬁé@ons te@ed en o?npar to t %ontr roup, there were no apparent treatment related
effects onbody weight a ds al@ 1 and 3160 ppm during exposure period and for

ally g&mf

tion of weight gain compared to the control was

the ent1§est period. ﬁ@statl
observed’at 5620 p uri %the e osuréa,n

any\%’dlcatlon of*the
concentrations administ

d po@exposure period. None of the control sample showed
t%@}bstance Analysis of diet samples verified the test
ed @ cor@rmed&@ stability and homogeneity of the test substance in the

diets. N
The suba@wt&gﬁcsﬁ ﬂuofi\fcohc@to 10-day old mallard duck chicks is determined to be > 5620
ppm, C(%T@ ond@ w1t@@n L@so 0f$2946.4 mg a.s./kg bw/d.
% § D @
$ @& ‘@%
& &

&
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I. MATERIAL AND METHODS:

Fluopicolide techn., purity: 97.1 %, Batch No: 2050190/PP241024/2, Mallard duck (Anas
platyrhynchos) (10-days-old) were exposed for 5 days to nominal dietary concentrations (techn. a of S
562, 1000, 1780, 3160 and 5620 mg a.s./kg feed (ppm); 30 chicks per control; 10 chicks tes
concentration; unknown sex. Dietary test concentrations were corrected for purigy; of the test sﬁan e.
During the test the average temperature in the brooding compartment of the s was 30 = °C (
Average ambient room temperature for this study was 22.7 + 0.5°C (S% Wlth an average @atlve
humidity of 50 £+ 6% (SD). The photoperiod was sixteen hours of light peiday during, a@hmaﬁ@)n a
throughout the test. From test initiation until terminatior 41l birds w ¢0bserved atzs@ast e d@
mortality, signs of toxicity and abnormal behaviour weére assesse nd1V1dual htssyere &
measured on day 0 at test initiation, on day 5 and %{ermmaﬂon Bihe test on &v@
exposure period, birds were maintained on untreated diet for a po@obs JclthIl&Q rlo of dags

Samples of the test diets were collected to verify ghi@test conces\ratlon@ miniStered @d to nﬁrr@he
stability and homogeneity of the test substance n the dlets $m0 é%lelty @f the &t suB%tanc 0 the

diet was evaluated by collecting six samples top, ddlezand b@om the%’62 5620
ppm a.s. test diets at preparation on Day 0. The ho;@g s als@erved 1cat am les
for those concentrations. One verificatign sample Wsa,s callec ed control dief an.
verifications samples were collected ft, eacg\ema g trea rne rou re atlo&pn D
the end of the exposure period (Day 3§on %mpl %cted?&pm the) ont dietghd two amples
were collected from all treatment grou deteg est s@sta n th@dlet The
samples were collected from feed@mal(%ng 1n@1e fe@rs @
e AN
N IFRES@LTS AN DIS&JSSI(@ % Q
Validity criteria (accordirgto O@D 2@19@ . Requlredv\\h@ @ y\?@ Obtained
Mortality in the contro] @@ %@ h@ @0% \%% @ 0%
Test concentration (@taiged <§ Q@ § @@& aai(i@(:pofsﬁ(r)g@ al ower'the 5 Fulfilled
Effects in the 10}@% tre%@ent 1@%1 A ﬂ"\\# @%ffec@houﬁ@ccur Fulfilled
Q O N (433
Short- term@etary t@qmty of ﬂu@nco]%e to @llard @cks, @7‘”\:
N ey o
A @ NN
Test Substance @ O & O . Techn. a.s.
Test object Q) & D @ G Q Chicks (10 days)
Exposure N & > @ ) AN dietary
S & @ - s [mg a.s./kg feed] | [mg/kg bw/d]
LDDso @ O g .¥v O O W > 5620 > 2946.4
Lowest lethal effect ¢ con@@ratlmﬂ\'LL & S > 5620 > 2946.4
Lowest gﬁerved effect conceqﬁitlonﬁfﬁ E,Q@ o 5620* 2946.4
No observed effect condentration (NOEC) & s, 3160 1394.8
* based on bod igh SN
ased on body weig § @ E Q@ @\
¥ N
N N
Ca &S R
& S @
Yy O & 9
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Observations:

Mortality and clinical observations

There were no mortalities in the control group and all control birds were normal in appearane@nd @6
behaviour throughout the test. In addition, there were no mortalities or overt Slié()f toxicity 1n@e 562007

1000, 1780, 2160 and 5620 ppm treatment groups. All birds in all treatmeng~gfoups were @rma@l
appearance and behaviour throughout the test. @ s O\Q
| | 3 & & &
Body weight and feed consumption R N e X
©@ & %, S S
X @ < Q\ @ &@
Treatment Mean bodyweight = SD [g] S @ S é\a o
(ppm) day 0 ‘ day 5 day 8 ‘ A dQ@-S ‘ A day$-8 ‘ A day 098 N @© @Q}
Chicks ) 2 o & o
Control 156+17 | 287434 [ 38343 [ 182+£20 [ @p+13 ] 228+30 «;5@ Q
562 15719 | 288 £36 | 384 £50 1 131422 | W6£3% | pa7+48] 'S %
1000 157419 | 20141 | 390447 T 134226 O 10089 [O0B34+%0 | & ) , -
: Q SN
1780 156 £20 | 275+43 | 367430 | 110+24 | 92% 18] 212839 @7 @
3160 15620 | 27936 | 365 53,/ N122520 [ 8628 | 2084360 §
5620 153+ 16 | 259432 | 3@ + 43" 106%£ 23,5 862J5 |cjo2* @ | & ©
* Statistically different from the control g‘r&&p))at P @05 ° b \U@J @@} N @ 9
) S @ © @Q @Q °<\9
Meap, food@nsun@’lon }@ @ § & @©
Treatment Q é
Exposu : Period %st-Exposure Periog 4 ©
(ppm) eSO N N .9
day 0-5 o S @ ay 6% QN &
Chicks ~ 7 3 & oy & ¢
Control w, 968 9 O g%2.Y N N o\@
562 <o 1T 7 @ 5168 Q A&
1000 & Q106 . D 16 IS @@
1780 O N\ 08 o NG A N
3160 X & ® O k7 Nl m§* @
5620 ¢ MR N >
> ST E o Ty
A TS ~ Q
Treatment | bw @ Bw dayS. méan bw|'m C da%ﬂ FC/bw* Dose*
(ppm) [gb) »[g] ((\@ G 5@»@ @’ g/b /d@ [g/kg bw/day] [mg/kg bw/d]
Chicks A \)@ oS
Control P56 © 287 > [2245 @ 56 @ 433.4 0.0
562 < [157 288 Y 2025 971100 494.4 277.8
1000 & [157  «7291R 224,60 [106 4732 4732
1780, 156 > [235 @ 2183 )% 417.6 743.4
3180 156 @79 @ 2175, O |96 4413 1394.8
5620 5B . & 206. Q 108 524.7 2946.4

* Values not @ntem\ﬁud @ort CéWulate@n the basis of results for FC, bw and treatment rate given in study report
bw = body V& t F&g Food@
@ @
@ & v o

&



) Page 26 of 389
A

{BAYER . . ,2020'08'_05
E Document MCA — Section 8: Ecotoxicological studies
R Fluopicolide

Analytical results
None of the control samples showed any indication of the presence of the test substance fluopicolide.

Diet samples were collected from the 562 and 5620 ppm a.s. test concentrations and were analysggd o S

evaluate the homogeneity of the test substance in the diet. Means and standard deviations for th&two

the test to verify test substance concentrations for the 1000, 1780 and 3160
1020 ppm a.s., 1780 ppm and 3300 ppm, respectively. These values represen

diets ha @ieans@gC
102, 100 an

test concentrations were 558 + 14.4 ppm and 5790 + 101 ppm, respectively. §Sles collecte@uriné@’

nominal concentrations. Analysis of diet samples collected from feeders &fter belng h gblem@

temperature for 5 days averaged 100, 96, 101, 100 and @4% of the d@wo values foNhe 5
1780, 3160 and 5620 ppm a.s. test concentrations. \e @

4, which comply with the EU regulatory requiremeft outlmed within S@NC 29/&9 rev @;l

\%@’6%@

@ @ Q
Full details and acceptable validation data to supp @%S method %§presented w@mn doame M- C@
} i

118 QONCI@@@iONs@ S
The subacute dietary LCso of fluopicolide t 10 d ard @k chiok s is d@ferr@edt > 5620
m, corresponding with an LDDs, of > Aeg a.s bw/d. < @
pp p g 50 %9 ‘Qg %kg % Qi §
Assessment and conclusion by ap@ican% @ §

9
This study provides valid 1nf0rma@3n s the s -te §0x1c@1 of fé@plco@ﬁé t@@éllard duck
chicks when administered ove@) day&,m th 9§ can edMor risk . Toxicity was
b

observed at 5620 ppm (294@4\ mg a3. /kg@v) an oveKThe @ 30 1@5 56%) ppm (@ Dso > 2946.4

mg a.s./kg bw). o ((%& @@ Q \ 2
o, E4 N % N
RN " & § N
S e Fe Ty o
s
§ & v

O S N &
S Fo &F &b
AN . & O @
& S Q) 7
N é}@ﬁ@b@@@\@’
A \@ \Q o & O~ §\©
§&©\@’%é§@
@Q%Q@»@%o%@@
o N .U O .0 @
@Qﬁ@\\\@
¥ o KN & o
S S oF LD wl
& 2 QY&
@%\&OQ
B %@Q@’@@
N @g@\ Q&©
> &
&@%%é@&@Q
§Y§©%©@
> O o
S F oy ®
@9@@%

@
S
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Data Point: KCA 8.1.1.2/03
Report Author I
Report Year: 2003 2.0
Report Title: A dietary LC50 study with the northern bobwhite AE C653711 @g/ @b
Report No: M-225551-01-2 S oy
Document No: M-225551-01-2 S N
Guideline(s) followed in | U.S. Environmental Protection Agency: Series 850- Eco@&wal Effects Test Q°
study: Guidelines OPPTS Number 850.2200 (1996) Q @ L
FIFRA Subdivision E, Section 71-2 (1982) &% O e P
OECD Guideline 205 (1984) (9 & SN S
Deviations from current | Method: Deviations from current\guideline SA /3029/99 r@@t NS y\gw &
test guideline: Recoveries were determined ag three different@phcentrationsn dup@ S Q)
However, the obtained datggmonstrate Ve@good recove&@ and the re@ @
The method can therefo@ egarded as fi ose Q @&
Study: Current Guidelin&&/OECD 205 \ Q>
The mean concentratign in thegliet o@y 0 aﬁd day T the fedder Vs@s 78%in the
lowest test concentrdBon, slightly 0% @fﬂ ed 1&the gu%ehne .
Since the mean cggcentr: in tiw dlet \@s always > 80% at higher @ SN
concentrations relevant for endpeint d%vatloné%us d@ tlo% not ex t
have impactegrthe study resulgs, 7, §
Body welggé@am was affe§ed at @—H\test 10@@9 § N @@“Q ©
Previous evaluation: yes, evalyated a cep w\, ©
in DAR 05),]1@c < ®\ @b m@? RS
GLP/Officially Yes, @nduc@&%nde@ﬁim(@ mal]@f)@coed te@ng fi t1es
recognised testing N @ @ &
facilities: Cy & O L e 9
Acceptability/Reliability: |Gfes @ NEEY NS i
A % 7 @ @ R §
Executive SummaryQ @@ © @ é N N
Bobwhite quail ch (1 days c@ we@expos% fi days@ nominal dj ctary concentrations of 562,
1000, 1780, 316@5‘0d&@0 mg *M-01 f? 6- lorok@ za AEGO 5371 1))/kg feed (ppm); 30
chicks per ¢ per t congentrafl fton; ex. Birds were held at an average

temperature o
day.
Birds

9
mortal@lgns of

wm& average re%tlve K@lmld

observed t@lce

and@)pprommately 16 hours light per

, e@pt on day@ (4 ﬁerv ns) and day 8 (1 observation) for

1ty ar ab ormal «@hav out. Ind%'lduacl\ ody weights were measured on day 0
at test initiation, (@ y 5%nd at@rmn&@o he t@%on day 8. Samples were collected to verify the
test concentrations adm%lster nd f.con the stabilif$rand homogeneity of the test substance in
the diets. Therg was “Q orfality it ghe c@%rol p amg no treatment related mortalities in the 562,
1000 and 1 ppn@gro py. | tﬁe 3160, and 5620 ppm groups 5 and 7 mortalities were observed.
Clinical sL%ls of tox101ty§ere Wbservadsat 1 pprzand above. Treatment related reductions in feed
consumptbns were obSgrve 3160%nd nt’ Dose responsive reductions of body weight gain

were obgerved at
ad%?n)stered and confir

the lowest treatment lev@whe@
tary L(Cso

The subacute

treatment ﬂevels %naly@ of diet samples verified the test concentrations

he N @bili nd l@]ogenelty of the test substance in the diets, except for

fAominal was measured.
0& 6-dighlorobenzamide) to 10-day old Bobwhite quail chicks is
orre§?ondl@g with an LDDsy of 1171 mg p.m./kg bw/d.

@%

RS

@ Q
@@

NS
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I. MATERIAL AND METHODS:
M-01 (2,6-dichlorobenzamide (AE C653711)); purity: 98%, Lot number: I8499A, CAS Number: 2008-

58-4. Bobwhite quail (Colinus virginianus) chicks (10-days-old) were exposed for 5 days to no@;al S
dietary concentrations of 562, 1000, 1780, 3160 and 5620 mg p.m./kg feed (ppm); 30 chicks per:o trol«;@@

10 chicks per test concentration; unknown sex. Dietary test concentrations werggorrected fo ity.0
the test substance. Water and feed were provided ad libitum during accli n and duridg the
During the test average temperature in the brooding compartment of the pens was 38.4 41.4° D)
Average ambient room temperature for this study was 29 + 1 1°C (SD) w1§gﬁ%1 average refative tmidi
of 59 £ 4% (SD). The photoperiod was sixteen hours of 1iglft per day durfog acchmatwg?and{ﬁoug

the test. The birds were exposed to an average of appro imately 17 b . With theé?cep fon of da Qg O &

and day 8 of the test, all birds were observed twice d ly. Birds wer @oserved on four ocey ion

0 and once prior to test termination on day 8. u lowing th dav@exposg pe{md bi€ds We@

maintained on untreated diet for a post observatl@enod of 3 ays. Q ¢ @

Samples of the test diets were collected to verify the test.concefitratigis adm@ister@and ﬁ&con T the

stability and homogeneity of the test substaré in thg“diets m&genel@o est su%sta%:c in the
m

diet was evaluated by collecting six samplgs fromithe t Smiddt@and Gottom d 5@2‘0
ppm test diets at preparation on day 0. The homeogeneitfrsamples alsoServeddAs verificatio for
those concentrations. One verification ple was co@cted{rm t@%cont‘m dlet@[d twg, Verlf Sitions
samples were collected from each ren@lmgreat tg para@ on the eg of the
exposure period (day 5), one samp],g@as colected ffom the cong di d twdysa s wef@collected

from all treatment groups to detégnin tabiligy of the teststal@e in é@ dle@ he- %\fnples were
collected from feed remaining i@the f'eg ers. @’ @j@ @ @ K
N AN

S

%f

Qﬁ @, & @ .9 &
) OIL. @UL@ND D CI[J§§ION @ § N
Validity criteria (accordlng t@;}ﬂc 05, g q .
1984) % . Reg\@ed o é& N ;\ %btalned
Mortality in the co@@l @ N <ﬁ%% @ @ = 0%
@) Ns 80°
Test concentrat@@ ma@med S & 2 exi%/ (Nrf no@él ovéthe 5@}/ I;glzﬁ;ﬁi)(excep tat
AN
© S %\’/ ST 9 @U ® reduced bw gain over
Effects in thg lowest treatment le&@ % @% effeéty sho@d occ 5-d treatment phase
D & IS in all test levels

o Q % )
S

S N N
Q & &, - NN
Short-term dieta@@oxic'&y of @@1 (@dic%@oben@mid@to Bobwhite quails.
& \VQ @@ & PSS ~
@) NN S M-01 (2,6-

Test substanee S & Qe D dichlorobenzamide)

Test objegh o NEFIENGEES Chicks (10 days)

Expos§P N < N @ dietary

LCs [mg p.m. /kgxﬁd] S @ N 3867

Lowest lethal effect congentration (LLEC) [n@).m./kg feed] 3160

Lowest observegdheffect conceatratiof(LOEE) [mg p.m./kg feed] 562 *

No observed:effect chiicentfdtion {NOECA) g p.m./kg feed] Not determined
* based on bo@&/m@ @ §9 @

g S

@
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Observations:

Mortality and clinical observations

There were no mortalities in the control group. There were no treatment-related mortalities in th@ 62

Qb

1000 and 1780 ppm groups. A single incidental mortality occurred at 562 ppm agr a chick had@cape@’

from the brooding compartment; this was not considered treatment-related. IS & &
oy N
Cumulative mortalities &% N § § \245@
an
Treatment | Exposure period S jost exposur@en@ @ @
(ppm) day0 | day1 [day2 [day3 |day4 [days Qfday6 | @&&y7 Of day® S
Chicks @ S O X 9 G
Control 0/30 | 0/30 | 0/30 | 0/30 B0 0/30 @30 o] 038 ] (730 S
562 010 [o0/10 [ 0/10 [ 1410 1/10 B0 110 [0« P11
1000 010 [0/10 010 [0/10 & [0 [N10 v [ 00 @010 > | o/l
1780 010 [o0/10 o010 [o10 7 edo Cfo1g0” [ofo Yong  Lewo o o
3160 010 [0/10 | 0/10 [0g®y - [D10 " | /10 5108 | 510 5109
5620 010 [o/10 [or10 [ #10 . SN[ethy k10 S T7AQ° /W10 7/50°
O

AMortality determined to be incidental, not m@lded (ii:\he cal tlor®the L%ijalug @ <
N O 9
Clinical signs of toxicity (1nclu(@§g rufﬂ((g;i ear WY dro@ lo hn@vea@ess, loss of
ab@@

coordination, and lethargy) Wel@noted\'g?lo prn $ S ©©
& S &@Q 2 @)

Body weight and feed con,sumptl@%ax @@ @& @ @ @Qj \25@

Treatment | Mean bﬁyw?@t't + SD [g] § @ (§ X &

(ppm) day 08 ‘ (@ 5 ud dayf§ ‘ @ifay 0-54 ‘ ®\clay§é8A L%d ay 0-8*

Chicks & NEREEERER

Control 20x2 93083 7 [dox4 ] 1142 @ 102 | 213

562 D202 [23+3 334 [ 432 043 ”\a 14+ 4

1000 O 19g2 (20+4 3087 937 Ol0+4D 11+6

1780 . © 202 | 19437 [20:5 OF-120 o[ 8+3 7+4

3160,0 19+20 11582 &N=+2 483 X [ &1 3+3

5620 202 [46%3. | 2358 |6+ % EE 1+5
AMean changes in weidi were Calculatédfromdndivid han dyweight

Py
@ > - "@’
TreatmentQ§ Me@yfog@nsuw\{mré@%wd@&] :
(ppm) % Exposure-Perig® %:, Pos@é?xpos@w Period
day 05 @' | diy6-8, "

Chicks A NN

Gantrol gh2 & . T Qloep

562 4 Y 9 o Y

1000 710 o & N [W

1780 o’ & 29

3160 N (@7 P S 11

56200 5 & 10

> QY

than at ppm, suggesting that the reduced feed consumption and body weight effects impair a proper
assesstent of the achieved doses. The study director proposed a dose conversion of the LCsg into a
dietary LDso of 1171 mg a.i./kg body weight/day as reasonable.

@
calc@ation v@js re@’ted as presented below, note that the calculated dose at 1780 ppm is higher
0
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Mean FC day 0-5 | Mean BW day 0-5 | Dose
Treatment | [g/bird/day] Igl [mg/kg bw/d]
Control 8 25 0 @"
562 14 21 376 .
N
1000 10 20 528 > S
S S
1780 9 19 876 @ SR
Q D
3160 4 17 715 % o ® @@ )
5620 5 18 1468 ¢, Y DN
BW = body weight, FC = Food consumption V Q@ @@ Q\ N
O
Analytical results @} @ % R §

None of the control samples showed any indicgf
dichlorobenzamide). 9 @
Diet samples were collected from the 562 and 5620 & 1\@1 @dlﬁé@obe&%mldeg test
concentrations and were analysed to evaluaté3he ho@oge y 0§Z§a bst the digt, Means
and standard deviations for the two test cancentrgtions @ere 569 + 8. and §380 @
respectively. Samples collected during th&test to erlf Test substanc %nce@atlo%for the 10 §
and 3160 ppm diets had means of 1 p}; 85pm, dhd 3260 ppl&\e @Vd ”\Thes lues
represented 100, 104 and 103% of @n onc@ ratiofns. A s1s diet Sam coll cted from
feeders after being held at arnble@empel@’ure for 5 da%’ av ed 7@ 5 90%,0f the day
0 wvalues for the 562, 1000 80 @3160 Cnd é 1\& (%@—d @oben%mlde) test
concentratlons @
Full details and acceptable val,l atj nﬁata upport th1 metho@@re pr@ente%wnhm@ocument M-CA
4, which comply with the EJJ reg torg@qu§ents ottlined Wlth A%& /3%@99 rev 4

S {°
% @ %@) II@CON@US R: @ A @

N
The subacute dietad? LCso of 21chlc?%ben@mde@to 10- (@y old%obwhlte quail chicks is
determined to be i@l corresponding vmh an. k 50 g@l 17@1@@ kg bw/d.

N© J(\© @) é & @ f\a >

Assessmem; and cOhclusion bv@pphcant ‘\«@ @

The as ment of th@%hal@kmt@ndpou%s 1s@amp by%ge&zg,uced feed consumption and body

welgh& fects, so the@calcu@lon of th @Dsp 1@uncefzﬂaln Ji@treatment—related mortality occurred
S X

up to 528 mg/kg b@ NP S S

gyn of the pr@enc%of t}@tes‘[ ftem M1 (Zg,gy

O @
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CA 8.1.1.3 Sub-chronic and reproductive toxicity to birds

Table 8.1.1.3-1: Reproductive toxicity to birds o
P y - @& 43
Test substance : Test : @
Test design species Endpoint C§ference & . S
R S X &
X
AN
¢ &
21 weeks NOAEC 1000 ppm S - &ffﬁ% WXRL2,|©
feeding Bobwhite | NOAEL < B < @

)
> 88.9 mg a.QKg b%/d
chronic, quail ECio 46.7 (29.7-89.7)

$ &
. % D@ | B calQatios D
reproduction mg a.s./k@Bw/d,
S & N @] 20195 M-660212-0]-1
%, &
@

@) @Jx K S)
Fluopicolide A\ \@ \@ §Q 5 @Kc 8.@3/03@7
e Q &
QRN @ | S
N D N
©Q &) S, v o § 20035 M-225404-01-2
21 weeks S ECS > 1800 p S -22 -01-
foedi NOEL,  ®l40.8das, DOKCAGT.1.342
eedmg (5?5 allard 4 & Sw/d @ Q @ O
ok, o f O we VL 8 | s
N (RN s/kgbwid F
o » o ™ & 2019 M-663971-01-1

9
s L9 & o S sK@&us/m
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Data Point: KCA 8.1.1.3/01
Report Author I
Report Year: 2003 2.0
Report Title: AE C638206 technical: A reproduction study with the Northern Bobwhite @g/
Report No: M-225403-01-2 A O
Document No: M-225403-01-2 S @7 A
Guideline(s) followed in | U.S. Environmental Protection Agency: Series 850- Eco@&wal Effects Test Q°
study: Guidelines OPPTS Number 850.2300 (1996) Q @ L
FIFRA Subdivision E, Section 71-4 (1982) &% O e P
OECD Guideline 206 (1984) @) & N ) N
Deviations from current | Method: Deviations from current\guideline SA%@/SOZW% rgft: Q w
test guideline: Recoveries were determined ag five different dontentrations tgg@lph % Hov@ver O

the obtained data demonstr ery good regQveries and th@@ecmon Th thod@
can therefore be regarded @s fit for purpose. ) Q ©§ @
Study: Current Guidelit&/OECD 206 4)
The birds were 28 We&ks of agg at the@egmﬁﬂg,g of ttlg@\%’tud @Ighﬂ%&’lder than
the 20 - 24 weeks re€@mmerféed by'the gui me rea per pair was
0.1377 m2, belowthe 0. Z@fﬁ re@mme d. The &ngs we@ kep %

temperature of 35& dum;lgt ﬁ\seco week gher the 28 - 32
recommende h% idity 1ng agg sto was%&7%, er thag the
recommend@ 55 0. T@ﬁe d@tlonsmp not @ ect @mpact@ the
study resy d’ S g @@ & i\?@)
Previous evaluation: yes, evi ted and accgpted 0
nDAR G0 o & & & 9 &
GLP/Officially YesQeondusted u%@r GLP@fﬁciaiﬂ,y rec@sed %sting fa@litie@
recognised testing R % < & Q S N ©
facilities: 2 © N < QD @
Acceptability/Reliability: b Yes 2 @% S 2. NS
N @w oD \U é& N \k\@
S @9 & S & @ N
Executive Summ@ & @ @
The aim of the@ﬁld \was to&%et 1ne &@ec hbrepreﬁ’uc picolide (AE C638206) to
Bobwhite quail?(Colittis vigginia E% picglide te@mcal dmlmstered in the diet to three
groups of sexually @raturé\Bobwhite quai con@tedy@ 16 breeding pairs and received
nominal dg: ry concenttgtionssef 0 @400 10& g kg fé@d (ppm) over a period of 21 weeks.
Birds y@ held at an@ eraggtemperiture f 21 age relative humidity of 30.7% and

approximately 8 h OB hg itper da% in thejfirst szee The @eﬁoperiod was increased to 17 hours of
light per day duringweek 8. Fro nsemf egg oduc@)n eggs were collected daily. Eggs were selected
randomly for eg@sheléﬁ rem%nt ar@rema@%hg eggs were candled to detect egg shell
cracks. Crackédand cggs’ Were (K@carde@ All dffier eggs were placed in an incubator, candled
again to detetthine e 1ab 'ty on@y l@d et@ryo survival on day 21. On day 21 eggs were
placed i hatcher. Hatchhwe@@v ept on untreated diet until 14 days of age when
they w eighed ag%% and@crlﬁc Aéts %;e observed daily for mortality, abnormal behaviour
and s&gns of toxicity: dult%ody @1;; red at test initiation, on weeks 2, 4, 6, 8 and at adult
sactifice. Feed consumption wgs, measiived v@kly for each pen for a 7-day period. Necropsies were
performed on @%adults surviying u@il a ﬁ sacrifice and on all adults that died during the test. In
addition, effi up@)egigédu@ anuahty, embryo development, hatchlings and 14-d chicks
were examiged. Endpoint&were statls@y evaluated for possible treatment related effects. According
to OECD@% gu@eline@@e te@'esult an be considered as valid. Samples were collected to verify the
test concentratig Jhs a%ninis{@d and to confirm the stability and homogeneity of the test substance in

thed@i% @ S
@ @@@ A

&
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There were no treatment-related mortalities, overt signs of toxicity or treatment-related effects upon
adult body weight or feed consumption at any of the concentrations tested. Additionally, there were no
treatment-related effects upon any of the reproductive parameters measured at the 160, st @
concentration. At the 400 and 1000 ppm a.s. test concentrations there were significant reducti
hatchling body weights that were considered treatment related. Analysis of diet samples verifiedshe tes@
concentrations administered and confirmed the stability and homogeneity of ¢he test subst&r@e in @5
diets.
Based upon the statistically significant effects on hatchling weight observéd at 400 and 00 thef@
no-observed-effect concentration (NOEC) for northern bopwhite qua11 e ed to fluo mllde e
in the diet during this study was 160 ppm a.s., which co%ponds to a@®OEL of 13 kg b
However, the effects were considered not biologically relevant, so t@the NOA @fro s is @
considered to be 1000 ppm, corresponding to a NO%@ of 88.9 n%\a S. /kg bw/d@
s &

I. MATERIAL'AN MET@DS: %\ %@J 6\ \% §
Fluopicolide (AE C638206) techn., purity: 96)1% Bétch @ 5@46 g@opic@rﬁe was adndinistered
in the diet to three groups of sexually m&@sre Bdbwhité%Quail @ Wi t testQhiti W@‘eh
approached their first breeding season. I{%ﬁh gr&}) con\\i}ted ab16 b € @ns ang received nggiinal
dietary concentrations of either 0, 160 @00 or 1000 @1 a. %ver a@rlod@% ks (@an n@asured
concentrations during the test: 162 2 op@r a. sﬁ@ @/ @
Each pen was equipped with feed Wat@%roug}s e%fdy, S ﬁcr eed@ thedp drngperrod was
presented to the birds. Addrtlonal ed @@as \ h‘eﬁ%d added to Ql tr ededThe average
temperature in the adult bob uai study r00 ing the e c@se of the te@waséﬂ 3 + 3°C with
an average relative humldlty% 3 i 10 0 (S © &
For the first 7 weeks of th@}est thebirdswere under a photoper@ of, ourg,é?)hght per day. The

photoperiod was increaséd to 1¢ hours of li er u g wee k8 todnducgeg laying until adult
eg
e ¢ 1der

sacrifice. Eggs were collecte arly ffdm th d r 11 w and stored in a cold
room. All eggs laidg a Wee §nf § as one ot @the ¢hd of the weekly interval,
eggs were selecte cr1 iirdte dr ‘Q egg §® th essgneasu@ment The remaining eggs
were candled to @etec g she‘lzl crag&s Crasked eg@ and abno eg@ere discarded. All eggs that
were not dlse@ed oed fQy egg <bell tb{gﬁn easutgment&were placed in an incubator at 37.4°C.
Eggs were %) ndled@’garn%n da@)ll 0 1ncu ation @gﬁeterm e erg@ryo viability and on day 21 for
determinagion of embryesurviyal. O nc batl(ﬁgs {@ placed into a hatcher and allowed
to hatc&@latchhngs @%} W§Eed l%)g[ on &r diet@ntil 14 days of age when they were
weighed again an rrﬁ N %\
The adults were rv d g (ﬁstahty@ﬁnorﬁl b%}awour and signs of toxicity. Adult body
weight was measGr st iditiationgyon we s 2,&, 6, 8and at adult sacrifice. Feed consumptlon was
measured weelly fo @ach -da@)erro(@Necr@jsws were performed on all adults surviving
until adult sacrifice and ozl adults th@red @mg @é test.
Statistica, %yaluatlon poss1 tre@%ento @Qtedggg cts was conducted for the following endpoints:
adult bedy weight, a@% feed@onsumptlon&g acked of eggs laid, eggshell thickness, viable 11-d
embryos eggs per e%@ set Q%Ve 3@% e@ryo&p r viable 11-d embryos, hatchlings per eggs set or per
liveN3-week embryos, Suiwvor eggsyset or per hatchling, hatchling bodyweight and 14-d
survivor bodywgjght. The paramete egg@)&aid per maximum laid”, “hatchlings of maximum set” and
“14-d survi@g of r@g&mﬁset not included in this summary since they lack any biological
meaning w0 ©@
Statisticalyevalygtion: @OV@ followed by Dunnett's multiple comparison procedure was used to
determife sta g" cally signifigant differences between the control group and each of the treatment
groups s Ex fo@ dultsbodyweight, the sample units were the individual pens within each
menegl gr P@ntage data were examined using Dunnett's method following an arcsine
transfs@ion. The pens in which adult mortality occurred were not used in statistical comparisons of

the reprdductive data.
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Verification and homogeneity of the test substance in the diet was evaluated by collecting six samples
from each of the 160, 400 and 1000 ppm a.s. treated diets on day 0 of week 1. Samples were collected
from the top, middle and bottom of the left and right sections of the mixing vessel. Also collecteg, en
day 0 of week 1 was one sample from the control diet. Control and treatment group diet samples\were

Qb

also collected from the feed troughs on day 7 of week 1 to assess stability 0£§ test substan@unde@

actual test conditions. Additionally, samples were collected from the control treatment é@up diets
during weeks 2, 3, 4, 8, 12, 16 and 20 of the test to measure/verify test concefifrations. R

S
Q ¢ 2
IL. RESULTS AND DISEESSION: " SN Y
S -
R S SER
o . Q ined icthi o X O
Validity Criteria (according to OECD 206, 1984) Obtained l@ his ;tlgdy & < < 2
Adult mortality in control: <10 % Q%y 0% N . @ X (O %) «\@
Mean number of 14-day old survivors in the cogtrols: @5 2 % RS N N
>12 per hen Cg% @ 27 Qgﬁ%enf§ @}7 @§ P
ST oY v >V
Eggshell thickness in control: > 0.19 mm % . v 0%34 me Q> S @j @§
St O =
Concentration of the test item in the feed, s 80.%%f @ o N )
the nominal concentrations. Q‘@ LN % lg{g%g {oo\ﬁ@them}nna%ﬁlceg@&tﬁons ©
© e
Q TSNS ©§ & $ &
Findings: 9@ 2 @© SIS Q® @Q o
9 )
Subchronic and reproducti&@%xicﬁﬁz to Bkbvks/'hite@l’lail &U @»Q (& é
Test substance G &) <&, | Fiyopicolide a5, 7 0\@ )
)
Test object .9 © @V @U 4 _Bobwhite quail, S @to\a
NOAEC for parental foxicity @n] ) Q hQ > 1000 | - Q
NOAEL for parentg“%xicit}@mg «f\\gs%/kg bwjd] < ,{{\?}9 © Q) K\
NOEC for repro@on Hpm] . o ° §g0 @@ & @
NOEL for repréduction[mg a$vkg bw/d] S o 13.99 §@
\Y) Y
NOAEC fordsprod@tion [ppm] O « 7 2% | >Qp00 S .
NOAEL oy reprodl%tion [mga$zkg buid] N (&r'88.9, &y
B v &

\ =)
Parenéﬁ' oxicit @© § @ > ©© § X ©\

Yy - ‘N N N
No mortalities occifired in‘the C(@fol,&@n theu160 1000ﬁ)m treatment groups. No overt signs of
toxicity were obggrved %any @the centgations tested ®our incidental mortalities occurred at 400
ppm. Due to the naté% of @& lesﬁl oé@erve negppsy, all mortalities were considered to be
incidental toeatméat. \°\ N >
Incidental %linical observations@oted ing @5@ test@ncluded those that normally are associated with
injuries pen wear. &uch § indaded head, .néek, breast and foot lesions, bruising and abscesses
on the head and ne%\and eatherdoss. Clinical 6bservations noted were typically associated with the
incidéntal injuries,%cludébame@ss, argycand a thin general body condition. Except for incidental
findings, all birds%appea@’d no@al t@ough& the study. The gross pathological examination of adult
birds at termind®ion qf the s did@ot reveal findings that were considered treatment related.
There were appgr%nt t enf’%lat@ effects upon adult body weight at any of the concentrations
tested. A XS slight (4%) but statistidally significant (p < 0.05), difference in body weight between
femalﬁthe g@ntrol g%up @ those at 1000 ppm a.s. was not considered as treatment related since it
was o obs@ed imyeek ¥of the test.
Des@ﬁe sorf® occ nie%?'ﬁtatistically significant differences in individual weeks without any dose-
reSgonse pattern, the overall food consumption in the treatments was comparable to the control.
The a ed dose was calculated in the report for the pre-egg laying phase (weeks 1-10), for the egg-
laying phase (weeks 11-21), and for the total test duration (weeks 1-21). For use in this summary the
overall dose over the total test duration is considered relevant.
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Test . Mean Feed . .
. Mean Body Weight . Daily Dietary Dose
Test Interval Concentration Consumption
[ppm a.s.] [g] [g/bird/day] [mg a.s /kg bw/dax@Do
0 203 17 0 N
160 201 17 8.9 @2 A
Weeks 1-21 400 202 18 °35.6 S
1000 200 18 89 & S &
~
Reproduction Toxicity vC@ @ é\a @\\ @Q
There were no statistically si'gniﬁcgnt treatment relat@d adver.se pff@: upon an& thprod@t%ﬁve Q)
parameters, except for hatchling weight that was stﬁﬂcally mgn@@élntly Qlower& @401 and IO@ppn@
: e s & VO 6 @&
Reproductive Performance per hen (absolute da}dj @ S Q ﬁ\ v <
Parameter é @@ Cong\()j;l &1\60 g@’ ppm g}:
P A o O |apm &°
Number of replicates gw\?) S M6y L% Ql 12 6 &
# of eggs laid @ o D52 @83 w0 Aﬁ Q& 7(§
# of eggs laid / hen ©% &N LS ﬁ@ @43 § £30 @ a4
# of eggs laid / hen / day 6 v ~ 50.38 O Qf@ i O;@ . 0.46
# of eggs cracked @ 2 o Qg2 |8 D & 12
# of eggs set N o Ysor @ee | 33 O | 65
# of viable 11-d embryos ,_ %& § @ %83 5@“ > 508 591
# of live 3-week embryo$y, i 9 § A 4790 | 584 é @ 585
# of normal hatchlingg, @ 9 §) f\@ 4§\§) AP 363 o %8 559
# of 14-day survivo@ TN 9§ &4, 59 Y 4 495
# of 14-day survigers /hé@d® .~ Pro |9 O]|s3s 31
Eggshell thickaeds [man) W o Sk Goam 0.236 0.233
Hatchling wéight [ghy «> =~ > & |e&d O 5@ 5.7* 5.5%
14-d survi%@r weight [g]._ i @% S 25 @ | @3 25 24
P o g & F S 3
R S S
o L o> T © &
Reproductiv#éfo&@gce ativ&iﬁata)};\\ @Q >
Parameter"Q € @w ~ NS °§0ntr% 160 ppm 400 ppm 1000 ppm
% cracked\eggs of eggs laid O =% @/ﬁ @ 0 1 2
% of@e 11-d emb{y%s of é@s set @ PN 97 95 95
% of live 3-week entbtyos ekviablepmbry@s’ | “Q9” 100 99 99
% Of hatchlings of live 3¢gyeek éﬁbryos X 3\95 96 93 95
% of hatchling@of eggs set > 2 o] 90 93 88 90
% of 14-d s@vivors obegggset v o | 84 86 78 80
% of 14-d surviyels of ha@hlingss O 93 92 89 89
Y @ N @V
oSS
&g T

&
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Reproductive Performance in % of control

Parameter 160 ppm 400 ppm 1000 ppm

# of eggs laid 115% 101% 119% &

# of eggs laid / hen 116% 135% 119% N >

# of eggs laid / hen/day 116% 134% O 21%9 @? &

# of eggs cracked 13% 27% Qp 80% @

# of eggs set 119% 105% 121%> @ 5

# of viable 11-d embryos 121% Co | 105% &S 122% Q)

# of live 3-week embryos 122% X | 105%9 $0%o 9

# of normal hatchlings 123% & 102{,?@ h 122(@@ m@

# of 14-day survivors 121% o9% o <1 1%  © Z

# of 14 -ay survivors / hen 11@@3 30% @ N [ o9 @

Eggshell thickness [mm] 0% ¢’ @101%7 G [\®1 00%, B

Hatchling weight [g] 1% K@ < 9@ @@ | 90%

14-d survivor weight [g] N10020 D | 180% S fo0% & @

. RS RS RS S
Analytical results Q L @ @ .
None of the control samples showe&any %watgh\of %&\pre\@e e te ubs@ée flappicolide.
Diet samples were collected fromghe 160, 400 and 10 . tes igﬁ@tio nd.were analysed
to evaluate the homogeneity of @e test%@sta in tl@ et d stapydardd®viatjons for the three
test concentrations were 156& 0.753, 3 + 18.0%nd 992 i especfively. Samples

had means and standard, d&iatiofid 404 +£ 139 andgiﬁ a.s., respectively.
These values represented\’IOI QNI a @nal ce ratlons %Spe ely. Analys1s of diet
samples collected fr(@ﬂf aftegﬁ ein held blem tempy atu&for séwen days averaged 108%
of the day 0 Valu2§ h of th @60 and<1H00 a.gpfest concentrations, respectively.

Full details and a tab® ahd& n data to sgppor;& od pre d within document M-CA
4, which com%@nh EU r gul&@ry re@lremeﬁms 0%1 ed C0O/3029/99 rev 4.

o v\’ © % &NCL&ON@

o Lo R
Based @ese ﬁndinégihe C O@rental t0x§§y QOOO@am a.s. (88.9 mg/kg bw/d). Based on
slightly But statistica%y sighificangly red ha’ﬁg ing weightat 400 and 1000 ppm a.s, the NOEC for
in

collected during the test to V&fy t%@t sibﬁn@mem@hons for th % 4@@ andf@OOO ppm a.s. diets
fn

reproductive toxiciy was set hﬁ origina rep at 6 ppm a.s., which corresponds to a NOEL
of 13.9 mg a.s./k@bodyweig

A statistical differeng®fro ntrol@s ob@ed 1@%& h@gﬂmg weight at the two highest doses when
estimated to"6he detial red ion igyhatchling weight is small (<10% compared to

control) anﬁ%could alsore ect 1 eas g aﬁﬁ hat @ng numbers at the higher doses rather than being
of adve@ blOlOglCﬁJ @gmﬁ nce i e f I@Qroductlve performance. There was essentially no
treatment-related 1m@act Q 14d tchh@b sur@r numbers/female and 14d body weight and other
repkg%hctlve paramters &e unaftected®
However, the effects on hatchli W%ht w%@small transient and considered not biologically relevant
in the orlglna& DAR. %ﬁeﬁe th@\TOA@J was assigned at 1000 ppm (NOAEL = 88.9 mg a.s./kg
bw/d). @
Q & 9

& & & S
Assessnientand conclusioh by applicant:
T}g@ﬁudyelia%, a@he NOAEL of 88.9 mg a.s./kg bw/d can be used for risk assessment.

S

&
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Data Point: KCA 8.1.1.3/02
Report Author I
Report Year: 2003 2.0
Report Title: AE C638206 technical: A reproduction study with the Mallard @g/
Report No: M-225404-01-2 S oy
Document No: M-225404-01-2 S 5 A
Guideline(s) followed in | U.S. Environmental Protection Agency: Series 850- Eco@&mal Effects Test Q°
study: Guidelines OPPTS Number 850.2300 (1996) Q @ L
FIFRA Subdivision E, Section 71-4 (1982) &% @ @ «J°
OECD Guideline 206 (1984) @) @
Deviations from current | Method: Deviations from current\guideline SA%@/SOZW%
test guideline: Recoveries were determined ag five different doncentrations i r1p11 Hov@ver O
the obtained data demonstr. ery good re erles and th@@ecmon The@thod@
can therefore be regarded @s fit for purpose. Q @
Study: Current Guidelin&&/OECD 206 4)

12 months recommefiled b line.Nhe fl rea air,was 0.6%5
below the 1 m2 re%)mme d. T@ atchﬁ@gs wer€ kept.at a ter@ratu 38@@,
during their firstwéek, higher than thex32 - 35%§reco§en d. The humiditgs
during egg in@batlo&\hatcm@ and@e ﬁrs@ad setond week of th&hatch iRDs
was lower tlfan re Ggmen %& guidgline. Q
These dey@lons% notgxpected, f ha&e@'npa&t;&l the y re@ i\?@)
Previous evaluation: yes, evafgadted and accgpted o
g By & O 9 O S
GLP/Officially YesQeondusted u%@r GLP/@fﬁciaiﬂ,y rec@sed %sting fa@litie@
recognised testing X % < & @ AN °N &
facilities: 2 © @ 1Y < QD @
Acceptability/Reliability: }Yes o S %, NS
s S I ITE & O
Executive Summa S @ Q@ N) §9 O A

The aim of the

S
duck (Anas l@ly

sexually mat

concentratiéns of 0, 160, 400 o

at an

during week 8. Fr
randomly for egg,
cracks. Crack and

again to dete@nine @br)%h@nab{iy on

placed 1nt%a hatcher. H
they we
and signs o

performed on all adults
addition, effeﬁ@
survivabilit@ere\e
effects. Aecordigto O
collect%@)
the tesgsubst
The@ were @o
parental
no tre
ppm test concentrations.

@) detérmine effectshon re
o0s). Fluop
d ducks. Eac groﬁ%cons@ted

a@e temperatgf\é of
hours light per day. idhe

@nset&@f eg é\s
HQ%nckrgr rem:gp an

up n\eg

lide gg¢hni admi
bre@ding pdirs and received nominal dietary
a.s. @feed @’pm)@ver a
relafive hytnidity of 47.0% and approximately 8

th an aver§
eeks Z@h% pl& per18%’ wasncreased to 17 hours of light per day

%00

remaifiing eggs were candled to detect egg shell

ggs@ re d@@ard All
lay 147and e

and@®ept on untreated diet until 14 days of age when

ryo survival on day 21. On day 24 eggs were

wergweig

easaged ly for each pen for a 7-day period. Necropsies were
rviving uptil ad dyl¥acrifice and on all adults that died during the test. In
odu€tion
En%lpom@ were statistically evaluated for possible treatment related
guidéline, the test results can be considered as valid. Samples were

ated mortalities, overt signs of toxicity or treatment-related effects upon

ent
y welght or“§éd consumption at any of the concentrations tested. Additionally, there were
nt-related effects upon any of the reproductive parameters measured at the 160, 400 or 1000

Analysis of diet samples verified the test concentrations administered and

confirmed the stability and homogeneity of the test substance in the diets. The no-observed effect

@
uct@%?of flappicolids (AE C638206) to Mallard
ered% the diet to three groups of

10d of 20 weeks. Birds were held

ollec%i daily for 12 weeks. Eggs were selected

r eggs were placed in an incubator, candled

1
eighed agafn andglﬁc@d Adiits were observed daily for mortality, abnormal behaviour
of toxmty@dul weight was medSired at test initiation, on weeks 2, 4, 6, 8 and at adult
sacrifiee. Feed coffsumption wa{@

quality, embryo development and chick weight and

X0
@ the tggt co@ ntrations administered and to confirm the stability and homogeneity of
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concentration (NOEC) for mallard duck exposed to Fluopicolide technical in the diet during the study
was 1000 ppm (NOEL = 140.8 mg a.s./kg bw/d), the highest concentration tested.

I. MATERIAL AND METHODS: N (7]

Fluopicolide (AE C638206) technical, purity: 95.9%, batch OP 2050046. Fluopicelide was ad, Qiste@g
in the diet to three groups of sexually mature Mallard duck (25 weeks oldgat test initiation) 3 fich

approached their first breeding season. Each group consisted of 16 breedingypairs and recgived ina]@
dietary concentrations of either 0, 160, 400 or 1000 mg a5./kg feed (p& ) over a pefo of-20°w
(mean measured concentrations during the test: 162, 404zand 1020 ppn@as.). @ NS @ @

Each pen was equipped with a bin feeder. Weekly, sufficient feed fo@e feeding p&iod w3 pre@ﬂted é
to the birds. Additional feed was weighed and added@ the troughsds needed. Th@veraé@te atu

in the adult mallard duck study room during the Q.}’" of the tes was@B 4 @ 7°C‘©§zv1th an average
relative humidity of 47 + 15 % (SD). \ @ @@

For the first 8 weeks of the test the birds werecheld undgt a p@@pem\d of&@our hghgper déy. The
photoperiod was increased to 17 hours of light pe (@y du@i @ﬁ @iduc@gg laying u%il adult
sacrifice. Eggs were collected daily from t onse@’)f @produ‘@o %r 12 ks arfd stor@g@’m a@ld
room. All eggs laid in a weekly interva ‘\%were o}mde@ as odie lot (Ab the &id ofithe week al,
eggs were selected by mdlscrlmmate w. % egg,st sRall i%kness@leasm}me SThe ainiag eggs
were candled to detect egg shell crarﬁg ed egps anﬂ@onor@l sca A%eggs that
were not discarded or used for eggshell thi {Bkness measuréments wer, an igubateg at 37.4°C.
Eggs were candled again on day T4 of@ncu]%?on ete ryos{da blléﬁand oh day 21 for
determination of embryo su Q' Ongﬁy 24 of incubationg €ggs wete placed int®a hatéher and allowed
to hatch. Hatchhngs were \%agh«zg and ]@ onanqud dletguntll 1% day@of a%e when they were
weighed again and sacnﬁ@l Q @ @ %,

The adults were observed daily for mo%ah§ al b S VlOLlI‘ and&gns §0x1c1ty. Adult body
weight was measured ¢ test «Zglat f%)?on Wi @ 6, ult sacrifice, Feed consumption was
measured weekly fi gach § perl @psw@were @form%d on all adults surviving
until adult sacrifi all a % urlng@e test,)

Statistical evalu@ion possrﬁle tr&tmen ate %ffects@as cailluc ﬁor the following endpoints:
adult body W@n t fe consumptiQr @ ald €ggs C f eggs laid, eggshell thickness,
viable 14-d embryc@’eggs\:})er eggs set, hve %\, k ryos er V&@%e 14-d embryos, hatchlings per
eggs set e per live 3-week e;@ @ or per eggs&et @r hatchling, hatchling bodyweight
and 14,@urv1v0r bodﬁ&elg}@ he p ters “egg; laldgg r makimum laid”, “hatchlings of maximum
set” and “14-d surv@r of @mm@ set” no&ﬁaclu@gd in th&\ummary since they lack any biological

meaning.

Statistical evalu@on O § foll@wed Q%ﬁ Du@ett‘s @%‘uple comparison procedure was used to
determine stlca sign cant\gfffferel@es between e control group and each of the treatment
groups. Except for adu@ 0 @yelgh@the @pl@@nﬁs were the individual pens within each
experime, group. P%rcenta@ dat@ ere ef?aml& using Dunnett's method following an arcsine
transforfation. R @ ©\

Verifgatlon and h&?é%gen&%gy of tes@bsta&ce in the diet was evaluated by collecting six samples

frofineach of the 16 nd ﬁOO pp@a S. @ated diets on day 0 of week 1. Samples were collected

from the top, le and botiQm of @Je le and right sections of the mixing vessel. Also collected on
day 0 of w ﬁe S the ntrol diet. Control and treatment group diet samples were
also collec fro \he f troughs y 7 of week 1 to assess stability of the test substance under
actual te %ond 4"0 itio y, samples were collected from the control and treatment group diets
durm%z@eks @ , , 12 nd 20 of the test to measure/verify test concentrations.
S " @ "
¢ £ 2y

&
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I1. RESULTS AND DISCUSSION:
Validity Criteria (according to OECD 206, 1984) Obtained in this study @ @
Adult mortality in control: < 10 % 0% W @@
Mean number of 14-day old survivors in the controls: Qb
>14 per hen 40 per hen @b Q\@ f(\g
> N
Eggshell thickness in control: > 0.34 mm 0.395 mm N L
g S e
Concentration of the test item in the feed: > 80 % of the o N
nominal concentrations. 9@1 04 % oftheé}ommal Conce@tlgf\\ @Q
< S T yse
Findings: @ ~ Q N @© @g}
Subchronic and reproduction toxicity to Mallard ,d@?ik 2 @ & N
U Fluopicolige a5 ] » @
Test substance Fluopico a.Se @ 6\ % Q
Test object & Sdallardsduck Oy, ISEER RS
NOEC for parental toxicity [ppm] ~ = 10@0 @ §@ © % &
NOEL for parental toxicity [mg a.s./kg bw%’éi L0 >898 R N © @j @
NOEC for reproduction [ppm] {\ 9xﬁ)OO Q &W o\© X §
NOEL for reproduction [mg a.s./kg bﬂ@] @ Y1408 O |xn, S éﬁ ®)
SRS @ >

Parental Toxicity

No mortalities occurred in the
toxicity were observed at any
(week 19). Due to the natlire oﬁgthe le
incidental to treatment. © N
Incidental clinical observﬁtlons%loted durin
injuries and pen we ions.

@ﬁ
throughout the stu

st
he gross p Qé@a
not reveal ﬁndingggt \@6 00«@1 eredﬁtreat@ent L
There were no

treatnient- -rglated g%ects lsm%
of the concentiy 10ns@ested© S

for

thro]%@ in @400@ 10
e C@cei§tlons t@ted Qne in

t netr
ns g@@serve@,a nesrop

t @ncl

1 exaiina
o o

ngﬁb

m ﬁgeatm@gr 1@ No c}/ert signs of

nt mortal ed at 160 ppm
is @Drtal@/ was considered
@ N

{ s%\g thaﬁ@ﬁ?rm are associated with

m;:lden%b findings, all birds appeared normal

of @lult bir at te%mnatlon of the study did
& @

mgﬁ? or food consumption at any

The achieved dose Was cai%hlate@bm th repo or thepre-egg layi phase (weeks 1-10), for the egg-
laying plase (weeks 1 ‘@1) @ otal te ratm@@/ -21). For use in this summary the
overallAdose over thg al s&@y dura on @@onsu@ed r@l@vant @
S o Viein Body
n Bo ean Feed . .
Test Interval ) T%Con@rat@g \%Veigh@ Q%onsump tion Daily Dietary Dose
Y f.@pm z@@? Digl, © K [g/bird/day] [mg a.s /kg bw/day]
N 0 \\\?\ Q] 1962 O |58 0
16 & @ [a066, 155 233
Week&d-20 2 <L S -
° @ 0 {0579 154 583
o 100000 - Y Q| 108 151 140.8
- 0 @ &
Reproductio&@oxi ity & )

There were Q@ statisticall
parameters; exc stfor hel
. @ . )
differenge wa@h‘t&n n(@ncentratlon responsive,
N N & Y
S @ @ -
@ & &

&

1gnificant tment related adverse effects upon any of the reproductive
@%ckne 3 that was statistically significantly lower at 400 ppm. Since the

it was not considered to be treatment related.
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Reproductive Performance per hen (absolute data)

Parameter Control 160 ppm 400 ppm 1000 ppm

Number of replicates 16 16 16 16 @o @

# of eggs laid 808 818 774 773 @§

# of eggs laid / hen 51 51 48 S 8 @2 &

# of eggs laid / hen/day 0.60 0.61 0.58 @y 0.58> . L

# of eggs cracked 3 7 14 P &

# of eggs set 733 7294 68> 689 .0 &

# of viable 14-d embryos 706 694 7 Sl 60y O]

# of live 3-week embryos 705 4683 Y  lew S 1O

# of normal hatchlings 646 7595 48 < {505 O @

# of 14-day survivors 635 Q7| 588 s, @5 N (Gaw @

# of 14-day survivors / hen 40« 37 @U@ L, 33 o A |3l v

Eggshell thickness [mm] 03990 . Po3es® @ o @ { 0385\

Hatchling weight [¢] N L0 % R gl © Y28 o

14-d survivor weight [g] \?92 N o302 &® r\&ﬁi%i -~ N éﬁ% @@
*p<0.05 NOA QS

KoM SRS S §9 & o

Reproductive Performance (relative data) c Py S @Q (\\@ @Q N

Parameter &J @’//CO pg%i @700 pp@ 1000 ppm

% cracked eggs of eggs laid oS o Q| 0 N 1 < 2 9 3 9 1

% of viable 14-d embryos gf eggs @ @w @ Tl 95 Q| 8 7 9 90

% of live 3-week embryosof vigble embryos é§100 o> 98 w9 O 98

% of hatchlings of liy@—weqﬁrﬁbr{(@ S 9A® ] 786 é 92 "\w 82

% of hatchlings of ég2s set N O 78 72

% of 14-d survivels of eggks set, TR 87 .. | &0 o &@/ 71

% of 14-d sur@yors ofhutehlings N @] 995 9 & Yo7 99

S & O T o & o 0

Reprodogc%ve Performagce int%;@of c@%‘ol S o @ v

Para;@@er @)@ @\ < 160 @1 7, 0 ppm 1000 ppm

#ofeggslaid &y <> A0 O] 100%  «  N9e% 96%

# of eggs laid / @ O % O ol 9% 94%

#ofeggs laid Lhen/dgY . O €0 RN102%S o | 97% 97%

#ofeggsciicked © © S N 233% 5 467% 200%

# of eggs det YO e © 93% 94%

#ofvidhte 11-dembrysd Q7 1% 85% 86%

# oflive 3-week embryos <\ o @] 97% 84% 85%

# OF normal hatchlings @y ,)\ R @A 85% 78%

# of 14-day suf€ivors SN @ Bew 84% 79%

# of 14-day@ivivars thenS” % o | 93% 83% 78%

Eggshell@cknq@%{mmj@ N O | 98% 95% 97%

Hatchling wei§£ e, = O 97% 93% 90%

14-g%wiw@a/ei%@?[§] s, 100% 100% 100%

& & <

&
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Analytical results
None of the control samples showed any indication of the presence of the test substance fluopicolide.

Diet samples were collected from the 160, 400 and 1000 ppm a.s. test concentrations, and were analgsed S

to evaluate the homogeneity of the test substance in the diet. Means and standard deviations for théthree
test concentrations were 156 + 0.753, 392 + 18.0 and 992 + 37.7 ppm a.s., respectively. @mple@’

collected during the test to verify test substance concentrations for the 160, 40@afid 1000 ppp 5. diets
had means and standard deviations of 162 + 5.49, 404 + 13.9 and 1020 + 443 ppm a.s., resp y.
These values represented 101, 101 and 102% of nominal concentrations, %pectwely ﬁ
samples collected from feeders after being held at ambiengfemperature fgrseven days averaged 99

and 104% of the day O values for each of the 160,00 and 100@ppm a.s. t co@ntratl@ns
respectively. Q

n S@NC 29/&9 reV 4. @

<
III. QONCIgsmNs@ & %@J @6 AN

Based on these findings the NOEC of parental to@ty aé) for @rodu@ve %fects 1& 10@1‘[@&, s.

(NOEL = 140.8 mg/kg bw/d). A small, hiitos a%ﬁcall \ﬁgmﬁ@nt redugtion @ shell thickness ob

in the 400-ppm test group, was reg -.(Z)\ a&shg@g‘tnd ifteonsistent w@h regpect t@ d not
treatment-related. No statistical diffg ncé&were@bserx’@ in @ é’%epr ctivy arapgeters and
hence mallard duck reproductive @acr% @és eorﬁld%d to b@naff@ed bé@reat@t up te 1000 ppm
(140.8 mg/kg bw/d), the hlghes@lose tested

&
Full details and acceptable validation data to supp @%S method %§presented w@nn doame M- C@
} i

4, which comply with the EU regulatory requ1re outlmed wi

P s
Assessment and concluswn by %phcaﬁ @ @ b @U \@ ©
The study is reliable andhthe NOEL of 940. @/kg&%sw/dm “be used forrisk a{\y\&"ssment.
Y o ., &N O N
ST e § & o &
@ S o L @© @ @
O S YN S e
S P R O
¥ L& O O &P S e
CHE N @ 5
S > & Ve
N T8 Ve &8
@) S
§ RN > & >
@ @ § > ~ LS
o O ¢ .09 o O @
QOO O N O D
O 9 KN &£ @
=) N @% W2 %
@7 °\@ Q @ N
Ta & s
O Y ST RS
v o N
@" o
@ O § < @Q
N Q

diets;

@
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ECx calculation for the bird reproduction studies

Data Point: KCA 8.1.1.3/03 a°
Report Author: Kleinmann, J.; Wang, M. @
Report Year: 2019 A
Report Title: Calculation of EC10 and EC20 for fluopicolide for repro@ion endpoint@int’ @

northern Bobwhite aQp AN S
Report No: 19016-BAY-1 NN L
Document No: M-660212-01-1 _ ) R
Guideline(s) followed in | None U @& NN @Q
study: v Q @9 L
Deviations from current | Not applicable & O 2o QV @Q
test guideline: @ {Q% &© . < @
Previous evaluation: No, not previously sub ) N @«@ Q Q o @

@ @ AN
GLP/Officially No, not conducted uﬂ‘é@r GLEDfficially recg ised%esting £acilities™>
recognised testing @ @3\’ QP b@ ('S <\
kY

facilities: o8 ) Q S © A@? (77%
Acceptability/Reliability: | Yes D O O .9 kS

Executive summary

&

©
In the present study effect concen@tlo (EC1 and ) W cal ted £rdm d@ of i%productlon
study in northern bobwhite with, expow e to@’uop p@et al. @OO%@al%atlonS of ECyo
and EC, were conducted uS@T oxRat Ve@on 3.3.

Corresponding to the endpgjnts 1@6 re duc I‘lSk @sessment f@@)lr§ Q%F@llatlons have been
performed based on achiéved d%tary do the @ults fe expry\\s’sed ordifigly in terms of mg/kg

bw/d. &@2% \éx%\

Effect concentra§é> repor@ ose Iﬁ)r #[1011 @1dpom@ for Wthh a significant dose
% al

response was caletiated @ e re’sul ng“EC]o and EC. re s@ﬂma d in the table below.

To provide a ﬁfort@tlon cé*the &%blht%of E@Valu§the ‘normalised width’ or NW, which
is the ratio 0 derfse intgrval of the %x@and d@n E%x@was also calculated. The use of
NW was. ntl ro db A @D15). The sma NW, e better the reliability.

il o 54 05 Tl Y y

$ 8
A 2 .0 IS

@
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EC10 and ECy of reproduction endpoints from Temple et al. (2003) in northern bobwhite quail
exposed to fluopicolide.

EC10 [mg/kg bw/d] ECw [mgkebwd] Q| >
Endpoint o N
(95% confidence interval) (95% confidence intervad)® o’
8]
Eoos laid per hen No statistically significant concentration/response was,found, i.e. th@r@@%pe @
g8 P the relationship is not significantly differcnt from zeros_ S
. ! Q o P
Eggs cracked per eggs laid No adyerse effects detegte ° .
9 N N
Eooshell thickness No statistically significant co%ntration/re se was foun(@l e. t@lope &P &@
g8 the relationship,is not signiﬁca different fgpg{zer()\@ (5\\9 ©
, @ @ X O ¢
Viable embsrezos per cges ﬁ@o adverse effe@s de@%ed 1@ ©& . © @0&@
. W 1w,
Live 3-week embryos per 120.2 @V ) N 12&@7 @é? O\NW- LY
viable embryos (n.d. —n.d.) q ’ &9 @ (n. @_ nd. )@’ .

. No statlstlca@ Iﬁcant c%ncent 1on/re nse @ d ie. tl§gop RY
Hatchlings per hen 5 e re@%nshl »is not Q@fuﬁq@%ﬂy dl‘fﬁerent ze%

Hatchlines per ees set No staall gs1§gmﬁe@t cor?@ltratl@%/resp ew 1ope of
£S5 pet cg8 (\& th elatloﬁshlp is ot s1§uﬁcan®d1ff fro ero. %

Hatchlings per viable I\@statlsg\fﬁly s&ﬁcar@once@t spon@was @nd e. Ee slope of
embryos N he\/}‘\elatlonsﬁ% is né&¢ s1gn1 ntly.differentfrom @%o

7
Hatchlings per live 3- week No éﬁimtw@ mg@ant c@centratlon/r nse %2 foudid, i.e. the slope of
embryos N Ghe re nshq@s notcsignificiotly dﬂ@eng@n Zero.

S .
14-day survivors per@'n No St&tﬁ@ically @gmﬁi@t c c@ﬁra /resp%nse W %und i.e. the slope of
WU

O th@relatiofship &aot 51gn1 icantly dlffeﬁent from zero.

NA O . N “,
14-day survwors@ i® Nestatistfeally s%&mﬁca@@oncgﬁatlo spoas found, i.e. the slope of
set S «_ the felationship is notsig §€anﬂy@ ferent from zero.

14-day su@vor@ 9 No <(;{))tz%s‘uca%@ significant e@ﬂcenn@on/re@bnse was found, i.e. the slope of

hz@hhng <the relat nshlr@é not@;gnlﬁ(xﬁly different from zero.
1@1%211 hatchhng @© 46§g . ©NW‘ vﬁ@ N D o
bodyweighio (A@%ﬂ Y S -

o \\))
14-day sur@@lor @ ﬁtat@ally w}‘gmﬁ(@t conratlon/response was found, i.e. the slope of
body\x@lght Q < © th@elatm@hlp 1s @5‘[ significantly different from zero.

®
n.d.: not de rmlned due to @\file@al rg@ns (%ﬁypm@te data) or value is beyond the tested concentrations

' No EC ues could B&calc d sin@ the as é@%smve response with increasing concentration, e.g. the
number of eggs was si@tly l%her f%lghe@@nceﬁ@tlons
§

ECx calcula‘u&& Wi go@osm"@ for Qendpomts (live 3-week embryos per viable eggs, initial

hatchling b@welgg Wes%tq\ECm@as 46.7 mg/kg bw/d, albeit with a moderate fit (NW 1.3).
@ v 9

applicant:

The nges &Cio \9? 46 Mg/kg bw/d, albeit with a moderate fit (NW 1.3). This value is proposed for
u@% th&@nan re rod&@ve risk assessment.
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Data Point: KCA 8.1.1.3/04
Report Author:
Report Year: 2019 .0
Report Title: Calculation of EC10 and EC20 for fluopicolide for reproduction endpoints in @5/ @6
mallard N oz
Report No: 19016-BAY-2 S @2 A
Document No: M-663971-01-1 o L 7
Guideline(s) followed in | None Sy L
study: © % . § § 2
Deviations from current | Not applicable N ) Q&
test guideline: o V@ @@ @g}g Q\ @ g
Previous evaluation: No, not previously submitted ¢_ @) %, Q\y S Q)
@ & O S g
GLP/Officially No, not conducted under fﬂ‘-« >/Officiall recﬁgm@ tes&@ fac1]@§s @}
recognised testing RN @ 6 % Q
facilities: G»\\ RS RS &N %o
Acceptability/Reliability: | Yes S Y Ca %(@ o & N
. W\% © \@ % N © @ @§
Executive summary & \ \ &6 \© ‘”\9
In the present study effect concentrat EQIO an ere e&lculatéj}?fro t repr@uctlon
studies in mallard with exposure t lide-(] pt@ t a<lx OO@alc i0 EC ?@and ECx
were conducted using ToxRat Vet@m 3@,@3 o O @ ©©
Corresponding to the endpo %h th YVXJprodu@lee ﬁﬁ as&@mer birds, th@alcurons have been
performed based on achievethd 1et§g dose@@nd tge res%%@js are expre sse@acc@mgly 1t terms of mg/kg

bw/d.

. B @
Effect concentrations are re ed %r th
a@ Th ultmg EQ@O and

response was calcul

NW was rec

To provide addlti§
is the ratio of thg, oﬁence mterv

sed by EFS& 20@\§%hwnau@he
Y

s R SIS
%ctm@Qend;gomts, Tor w@}@n a significant dose
20 Vgéﬁmes ar@um%{ised@%t e table below.

N

eliability

atxo@n t% @1)

&es &@ ‘normalised width” or NW, which
the I@d

th@ better the reliability.

also calculated. The use of
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ECio and ECy of reproduction endpoints from Temple et al. (2003) in mallard exposed to
fluopicolide.
EC10 [mg/kg bw/d] ECx [mg/kg bwid] 49
Endpoint

(95% confidence interval)

(95% confidence interv&é%

Eggs laid per hen

©
No statistically significant concentration/response wasstound, i.e. th%@%pe @@

the relationship is not significantly differcit from zeros_ S

Eggs cracked per eggs laid

- L . =\ ORI
No statistically significant concentration/responsg was found, ig he (,sl@ez of
the relationship is@ significantlyflifferent from%ero.

& @
No statistically significant concentration/rnse was fi , ie,

N
. the slo@
Eggshell thickness the relationshi@)is not significhntly different fm zer@ S A
RN R B S ©
Viable embryos per eggs 105.0 Q,;@ ) N @@) Q %@© © @}
set (n.d. —n.d.) e’ @@j > % LS
N
Live 3-week embryos per No statistically s@niﬁc&g@ con@w\;frati &esp was fund 4.¢. the eof -
viable embryos the§g¢1atior@iip 8 B s%n antly differ€nt from#cro. @
v Q > . O
Hatchli h 22 A oegﬁ & S é\ﬁwe@§
atchlings per hen NW: 0. :
(n.d. o@ RS > (- ngsé@ & .
Hatchlings per viable No @istic(%%‘ly sig iﬁcant@ncen \on/r@nse S fo@ i.ee{h% slope of
embryos @4 e reb%&nsh@s no ifichntly different ffopm zero.
. 403 N ©
Hatchlings per live 3-week &) statistical ¥y gnificant con&ntra&rqp@se W%’i found,@.e. the slope of
embryos A tk elat'@%ship i§Giot significantly different frogy zero.
0 Y
. ST o ZERE S S 2 O
14-day survivors perhen | & © Q : 1.5 . S) NW: 0.76
& |hdend), | & > @ @d-ndy
NS AN &
14-day survivors ﬁ%gg@ No %tis 'ﬁy signiﬁcam@nce&ion/&espons@vas found, i.e. the slope of
set ¢, &\ he @Nionsﬁlﬁp is nedsignifigantly different from zero.
Q N
14-day su@»@ors (ﬁg ONo st@sticaﬂg@gn@mt c entr@n/re onse was found, i.e. the slope of
hatchling ¥ ¢ «he relationshipis not sighificagyly different from zero.
Z i O @ (46

Inigal hatchling  Cy”

=) o
ﬁ@g stat@ally significdnt con%@trati@&{response was found, i.e. the slope of

odyweight , I @ th@sélati,or@lip is ot significantly different from zero.
Q\ S &
14-day surviQy I\@atim&ally si@ﬁﬁcan@onc entration/response was found, i.e. the slope of
bodyweigﬁt @ @’ thebr&tion@p is gniﬁcantly different from zero.

()
n.d.: not detef@%ed dfie to

=

. 9
ECx cal@atlons we

only

@

p
14-d\@, survivors per en)@l

(@) © ‘o

(.) o, N . . . .
atfiematrsal reasqns (ingppropriate data) or value is beyond the tested concentrations
S O o

L
SCSIR

si%e for %@dp@@ts (viable embryos per eggs set, hatchlings per hen,
e lowest @o w@§32.2 mg/kg bw/d, with an excellent fit (NW 0.07).
@\ Q @

v ab@%ﬁan@

Assessment & conclusi ap
The lowes@ Anig/kg bw/d, @ith an excellent fit (NW 0.07). This value is proposed for use

10 2
in the av&n repﬁ&iti@isk@

essment.

@



B N Page 46 of 389

A
|BAYER . . ,2020'08',05
E Document MCA — Section 8: Ecotoxicological studies
R Fluopicolide
CA 8.1.2 Effects on terrestrial vertebrates other than birds

Studies with mammals that have been conducted with the active substance fluopicolide are reported in

the toxicology section. ©©
N
S S
N &@ @®
CA8.1.2.1 Acute oral toxicity to mammals g N
A o & 2
AP
Table 8.1.2.1- 1: Acute oral toxicity data for mammals exp&% to fluopic Q&&e g}” Q\ @ &@
@
Test species |Test design  |Ecotoxicological Endpoirp& &@ ference > Q\f @Q ©
Q 2006 M-197524-0f 1 |
Rat Acute, oral LDso > 5@ mg a.s./kg b@ 5 %@l 0] %\ %@@ @\g
QI
Q @ % % ® @
O &y T & s -
> SR o & ¢

<)
CA 8.1.2.2 Long-term and rei\\r’odug?ion x1c1@0 m@%m&l@ @ N §
The wild mammal long-term risk as -\ m %ndp a@en Vlou@y set @0 g bw@ being
the NOAEL from the rabbit devel xicity studj(Tabie 8.1. %}I gﬁs, t 051;1%6’1@ paper by
] 2006% -268483-0]-1) 1@0 1o§r rei@ant o

o
Q@&@J@’&@Q ©é§

Table 8.1.2.2- 1: Long-term tox1c1t© ta f@n n@als exfplosed toﬁiuo@hde} &
Test species |Test des1gn\ E@omcolﬁlcal @dpo@ @ 'Reference m@

RS ) O © 2
. 2004: M-202513-02-1
Rabbit Longzg% . %OA% @ 20§ asfkgbwd HA“ -

NQ)

S O .S : 2
@@ ©\ & N Q} O S @ @
Current EFS guldz%ﬁ:e (@QA 20@ 5 Té%hmga@repo@n th@outcc@le of the pesticides peer review
meeting or@eneral recq{rglng isSues %otox logy eCO@nendormallsmg the presentation of the
tox101ty®ﬁle of rel @nce § sel ng the Wllgnamﬁ@ re@ductlve risk assessment endpoint in

form of & tabled ove

D
According to Ap le ( N) th@'esult@)f 2&d oral toxicity studies, the sub-chronic oral
toxicity studies, ratl%)@toxun\\y stu@ and&he developmental toxicity studies shall be
compiled a alu v

Therefore is overview @pre ted L@ abl& 12. @? followed by more detailed information on the
potentla@relevant effépts obsgrved ® eac@f theg@%tudles

Overall, no specifi %t%xw on r@'odu@%}n ¢ observed. In rodents, moderate and often transient

effésts on body weight ally obseryed at high dose levels. Effects of clear relevance for the
population levepoccurred onlgg n %@rabt&devebpmental toxicity study (maternal death, premature
deliveries). ° %,
< S <
& & ¢
AN % S
& @ Iy o
¢ g v
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Table 8.1.2.2- 2: Information from the mammalian toxicology section,
ecotoxicologically relevant reproductive endpoint of mammals for fluopicolide

relevant to

identify the

&

Endpoint Studies to Dose: observations [1:133:;; Comm@ @6
(phase) check [mg/kg bw/d] Wy
1) Body 28-day oral Rat: M-199377-01-1 Rt 17.7 L{&@ S
weight toxicity study 17.7: hepatocytic hypertrophy O spacing <
change!, (OECD 407) 179: BWG |, FC |, WC, clinical chemistry % D@wtwe@ 7
behavioural R N OAHEL. an
effects © o A N@EL @;&
and Mouse: M-197343-01-1 Q Mougg? rele ©&
systemic 115 (hepatocytic hypergphy, liver we@ 1 > 8@11 fec to
toxicity? clinical chemistry) Q & « | top dose Y
90-day oral Rat: M-197622-014%"° o’ [Ratl E@cts atg,
toxicity study 114: urinalysis, clinital chemlst;@ llvewelgh@ 6\ R %@
(OECD 408) 1 kidney weight, | sp el luk \bw/d n
o
hypertrophy, hi opa@ ogy oneé@mts & (e &, | relevant f({
hlstopathol in kil S @
1671: | ’@T W@haer@%log& %, mam
chnlcaL\@em@ﬁy @ apopugafions
Mou&%k\%/[ 205579- 0@9 @ § @use@y Fc%d
.clinicdbchemistry v & S %61 S | eonsumption
1 livey We% hepa@cellu@xyp@ph@@) Q) ~got
@ 0: | BWG, | h©> &_| measured
“Mouse>M- k9%623-01 kI/ \ @ Mouse© | Second
46 hepatodellular hypertréphy S D N 260 & mouse study
o\@ 6@ () 1nica£chemi@tr‘y, 1 li«\aﬁ? 'S Ao conducted
i, o - &
Multi-& g Rat:M2232537-01-4 *\Rat: 25.5 | Effects at
gencgghion 2§(he@cy‘te @pertr § 25.5 mg/kg
stu $ 4 WG 1@C T r we&ght @ bw/d not
é CD%Q% Qﬂdn%welgh&% wel § relevant for
S Q ) K wild |
o R & o\ @ mamma
.9 % @ @ @7 populations
Q\ Develo@ﬁgbntal QRat: Mv202155-02-1 % @ O Rat: 60 Very large
AN studigs D70@9 | BW Q}BWQ@ FC Y - dose spacing
(0@414& Rabbit: M@ozs &62 15 Rabbit:
S @ @ mox@ 1ty,g§7 é G, @Fc 20
@, @) & @5)
2) Indices ofﬁﬁdult@ @U RatsM- 23&253(2 0"&\1 Rat: Dose from
gestation, % generation (S 0 Pl?%{l@%i pU@;[@W, p BW G 35.8 FO females
litter si@ study ()Q o . during
pup an (OEC %6) Q N g ©\ gestation
litte Q @ : and lactation
weight? Deve\fopm@tal Rat: M-28215549-1 Rat: 60 | Effects
@iﬁhes \\ef)OO: ean fdetal body weights, | crown rump secondary to
ECR 414) lengths & | pacental weights) maternal
é % § w @ toxicity
& @ ©© Rabbit: M-202513-02-1 Rabbit: Effects
Q@ @ (%0: | mean foetal body weights, | crown rump 20 secondary to
% <§ @ § lengths maternal
\/& @@ oy toxicity
$
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Endpoint Studies to Dose: observations NOAEL Comment
(phase) check proposal
[mg/kg bw/d] o
3) Indices of | Multi- Rat: M-232532-01-1 Rat: Dose fr
viability, generation no effects up to highest dose 127.3 FO Mipgior gy
pre- and study @ to pﬁg @
post- (OECD 416) N NS
implantation | Developmental | Rat: M-202155-02-1 “Rat: 700 Q> @ I
loss studies no effects up to highest dose % D & 2
(OECD 414) Rabbit: M-202513-02-1 & Rabbit& 1%/"2% damsd
60: 1 premature delivery Y i 20 O | aborted, @
4) Embryo/ | Multi- Rat: M-232532-01-1 ¢ O Rag; © @@ose fiom |O
foetal generation no effects up to highest@ose $ 1223 K0 ior @
toxicity study R 2 @ ©% to pairing &
including | (OECD 416) QL N LY 92
teratological | Developmental | Rat: M-202155¢)2-1 o @M 7, &t@ R@O g ETfect‘M\f
effects studies 700: increase i@ninor@elet@defect%% b@ 7] & nable
(OECD 414) KN Y @ Q o fg@ ce &
SRS IR
SN o S ° N am
@ N O LN QO S QmamEss,
Q & LS Q\ %G < @ X largedose
KM v & & spaoing
Rabbit: M-202513-02-1 > S o Ral@'&?: No effects
@: no efféets @(@ Q @® S ©©> %@ were seen
: noé%fec% og & @)Q é up to the
N .2 4 highest
' @ AN Q ~ LD
% Q N @ AN S 9 dose;
~ 9 § NS N Q\y\’ however
S @ o RS ioh
% 4 9 o ¥ . N o high
N @ @ﬁ @ § w\g\ ) & 1 mortality in
& | &% <& @ @ the high
) Q I’ S 9 o S dose (60
N N O LY O
o S S > AN § R mg/kg bw/d)
§ N @) S} & (c’%’ @6 o @ precludes an
o KO & % b\ 73 @7‘”\7 adequate
S g}g @?&9 @ S Q@ N\ assessment
& @ q Q L) S of this group
5) Number Ml@@ £\ R 2 32 Qlsy N RN Rat: Dose from
aborting gengpation ffects,up to est @se 127.3 FO M prior
and number | st@ly % @,j\ﬁ L IS ©© to pairing
delivering  |fOECIE) &V &0 S O @
carly <>Devef@aom Rat™I-2031 55-02 > Rat:
AN studies @ WO effectstp to@ﬁhest@nse 700
@7 (OECD 434)  { RabbifZM-202513-02-¥ Rabbit: | 15/23 dams
QD 6057 premattwe deluery 20 aborted
6) Systemic | Mulbti; @ RAG"M-23¢ f%\« 32 \0‘\ Rat: Effects at
toxitity generatiorfy 5 hep tocyt©Oh ypertrophy 25.5 25.5 mg/kg
and effects | @udy 4,103 BW BWG, | FC, 1 liver weight, 1 bw/d not
on adult NOEC%&M& k1&$ we@;;h 5, | spleen weight relevant for
body weig § wild
SN N S @ mammal
'S A populations
%o @Dev@m@ Rat: M-202155-02-1 Rat: 60 | Large dose
S @@ studigs  : 700: | BW, | BWG, | FC spacing
Q & | (OECD 4T13) Rabbit: M-202513-02-1 Rabbit:
c 60: mortality, | BW, | BWG, | FC 20
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Endpoint Studies to Dose: observations NOAEL Comment
(phase) check proposal
[mg/kg bw/d] o
7) Indices of | Multi- Rat: M-232532-01-1 Rat: Dose frahy’ IS
post-natal generation no effects up to highest dose 127.3 FO Mipgior gy
growth?, study S to pﬁg
indices of | (OECD 416) N & @@
lactation Developmental | Not relevant (no post-natal data) i Q> @ I
and data on | studies &% ) 2
physical (OECD 414) NS
landmarks V® m@ g}” @ @Q
8) Survival | Multi- Rat: M-232532-01-1 ¢ o° Rag 329 | ©
and general | generation 127.3: | BW, | BWG @ $ Q Q Q @
toxicity up study % Q 2 @ S © &
to sexual (OECD 416) Q%@ N Ol o %@
maturity Developmental | Not relevant (n%ost-na(%kdata@v@ % &i@ Q 7,
studies Q @ o @% @ @@ %
(OECD 414) @‘;\%a O & O S & 5 :

Q o
More information on the most sens1t ~'° evar@fe d rencgy- in c@pa@ Wlth@ontrols
gﬁ & %

unless stated otherwise) in the stu% bo%@

<’ o O Q
Phase 1: Body weight chang% beh}vmgﬁl effects and Ssterffic to @_X

M-199377-01-1: Rat 28- (t@y stu@ N §@ v @

& O
0, 20, 200, 2000 & 20000 ppl@%prre@ondn@ 1t1 78§ 8c&79 & 1%0 n@g bw/d

Body weight gain ( 1 29%nd%@solu @)ody§1gh§day 29)©were@duce&at 20000 ppm by 32/37%
and 14/13% respe ely@»M/E @20& pr body weight @gﬁ anckabsoh@ body weight were reduced
in females only, &y 303 and I&L% rgspectivel (b@ weight .-\-\ﬁ’- WEre most marked at the start of
the study for doges). Food con@mpt@g at 20000 ppin wasdeduce by 41/28% in M/F during week
1. Water consumptien wa&ncre@ed 2000Q-ppm 7/32%9in 1547 F and at 2000 ppm by 18% in
M. At 20000 ppm and 2000 p chc@rol s increase & @ﬁlls‘[ ALT was increased in M only.
At200@ppm cholesteggt wasdyrreasedin M & F. J§ 1ghts v@re increased at 20000 ppm by 25/23%
(absolute) and 47/3 @@ (re .%We) in, M/F entrkbula&hyperg%phy was noted in both sexes from 200
ppm and changes-asSoci te he dseumulation 0Pou2psglobulin were noted in the kidneys of male
rats (male rat spg@lﬁc N(@EL 0200 ppm (e@uvalent to 17.8 mg/kg bw/d) was proposed
for toxicolog @)l pu@ses @weve@odiﬁlght@‘fects@bserved in females at 2000 ppm may also be
conmdered as¥ coto co all p\ eva@ @(f‘@

Therefo he NOA% for tox ﬁm‘p lso be set at 200 ppm = 17.8 mg/kg bw/d, with
howeve a large sp@ng f%ctor 0&10 to ow@t effect level.
@ & @
e . & @@ Q
$ % %
@Q < O ©@
S &
& Q
PSRN
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M-197343-01-1: Mouse 28-day study
0, 6, 64, 640 & 6400 ppm corresponding with 0, 1.07, 11.6, 115 & 1111 mg/kg bw/d

No effects on body weight, food consumption or haematology. ALT was increased at 640 ppm an(@oo
ppm in M and F (ALP was slightly, non-statistically significantly increased at 6400 ppm). lee%@ht@
were increased at 6400 ppm by 33/50% (absolute) and 42/58% (relative) in respectiv

ppm absolute and relative liver weights were increased in females only‘dy 19%. He %toc& ar
hypertrophy was noted from 640 ppm. % @ @ @@

A NOAEL of 64 ppm (11.6 mg/kg bw/d) was propo@ for t0x1cg1cal purpo@ er
findings of ecotoxicological relevance was observed UYO the top dose level (64%{) @quw@%nt &

to 1111 mg/kg bw/d). ES &© & @ K

QN Q o & O @

& . L& R & & @
M-197622-01-1: Rat 90-day study . & °\ @ 6\ @
S MR

0, 100, 1400 & 20000 ppm corresponding with 0, 7. @ 1 14&9 167<1§ng/1@w/d 03
Body weight gain (days 1-92) and absol@od @mgb&%ay 92y were red at 2(%00 1&
and 41/29% respectively in M/F (most xq.r ed ?ﬂ;wee]@w) Fo @con tmg at2 pm was ced
by 54/48% in M/F. Water consumpti thi:g%ose Was 1 ased;@y 44° F @ek t 20600 ppm
haematology parameters (Haemat%@t re eddice ctivéged partial
prothrombin time was slightly inetgased in M t 20 O PP ole 1 pr in %”GGT were
increased in M & F and at 1490 ppa, holeggerol @as i

edlin M ome Changes to urinalysis
parameters were noted at 1406 ppm & 20(@ ppm @creé&ed gg ha]@‘ells inM & &reased volume
and specific gravity in F). Liver Syeightgwvere Jncreasgy at 20000 @m b{@Z% F (absolute) and

51/49& (relative) in M/Q@At 1480 ppgya e liyer wejghts wer incx€ased 5% in M. Spleen

weights were decreased at 20@ pp by 45@@ i relative spléen w@s were decreased by

24/29% in M/F. At 1@ ppngs solu@ spleen Wel SW, ﬁ@ redu€d 1%% and relative weights

by 19% in F. Reliﬁkld ey wei WQg' also‘isicrea by@% in M at 1400 ppm. Histopathological
h

findings compris grop y\m thé%drenal cortexht 2 hcellular hypertrophy from

1400 ppm, tra‘té%lar erostdsis f&the b@e ]oni{ 0%1 00 §m an&aZu globulin accumulation in
the kidney of M (mgﬁrat ific Sffect)is @

A NOAEI%f 100 ppmy(7 4/&? qé@ bv@ in N@ﬁ) pr@bsed for toxicological purposes,
howev& indings o . te x1colog1ca leva\\lﬁl e (body weight) were observed only at
20000 ppm, so th%ﬂle NOA Lx(gr ecotpx plilspose%ls 140§ppm (114 mg/kg bw/d).

@@Q @%\ > >

@
M:205579-02¢; Mo@@% 90y orfl t0x1®y stl@yQ 1 &
0, 50, 200%?00 & 3200 @m@ ﬁn Yg@] 0, @4 37.8, 161 & 770 mg/kg bw/d in males & 0,

12.6, 52.85207 & 965 %/kg

Body weight gain (é@s 1-99) Wa%geduc by 7 A) in M/F (most marked during weeks 1 and 2 being
redué%’d in males 50?788"/ ring days & females by 87% and 85% during days 1-8 and 1-15
respectively). Absolute

ght ay §§ 00 ppm was reduced by 10/7% in M/F (only 3% lower
in both sexes Qi da 90) oodConsurmgtion was measured. At 3200 ppm, ALP was increased in
males by 2939, cholesteralswas r%%uce by 50/16% in M/F and albumin was reduced by 13% (both
sexes). AtQ00 p@’cho@erol s reduted by 48.23% in M/F and albumin by 13/10% in M/F. At 200
ppm cheglesterafavas reduced®y 25/21% in M/F. Absolute and relative liver weights were increased at
3200 ppm (2$ 0 3 % respectively in M/F) and 800 ppm (10/13% and 14/16% respectively in
M/ ep@f@cellu@f hy@trophy was noted from 800 ppm.

A NO ? of 50 ppm (10.4/12.8 mg/kg bw/d in M/F) was proposed for toxicological purposes,
however findings of potential ecotoxicological relevance (body weight) were observed only at 3200
ppm, so that the NOAEL for ecotox purposes is 800 ppm (161 mg/kg bw/d).
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M-197623-01-1: Mouse 90-day oral toxicity study 2

0, 32, 320, 3200 & 6400 corresponding with 0, 4.7, 46, 461 & 944 mg/kg bw/d in males & 0, 6.2, 60,
629 & 1239 mg/kg bw/d in females @ @

Body weight gain was reduced at 6400 ppm by 20/32% in M/F (most severe at week 1; 74/64 i F 01@’
days 1-8) and at 3200 ppm by 22% females only. No effect on absolu V&»ody weig %@or f@jl
consumption. At 6400 ppm ALT and creatinine were increased in both sexe@nd AST and

increased in males only. At 3200 ppm ALT was increased in both sexes, AST was incre

creatinine was increased in females. At 6400 ppm absolute liver weights'were increased by O"/&
M/F and relative liver weights were increased by 50/78%~n M/F. At &ppm abs te r wel

were increased 33/44% in M/F and relative weights were increased 36/59% m%I@/F H@pato@l’ular@
hypertrophy was noted from 320 ppm. A NOAEL of ppm (46/69, mg/kg bw/d@n M/Fleas £opos

for toxicological purposes, however body weight ,..-’ cts observed fe@ﬂes @3200@;)m may also@e
considered as ecotoxicologically relevant. \ @

Therefore, the NOAEL for ecotox purposeéh @) bexgﬁat 3@\% p%%‘,& 60@/kg b}v/d dose for
the females as the sex with body weight %ffecte@t 32@%} n@ & @& @j
% S \\ @ NS N @
N & S

M-232532-01-1: Multi-generation s@%y @}00 éﬂﬂ 8@000 W\? @ NS}
Body weight gain was reduced at 0 ppi®in mates b Eﬁ’nax um o&% @ § Wm%t absolute
body weights were reduced by 6% tweelpS). | m od @elg in was reduced by
14% during premating (wee 0).and by max du 1& gelon (% 0- @ whit absolute body
weights were reduced by max, 7%, during mat@g (w k 10)and ma@S% @%xrmg g tation (GD 13).
Food consumption was redyced 00 ppm d @ng premating (wee‘l@ in $8% and in females
by 9%, and in females diixing gestation @% nd la@atlon\:élﬂ%@ s7 At 2000 ppm liver
weights were increased by 2 % i¥M/F (@solu“ an b@% &% i M/F (re@we) Kidney weights
were increased by 18% in ﬁ e) afd by @ % i M/F (re ativ€) and Spleen weights reduced by
12/15% in M/F ( 1 nd by~ i %(relatlve) pat o(-,y' h)@ertro was noted from 500 ppm
in males and at in rﬁ@ nd fem{& S a 1stoc;§ findings in the kidneys were noted
in both sexes A%L g%@o ppia was pyoposéd for tox1cologlcal purposes; however,
body weight c angé@’at th?&aLOA%L of 2000 %% alent’® 10%&% achieved doses of 103.4/127.3
mg/kg bWQg@ln M/F) aresalso @mde s ec 0X1cologi(@ re{@ht

Theref%re, a NOAEEfor, e@tox purposes ma)@lso be set- QQOO ppm: equivalent to 25.5 mg/kg
bw/d in males an@ 9 n&g g @‘/d (n@nm& acved d‘e%es)

& % @ &> N ©©
M- 202155-% R@Qev@mei&% toQi%@ty s@@y

OS60&§§§)Omg/kgbw § %f @@ %@

At 700 @kg bw/d fedy We%t ain (d § 2 orrected for gravid uterine weight) was reduced by

12%-+and by a maxitu 24"/@0n %& Absolute body weights were slightly reduced by a
maximum of 3% from d@" 14. @od con m@m was slightly reduced on days 1-4 by 5%.

A NOAEL 0& mg/kg b waﬁrop&d for maternal toxicity. This is also relevant from an
ecotoxicolt@pef&pe tivgswith h w a large spacing factor of >10 to the lowest effect level.

&©@©§’
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M-202513-02-1: rabbit developmental toxicity study
0, 5,20 & 60 mg/kg bw/d

At 60 mg/kg bw/d 3 animals were found dead and 15 were killed following abortion. Cllnlcal@m@
comprised decreased defecation, hypoactivity, bristling coat, pultaceous faeces@fd discolourggurine®’
At 60 mg/kg bw/d body weight gain was reduced by 86% (days 6-29), whll% solute bo @we@s
were reduced (max. 7% on day 29). Food consumption was decreased at 6@mg/kg bw/d %

days 26-29). % § @Q\ &
A NOAEL of 20 mg/kg bw/d was proposed for maférnal t0x1c1%% whlch is &Lg% re&\fant Q; @
ecotoxicology. Q @ @ 5 &
& & o KR @<§ &
AT
Phase 2: Indices of gestation, litter size, pup and litter weight g\,\ %@’ ©© \% 2o
o
M-232532-01-1: Multi-generation study % @9@ @Q Q@ ©@J (e é @% o
0, 100, 500 & 2000 ppm RSN &% S N @

& N N
There was no effect on gestation le h , }tlon@@éex @g&lltt% ze ineithegF'1 o % pups. Body
weights of F1 pups were reduced a @) %ﬂ QN day@ by. a@ro @tely 0 in @adles agyl females
and body weight gain at 2000 ppn@ays 1-28) was lov&r by g i M/ elg ts’of F2 pups
were reduced at 2000 ppm fror@day 1{? x&% ivmaley; A) in @mal t body weight
gain (days 1-28) was reducedty 14/N% 1@4@ (b an o&wearl@ an%nosmb rel to palatability
of the test substance in the dﬁ%’t) Cix §) &

A NOAEL for develoﬁmg of. prlng%f 50 ulv@ﬁlt t0°35. 8@/ %&v/d (in FO females
during gestation ands«\lglctatl@a wa@prop@d b 9 d mi du*d boqgiy wel.& from day 14; this is
also relevant to ec x1c010

RESE > @ & & &

M-202155-0 ®©Ra@wl@men@tmg£ﬁy sn@%r R

@
0, 5, 60&@90mg/1@1bw/é§” % o & @ @ o

X
There @ o effect o @tter @he numbe foetuses mean foetal body weights
(-8%), ctown rump-le gths{ A) and pl@ntal&velghts%y 9‘V§\\Nere slightly, statistically significantly
reduced at 700 m@ W, (sec ary4o mat@qal toxjeity).

R
A NOAEL of 66@mg/ posé&’for devel ental toxicity, this NOAEL may also be
relevant fo lth anr%@ the @%ag eters, with however a large spacing factor
of >10 to t e ow est effe@;

%f' . &’
@7 2 Q v & "\%
M-202513-02-1: R,iﬁ)lt @yelop@ent boxic @1 study
0,5, 0&60m%ggbw@’ S
& @
At 60 mg/kg hw/d 2/%?“da ied:ar ﬁ 15/2%ams were killed following premature delivery. Therefore,
the total nufaber of Tive fogtuses was redy Wed in this group (32 compared with 157 in controls), however,

the mear@umb Of livefoetusss (per dam) was not affected by treatment. Mean foetal body weight (-
14%) a@ crowy rum%len ~5.6%) were statistically significantly reduced at 60 mg/kg bw/d.

A @A gbf Zﬁlg wa/d was proposed for developmental toxicity, this NOAEL is also
re vant@ cotoxicology
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Phase 3: Indices of viability, pre- and post-implantation loss

M-232532-01-1: Multi-generation study

0, 100, 500 & 2000 ppm @
N

There was no effect on the number of implantations, the live birth index, or the ¥iability inde to e
highest dose tested. Therefore, the ecotoxicologically relevant NOAEL fO@‘j@lablllty is ><g 00

(equivalent to 103.4/127.3 mg/kg bw/d for M/F prior to pairing). @
%% °\© Q, @ %@
© @ S @ L@
M-202155-02-1: Rat developmental toxicity study X Q @@ § %,
0, 5, 60 & 700 mg/kg bw/d o ~ S <§ &
The was no effect on the number of corpora numbg of i nta@n m@ prg; or @t-
implantation loss or the mean number of reso tlons per Qd@m {herefa@, thb\ecotmcol(@aﬂy

relevant NOAEL for viability is > 700 mg/@bbw/@@ é}’ @j& @@J @ N
o KR

S & & 9 & o
6 DO s
M-202513-02-1: Rabbit developmentﬁ.toxw&y stu@r & N Q7w
0, 5, 20 & 60 mg/kg bw/d ©Q K & @\ @,% & § ©
% SIS %
At 60 mg/kg bw/d the 1n01denca§f prem ies W 1nc@ed /23 4 Ae s) §écondary to
maternal toxicity at this dose. T@eref% a 20 kg Q:'\ /d igyele E} fog% c0t0x1cology
Q
& &@ 2 o @)
5 O @ v @ > S
N ST
Phase 4: Embryo/foetal tox@f in@udin@ratical@ffec& N N
v

M-232532-01-1: gi-geni@éti@stu@@ § §f e O S
0, 100, 500&2@}9}9% SN §@ @ @@

There was nagy 1del@e of 4B adve@e effg@of 0p1 @de (@§ crepsy of offspring. Some absolute
nirolsgSpleen 11%/17% in M/F, thymus

organ weights of O@prlné’ﬁt 2(@0 wer %Lower n co
11%/9% 4 M/F (relatedto lo @ eigh rele@ N& L for ecotoxicology is therefore >
2000 p&qulvalent (@) 3 /k%bw/d i /F for FQ \f@nales prior to pairing).

S

\ @ >
M-202155-02-1: @@at @elo§ nt@@’oxne&%’stu@s @j@
0,5, 60&7@mg/k@?w/(@ \ \ @\

S
There v@n increase_in m1 ske@%l def&ts aﬁbo mg/kg bw/d, secondary to maternal toxicity
(aplasti splastic @&%sed racic vert & s (0/148, 0/150, 1/153, 4/142), aplastic, dysplastic,
fragmented, fused ?lelo ed t]@acwéﬁeb& centres (0/148, 0/150, 1/153, 10/142), fragmented or
longitudinally d1splaced rne (0/14@ 0/1§ 0/153, 3/142), aplastic, dysplastic, shortened, fused or
primordium of @y 9 ribs (OQ 8, @5 53, 6/142) as well as wavy and/or thickened ribs (1/148,
1/150, 0/153 142)%["11&” dence of an increase in any major skeletal malformations, or in
S .
any major ingriexte -@%- or &scera@lformatlons.

There the&)EL@ 60 @/kg bw/d, but considering only major malformations, the relevant
NOA for@tm@log@ay be 700 mg/kg bw/d.

& & Ty
©®
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M-202513-02-1: Rabbit developmental toxicity study
0, 5,20 & 60 mg/kg bw/d
o O
N

There was no evidence of a treatment related effect at any dose; however, as 15/23 dams at 60 @kg
bw/d delivered early, an assessment of this dose group could not be made. Q\ g

Therefore, a NOAEL of 20 mg/kg bw/d was proposed for developmental@dcity; this N%AP@

also relevant for ecotoxicology regarding this endpoint. S
3 & & @
@ < NI <
v & &9 Z L
S ¢ 9

Phase 5: Number aborting and number deliverin@%arlv
M-232532-01-1: Multi-generation study Q@

No effects on abortions or early deliveries. N%EL 1243
Q @ A S

AN
. . @ ) N
No effects on abortions or early dehvgés. NOAEL:Z00 m;%g%g b @ for&%s egj@ int & S)
oY & . & >

O %)
& Ty YN D %,
M-202513-02-1: Rabbi NentPtoxi ay @Q o & &
- -02-1: Rabbit develgpmenta toxx@y s @ LD
0,5,20 & 60 mgkgbw/d « > > SN S,
N
At 60 mg/kg bw/d the inéidenc&of p@}am o

eliveries was ingri sedo@?S/Zio\@ms) secondary to
maternal toxicity at this dose. ]%erefore, a NG
X

f 20§§/liibw/d &rele@t for ecotoxicology.
IS > %, Q N @) & N
& < & F VS5 e 0

Q - 7 O o & O

@Q > NN o L
Phase 6: Svs%}@nc t&&itv @n% ef%&ts o{&ult@b{%}dv wéeight § v
M-232532.01-1: Millti-géreration study é\@ < © @&,@
i . Ry N .. o

M-202 @02-1. Rat @velo@enta@xnciy stu § &

@ | X
M-202513-02-1: @bit %&elo@enta@xicj@xstu% RN
. N o @ . . . .
See Phase 1 (Bo@wel t Ch@es, avioural effects, a@?sys‘cemlc toxicity) for details on systemic
and body Wei%t effegisfor él;@se 3 die%\ § @
A RS EENORN > >
O 9 KX & @
N Q

N
Phase 7: Indices oﬁost-WWmﬁ%diceﬁf lactation and data on physical landmarks (e.g.
body, weight gain,” ea nd ‘eve opéiing,tooth eruption, hair growth, vaginal opening, and
preputial sepagation) &@ @ &

M-232532-0451;: Kﬁt?—g@ati(ﬁy stu(@%, 100, 500 & 2000 ppm)

There werg.no eﬁ@ts o@hys@f landﬁrks at any dose. Body weight was reduced in comparison with

controlsgbut wnly statistically significant from day 14 coinciding with the time the pups began to eat
. N ) . o

the djety Thereto re,@ is adirect effect of the test substance (owing to palatability of the test substance

Fither @ran a@velopmental effect or an effect on lactation).

v
M-202155-02-1: Rat developmental t@y{ﬁmy S D &% Q" « @j §

®

- Y
G

Ther @ant NOAEL for ecotoxicology regarding this endpoint is therefore > 2000 pm (equivalent
to 103.4/127.3 mg/kg bw/d in M/F for F0 females prior to pairing).
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Phase 8: Survival and general toxicity up to sexual maturation
M-232532-01-1: Multi-generation study (0, 100, 500 & 2000 ppm)

There was no effect on survival up to sexual maturation. In F1 pups body weight was reduced fro@fiay &
14 to day 28 (max -8.7%/7.7% in M/F on day 28). Body weight gain (days 1-28) was also 10 thakt?’
controls in males (-9.6%) and females (-7.9%). In F2 pups body weight gain reduced frc@l daydg

(max -13% in males on day 21 and day 25 and max. -12% in females on day 2&); body we éﬁt gaagév

also reduced (days 1-28) by -14% in males and -11% in females). % o @

Therefore, the relevant NOAEL (ecotoxicology) for(this endpmg, is 500 ppm?(qu%len@@)
25.5/32.9 mg/kg bw/d in M/F in F0 parents). X Q @ &
o S

> N
@ S @ Q X
SN Q S < @
@ 9
%0 > @ R \
Higher Tier endpoint for seed eating mamu@ls @° N > @ 6
v

Based on the different feeding behaviour of, ra@bltsmd roéms ( e) ar@@e dl@ére bse g@ effgc
in the toxicity studies, further describe 1%M 8 arl in M

350), it is considered justified to emplo@hstm&rlsk ess &scen S (h@\ﬁblvor Wlth
the rabbit endpoint, and for granivorg sceﬁanos Qﬁgseed %atmg:gmlce ﬁ}th th@aorreéia%ndln@rodent

endpoint. @ @
1

The treatment of rodents (rats, mlc% w1tzb9ﬂuo f@oh 1n ult @ mo -’-’- ate cts ombody weight
changes, in the rat typlcally 1a 3*wnh indtiall f00 onsu ptiomwhichis overcome by

week 3. The duration of theﬂ\gn nment XpQsure scenanoQ rnlge% tr ed see@ in a landscape
with freshly drilled oil seegd rapéelds@n alg@be co@ervaﬁvely\@l not% exceed 3 weeks.
Therefore, 3-week body” Welgh effects f ro congidered a ay appro rlat@ int of departure for
the risk assessment onseed edting mfee in f@hly @1 ed{)@ seeape{elds

For the use in th&l@lt Expos§ RTE@%lcu@lon@-week@ody w%lght effects were derived
with a benchmarkyose (BVID) salculation. Fer this ﬁ%os Pody 1gh ata for the first 3 weeks were
excerpted fron@ dlegy studies with ﬂuo@ohde&m o e§ (2&4d, 90+4, chronic, reproduction) which
include a con@rab@qui@e settig in‘the 1n1‘@§19 21 g% S @
% N @

BMDs w ®calculate ith E@ool commended\by E@. (2&1@7’) and the reliability of the fit was
assess&&ied on the @Merlo@»f no @Wld‘c FSA-20 LSQAS a point of departure for the refined
risk assessment, th@MD@lo 1S @Gpose®1 €. 9@% lefﬁgonﬁdeﬁze limit of the BMD for 10% effect on
body weight. Th%%wes reha@e BM@LW yv%@’ 119 @g/k@w/d

This endpoint@f llé@/kg@}v/d was use@s a &nem@% step for the seed eating mammal scenario.
The seedling@ater sténaridvas conducted withthe rabbit endpoint of 20 mg/kg bw/d.
g @é\ & 1@}% abbit endp gke

S -\
%

@7 @9 Q @ @ N

N S ©

o4 \
Toffelty of plant metalﬂﬁtes @}ﬂuop&hd@
The avallable @or%&w@he ‘E@mty@ fluopicolide metabolites in leafy substrates of potential
6

relevance fotNhe represengative uses andgyild mammal risk assessment is compiled in Table 8.1.2.3-3.

The M- Ol@eta BC653%1 1 B‘@\/I) is sufficiently characterized as to allow a wild mammal risk
assess m\~(:7" e sp ific ®X1c1ty endpoints compiled below (LD50 1470 mg/kg bw; NOAEL 7.5
mg/k w/d) 1ty a for metabolites is M-02, M-04 and M-05 are less extensive but confirm

th y apd@iot l@mo oxic than their parent, as would normally be assumed in the absence of data.
O met@eohtes M-06 arid M-09 cannot be considered as characterised with experimental data, so that
assum@? 10x higher toxicity may be appropriate as a surrogate endpoint in case a quantitative risk
assessment were required.
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Table 8.1.2.2- 3: Comparison of the toxicity of the metabolites in leafy substrates for birds and mammal’s
assessment (same study collection as for the parent).

Data available | Endpoint derived o
M-01 (AE C653711, BAM) & @©
Acute oral toxicity rat LDso: 2000 mg/kg (males) & 500 mg/kg bw (females) S g
M-225484-01-1 O @Q A
Acute oral toxicity/range | LDso: 1470 mg/kg bw (males) & 2330 mg/kg bw (fel@m) S
finding study rat Q @ N
M-228905-01-1 = O o d
13-week study rat NOAEL: 14 mg/kg bw/d (| BW@FC | muscleone at the LQ@@\EL (&@9 @
M-234461-01-1 mg/kg bw/d) X KL kS
3-generation reproduction |NOAEL 7.5 mg/kg bw/d (s@ht | BW in dd@is’and offsprk@ at L@?EL of P4
study rat , M-301025-01-1 | mg/kg bw/d) $ Q)
Teratology study in rabbits, | NOAEL: 30 mg/kg bw@ortahty, abortion, cal we1 ht loss
M-301030-01-1 reduced food consumptign at the LO/%%L ofo& g/l%bw/% ef&

development @ 9’ W
M-02 (AE C657188, PCA) o |9 @ % SO @ < .
Acute oral toxicity rat LD50: >2000 k bv@a R O SN
M-197257-02-1 ! mgg : [ % § g@ g@
28-day study rat, M-204953-/ NOAEL: 1@6 m(iﬂgg bw/(@no gf&cts at @Ehes@se tesfed) é\a S
03-1 S & & ool
M-04 (AE C657378) N RN @V NN
Acute oral toxicity rat LD505 ZO%mg/k%)w @ @Vf ® < "~
M-221558-01-1 v v S @S O 0
28-day study rat @XEL. %59.29&@0.6 mg/kg bwid in {@Yno €éffects at highestlose tested)
M-221960-01-2 N S @ N
M-05 (AE 1344122) - ° kS [N RSN
Acute oral toxicity rat L@ @00 m@@ bvb % . (©)

M-235328-01-1 &V \ Q AN
28-day study rat @ NOA@ 5%1;%7 mgﬁ@g } in 1\/@ ( BW% kl@%ney histopathology at

M-222343-01-1 & ©]LOAE Of%OOOﬁgpm) L
M-06 (AE C643890) >\ G § %
No experiment ¢ dat%@ @) © Ku (@@ @Q
available . ) N oy
M-09 (AEB102859) v o & 2~ P “@
Acute@él toxicity @ IDyso: 1039 mg/égb o v, , ©
M-685630-01-1 Sy S L @ LN o N

> y > T O s

R

“ & F & F

CA 8.1.3 @ M ect act tive s ta Q%no&mcentration in prey of birds and
mam@als@ %

Substan€es With a %%macc{%nula‘uon p “@tl@uld theoretically bear a risk of secondary poisoning
for bigds and mam sif mg con@mln prey like fish or earthworms. For organic chemicals,
alogPow >3 is us ger @Mn de&l evalhation of the potential for bioaccumulation. The log Pow

value of ﬂuopl@hde is 2.9. S log Bew does not exceed the trigger value of 3, fluopicolide is
N

deemed to 18 ntlal to bioaccumulate in animal tissues. Neveﬁheless a

bioconcenti@tion stt S ¢ith fluopicolide, and the lipid normalised BCF resulted in 65

L/kg ( -241273 01-1, KCA 8.2.2.3/01).
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CA8.14 Effects on terrestrial vertebrate wildlife (birds, mammals, reptiles and

amphibians)
Risk to birds and mammals is assessed in Document MCP, Section 10.1. @ ’ @©
S

& v @

Amphibians - Aquatic data @ ‘YRS

A 48-hour LCs test was performed with Xenopus laevis tadpoles with a L -48 hours §0 m<§> s./L&
These data indicate a greater sensitivity to fluopicolide expgsure of fish %mpared to ta‘&poles LCso.an?
0.36 mg a.s./L vs LCsg tadpole: > 1 mg a.s./L), consistent publishe erature sun@ans@m

- (2017; M-645423-01-1, please refer to summary, below KCA ¥4/01). @@

Based on this information, it is considered that ther%@gjre sufﬁc1en@ata %conch&@e th& early fife-st @%

amphibians exposed via the aquatic env1ronmen@ uld be pmt%cted by riskad se&@ent based orzghe

relevant fluopicolide fish data. . &' @ > O \ §

Q %@ & & @@% § =

Test species Endpoh% @ Q Refe};\@ce ©
U %

@

Xenopus laevis

- tadpoles -4§£§§urs éﬁmg@/L

&

. 2003;
Oncorhynchus mykiss RS, SN =
- rainbow trout \@@ LQ% 96 l@rs 0 8 mg @Q\ OQ& KCA 88.;0 01_1;\%
v X &
(& @ S \@9 &

@ < A
Amphibians — Terrestrlal e@sur%adulﬁ v §
Terrestrial amphibi ﬁavm%pe@élds and th§h _]OI‘lty Q the&pulaiqon will be found in field

margins, wetland se%@er 1 expagpre is considered to be the

e nd;n &S, woo
most relevant r(@ osu;rgc as comparﬁ to % T tergstri @erteﬁ@tes amphibian skin is more
permeable (a dSo as &éptibled chemical é&fth no protective (interceptive)

ed be
barrier such a fur@’ feaﬁh@rs %d alsoL%ca &the £60d inthke rat&¥ of amphibians are low. A risk
screenlng a%)roach is pfgposed@ sedgmavai le dat and@:ler{@ knowledge, including:

@ <
@ernal dose lculg%d LDso amph@aﬁ @ *o \©

A\
e exposure @@e ass%m % d@rmal@sorp@)n c%full over-spray (no spray interception by

Vegetatlg@ or g Q@ng)\% @ @
. avae aq@g@w téf’mt&data foQg\ge s%@ﬁc &hemlcal
o @dardlsed s]%@mes s Qlﬁc@ﬁ n&{@: 1n£%@1atlon on relevant skin surface area (3.041 cm?)

bodywelog% (1 393 g) as sugi ed@?\/eltje et al. (2017)
o, % Q
N Test species @ <& 5 Q &@dpomt Reference
Q Zy
@) < ®
RS R
Xenopus @zs N < @
tadpo X ©® v, LC§-48 hours:> 1 mga.s./L 2010; M-393869-01-1
“tadpolge . S © & KCA 8.2.8/01
< 9 N _
oroclints | I
@mzﬁwock@us @ BCFss: 65 L/kg s Mo
uegighfish whole fish, lipid normalised *
g ( P ) KCA 8.2.2.3/01

O
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As LCso wdpole data are available, the following simplified equation is proposed to calculate the LDso
(internal lethal dose) as a toxicity indicator:

LDsy amphivian = LC's0 adpote X BCFig, @o @@
=1mg/L x 65 L/kg ;Q\ v
@ @ @
=65 mg/kg @,Q S
S
N S &£ o

Then rate and species-specific exposure information are cgbined to inds'éc%a’te the pote@i\tﬂ%l defmal d()@q?:’
Dermal dose = Application rate (kg/hectare) Y(exposed @ (cmz)/bod,@@eig
= 0.1 x (3.041/1.395) %@} $ . & R S &
= 0.218 mg/kg o X ? SR

S & O L @@@ ST
A simple toxicity: exposure ratio (TER) ¢ lculat@ usi hes%ﬁve@val es in@%’esV @on@gﬁh

for terrestrial stage amphibians, as the TER % ttigger walue
clearly exceeded: @} N @} & $

s
D
Op-

AN

. © >
_ Sy S QN O
TER =65 (mg/k .z&g (mg@) § > @9 @ %@)

S O

=298 Q S QRN

ANCN N
& CANRNRFS &

% & L9

LN © S @ N S L9 &

o> © S © o

Reptiles — Terrestrial éxposurke 9 § SN QD K

R
@ o v
Like terrestrial amph@ans, @tile&%}%id o%en @ds and thus&e 'ority"&f%e population will be
. Ru¥H %, Ses. Ubli o .
found in field margfgs, w tlands§ sudmg%ed%é@ Woc@s or copses. Uillike amphibians, reptiles
have a poorly pefgtrabl®skin-therefore dermal exposure cor@dere ss relevant in reptiles and
dietary exposugedds co@iderecfgfurthfg. Th@%)od iitake ra‘g of r¢plilessand amphibians is low because
in poikilotherthic anfthals {\g@re is ® enéegy e@di to ntaigybody temperature and therefore
field metab@jic rates are lower thén for abird c@mam of similar gige (for lizards field metabolic rates

are ~17 times lower, seWSﬂ@ -152436-0 @l (pl reﬁeg summary below, KCA 8.1.4/02)).
Conse tly, food ifdake risk to rep iles@s«acocns@ered%e be.léWer than for species with higher food

intake rates, such@bird@\and@erefo@ rep@%s cdn be cehsidered as protected by the avian risk
assessment. @2@ AN @ 2> %@’ © S
o e S & &
@ @ ©@ "\ \ o\
SN I N
S Sy &9 9
o ©\
< N AT
= N S & &
S A O
G @ © 9
& O v @
Y O & 9
N
@ (RN
S S
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Data Point: KCA 8.1.4/01
Report Author:
Report Year: 2017 2.0
Report Title: An interspecies correlation model to predict acute dermal toxicity of plant @5/
protection products to terrestrial life stages of amphibians using fish acute Q\
toxicity and bioconcentration data %) A
Report No: M-645423-01-1 o> L7
Document No: M-645423-01-1 - NS
Guideline(s) followed in | -- . O & N
study: @) >N §
zzznati(;nls' fr?m current | Not applicable @@ § s
guideline: & A N
Previous evaluation: No, not previously submitt%@ @ R @U @
@ 2 S &
GLP/Officially not applicable & ] RN v &
recognised testing & &) N3 R N R
facilities: Q @ g}\ﬁ @§ <
Acceptability/Reliability: | Yes y @ @ Q o &7 N
SN SN O L $
@ N @ & O é\ﬁ ®
Executive Summary ©Q cgix é\ﬁ & @ﬁ o
A study was performed to predict@ute derr@nal foxicity (;% pla@rot PPs)to terrestrial
amphibian life stages from (regylatory:. fighd y combingigexisting .@Q pts @cluding interspecies
correlation estimation (ICE)allonfetric %ations,@’etha&bodye (LBB)*and dgtoconcentration
icts¢he an@hibian&medi&g ethaFglermal dose (LDso) from

standard acute toxicity vafies (96h L
possible, fish BCF Values\vere%prre ted to
durggpon of 96 h, in Case
correlation equatio ased on 3
species of anuraﬁhi ns, eqmiprising 1 5differ
ch tp\estimate thesacute r,
to PPPs wiﬂborga@r@ ac;gi\g@ sub§Binces.,

modelling, an equation was ﬁ%riva&tha%ﬁ

adjusted to an expos
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Data Point: KCA 8.1.4/02
Report Author:
Report Year: 1987 2.0
Report Title: Field metabolic rate and food requirement scaling in mammals and birds @g/ @6
Report No: A74185 S O
Document No: M-152436-01-1 S @7 A
Guideline(s) followed in | none @,\ AN ES 7
study: S & L
Deviations from current | Not applicable %ﬁ S .9 %@
test guideline: @ & N S N
Previous evaluation: No, not previously submitted Qw @@ NS y\g\g &
& S) [(\Q SN ©
GLP/Officially not applicable %@ Q\\ . &Q R
recognised testing @ 9 ) & @}
facilities: Q @§ . @ ~ ) &
Acceptability/Reliability: | Yes W NS VN N e
RSN S S o
Executive S *”\9%\@\@6@%@@@@7@
xecutive Summary & \ N N ég “

Field metabolic rates (FMRs or Hp), a@m
mammals, 13 species of marsupia m

ed

@é d@%y labelad

T, O, spesics of Sdtherian
, and 25 species Qf @Hd Were s@snma d ar@analyzed
allometrically (logio—Ilogio regre@ons%FMR@s stroagly c@la‘te@mth y 1Egss 1n>Qach of these

groups. FMR scales dlfferen‘%é@lan dags bas@For
ut no

0.81) and marsupials (FM pe —%9 58
passerines and 0.75 in all other b

C rat

dardanet

%@ birds (F

sized @40— 0

riags (FMR slope =

gov@all but 0.75 in
the& s, mgysupials, and birds

s

have similar FMRs, and these are ~17@3me g as of dike—sfed thermic vertebrates
such as iguanid lizard§<\g Fore hergiic ve rat he el@rgy gost of sutvivingjn nature is enormous
compared with that f@ ectothierms *Withig the e er1a4§\mars@nals birdSy FMR scales differently

for the following s: rodénts, paESserine @%rbw@ous eutherians, herbivorous marsupials,
desert eutherian @ese @rds and sea%frds ‘Equatiens are @en usen® predicting daily and annual
AN i
FMR and fooda@gquiretpent of a sps of @restr\\ﬁ%l Ve%brate@en itsybody mass.
O S v\g o @
B S s O
Asse,s@ent and cm{;fusn aé@gicant @ § S
This study is co@@ere%&ahd @supp@ve rmi tlon or@
@'@ = > - N
& S & § @
CA8.15, Endo@m sru@lg [@(@pex@

Potentlﬁndocrme %ptlf% propertles@f

Regulation 2018/6 EDg.kgpten\ followin
idefitification of endocr dlsgptors f@the

1107/2009. @°® &
@ O é@ § @Q
O - N
> O o
N R
&% O @ o

c e

p1c011de are being evaluated according to EU
srgcommendations of the ECHA-EFSA Guidance for the
text of Regulations (EU) No 528/2012 and (EC) No
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CA 8.2 Effects on aquatic organisms
Table 8.2- 1: Endpoints used in risk assessment and additional valid studies for ﬂuoplcollde°@$ts@§
metabolites @ @ N
. : @ <
Test substance Test species Endpoint ference @ N
A § z

96h P36 mg as/L ) N
Fish, acute LC @§ @
’ . 50 2003; MI408GE01 -1, I

Oncorhynchus mykiss NOEC 6 mg a.s @ N
KCA8,2.1/0 SRS
g om)_ S8 S
0.75 mga®/L &° N
. @ M
Fish, acute o (mm) 08 SO1-T %
Lepomis macrochirus & NOE% 0.56x1g a.s@
< vKC
o W S O
@3 mg% L %n\n{)

o

Fish, acute g\ﬁ %LCEO@ & %

Cyprinus carpi@ °’~] NO 0,25-mg a.&y %
X

S| & e & O

R ETINR /1©©

R a S
Fish, acute 9 DLC (m S
Braclydanio 1%’10 ] N .@ng 3 ' S
B Gy o
Q N |
S 96 O
}wh a%l § @AE _
Q Ory, slat&%? @© C <Q. &s/L@x 2003; M-

Ll & < KCA 8.2.1/05

O SRR 964, O@mg@L

O N N
@ QP Fish, acute & & mm) % —
Fuopiaide £1 Copodo e, [ SORC 030 dhnsrty | | oD
@ 5 oAl S o >

> DN 134 mgys /L
&@ . @QFQ@cut é@y {° @ Y?ﬁ"lom @

M Bmeph rarr@as NOE 5 0.31 a.s./L 2015; M-533292-01-1
S P p G g

& 2 OO e KCA 8.2.1/10
o= N
e O & .0 & |o @
Q O |.0 SN S 2003;
O K &
S\ » %f M-241190-01-1
d 33@7 0.155mga.s./L
D % @ KCA 8.2.2.1/01
@? °« | Fish ronlc ( LS EC (mm) 2018: M-
N § Pe%epha pro Cio  0278mgas/L | Wea—.-
> @’ @ (mm) Calculation of ECyo
° & Q@ Q& endpoint.
@é \%“ H@ o KCA 8.2.2.1/02
@ )
)
& b ows | B
R lipid 65 L/kg (whole | B0 N 241273-01-1
%, O % . . normal fish) :
(O Q| Lepomis macrochirus . KCA 8.2.2.3/01
§ @ @ @ ised
¢ £
©® Invertebrate, acute 48h >1.8mga.s./L 2003: M-240807-01-1

Daphnia magna ECso  (mm) KCA 8.2.4.1/01
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Test substance Test species Endpoint Reference
Invertebrate, acute 96 h >2.6 mga.s./L 2003: M- @ @b
L 225445-01-1 N >
Crassostrea virginica ECsp  (mm) @
KCA 824201
Q& & KQ
Invertebrate, acute 9%6h 32mgas./L Q% M 7
Americamysis bahia LC ) w[220513-012 @
Y o fogm < "| KCA8242/02.° S
X i O D |
\)
& o ﬁ O
@g 0.19 mg a%./L 23 Iz((é% 8. 2-24\11/01 0@ @
Invertebrate, chronic EC (mm)y .,
Daphnia magna & ECiqg,° Ca be %’\,\
S
© @@ @&ulate% é@ L
‘&% S Y &A 8.2.5.1/0
| 28 d@ O3&mg 2 QL N
Invertebrate 0 Jgix C ) @9 @)
Americamysis bah ECu %0.18 mg a.s./%@
- 2 %© (m@ A X
% 4
: . > Q
fgf;ﬁ@(;m dwler, kX 1.98 .s./;(\f@
ol@@nbrict@s va, atu&y OE nomg §
= S &— P
S o :
S P S e §h > 43 nfPas B
@ N & ® (m‘r@ @M-219737-01-2
gae, N | 72 ga. .
(@ 'y o SO KCA 8.2.6.1/01
©@ @ Pseudokircﬁ?%eriell@ EﬁCso (mm) %o o
S 6§ s;@pitatt@ & s/L@ 2018: M-
.9 gr e“fg@e S, NOEé (mm) % 643768-01-1
@\ v X @7 § Zﬁégm) S Endpoint recalculation.
A g O o o (im), KCA 8.2.6.1/05
O < QD o \
@? N @ @%7\ 7 WY 0073 mg a.s/L
g N) S 50 m)
@ S o .0 9. 0612 mg as./L
9 %@ae, A @ﬁi C (nom)
% elet a ctum@ 0.0160 me a.s/L 2015;: M-533278-01-1
@7 @(Mar@ diato#) z»&%s (r.lom) ga.s. KCA 8.2.6.2/07
D
N @Y [ 7h 00424 mgas/L
" § @ ® @ N 0.0424 mg a.s./
N > O Q oY ECro (nom)
N N )
&@ N @ Q 72h  0.121 mgas/L
@ Q E.Cso (mm)
. IS lga & 72h  0.068 mga.s./L
Q@@ Q@ la pelliculosa ECso (mm)
S @ ( Shwater diatom) | 21 0-043mgas/L 2020; M-678011-01-1
S L2 @ NOE,C (mm) KCA 8.2.6.2/08
Q é@ 72h  0.064 mga.s./L 0
E.Cio (mm)
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Test substance Test species Endpoint Reference
7d >3.2 mg a.s./L @"
E:Cso (mm) frond o
Aquatic macrophytes, number & dry 01012 2003
Lemna gibba weight 82.7/01 &@ @
NOE.C 3.2mgas./L %’ - o O\Q
(mm) 4 o
Amphibian larvae, iSCh %E% rg;g as./L @
acute > 2010; Mz393869701-1
Xenopus laevis NOE& 0.125 mg a. KCA&Q 8/OQ\\JJ
& Com & _
Fish, acute @ h 240 p.m,/\l@
Oncorhynchus mykiss LCsg.° (no %
r(%% (07%) & @§ G@A\
Invertebrate, acute% 4§h \@80 mg{.m./L =
Daphnia magna > “SEC no
p g @ s\ ;@5; Q .
%7 724, 120 mg p.1 L X
&(QQ %9& {\f@’so wnom) @ §)
N 721 O 60 & D> O N
Algae @ &9@ @ngé&? 6 P %@ @D
Pse@irch%ﬁell@ ° Q @ ¢ 2001: M-234304:0122
i e & @2n TwomepmiEy | KCA 326,103
NG 2) § NOEC (n N 3
S o &Y .9 O
QS S 2 49 mg@m./l_éx &\
M-01 @ @ @:C @ (no }
. < Sy 103 %)
(2,6-dichloro RS ~| - W 5 T
benzamide (BAM; N N D % @ )
@ 'S @ 72.h mgp-m./Ix,
BCS-AAGSB) & o O & f;;;ecso & (m
| A L1208 46 gp.né?%
© Algae, © % v @
S qyNavieed p el@ fsa | %)nr;) Hm/L
A e (E,ri%water faton).~ B &p-m. 2020, M-678377-01-1
@\; & éﬁ RS 7 Y 42mg p.m./L KCA 8.2.6.2/10
) S By
o & & & ] Gm
@ ©©< @ _ (@) a Q %976 T
Q SN T d .6 mg p.m.
©© ©\ Q @)Erc@© (nom), frond 2003;
= NG
& 4o & @ &|.®  number M-219725-01-2
° . 71.8 mgp.m/L | KCA 8.2.7/02
h
N t§ Aguatic r@srop %@s, o?j(:so (nom)
N pIMEP QT SINOEC 250 mg pm/L 2018; M-
@° & @ A (nom) 664031-01-1
& % § N E:Cio 51.0 mg p.m/L | Endpoint recalculation.
S @ (nom) KCA 8.2.7/03
© Y
I,
{N @@ N o
S
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Test substance

Test species

Endpoint

Reference

M-02
(3-chloro-5-
trifluoromethylpyridin
e-2-carboxylic acid
(PCA, BCS-
AB43478))

Fish, acute
Oncorhynchus mykiss

96 h

LCso (mm)

>102 mg p.m./L

M-218631-01-2

é}@i% 2.1/08

D

Algae,
Navicula pelliculosa
(Freshwater diatom)

72 h

E:Cso

72 h
(mm)
42 mg p.

4 mg p.m./L
s B
2 .m./
mg p.m 6@

R

Sl

Bold: Endpoints used in risk assessment
a.s.: active substance; p.m.: pure metabolite
nom = nominal concentrations, mm = mean mea&red co?sgentrat é
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CA 8.2.1 Acute toxicity to fish
Data Point: KCA 8.2.1/01 FRS
Report Author: X §
Report Year: 2003 S oD
Report Title: The 96 hour acute toxicity to the rainbow trout, Oncorh us mykiss, iq a stat@%
system; AE C638206 Technical 97.1 percent w/w & N
Report No: B003802 §\ Q ey 2
Document No: M-240806-01-1 RN @@
Guideline(s) followed in | OECD: 203 (1992); USEPA (= ): 72-1 (19 @) ¢
study: 2 % @ § (z\\”
Deviations from current | Method: Deviations from cy@gnt guideline NCO/3029/9®rev 4:°X O
test guideline: Recoveries were only detegfmined at two di rent@)ncer@tlons $q dupli %t)e
However, the obtained demonstratyery 084 recoveries 1@ the I%MS
calculated form thesg data ac%mts f 9 (/éc 5@’6) &E %,
C653711), respectiv The@netho an t foreé@yregag& as fit for purpose
Study: Current G dehne
The pH of all t %lutre@s Waﬁg’reat than 8 and 1 (8 6 t@é)

This dev1at101;1ﬁ1ad ng)}mpact@i the gt y su;ée 1d1 @%ﬁerlagg\he met

Previous evaluation:

yes, evaluateg)and dcceépte ©
inDAR(zé@g SR SRS > @ §y

@))
rC;I;(I))/O.fﬁflially‘ Yes, co@cted@ uﬁuﬂer GL?/O%Clally @@gm testt‘acﬂ@% \
gnised testing @ w @, @ Q
facilities: N ° @’ OQ @ f}\\%
Acceptability/Reliability: [ Yés N N &
o N @ @ @ NN
2 DR SN S
Data Point: K 2141 & @ O « NN
: =4 V O\ o\ =4
ﬁ:ﬁiﬂ ?lel:rlor @® 2018 & o § N) (07»© & )
Report Title: @@ \@ ta&ig?ent Certificate of a@sw uopiolide alte toxicity study on
X | rainbow trout (ngg&%edl 2003; M@40806:01-1
Report No: & & | MD63470001-k © < S @
Document No: o “WI-634700-0 % N aQp Ry
Guideline(sy followed in%y - & ~ © C
i S OB & T e S 6
Deviations from curfeat N@t ap&gable© N Q\
vooN
test guideline: % aQp @)
Previous evaluatién: @ No@tpr@usly%ubmlt d @Q
@ Q © O @) @
GLP/Official®  © @Dta fleable, N
recognise%esting > % ,%Y_,Q @ @©
facilities® S @ }’@ )
Acceptability/Reliability: | Yes & W
&y SIS
N\ T ey 8§
Executive sumgary [ @@ &
St%y;as fornfed with the rainbow trout (Oncorhynchus mykiss) in a static system.

An acute to@‘t
Junvenile & t&

3.0 and Y& 'mg

All treatment, dg;@ ish
Mortdlity, tezicity,
R@overi&@at 0 and 9
conce

sample

out5§
ﬁ inSvell @

re exposed€d fluopicolide (tech.) at nominal concentrations of 0.65, 1.1, 1.8
er for a 96- hour period. Additionally, a negative control was included.
test vessel (10 fish per treatment level). Test solutions were not renewed.

uesaird behaviour were recorded at time points 3, 6, 24, 48, 72 and 96 hours

were below 80% so the biological results are based on mean measured

ions of fluopicolide. There was no fluopicolide residue found in the dilution water or control
. Analytical data indicated that the fluopicolide metabolite M-01 (AE C653711) did not form in

the study samples. All samples were analysed by Gas Chromatography with MS detection (GC/MS).
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The arithmetic mean measured concentrations of fluopicolide were 0.16, 0.29, 0.44, 0.70, and 1.2 mg
a.s./L.

The study fulfils all validity criteria of the current version of OECD 203 guideline. @
Mortality occurred at 0.44 mg a.s./L and above, with 100% mortality observed at 3h at 1.2 mg a. &
Sublethal effects were observed at 0.29 mg a.s./L and above all over the study in surviving ﬁsl@"he @’
96-hour LCs of fluopicolide technical to rainbow trout is calculated as 0.36 m&@ s./L (95%@ 0.29,

to 0.44 mg a.s./L). The lowest observed concentration with mortality is 0.44 fg a.s./L. The h gh
concentration without mortality is 0.29 mg a.s./L. The NOEC (highest con%ntratlon w1t@t s@thal@

effects) is 0.16 mg a.s./L. <
LM 1\? Q@ @@ @ "\a@ <
. MATERIAL AN ETHODS: ®) % @Q (\@ @)
& Q
Test material Fluopicolide (tech.) N\ Q N x\\} @) @
batch. 2050190/PP24102” o & 8 S ¢ @&
purity 97.1 % w/w o TN @ 6\ N
Guideline(s) None specified Q @& N A @,\7 @§
adaptation o~y @ @®J & S {(@% ES °
Test species Rainbow trout (O@rh)ﬁwﬁus ;%ykzss)\ N & D §\@
Acclimation At least 14 day@ 3

AN ) R EEESERS
Health durm@:clmﬁtlon {g&s tha™ % ;ﬁ@rtahg@i}? @ {(@Q O

Organism age/size = In control fish at tifgrend of the sﬁady N @\y NN 2
L oT @ (RN
at study initiation Mean leng@ 4.65+ 0.4gm @ Q Q) S
Mean b@dy weight: 1 @1 i{$545 @ & § &
Test solutions Nominal concéntr 65-1.1=21 8&%3 0- m%@a s/L.
Co%espo n m ured@)ncentra‘uo@ 0.16.-0.2%5 0.44 - 0.70 and
12 mg %W / L 9 %o $ @y\’
<%garnpl@ er%aken @om ‘(est c@mb 5 on ggy 0 an
ontfl
The stock@lu@k\was f%era@ @1 0.45 um f@er as it was dispensed into
@Q %1 testxgiambers to&\lov%mdlssged t¢&1 subsfance. This is the reason why
©© Q € measur éntratiaps at 3, are e range of 22 to 25% of nominal
& coﬁ@ntr%ons A tert e@ltra@ of the pri @y stock solution, there were no
. © ggdmo% prolg;@m with solu ity through@nt the study.

Repli&ﬁ@)n o&essel&})er cogceor;?@on %ﬁhca@) 1
o @No cQf v

essels pey\& replicates): &
Organisms per §9 &o. of g @nisﬂmper @Sel |G} S

replicate % NN
Exposure @ _Ostatig,” “« © Q W
Q © Tg@ ure @atlo@6 hotys
Test Ve 0.377 gﬁﬁ/ gst medum ,, &
Loadu@ @ Q @ }’R\\%

Feeding during teﬁ@ Nogg o QN
Tést conditions ’E@lper@kure: 133 - ]é’@"C
@° Photo eriod; @ hougs light / 8 hours dark
fntensity: 160001ux
8.1-88.
@ @Q ter @r%dnessg4 mg CaCOs/L
<< O R Dissplyved oxygen: 67 -113% saturation
&Y O &) Conductivity: 1000 to 1300 pmhos/cm
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Analytical results
Recoveries at 0
measured conce
measured conc rat1
on geometnc@ean&
the test and@jl these

iS no neeg

o recalcula

as @ conc

nditions, béth arithmetigand ge@metric meanare similar when rounded, so there
s g s e

@)

\
?ﬁ §re be % 80% see table be@w) S@the bloﬁ%glcal%esults are based on mean
tion

-@—’ basis of arithmetic mean
(201?&) ‘, the results should be based
entr@ions are stable over the 96 h of

f ﬂu@plcol‘isdoe The res it are %epo
rep

to th SA $ech
e«ﬁFH@even§)e C

tratbans

Acco din

oin
There 4vas no ﬂuopl@hd@ fosidue @n in the@§1lut15h watePor control samples. Analytical data

indicated that the ﬂ@plc&k\k e m@boht@d 0%}@

id not form in the study samples.

E 371
&

AN («% SIS %i@
. 5) . f inal
Nominal co‘i@ m S Ge\%@trlc\© -
L mean AN mey 2 D
(mg a.s.{(@% (mg@as /L)f\§ @%g a ﬁ\@ %@ 0 hour 96 hour
0.65 ol sore O[3 26
N 29 O Ty O 24 29
1.8 o4 o @ & 23 25
3.0 QO o & wJor, 23 23
5.0 \_;Q\' @(M.z O & |19 25 24
@
S N
VS S
& @ Iy o
> 9 <
¢
e

"' EFSA (European Food Safety Authority), 2015. Technical report on the outcome of the pesticides peer review meeting on general recurring
issues in ecotoxicology. EFSA supporting publication 2015:EN-924. 62 pp.

Parameters Observations for death, and for abnormal appearance and behavior were
Measured / performed at 3, 6, 24, 48, 72, and 96 hours (+ 1 hour)
Observations Discrete measurements of temperature, dissolved oxygen, pH, and conductiyjty >

were obtained at test initiation, 24, 48, 72, and 96 hours, or within one h of &

the designated time. o
Chemical analysis = Samples were analysed by Gas Chromatography with Q&g detectlon @C/]\%@))

for the actual concentration of fluopicolide and M-01 (XE C65371@ preseql

the test medium on day 0 and on day 4. 2
Data analysis LCso values and the 95%- conﬁd@e 1ntervals /ere calculat a\for 3«%5 a

24-hour time points with Spearnmign-Karber d and for tl® tim ints , IS

72 and 96 hours with blnoml@l test methodising CT-T, @Ver he ©

LCso was estimated, using o of four sta@]lcal techni l@s mov age@

binominal, Spearman—K u,, analy31s or & e a(%)ropr@fe

method was determlned cLording to $%dat ara%glstle,& %

‘& & S
S & oo
1L RES%{LTS AND DI@SSI@@ & O & &
Validity criteria of OECD 203 2019) <. S & Requifed’ - 7| & Obtained &
3 X~ \9)
| S T o Frlamn
Measured concentration of the test sithstance@” S v @nda‘co@ @§ N St
) S ®) o S meg qd
o 9 @gj) S @0® & S Q© concenirations
Mortality in control during testQ>  ° NS kY AN \)A) ) © Q0%
Dissolved oxygen saturatiogj & @Q @ @ > 60% c\b) © 67-113%
@ [ s %
& &S o §
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Full details and acceptable validation data to support this method are presented within document M-CA
4, which comply with the EU regulatory requirements outlined within SANCO/3029/99 rev 4 with

minor acceptable exceptions only. @o S
N &
L v
Biological results: S @Q S
Observations @JQ S o\@

<
At 3-hours, sub-lethal effects such as loss of equilibrium, erratic swimming;3nd swimmifig cea§ -
observed in the 0.29, 0.44, and 0.70 mg/L treatments. At 2&hours, sub-léthal effects v@ sti ‘1*®bse @
in the 0.29 and 0.44 mg/L treatments. At 48 hours, subYethal effectere observeg-in thgd).29.mg/

g/l &
treatmefnt. At 72 or 96 hours, 10% sub-lethal effects% g@}minued in %@@ 9 mg/L &ttme@ @©@ @Q}©
Mortality . . @(D@ Q & . @@%

Exposure time o 8 g R
(hours) 3 6 N 24 2 N 41: é& i 72 @@@ « ] 96 %
gle‘;?;rszgcc (r)rlllecan No of dead | No of d%l @of d\@% of deggg §0 of (@d @ of °
(mg a.5./L) S O & OV PO PO dead P
Control 0 (0) 0@ o o & |u® &S ole
0.16 0(0) 00 @ e v N0 S oS L0
0.29 0 (0) @92 Do Go@” How? oo
0.44 00 Clo® .« |96 < |1edooy, | 1071000 | 10(100)
0.70 360, o0 Y broao®y  [Toaedy - J70(1e9) 10 (100)
12 10 (160) 10 (190) < 1040000 &7 10(100) =] 106+00) 10 (100)
NN A o D
F TS e &0 98 O

@ & S Sscﬂl. C(%CI@ONS@@ o @
The study meﬁ?th%\validi&\ cr@&eria %@ theé%ndpo@s (@arithmetic mean measured
concentrationgyire: & © QO g@&g ISEE @

TN g N SEERS .

Z) S D v g 763

N o RS 0.360mg a3OL
LCso @ours 95 /:) é)) . @ @ IS (9@ —0.5% mga.s. / L)

O . QO
lowest concentraﬂ@mth r&rtalﬁ N @’.44 r@%&.s. QJ
highest concentrzf?on ﬁzut @g‘[ali o '~ | 0 %@nga QL
i @2&'@“ oo
NOEC: high&st concttratio@ywit subal it
effects 6 }{% R C,@\'m @'S' /L
N @ p Y

Assessment and conclusion b. ligant: N

l}e study is reliable aRa the@}lso %0. 6 @ a.s./L and NOEC of 0.16 mg a.s./L can be used in risk
assessment&@ A @ KQ Q
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Data Point: KCA 8.2.1/02
Report Author: Young, B. M.
Report Year: 2003
Report Title: The 96 hour acute toxicity to the bluegill sunfish, Lepomls macrochirus, m@tatlc o3
system; AE C638206 Technical 97.1 percent w/w
Report No: B003801 @§ @
Document No: M-240805-01-1 @ RN
Guideline(s) followed in | OECD: 203 (1992); USEPA (=EPA): 72-1 (1982) %ﬁ WO .9 %@
study: ©, SN *24\9\ > <
Deviations from current | Method: Deviations from current\guideline SA /3029/99 r@@t: N y\g\g
test guideline: Recoveries were only determiied at two diffefeént concentrations in @ica

However, the obtained data%l‘nonstrate v ood recove, {8 and the pregigion @
calculated form these da ounts for 2.4 (AE 820&dnd 7 /0 @}
C653711), respectively. Fhe method ¢ here& be regardedhas fit ﬁ&? urp@@s ;
Study: Current Guidekine: OEGD 20 019 o % %
The pH is greater th&n'8.5 to 8 @@in the@ﬁlg st %
concentrations. S%{e the @rmt@mtbn@e study wasery hn@d (b en
and 8.7) and valdity criteria aremet, i unh tha s dgyiation ha

the Y & §

significant i mQ t on. reSL@ & @ S N A
Previous evaluation: yes, evalua g%cepte N X @) ~

in DAR (K & NI S §2 @ ©
GLP/Officially Yes, co@ucte%under %P/O@lallyogm@d test@facﬂ@% N
recognised testing @ %
facilities: @ \ AL & @»Q s Q
Acceptability/Reliability: | Ye¥ & S A oy N 9

O N Y AN 2
. \@ > L o N8 &

Executive summary S S @ o %o

9 . .
An acute toxicity iz@@s pe?ﬁ?m@with@e blu 6ll sunfish, (L@pom@ ach\hirus) in a static system.
Juvenile bluegill sh syere eXppse fluopicoli in 1nal@oncentrat10ns of 0.65, 1.1,
1.8, 3.0, and 5.@ @; i %ell water oka shour ;g &dltl@@ally, a negative control was
included. All tme O ﬁs s@esse:k% ﬁsh treatﬁ'ent level). Test solutions were
not renewed. Mort towlty alues an beha@lour @re re€orded & time points 3, 6, 24, 48, 72 and
96 hours, E'@ch test cha ber wassa fo@alym of flappicolgte (tech.) and the metabolite M-01
(AE C @ 11) at 0 (%gér to§ int uctlon of thistest ﬁams@ to the test chambers) and 96 hours
(study tetmination): mpl r@o\ﬁaken 1dﬁé@pth and d1d t include any extraneous materials. All
samples were anal by as matggrapl@%vvlth ctron capture detection (GC/ECD). Recoveries
were below 80%&thus @ res asedwon mean meastired concentrations of fluopicolide (tech.)
which were 024, 0.3% .0, ar@ 1.7 @ a.s.” TheBtudy fulfils all validity criteria of the current
version of ORCD 263 gune@b 1 eff@ts wezrg observed from 3 h to 24h at 1.0 mg a.s/L and
above. Me%ahty occure -Q. ﬂ§am cefitration® Analysis of the mortality data by the trimmed
Spearm@(arber metled ga he fo@om@resw@o\’rhe 96-hour LCs of fluopicolide (tech.) technical
to bluegill sunfish @ cal late@ mg a YSIL (95%, CL = 0.56 to 1.0 mg a.s./L). The lowest
observed effect cotﬁeentlég S&@ C)Qas sublethal effects, is 1.0 mg a.s./L. The no observed
effect concentr@lQn (NOEC) j is 56 @g a. s.&
$A0 § N
& S @
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I. MATERIAL AND METHODS:

Test material

Fluopicolide (tech.)

batch: 2050190//PP241024/2 @ >
purity 97.1 % w/w ° §
T . S
Guideline(s) None specified S @\D S
adaptation @j@ NN
Test species Bluegill sunfish (Lepomis macrochirus) QS N
Acclimation At least 14 days ') \@ .9 %&@
Health during acclimation: less than g@nortahty SN z\g > @ﬂQ
Organism Mean length: 2.4 cm (2.1 — 2.6 cm) at'the end of @study @ §9 é\g ©&
age/size at | Mean body weight: 0.294 g (0.17&} 0.397 g) at¢thiec end of th%mdy QR o
study initiation o 'S © &@
Test solutions = Nominal concentrations: 0. 65@?’ 1-1.8-30-5.0 g a. s find \J O o @
Corresponding mean meas&red co%entra@ﬁs (»Kg?él % (@@ lqi\\a’nd };égng
a.s./L. Q @ ?”\9 é@) @ D & % .
Samples were taken from all tespthanghers ofigay 0 afld day 4. © SN
ol s oty B gl & & g

Controls: water >

Evidence of undlss®ed Xemal@ he, stock s@tlon@%‘as fi ed g}§45

urn filter as it w, péf\rsed @h th@ Q@m:gﬁﬁo reqiove issolved test
t

substance. AftelQ ﬁlt@tlon ofthe ptimarysstock 101@%&6 e n&%dmonal

problems Wlthslub@ty threpghoutthe s . O N
Replication No. of vesseld per; &ncentr@ﬁon@phcg@sﬁ IQ @ @U &
No. of vessels per cont;ﬁ(rep)wates%@jl &@ Rz % S
Orggmsms per No. of %gams@ per@ss@@ . § @ %@
replicate S AN @@ o @)@
Exposure statig @ & 6 é& RN
((gé(t\al exp ura\?ratlo@ 96 h \j o 8
Test  Vessel 196 &\fish/L&st mediu X @
Loading @ é N . w «@;& &\Q @ [@ <
Feeding durj Q X
test @ N$% "\a© s b 9 m@@ © @
Test con@ﬂons Temperaturés.? 1.6,&22 20@ @’
& Ph peri : 16 hours t/ 8§urs &
@ﬁ{ght 1&%ns1tyxl 650 @%\ & \
@ ardiyess: mg\éﬂCO;@L @b
@ olve@oxygggy 77 @% sa@raﬁm@’
Q ond 1ty&00 t
Parame Obs rvatlo for at& d @:rj abnormal appearance and behaviour, were
Meas / pe @d 96 hours (+ 1 hour)
Observations cre mer@ f temperature, dissolved oxygen, pH, and conductivity
N were am@&a‘[ tesi@mtl n, 24, 48, 72, and 96 hours, or within one hour of the
@,> designatedsime, @ &
Chemical /& ﬁere @lysed\éy Gas Chromatography with electron capture detection
analysis @ or the ‘ tial concentration of fluopicolide and metabolite M-01 (AE
(7% /§ C65 ) in the test medium on day 0 and on day 4.
Data a‘i@lysm@ o valges and the 95%-confidence intervals were calculated for 24-hour time
& @ @ ts With Spearman-Karber method and for the time points 48, 72 and 96 hours
Q© é@ th @wmmal test method using CT-Tox version 1.1. The LCsy was estimated,

&

using one of four statistical techniques: moving average, binominal, Spearman
Karber analysis or Probit analysis. The appropriate method was determined
according to the data characteristics.
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II. RESULTS AND DISCUSSION:

Validity criteria according to OECD 203 . . " @

(2019) Required Obtained . é QS

Measured concentration of the test Mandator iif?gﬁﬁﬁift 24 @

substance measured concentrations y o S

concentran%@

Mortality in control during test <10% % 0% @) & %@

Dissolved oxygen saturation > (@) ﬁ& 77 - %\Eo > @7@ %)
Q g P & &

i Q O & O
Analytical results: SN v Q © &

Recoveries were below 80% (see table below). The &%ﬂts should l@ixp ssed OQ%G l@sis of gebme %
mean measured concentrations, but they were re@f‘ced on the asis of@fithme el conegntratiens.
The table below shows that there is no signifjcant differenc twegﬁ the f@hear%nd éiecalg@%tmn
of the ECso would not provide a different Va& t@e b10@1cal@§5ult% ba@@ on arit m%lc mean
measured concentrations of fluopicolide. Q

There was no fluopicolide residue founcg% thex?luti%n wa@r or cégtrol @pl& Meta@t .01
(BAM, AE C653711) was not quantlﬁ@%m tb&\amp §

S ‘”\9 S)
& & @ @ @
Nominal conc. Arithmeticimean QrGeometric fiiean % O@miqﬁﬁonc@rati&ﬁ@
(mg a.s./L) (mg a.s./L 2 (n@as/@ ® OQQr O ] 96 heur
0.65 0202”04 & < &R . O |d
1.1 0377 & G0y @ P L9 Jn
1.8 056 2) 0@ NS ENRNE
3.0 10 8 9 |91 & .Y e 3% N EE
5.0 @ 13(7“ § &17@ @ @ 35 S 33
= g I
Full details ancé@cep@le val%ahoi&data @up oﬁ th1§ etho e présented within document M-CA
4, which co % reg@ator%requl@men utliggd wit@in SANCO/3029/99 rev 4 with
minor acce@able exceptlons 0nl§@ @ & @ é,(;%
@ @ @ < D
B1010§!§ results: ) S o % o\©
Q\ N S
Observations N < \;9\ ] ©

o
At 3-hours, suh I@?tha@ects@ lo @f e@iﬁl\\iybri@ err@§ swimming, and lethargy were observed in
the 1.0 and g g/L@reatléﬁts A@t\6 -hours, subsleth Le ts of loss of equilibrium, erratic swimming,
and swimming ceased W ed 1%@e 1. éng/L treatments. At 24-hours, sub-lethal effects
were sti@served in thg 1. O /L tr&y @ heré\\were no sub-lethal effects observed at 48, 72 or 96
hours imany of the @tme% N @

@
& %@e@\@’@eﬁ
G @ © 9
@@é@%@
Y O & 9
> O o
s &
@9@@%
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Mortality
Exposure ©
time (hours) 3 6 24 48 72 96 @ ©©
mean @\g
measured No of dead No of dead No of dead No of dead N@dead No @9 ea@
conc. (%) (%) (%) (%) é%) (‘3‘5 B
(mg a.s./L) Q @
Control 0(0) 0(0) 00 00 Ao Jo@? &
0.24 0(0) 0(0) 0 T [o@ @ [oo O e .Y o
0.37 0 (0) 0 (0) 0(0) & 00, © 00 WO & ©
0.56 0(0) 0(0) 0( 00R [0  «]00© oF
1.0 0(0) 0(0) %0) apaoey”  [1oeny 400
1.7 0 (0) 0 (0) Aoely  «JT0(00) Y 1000) [0 (100)
Y J O e N ) °
@ SN
glﬁ. C\ONQ%L@EONS:@Q &% § N @j §@
The study meets the validity criterid ti&end&og@lts Q%ed %@nea \eaﬁd c@entr@ons of
fluopicolide are: oY & .8 X o S S @ ©
Bugas o o pO &
LCs0 96 hours (95% C.1.): \@@ Y - ?50.5@1 1.0@&@) - @ é
LOEC: B ) & .
lowest concentration with@n effec@%x @@Q é& mg a@y/ L @ "\@ y\?@
NOEC: N S N ®
highest concentra‘tion@vithou@erse’é@ffects©>O'Sggg@lg i’sﬁ N . "~ . §
S T g § Y e O
Assessment and eoncltisio licant: @V @@ & @
The study is iabl&nd th&cs(mf 0.7 %‘g a.N} agﬁo%ﬁf 0.§§ng a.s./L can be used in the
fluopicolid®risk gsessm&it. O« o O & g
9 2 N v Y e o
S & & & ISER S
A O@\Q & O v O
FIEFITs s
2 @ § g ~ S @©
o O ¢ .09 o O @
W OO S oD
SRS %Q & @
=) % S @ %
T A @ o
@ &@\ - &©
@%
PR ) SR
o4 &
o & © ©§’
<< O % S
S SIS
S LT s
€ o
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Data Point: KCA 8.2.1/03
Report Author:
Report Year: 2003
Report Title: AE C638206: A 96-hour static acute toxicity test with the common carp (Cyp@ls @6
carpio) g
Report No: C036019 S @\“@ A
Document No: M-219743-01-1 o L 7
Guideline(s) followed in | OECD: 203 (1992); USEPA (=EPA): OPPTS 850. 1(&5 (1996) Q @ B
study: ) @
Deviations from current | Method: Deviations from current gdideline SANCGQ/3029/99 rew@
test guideline: Recoveries were determined at tl?e different ¢ ntratlons 1 plic &
However, the obtained data demonstrate Very@d recoverm&and t@m @

The method can therefoﬁgarded as ﬁ%ﬁr purpose.

Study: Current Guideline:ABCD 203 (2019

Dissolved oxygen concéenftations in thefest so u@)ns ere > of t%}atm@ 3
mg/L) at test initiatiog; but drepped teplightyJess tbw 60% turat;Qn in the,
second highest concétratiofy 24 fhours. Stce tf@ﬂorta in t s test
concentration is \%hm th@tcep 1m1@%) ol and & atlo@
provided afterwagd thmfore\ﬁ%e 1mp®t of th@Qewa@ is &ﬁnmdere
negligible. @

The size of fis %gas bigger th comm;nde gu1 ne: megl of
4.5 inste 3+/% But h weight'o f &Gish i @thm pemﬁ@d in US
EPA gu{ggline, below 0 g.

The is grgater thag8.5 (upNo 8. 7@%2111 &t con rat and controls at test
starand, 1n§0me casmng@’ater QQ. The&dﬁ criteria the were met SO
this-slight deviatiop is nat cons%e;ed sighificant. @

Previous evaluation: Grgs, evdlnated accepted 9
: 1an\R(ZOO§Ej S @ &

GLP/Officiall YeCednduéted under GLROTH rec gnise estm fhellities
y N Qe @e é@?f cialty % gl

recognised testing N @ &
facilities: § N > @© @ &
Acceptability/Refiability; PYes > N NS

T S TS B

2

Executive su@mam@@ v\g© SN @b @) @
An acuteg%’)xicity test ¥was ith ’@e c tp C%rmus carpio) in a static system.
Juvenll/é&mmon carpg wer@g&pose to f§ plCO&Lﬁ: n@mma@oncentratlons 0f 0.13, 0.25, 0.50, 1.0
and 2.0 mg a.s./L gxwel %ater ra ou ﬁerlod%Addlgﬁlally, a negative control and a solvent

control were inclugded. 11 tregphen %ad l ish for test, vessel (i.e. 10 fish per treatment level).
Mortality, tox101% Val and haVé1111 T Were eco@ed at@ne points 3, 24, 48, 72 and 96 hours.
Samples we@?ﬁken@ est b r@)n da@) da@ and day 4. Samples were analysed by High

Performance Liquid chr hy @mg p ultrabiolet detector for the actual concentration of
ﬂuopicc@m the test edlu rle S§ e mgdia were between 85.3 and 103% and no residues
above th¢ limit of qu«agtlﬁcatf% were megsured igthe controls.

The agithmetic me@mz@ed c@entr@mns of tluopicolide were 0.12, 0.25, 0.50, 0.98, and 2.0 mg
a.s.&. There was a sli &g@j}tlon m thg> validity criterion on oxygen saturation which is not
considered to hagyve impacted %gﬂmht f the results. Common carp in the negative and solvent
control grou ppe&%ﬁ h y aad normalthroughout the test. Sub-lethal effects were observed at 3h
in the 2 higlest c@entr ns,gélﬁley isappeared at 24h for the fish exposed to 0.98 mg a.s./L but
were stillggbseryed in thig suryiving fish exposed to 2.0 mg a.s./L. All these fish were dead at 48h. At
0.98 m¥as. /Lﬁs died h. At 0.50 mg a.s./L, sublethal effects were observed in 1 fish at 96h.
The &%&hou@% fﬁ e js%.3 mg a.s./L, with a 95% confidence interval of 0.98 to 2.0 mg a.s./L. The
@r‘ca gy conce atl@ls considered to be 0.50 mg a.s./L, and the NOEC is 0.25 mg a.s./L.

&
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I. MATERIAL AND METHODS:

Test material Fluopicolide
batch: OP 2350005; purity 99.4 % LS
Guideline(s) None specified N §
adaptation S @»@
Test species Carp (Cyprinus carpio) ~N & ISk
Acclimation At least 14 days < ¢
Health during acclimation: a single mortality in the k%y period pg@ to the tests
Organism In control fish at the end of the study’ @ é\a N @
age/size at Mean length: 4.5 cm (3.9 -5.2 cm) ©Q @ § ?”\g &
study initiation | Mean body weight: 1.1 g (0.64 k7 g) Q
The fish used in the test sli hﬂ%y exceeded @e O%éD lanrecom@end%
length of 3.0 + 1.0 cm but@e well within weight recon &@atro@fo @
OPPTS and ASTM guidelines (<3.0 g ag& %g\resp@welo@} 8
Test solutions Nominal concentrations:@:13 - @25 - 350 - -2

@@ay @and §

<§@ K
nd cé%rl

wrth%some white
and % sotutions. At test

@@’conc@ltmtl@s 0 1

Corresponding mean

%easur -0 @@L
mg a.s./ L.

Samples were ta all @st cHlamberg) on
ples w 1@"1 frogy M 1@ @y

Controls: water -Q w\a
Solvent controg m/’ﬁ dnﬁethyl forma
ear cle

At test 1n1t1a$n the solugons
precipita 1dc1¥&aon tH¥ surface of @he 1.

terminatign, the 0 13, I%O .50 mg/L s&l“hons@ere ear and@olorless while
the 1. Q@and 2@mg/ luti@n wer@hghtly cl&@y white, incfeasing in intensity
withsncreaging cof@entra@ N I {é\%’
Replication Ng, of vessels conc@trah@(repl@tesé& \@
. of V& sel&r comggyol (r &
;&Vesw@oer@@/ent contr eph;;@:s) ; @
Organisms  pe,” No\\f orgﬁ@ms per v§¥1 1
replicate O (@\6 ‘k Q\ ,§ %
Exposure  ~  (®tatic "\a @
o Tot@exposgre dyzg %on @hours@y @ @’
Test &@Vessel 0@ g ﬁ@L tes‘@nedlugn & v, . ©
Loading @Q N N
Feeding durin Wo S > O
test % % @ @% W S @b
Test conditig@s @ﬂper@ureﬁ%% R2°C © ‘o
9 @HO ho 1g@8 hg@@s dark
% y 3@ Tux %

Light 1nte
%%‘ 8.3-Q @
.atercﬁglrdneg% 130@g C@ﬂL

\v\, 1S$§ed g%gygen:@S m@ —8.5mg/L
@* Gentle aegation @as ed to each test chamber to achieve > 60% saturation
S t th
“Condfietivity: 320 ghos/cm
Parame 'S Ob@wfvati@@s for death, and for abnormal appearance and behaviour, were
Measiged g@/ rfo at 3, 24, 48, 72, and 96 hours
Obsé%ati@ Piscrete measurements of temperature, dissolved oxygen and pH were obtained at
) <) test@tlanon 24,48, 72, and 96 hours.
Chemiggt Samples were analysed by High Performance Liquid chromatography using an
analyst ultraviolet detector for the actual concentration of fluopicolide and in the test

medium on day 0, day 2 and on day 4.
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Data analysis LCso values and the 95%-confidence intervals were calculated for 24-, 48-, 72-

and 96-hour time points with binominal test using nonlinear interpolation between
0.98 and 2.0 mg/L with the computer program of C. E. Stephan. The no morta}ity >
concentration and the no-observed-effect-concentration (NOEC) were deternfiied &

by visual interpretation of the mortality and observation data &
S T,
S S QS
I1. RESULTS AND DISCUSSION: g o @

v Y : &)
Validity criteria according to . o) . S
OECD 203 (2019) Required © @g@btamed N N @@

Q Performed @é res@ %, &
Measured concentration of the test & Q™| are basedien me < S
Mandatory @ & ® @ O KN
substance % Q measu < @
Droncefptatiops® @}
. A K o o \ &
Mortality in control during test <10% . (3 ~ | 0 %y D R <
: ; /B S 3
Dissolved oxygen saturation >60% Q© @ A @§ % mg/6§ 8. 5 mg/L*
*A dissolved oxygen concentration of 5.2 mg/L reprgsents 6@ saturgpon at 1n freshwat ») &
ved oxyg i g p% @%ﬂ apn at 225C i & &
At 24h, the oxygen saturation dropp@bel \60% @ one%once®auo %(0 98(@1 %iny, entle
aeration was then applied, in order to&ghie %\> 609 atu@o ugh the of the est. As
all fish appeared normal at this congentration at 24, an&suffment a de ﬁ@reafter it

is considered that the breach of th@vah@jy critggia du@aot 1@& th@rem%@ of th@s udY\

@ & (g
Analvtical results: & @ &

L
Recoveries in the media were bet@éen 8§ and@%% (e table bel@ Th{@mlo@:al results are
based on arithmetic mean rheas red cofigentrafions oﬁﬂuop@hde R $ @go\?

There was no ﬂuoplc%de re foend in the co san@les C:x - Q
v & g & S O
2 T @ l@ f.Qd. . 1
Nominal conc. @fealé)q}neasu}l'@ § of\nomlmﬂ@ nge 1nn:g;a f
(mg a.s/L) & ¢o rat& com‘:gntra%}s casygrme °0
® S/L) N no )
0.13 © @%12 W 9“% L9 o7 883-92.50
9 Z (O
025 - 025, 5 w0 O 7 o 3
05040 0 & Sl O %[9710103
1.0 Qu8 & o7 & & &S [or-10
2.0 G205y & grioos 965 -98.9

Q
Y Q y 9 QO .0 63
QU P NN
Full detaﬂ%ihd acceptabl@vagon datd to &g%)ort s method are presented within document M-CA
u

4, whic ply with the EU, latédy re@ireme\ﬁtﬂs outlined within SANCO/3029/99 rev 4.

N
Blol%lcal results: & @ @ @§ @\Q
Obs\'vatlons w \
Common ca in th gat Vent @)ntrol groups appeared healthy and normal throughout the
test. After oum sure sh he 0.12 and 0.25 mg a.s./L treatment groups also appeared
healthy a ee tlon one incidental mortality in the 0.12 mg a.s./L treatment group.

Since tlﬁa@e w EXéfects rved among fish in the next higher concentration, this mortality was not
considered tdbe tr entsgelated. While no mortalities occurred in the 0.50 mg/L treatment group, one
fishswas @ ervec@fo ha%e a loss of equilibrium by test termination, which was considered to be
tre m‘%§elated. Observed effects at the two highest test concentrations after 3 hours were: loss of
equilibulim, surfacing on surface, or lethargic behaviour.
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Mortality
Exposure time 3 24 48 7 92
(hours) O
Ic\zf:n measured No of dead No of dead No of dead No of dead No 0§§d >
| (mg a.s./L) (%) (%) (%) ) & gD o
Control 0 (0) 0 (0) 0 (0) 0 ()@ }i\(%) &
Solvent control | 0 (0) 0(0) 0(0) 0) DOoe |9
0.12 0 (0) 0 (0) 0y £9(0) ENE ;\@\k o
0.25 0 (0) 0(0) 0(0) o) @ ) &
0.50 0 (0) 0(0) oo & 0@ O ooy @
0.98 0 (0) 0000 4P| 165 A5 R o0 @
2.0 1(5) 16(80) ¢ ¢20(1089 <« | 20(800) & {20 (108)
* not considered as treatment related (S %@ Q) ] @@ o3 & % .
v @ K Q N
’fiﬁ. CONCLUSIONS %, S & & e
. @ & SIS é\g L
The endpoints based on arithmetic m{gﬁlredé@nce@gaﬁo%@uop lide &e: @Q S)
@ © Q3m 5./ LY § @Q N OW\?@
LCso 96 hours (95% C.I.): _ & 08550 @SO } LQQ §> ©© AN
NOEC: " (03 8y SIS
highest concentration Withoﬁvqgse effec@,@ 0{35 e ?{ESL &@ 2 2 ©
o O N O A .2
Assessment and conclusio applica @@ § “ RS §’
The study is rel&ﬁand fhe L@ﬂof 1@,mg @L anog\NOE@of 0@5 mg a%./L can be used in the
fluopicolide riské@8sesstuent, ©) O @Q @ @
\S) o A4
(o8
Sy ESER & ©§ @
% - >
S & & & o &\
A& @ .S & O v L0
Q@ O & O O & D
) @ PRSI N
e XY S O @
W OO S oD
SRS %Q & @
=) % S @ %
@’ 2 Q N &@ N
v &©
@"° N
@ O é@ < @Q
%o Q
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Data Point: KCA 8.2.1/04
Report Author:
Report Year: 2003
Report Title: AE C638206: A 96-hour static acute toxicity test with the zebra fish (Brachydﬁo @6
rerio) g
Report No: M-234508-01-2 S @\“@ A
Document No: M-234508-01-2 o L 7

Guideline(s) followed in | OECD: 203 (1992); USEPA (=EPA): OPPTS 850. 1(&5 (1996) Q @
study: )

Deviations from current | Method: Deviations from current &gideline SANCY
test guideline: Limited sets of validation recove?s were anal @-}@
recoveries were within the aceeptable range o 8

However ave e
0—110% an alueaere
below 20%. The analy‘uﬁhod can be rded as fit fo@urpose

0/3029/99 rew@ \

Study: Current Guideling CD 203 (201 @)

Some fish were bigger t recommen angq@ 03 , IS
instead of 2+/-1 cm. But the \@ght ﬁs‘h@s w1tg7 the @e spegitied fiavUS
EPA guideline, belo®3.0 g @

The pH is greater %an 8. 3%10 to @% in a@@st co@ent tions a :
Wi

start and, in sortfe,otcastans, lates on. evah crlt@ of etest

this slight deyg%tlon is_ tco@?ﬁiered@%mﬁg&a 31;\9

Previous evaluation: yes, evaluat@an decepte L\ﬁ &
AR & e & & § § & @

GLP/Officially Yes, co@ucteg@under %LP/O@lally gnl@%est§fa01]@

recognised testing
facilities: @ ~ & O»Q @ (é%
Acceptability/Reliability: | Yy % <) & Oy NG

5 O N 9 R T 2
Executive summary > S @ § > S ~ $ NS

S & ¥ .0 N

An acute toxicity test&as pef@o ithghe zesh %’rach)@amc&m’o) %\a static system. Juvenile
zebra fish were ex@ d ‘EQ fluopdoplide@h nomit al entr&tions of 0.1 3,025, 0.50, 1.0 and 2.0 mg
a.s./L in well W@ fox 6- @ﬁr perf\ﬂ &aﬂltloﬁaﬂy, &atw@%on @t and a solvent control were
included. All @tme@ ddo ﬁs@er tes@vess%&él 0 fish @et treatinent level). Mortality, toxicity
values and behavioypweregecorded at finie poifis 4, 2@ 48, 12, and@6 hours. Samples were analysed
by High Pe@?ormance 'quid Ql\g ma aphﬁHPL Wlt@JV—d@ctlon for the actual concentration
of fluopigelide in the ay 0 day nd 6f°day & Recoveries in media were between
93.9 % and 109% %) mi&a o%entr o residuegsabove the limit of quantification were
measured in the ¢ Is. The me%sred@nce tions of fluopicolide were 0.12, 0.25, 0.51, 1.0,
and 2.1 mg a.s. /I@@ IS

The study fulfys all V&lty erla&he rent@rsio@f the OECD 203 guideline. Zebra fish in the
negative andSplvenféontra) groy pS ap ged h@}lthy d normal throughout the test. After 96-hours of

exposure, h in the 0.1270.2590.51 1.6omg a®/L treatment groups also appeared healthy and
normal, no mort@ty opvert @@ns @toxt&%’ observed. Sublethal effects and mortality were
observe at 2.1 mg & he 96§h,our I&so valii'is above 1.0 mg a.s./L and is estimated to be 1.8 mg
a.s. %\y\’obtalned by%onh 1n‘§% olat@ h@OEC is 1.0 mg/L.
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I. MATERIAL AND METHODS:

Test material | Fluopicolide (tech.) . 5
batch OP 2050046;
purity 96.1 % wiw . & S
Guideline(s) | None specified S =D
adaptation S s (Q\@
Test species = Zebra fish (Brachydanio rerio) - QS N
Acclimation At least 14 days ') \@ NG
Health during acclimation: 0 % moﬂq@ SN N > @ﬂQ
Organism In control fish at the end of the study: @ & A S
age/size at Mean length: 3.0 cm (2.6 cm - 3. ) ©Q é\ﬂ QQ @Q ©
study Mean body weight: 0.25 g (0. 14% 0.36 g) Q @) & © &@
initiation Q Q O & @
Test solutions . Nominal concentrations: 0,]3 - 0.25 - 0. 5%@1 0 '&}0 n%@ s./ §\> \N %,
Corresponding mean mea@red c@cent&mons@q 12 b@J 5 .0and 2.1 mg
as./L. % @ <’
Samples were taken fm aktest c&%ber@n da@ day@%n ay 4 §§@
Controls: water S
Solvent control: 1/ %hme fo \tmd w\a
Solutions appeated cledtrand mlourlé%s at tgst 1n1t@ aﬁ@termﬁmp\k
Replication No. of vessels per congentration (réplicates)y’ 2 , © S
No. of vesseld per, Eg%rol @pli s): g@ § @ @© &S
Organisms No. of organiisms per vessel: L ©
per replicate % Ip& @§ @1@& K% h @ "\@@ ©
Exposure static’s e NS Q&
Total expo@%e dufation: ﬁm@@ O N ™ O
Test Vessel @Q g fislyL t@@@ned@m $ é\a Y Q S
Loading @ @ S @@ @
Feeding < Noge Sy O
during test>O @ qf@’ ;&a& S §
Test Temperature: 2.7 —%3.7o O ¢§ Vo,
conditi%n@%? Photeperiod 6 h ligh 8 urs d \@’
N Li intedgity: 13 lu Q)
A y: @ N
; 84587 5 RN

g C@O# @

ate hard
“Di ggengn o (6@(0 of s@uratlon) 8.9 mg/L
@ (};@uct@ y: 3 umh@/cm
Parameters® O%ser@%n Nor d@h, agal forCabnormal appearance and behaviour, were
Meas /  performed @, ‘6“"'- 7. %f)nd QQours
Obsefyations  Disc crete surements, &f temperature, dissolved oxygen and pH, were obtained at
%, %c{%} ini @ &’ hours.
N ardmgess, a 11n1ty@1d spseific conductance were measured in the dilution water
@,> at the begianing o@the t%t
Chemical /& S‘aﬁ%ﬁ) re a@?lysed by High Performance Liquid Chromatography (HPLC) with
analysis @ ng?V t10 for t?&cmal concentration of AE C638206 in the test medium on
o> Sday @sda @nd on day 4
Dataanalysis,  LGso Va@ and the 95%-confidence intervals were calculated for 48, 72- and 96-
{*’ @@ @ tirfte points with binominal test using nonlinear interpolation between 1.0 and
Q© é@ 1 n@q with the computer program of C. E. Stephan. There was <50% mortality

in any treatment group at 24 hours, which precluded the statistical calculation of the
24-hour LCso value. Therefore, the 24-hour LCso, the no mortality concentration
and the no observed- effect-concentration (NOEC) were determined by visual

interpretation of the mortality and observation data.
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II. RESULTS AND DISCUSSION:

z;%l;g;ty criteria according to OECD 203 Required Obtained @o @
Performed and N\ §
Measured concentration of the test results are base@n
Mandatory @
substance mean measure@ & ©®
concentratio o °\
Mortality in control during test <10% 0% % Q § %@@
. . o © 4,7 8.9 SN Q
Dissolved oxygen saturation > 60% V me /I{ﬂ% @% Q\ @ @
* A dissolved oxygen concentration of 5.1 mg/L represents 60% %turation at 23°C .\ﬁ'eshwater. %\g QQ §g c&é
@ S
. % Q &' g & <) &@
Analytical results: Qo?(b N @ Q @ @
Recoveries in media were between 93.9 % and 109% ﬁnom@] c %entrat@»’n tab &belo he
biological results are based on mean measuredyconcepfrations of %oplc 6382%6)
There was no fluopicolide residue found 1r%he co@fol S les o @& @% @§ o
SN x % Q S
N %Rang@" N
. @ N Q O
Nominal conc. Mean measured@nce&%&atmr@ nom l < Vindixidual
(mg a.s./L) (mg a.s./L) &© RN en% S@@ m ﬁts (%
@ Z. (\ @hom o
=7 7 w@
0.13 0.12 @ @§ 2 @ @?& 593.9%@7.9é
0.25 0.25 N 100 9| 96,2104
0.50 0.51 = S SRR = SSHERF %/Qf 09
S .50 9 @) § & S @ - 4&7
1.0 0 S o & Y1 é - 29565104
2.0 }<g§1 v S e L &% o 9@- 107
S

Full details and @%ep &Q@ vah@}‘u;&gata t(\\’ppo h1s m& od pr @ted within document M-CA

4, which co he @J re to%@’qulr@@ent@uth Wlthm SANCO/3029/99 rev 4 with
minor acce%a le e)@eptlo‘ﬁs onlé) o\
% I @ o \
Blolog@results § o 0\©© § \@
\ o
Observations § & < ?“;9\© g&’ & =
Zebra fish in the@?eg ‘ an OIV?@% leygro ed healthy and normal throughout the test.
After 96 hoof eXpo ur@@fish in, the Q. IZ, O % 0. 1 and 1.0 mg/L treatment groups also appeared
healthy and normal, with o mo@ 1ty ert xicity observed. Observed effects at the highest
concentr, were: er@}lc swiwimingyloss g equlﬁiarlum lethargy, fish lying on bottom, surfacing or
floating™en surface. @ @ @§ \@
> *v @ N Q @
v o @ &©
N N
C &S 8
@ < Q" & ©@
& e oe
Y <
{x’ O @ RS
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Mortality
Exposure time °
(hours) 4 24 48 72 96 @ ©©
mean measured No of dead No of dead No of dead No of d@d No o d
conc. (%) %) %) @) & [ &
(mg a.s./L) @ o <
Control 0 (0) 0 (0) 0 (0) 0@ 50 O b
Solvent Control 0 (0) 0 (0) 0(9) Q0) Poos” o
0.12 0 (0) 0 (0) 0(0) 0 (0) o) 0 &
0.25 0 (0) 0 (0) @00 < 00 o |[R) O &
0.51 0 (0) 00 & |0(0) D) & 0O A
1.0 0 (0) 0(0) 00D SNoor ) |0t &
2.1 0 (0) 9 (450 @ 13165) S |J800) oy ] 1470}

o Q 7
"ZH%I %)NCL@Q%NS@ &% .

The study meets the validity crlterla the %Q\cipogs ba@ on met

concentrations are: O
& @
LCso 96 hours (95% C.L): Q@ o\‘”\a W @’( 180 1S n%/g o @% © D é
NOEC: 5
highest concentration witkaut adv@se ef@ @ mg adl/L < @ S@
@ S . X S
Assessment and c&?clusn% by ‘}f)hcg @ \ Q é& é\

Thestudylsé thq@o@é%mgas/@d GEC f10
I asge@

a.s./L can be used in the

fluopicolide ent, > @ &
NN
L L O
© SR L
& F§Es T
o ° N
PSS
5 S & & o &
QRS T LS
o O ¢ .09 o O @
Q O o0 O N o
Y S K 9 O
3 S & W2
& © § Y&
N )
X @%@@\
S &é\ Q&@@
@%
N Q
§Y§©%©@
> O o
s &
&% @@o%
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Data Point: KCA 8.2.1/05

Report Author: |

Report Year: 2003

Report Title: AE C638206: A 96-hour static toxicity test with the ricefish (Oryzias lat1pes)<§g/
Report No: M-234510-01-2 D
Document No: M-234510-01-2 S @7 A
Guideline(s) followed in | ASTM: E729-88a (1994); OECD: 203 (1992); USEPA @PA) OPPTS'850. 1@%‘”
study: (1996) S QA
Deviations from current | Method: Deviations from current guideline SANC 73929/99 rev. 4 © 9 N
test guideline: Limited sets of validation recover@were analys owever, th&ﬂa erages N
recoveries were within the accep%le range oﬁ 0% and t %ues g& e
below 20%. The analytical method can be re d as fit for @
Study: Current Guideline: %?@D 203 (201§ @
The temperature range iﬁg e of medaka récomfye nde guldehne 2
from 2019 have change compariso OHs ve 1on 0 f@fis
the test measure 2-3 insteag df 1-2¥%m an&e temaperat S in ﬂq\g rang&21.8
—23.3 which is not i&e cuféent rathge of%ﬂ" @ er tha; 8 5 (up
to 8.8) in all test ¢ ncentr@&)ns aﬁnn@s in al sampl@ he

1ty
criteria of the test, Were met sq these sl@lt dev@s;ons ot &ﬁnmdere @
ignificant. A . R
significant. @ & Q) ~ &
éj & @

Previous evaluation: yes, evaluatéd ascepte N kY @}9
in DAR (209 5)2%% SN SEIN

GLP/Officially Yes, co@ucte%under %LP/O%l&lllygnl@%est@fam@ N

recognised testing
facilities: @@ - A @ @ (C%%
Acceptability/Reliability: [ Y&y o < & m & N

2 @ N T Q 2
Executive summary > @ § @ § ) R §
An acute toxicity te as @Tfo q" ed w@ the eﬁs@ryzz@ lat@s) u&a static system. Juvenile
ricefish were exp to&@uom de ﬁ@nomm ntrat@ns & 0.30 44 0.67, 1.0 and 1.5 mg

a.s./L, in well water f&r\ 96- @%r per%d A\ﬁﬁltloﬁgl y, aggativg contiQ and a solvent control were
included. All g@€atm @ 0 ﬁs@@r tes@vess%ﬁﬁ 0 fish Qer trea??nent level). Mortality, toxicity
values and behavioggweregecorded at time lel@ 3.5 48,32, an@96 hours.

Samples wépe analysed by High Perfo nce@quld @hon@togra@ with UV detection for the actual
concen@on of fluop <' ideprese the test um@ da , day 2 and on day 4. Recoveries in

media were betwee 0.8% ‘and 103 0 s were a@ed on the arithmetic mean measured
concentrations of oplc§hde @: 299, and 1.5 mg/L. The study fulfils all
validity criteria 64 the rsi f 3 guideline. Ricefish in the negative and solvent

control group s@ppea he an@orm@thro out the test. After 96-hours of exposure, fish in the
0.28 and 0. 4®ng a.SIL t Broupialso g ear%healthy and normal, with no mortality or overt
signs of taXicity observe§ % of@;pxmlt@were observed among fish in the 0.65, 0.99 and
1.5 mg &8/ treatmenf@rou@ durln@the @t The 296-hour LCso value is 0.70 mg a.s./L, with a 95%
confidence 1nterval 0. 4&0 0.99, mg @& T@ no mortality concentration and NOEC is 0.44 mg

25 @ &@ @ &QDQ
@%
¢ & &S0
Q © %, @Qj
o S o O
N &
g\f (O @v\g
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I. MATERIAL AND METHODS:

Test material

Fluopicolide (tech.)

batch: OP 2050046 . @ @6
purity 96.1 % wiw S S T
@
Guideline(s) None specified @J@U &@ ©®
adaptation !
Test species Ricefish (Oryzias latipes) = DG 2
Acclimation At least 14 days & NNy @§
Health during acclimation: no sign O?Esease or st@s @Q N ©&
Organism In control fish at the end of the st@y & é\ﬂ QR o
age/size at Mean length: 2.6 cm (2.0 — 3.0 @ﬁg Q &" & & © &@
study initiation = Mean body weight: 0.15 (0.0@@ 0.22 g) @ N O o @D
Test solutions | Nominal concentrations: 0,30 - 0.44 « 0. 65‘@21 .0 '&}5 rg@ s./LO \i\’

C di d t 28
orresponding mean measyre ({c&a@cen 8&10%@@

mga.s./ L. Q SN
Samples were taken ff@%n a&fe@tjc&%ber@n%a@ day@ an%ay 4. @j §§@
Controls: water é\a S
Solvent control: 1/ ge%hrne fo \tnld w\a @
Solutions appeated cledtrand colorless-at te&gmha@ a ong&@)
Replication No. of vessels per comgentraon (réplicatesy; 2 O © @ S
: SRS
No. of vessef® per fontrol (Bplicafes): 20~ N
Orggnisms per . No. of orggmsrp& per vessel: 1& @ &\@ \@@ % Y
replicate % @@ § < N w@
Exposure static’s @“ K
Tota) expo@%e du#ation: Qb hm@@ N ™ O
Test Vessel @3 g fisl/L t@@@ned@m $ §’ Y &
Loading - S @ @ O §@ @g \@/@
Feeding durin 18 A >
test & % %@ ;\a& S § -~
Test cond%ons ”@’mpef'éture (% %3.3o 7 ¢§ Vo,
° Photeperiod 6 h ligh 8 urs d \@’
&@ Light integgity: 1 1u>§ RS
§% 8.558.8. 5 qx N
ater hard 13%4xmg C@Og/L@ >
“Di %/edgzn@ n% —@mg/@
@ (};@uct@ 3%’umh@/cm
Parameters ~ O\%ser@ Qr de mgn@nf to 4oity and for abnormal behavior were performed
Measur at 3.5, 24, 48 \Q 9% s %
Observations Disc ete rr%surement temperature, dissolved oxygen and pH were obtained at
%, %§ ini %§9 hours
N ardmess, a hnlty@1d spseific conductance were measured in the dilution water
@,> at the begianing o@the t;;@;
Chemical %}pl ere %naly@d by High Performance Liquid Chromatography with UV
analysis ¢ Q"%detec@n fo(§he actital concentration of AE C638206 present in the test medium on
O @ day 6? day@and on day 4.
Datatanalys@ﬁf @o V@@?s and the 95%-confidence intervals were calculated for 24, 72- and 96-
§ @@ ur §1e points with binomial test and for the time point 48 hours with probit
Q Q analysis using the computer program of C. E. Stephan (EPA). The no mortality

&

concentration and the no-observed-effect-concentration (NOEC) were determined

by visual interpretation of the mortality and observation data.
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II. RESULTS AND DISCUSSION:

Validity criteria according to OECD 203 . .
(2019) Required Obtained ey @
Measured concentration of the test o N
D
substance Mandatory grformed @ (g
Mortality in control during test <10% F@? % & IS
Dissolved oxygen saturation > 60% 7.8 mg/L ;\@4 m@" &
* A dissolved oxygen concentration of 5.1 mg/L represents 60% samr@)n at 23°C in fri&v?ﬁter. N o\“@ é\g
e Q@ é}” \ Rz 2

Analytical results:

Recoveries in media were between 90.8 % and 103 é@ ee table be@v) The blo@lcal re%lts @9 bas@
1o
tro

on arithmetic mean measured concentrations of p cohde
@
There was no fluopicolide residue found in the co

1sampla@g \ @, 6 «:05@ N

C& 9 &% N LY
(O - .
Nominal conc. Mean measured conce tratlop@j ‘Véf nOIQ@jal @ Rané@'of l& vid SN
(mg a.s./L) (mg a.s./L) % %@ncer@atlons% m@s-urem ts(&of | @
_ & l@lmna:Q §
0.30 0.28 ©@ N e
0.44 0.44 §© o o | 160 \;@' N 9%F" 10§§V .9
B> °
0.67 0.65 @% o o o7 S O ,y;@JJ B
1.0 0.9 o 7 L ©]9¢ 7 @R 9770102 &
o 7
1.5 1.5 v O A @0 SOA 99’@ - 104
A - FN
Full details and accep‘gi‘tg)le vali tior@ata t is n@%ock& re pres@ited §1m document M-CA
4, which comply witi>the tor@requ@en‘&}uthne@ Wlt@i SA@€O/3029/99 rev 4 with
minor acceptable e@ptl%s onl;@ N & « @
N ‘N
Biological re%@s 6\ ©& & @ %& @Q §@ §
F oS Lo & & o

Y .
Observatiofis v © N S @ %y
Rlceﬁ@f%%% the negatw@%nd gent@ntrol grou ppe@d h Q?:y and normal throughout the test.
0

After urs of ex ‘&ure;\ in the 0 2@%§ndo 0> mgy\\a’ s./k{reatment groups also appeared healthy
and normal w1tl§ortzﬁhty or@vert i x1c1 bserved.

Sublethal signs q%/ @bs d am\g g fishin t the0.65, 0.99 and 1.5 mg/L treatment groups
during the tes@ thes@gns @re ﬁ

5 tic @Vlmn& of equilibrium, fish surfacing or lying on
bottom. @ N N
Y ) &
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Mortality
Exposure time 35 24 48 7 96
(hours) : @o @
Ic\zf:n measured No of dead | No of dead | No of dead | No of dead | No of dead b\ §
 (eng /L) (%) (%) (%) ) HC g o
Control 0 (0) 0 (0) 0 (0) 00) @ |o© Q\Q
Solvent control 0(0) 0(0) 0 (0) 00 % 0 (0) Q ) %@
N O
0.28 0 (0) 0 (0) 0 (dy) 0 (pf 0@ ] o @
0.44 0(0) 0(0) 00 630 W O S O
0.65 0(0) 0(0) 2 (5) a4en. Pey T P >
0.99 0 (0) 525 gD 13(69) 20q100) R 20Q00) ¢, @
1.5 0 (0) 20(100)  |@p (toay” [20 100/ | @0 (100) :§
Do S

€ .

{gy CQ@LU%@NS: R A o O @7 o
The study meets the validity criteria an@&he en@point@ase@@ ari@metic’m@:an @asureg ﬂu@lide
concentrations are: Q (Eix é\g @ @9 @3\9 <
O - % N

o Q [070mgas./ ST o & &>
LCx 96 hours (95% C.L): \(9@. “ %{}9 5 L§S' / < ©© @@ N N
NOEC: S AN Q
Highest concentration Witho%l}\f’effe@{x 0'%@% a& /L Qy S 2 © 2

< © > Y RSN
A t and conclusi li r§ @ R
ssessment an c(zgﬂc usu@v :35) ica S O\@ % c\@
The study is reﬁand e Legyof 0@@) mg§/L the I\%EC&’ 0.444ng a.s./L can be used in

the fluopicolide&isk asessmefid) S 20 . @
O N\ S NEFORENEV AN
@© @© ©) & K@j < & § ™
> & Q\@ @@ S y\?@
S IR
&@ O\@ O\@ “ @% \@ v %\©
©
§ RN > é@
@ @ @ @5\90% @ @
@ O .0 & O @
VW 0O O S & D
¥ o K &2 ¢
S N 2 2o
@’ NS @ ISERN
. NI S
N Ty V8
N & N
&@ %%gf § R
@ Q Q & ©@
> O o
N R
&% O @o”\a
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Data Point: KCA 8.2.1/06
Report Author:
Report Year: 2003 .0
Report Title: AE C638206 - Acute toxicity to sheepshead minnow (Cyprinodon variegat s@y @6
under static conditions D g
Report No: M-223359-01-2 S @2 A
Document No: M-223359-01-2 o S @ 7
Guideline(s) followed in | USEPA (=EPA): FIFRA 72-3 (1982), OPPTS Draft &0.1075 (1996§ L
study: é
Deviations from current Method: Deviations from current @dehne SANGQ/73029/99 rewy; @
test guideline: Limited sets of validation recove?s were anal ,Q@‘ However Vi &
recoveries were within the aceeptable range o £J0—-110% an § lueaere Q)
below 20%. The analy‘uﬁhm can be rded as fit fo@urpose
Study: Current Guideline CD 203 (2019
The temperature range itkthe test 22- 2 doe &t fu omm n@mo
the OECD gu1de11ne ersion 2019 (2 °C)hut is @)ha 1th thg OCSRP
850.1075 guideline. @mllar@ the of thefish4 gge omme ed 2.0-
3.5 cm instead of -2 cm it the e req gs of tl@ &
guideline: weight,<’3.0°g.and ﬁ%gest less t:l%n twigg'the gize of the mal f\*
Since these dé&atlo re duggo the kack of @msteﬁc betygeen the 2 0'*5% es
RS ¢ y betiges g

and validityriterja¥ef the ,%udy argdmet, th@study@%’cong@red @%ceptae

Previous evaluation: yes, evalyatdd an@cceptg &, N @ 9
in DARGI005), S @ I
GLP/Officially Yes, @nduc@gﬁ%nde@&jﬂLPK@?ﬂ 01all@§§:oed te@ngf tles
recognised testing N S & @ &
facilities: & Cy & O L e %)
Acceptability/Reliability: [@ges O NEEY NS i
N 7 o S v O
Data Point: X ?3.2,(1@2 N ,@ ° A G o2
Report Author: ) YN S~ O K
Report Year: L A018 S
Report Title: @V \\ | Statémen Certlﬁ% of &ﬁalysm @r flu 011 ute toxicity study on
o O s(b@epshq(%mmn@v (Cafarella, }&903 335 1-1)
ReportNo: @  |*M-634697-01-1> . %2 &
Documept@o M-634697-045) S o @ @7
Guideljuets) followed i u - SEIRS
study? O Q> . o = .0
Deviations from ¢ ﬁt ot apphicable ¥ %, N
test guideline: @ &9\ v © @
i Q D
Previous evah@uon ©Q N@ot p@@fous&subm@@l @
Q) <
GLP/Officjally §not a@acab l@
recognis, sting @
faCllltl@ 2 Q ”@ Qf(\\
Accgptablhty/Rehquy Xes o @
N D R é
e . & & Q
N <
@ < Q" & ©@
& & E S
@’ @@ N o
S
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Executive summary

An acute toxicity test was performed with the sheepshead minnow (Cyprinodon variegatus) in a static
system. Sheepshead minnow were exposed to fluopicolide in nominal concentrations of 0.26, 0.43 2, S
1.2 and 2.0 mg a.s./L, in natural filtered seawater for a 96-hour period. Additionally, a negativeco tro<}§
and a solvent control were included. All treatments had 10 fish per test vessel (i.g;, 10 fish per greatment
level). Mortality and b1010g1ca1 observations were recorded at time points 0, @@@4 48, 72 an§ 96 h

Samples were analysed using gas chromatography equipped with electron ure detectign (G D)
for the actual concentration of fluopicolide present in the test medium on QI\%O and on da§4. RG@VCI‘I&
in media were between 69% and 88%. The biological re@@lts are basen arithmetic_thean theas @
concentrations of fluopicolide. These mean measured cdncentrationse st fluopicoli 20 +0.35
0.58, 1.0, and 1.6 mg a.s./L. The study fulfils all Valy criteria. I\Q@tahtles occ{cd at S. /
and above. Sub lethal effects were observed at 6 h atthe 2 highest@oncentrations Until, the ﬁs ied. A%
0.58 mg/L effects started at 72 h and all fish wer d at 96h. The lowes obsefved effpct c%centr@%n
(LOEC), is 0.41 mg a.s./L. The no observed e@fiec CO%entra‘%}@i (h{gﬁC) 1@ 20 g a.s /\&7 §
I. MAR RIA HO @ S & :
s oo Mo S & &
Test material Fluopicolide (tech.) & \ @} R &CQ} @&ﬁ \@ é\a N §
Lot No.: 2050190/, I;Q ' C} @ & O
purity 97.7 % w/®"~ & @ < OIS R @ &
Guideline(s) None specifie = N) ©© @) v %
adaptation o 2 & H L .F
Test species Sheepsheadminnow (C;ydgrmoalo%f'varz&,gatus)@N % Y S
Acclimation At least 14days_
Health @iring @chr@ on mogahty g@s ob ﬁed @m%ﬂgﬁ 48-hour period
prior o test@mha‘g,on )
Organism M@n lenggh: 2.8 ¢ ( O cm @% c @ NS
age/size at géan l@dy w@'n g (01 g =371 g)@ SEER
study initiation § NN S QD
Test solutions® No@nal coﬁcenﬁ&gtlons@ 26 - ‘&43 0“/2 -2.6ang a.s./L.

fiéan r%easur%%on

@ratl

espondin 0.35-0.58-1.0and 1.6 m
Gorrespor ¢ 0.28- g

S a. s /L. ? @,
S Sa s tak rom a tes@shamg@rs oriday 0 and day 4.
&@ Co@rols Satural filter ‘Seayv ]a(
%@)\ven&:ontr@ﬁo 10 @L/L %@metl&formaﬁlde in seawater
Al expo ﬁoluﬂg\m Wéf@’ observed ¢ be clear and colorless with no visible
un”&olv est @@staﬁ@e. A S
Replication@w No. of \@% per con@%tratign (replicates): 1
No. ofVessels per comirol hca&: 1
Organigiys’ per No.@f org@%ms @r V@@Sl 10%
replica Q
Ex@sure “Static @ ‘o @
Total@cpos@e dugation: 9&hours
Test Vesgel <0.5¢g ;@L testmeditin
Loading ;@i & & N~ e
Feeding during Q”\Non@© S Q
test o @ Q
Y N
@’ @@ @ o v
S

&
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Test conditions | Temperature: 22 - 23°C
Photoperiod: 16 hours light / 8 hours dark

Light intensity: 76 — 90 footcandles o
pH: 7.5-79 @
Salinity: 32 %o - 33 %o @ @’
Dissolved oxygen: 4.3 mg/L (60% saturation) — 7.2 mg/ @gentle ae n
initiated at the 72-hour observation interval to rnau@m dlssolve§ n
concentrations > 60% of saturation) @ fQ >
Parameters Observations for death and sublethal e@cts were per@rmed at 0, 6&%4, 48N7‘f, a@

2y

Measured /| 96 hours. @ @ @
Observations | Discrete measurements of temper&ure dlssolvxygen pI%Qnd mty@ére
measured daily in each test vessel®

Chemical Samples were analysed using ﬁchromatogra\‘{hy ‘Cn 1pp \mt ctron cap
analysis detection (GC/ECD) for the attual cgncen 1onf& 0%9 1d§prese 8@1 th‘e@est

medium on day 0 and on d@g 4, ©
Data analysis | The LCso was estimated, u\sfng e@e/of t]@ee s tlca@gchm(i@es n@w @ erage,e
T

binominal or probit a% - pri te was@%terml dingto
the data characterlstc@s Thvg 6- a évalwg ter:@ed y non-fyear
interpolation with ﬁﬁde% nt&g ¢wdrmi omi@b prot@nhty

For the calculatiGh mput@ pr% m (@%p 982 @A) was used.
The NOEC is @plrlcal determmed @ I@ @ @ N

@@ N4 @ @QD 6\)) ©©
%, II RE@TS AND DIS&JSS@@ %

Validity criteria accordl@ to O@D N
(2019) 2@ @ulrgg% R@% O‘ﬁtame@ ?

Measured concentra of thixtest ., 2 <S " ~
substance @ﬁ @w\ﬁ @ Ma&@mf}’% 3Perf<éaed

Mortality and su@hal @ects a&@@ntr@]\ﬂ Xl 0% @ é@@ @g
&

during test
S

Dissolved oﬁﬂgen %ﬁratlo@ S} K > 6@9 @ 6 g\ﬁ 1.2
* A dlssolvec@xygen COHCel’g\{?tIOH 0@5\4&@) m@pres@s 60% s%ratl@at 23 @and 32 %o in freshwater.

@ N
Analv§ results: @ @

@

Recoveries in med{@\vere&betwe@f@ "/@nd 8%89\% (%e table%elow) The biological results are based
on arithmetic megi¥measured centmtlons%@’ﬂuo lidey

According to the @tech@al r@@r‘c (26815)?%, & 1@§ntrations should be calculated as geometric
mean meas con«@ntratéf’s betause the test tsstatic, and the measured concentrations are below 80%
of nominak The geometr@me castired ¢ ntraggons are provided below, they are very similar to
the arit ic mean nagasurgd-toncétrati th\'&aLcso calculated by non-linear interpolation with
arithmetic and with, ggometric ean measyred céhcentrations is the same. No residues of fluopicolide
were'measured in the con{%ﬁs @b@’e th@@mlt@quantlﬁcatlon (0.014 mg a.s./L).

h @

2 EFSA (European Food Safety Authority), 2015. Technical report on the outcome of the pesticides peer review meeting on
general recurring issues in ecotoxicology. EFSA supporting publication 2015:EN-924. 62 pp.
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Range of Geometric mean
Nominal conc. Arithmetic mean % of nominal individual measured
(mg a.s./L) (mg a.s./L) concentrations measurements® concentrations® _ .
(% of nominal) (mg a.s./L) @
0.26 0.20 76 69 - 81 0.19 N
S @
0.43 0.35 80 72 - 88 0 &) 0.34 & [(\@\
0.72 0.58 81 79 - 83 Y loss &
O
12 1.0 83 e 8383« 099 O @ 5
2.0 1.6 82 %= | 80-85 Q@ 1@ @

Full detalls and acceptable validation data to suppoﬁ@is method

minor acceptable exceptions only.

%presented w@in do@me @/I C

uma@sm\@ww&ww rev 4

%*

O > -

Biological results: @j& b@’% @@ x\ % o
Ob O | s 9O & @

servations \ % Q
At 72-hours, sub-lethal effects of loss c@%qulhhrlum Where dﬂsserve@%or % fis d o@sh bited
erratic swimming in the 0.58 mg/L t@ £ 2 our@vo fistrexhi of equilibrium
and several fish showed a complete loss% equilibriunivin t .0 t@me n the”1.6 mg/L
treatment several fish already showed pastial o@om@e 10@11 e@bri@ alre@é)r afteéi6 hours.
Mortali S N N &@ “ %) ©

rtalit K

ortality . &S @§9 §@ (o § & %

Exposure time S {° S

(hours) 6 @ 24§ 4§ O «w | & |%

Arithmetic N G @ Ao ) AN

mean measured @f\lo of dead @ Noof deadQ 0 of@@ad g N(@f dead No of dead

conc. Sl o S ey @ | @ (%)

(mg ass./L) © @ @ AN X RS

Conol 7 B , 00 .2 a0 O %o 0(0)

Solventeontrol | 08, 2 |440) 02 oo 0(0)

02040 @%0) , O 0 (0 0t .. O |o 0(0)

0.35 0O So® & Fpo 1(10) 2(20)

0.58 9l & WS a2 7 (70) 10 (100)

1.0 N 0 O - Jogly - O [107100) 10 (100) 10 (100)

1.6 000 O | 10%00,” @10 (100) 10 (100) 10 (100)

& 2 Q Y & o
< T Ao
S ¥ & Q
e . @ & Q
S N
& o &
& &EF
O Q
< @ & <
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III. CONCLUSIONS:

The study meets the wvalidity criteria and the endpoints based on mean measured fluopicolide
concentrations are:

0.41 mg a.s. /L
(0.20 - 0.58 mg a.s. /L)

0.20 mg a.s./L*

LCs0 96 hours (95% C.1L.):

NOEC:
highest concentration without adverse effects
0.19 mg a.s./L as geometric mean measured concentrations

*

Assessment and conclusion by applicant:

The study is reliable and the LCso of 0.41 mg a.g
the fluopicolide risk assessment.

Data Point:
Report Author:
Report Year:
Report Title:

KCA82.1/10

2015

Acute tox1@*§ of ﬂgoplco@e tecﬁ@:al toggie fat
promelasjunder §itic conditions D

Report No:

007SRI§§%14C@> &

S

Document No:

2.0t O

> .

a

Guideline(s) followed in
study:

o,

Q

E%

ere harmonl
achj

)
irective 91/4Q4/EEC; Regulation (l%@ No.
50. 107 1996 %EC@%ulde@’e 203 (19

€07/200
he afo

eters‘z(g,e ter?@rat
for the tése org

di

10us est pa
al en n

9; US EPA OCSPP
mergioned guidelines
light, etc.) to

ms. Scientific

et10n§0 as m;pleme

wherkgmde@w paf}égneterwd,o not fully converge

Deviations from cur

test guideline:

N

(S
9

3

(CJENN
o O
&>

t
q

Methods

¥

&

0ne°\ R

guld

Stu(f& Cu ent Gu llne Q%CD 2@ (i§f
Tl size @ ﬁ% ger t@ rec en d (2 cm +/-1), however it is
SPR

‘Semplj
3.0 gﬁere

thls@watlon 1S no@onmd@d to be relevant.

specifies a fish weight less than

Previo;@/aluation:

@©

AN

"y @

Nc%%ot pr@{)usly subml@

GLP/Officially

S

recognised testing
facilities:

QD

3

ff\

N

Yes, @ucte{\ujﬂde@LP/O@mal%ﬁogmsad testing facilities

N

@y

N

&)

Acceptablhtsgéhab

%éé%"\

@7\%
N\

o,

=

Justiﬁcaéon for ne

EPA%equest as statg

nun?lﬁer 7055.

S

9
rt

@

@* .
Executive s a&ﬁ

An acute txicit
Juveni ~-Q°f
0.62 %.25
N
an

Liqui

t W@erf

OowWS

&

5

- g%te&perfor@g a
in

N
&@@

&
S

o

)

&

@
ed W@ the fathead minnow (Pimephales promelas) in a static system.
@e exposed to fluopicolide in nominal concentrations of 0.156, 0.313,

9D

@@
%

ﬁ@ 14 June 2011: the study was conducted to fulfil US
tembet 20§Jm @oplcohde Final Work Plan, Registration review, Case

g &g 7L in soft processed water for a 96-hour period. Additionally, a negative
coﬁ@ ol were included. All treatments had 10 fish per test vessel. Mortality and
sublethal$effects were recorded at time points 4, 24, 48, 72 and 96 hours. Samples were analysed using

solv&@it cou

romatography Mass Spectrometry/Mass Spectrometry (LC-MS/MS) to determine the actual

concentration of fluopicolide present in the test medium on day 0 and on day 4. Recoveries in media
were between 88% and 100% and no residues above the limit of quantification were measured in the
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controls. Biological results are based on nominal concentrations of fluopicolide. The study fulfils all
validity criteria of the current version of the OECD 203 guideline. Sublethal effects were observed in
the test concentrations of 0.625, 1.25 and 2.50 mg a.s./L from 4 h to the end of the test. Mortalities

occured in the 2 highest concentrations. Analysis of the mortality data based on the nomindl-test &
concentrations gave the following result: The 96-hour LCso value is 1.34 mg a.s./L. Thechighesf0”
concentration without observed effect (NOEC), is 0.313 mg a.s./L. The high@oncentrat&@wnh@t
lethal effect is 0.625 mg a.s./L. @ \Q
3 G
I. MATERIAL AND MEFHODS: DS Q
Test material Fluopicolide (tech.) Q\g @w § v\gv &
Batch number: ETFP00273 @& &© é\g Q @Q ©
Specification: 102000016444- 0]% Q & & & @) &@
purity 100.5 % w/w 0 @ N O g @
Guidelipe(s) None specified w & @6@’ v;?\ %@’ 6\ \% &
adaptation Q) @ %, & @A
Test species Fathead minnow (Pimeghales @%mel@)@ ©@ © O S
Acclimation 12 days % S 4
Health during accln@hon@@% mo@ahhe&mn@S h ﬁis prl@o te&ing, n@§
treatments for disghge. N @ Q
Organism Length and w 3%‘waer@)nly measur*éd at tesf end@\y NN 2
. O N L
age/size at Mean length +1.24 mm & Q (OJEEAN
study initiation Mean body et we?isght 0.5837 ﬂ@@ 0498% & & @©

Test solutions

Nominal s@@lcentrﬁlo é 0.313 -0. 6&@ 1.2%52.50 mg a. s@;
asur conc@tratlons 0

Corres%ndm ean @8 - 0s307 - %13 1.16 and
2.23 mgas. T S
Coatrol: S ro@sed v@ter > S )
<<@en‘[ Bhtrol .10 mgh./L ditwethy, rmam@e K\
prp@pﬁate@verg“@esent ina th;;@st 1evels @
Replication @ es&? per conce&%ﬂo {xeplicatss): <&
Q N @f vessels perco teskyl r\’
S assels perc “*%1 %
B@ of Wssels,,per solve ol (réplicatds): 1
Or anisms’per No. of orgamisis ess@lo v @’
| %@ﬁ” 4 &
Exposure tafic N
@éotal e%osg@{?duratmn 967iﬁ’ours© >
Test Vessel )0.12¢fis est dlu‘m%
Loading $ N%® @ @9 o § @é@j@
Feeding during ne \
test @ § ’%’Q f@@ @
Test & Temperatir: 21.8 — 22 @“c
con@tions top@&»od ]@hour@ght 7§murs dark (30 min transition period)
N 1ghtgptensi 66015@
pH: 7.3
&@ &r@es 46 54%g/L
@ “Sond 177. \Q@ 96.3 umhos/com
S {%ISS@@Cd oxygen: 92 — 95% saturation
Paraméters @K@ Sugviva rtality) and sublethal behavioural effects
Me@%‘red @@ @Qbservation interval: approx. after 4, 24, 48, 72 and 96 hours
rvat@@ls v

Daily for dissolved oxygen, pH and temperature. Day 0 and 4 for hardness,

alkalinity and conductivity.
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Chemical
analysis

Samples were analysed using Liquid Chromatography Mass Spectrometry/Mass
Spectrometry (LC-MS/MS) to determine the actual concentration of fluopicolide
present in the test medium on day 0 and on day 4. @

Data analysis

The LCso values were calculated using CETIS (version 1.8.7.4) statistical _ <
software. The NOEC, NOLEC and LOEC were empirically determined bas
upon observations data including lethal and sublethal effectss

2 O

@
=

SIS
2 ,© @

S

II. RESULTS AND DISCUSSION: N

(@)

Validity criteria according to
OECD 203 (2019)

€

v @

&

Required <)@)btained
q (\Q

test substance

Measured concentration of the

R
&

<

Mandatory %:gform%p

@
=

Mortality in control during test

@

<10%

Dissolved oxygen saturation

JB% o T
)

>
N 9%;’%95% Q

@@ >

> 60% A

& A
ST O TS

%@J N ©@

Analytical results:

Recoveries in media were between 88
nominal concentrations of ﬂu0p1c011
No residues of fluopicolide were Q@sur

a.s./L).

9

2 &

%and NO %@ee tag@belb ). CBZ;
@%Sm th&%ont@ ab&\@ theéﬁmt
Qb

O

@Qm&

<
@gic@esulé@ are b©§d on

ﬁamﬁ@aﬂo@(o 01 mg

N
N

Nominal conc.
(mg a.s./L)

Arith
(mg angi_‘

AR @10min5@c0nc‘&ntrati@§

@ <
N

@‘c

@ 48 hour

@f@

0.156
0.313
0.625
1.25
2.50

0,148

0. 3o(g§
0613 &)
P16 >

S 22@ ol O g
X %@ S U o @

Full d s and accepéﬂ e vafydation ata %supp@hls@ho@re presented within document M-CA
4, which comply v@the g@ re%@tory &ulr&mentsc&uthneg\mhm SANCO0/3029/99 rev 4.

%ol
V9%) K
Y6 Y

Q\
qﬂ\\%

a é/
7
9k .

-
99

199

$@6 @

9

.

@
©§ < <

o

@Q

[

O

\
Biological resultg@ § \ & ©©
@ < \ Q O @
Observations© ©© Q\ é’@\
Sublethal gffects were (%bserv l@es‘c SAcen g{ons with 0.625, 1.25 and 2.50 mg a.s./L. In the
test conggntration wi 625Qg a.s./L al] &1 )dwed a dark coloration after 4 hours which remained

till end of the stud Qo hoe&g) In@e tes@%ncemrations with 1.25 mg a.s./L and 2.5 mg a.s./L the same
sublethal effect was o “wn all Tiying over the whole test period. Additionally, labored

respiration, errafje behav10ur ish @ on$ottom and loss of equilibrium were observed in the two
highest test em&)ﬁonsrm test All living fish in these concentrations showed sublethal
effects, whigh're dined ufy study en%

@

N S
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Mortality
Exposure time
(hours) 4 24 48 72 96 &>
Nominal conc. No of dead No of dead No of dead No of dead No of dgad §
(mg a.s./L) (%) (%) (%) o) (%) 4
Control 0(0) 0(0) 0(0) ) 0%0) .
Solvent control 0 (0) 0 (0) 0 (0) 2(0) 00 | &
0.156 0(0) 0 (0) @ (0) K70(0) G @
0.313 0 (0) 0(0) 0 K 00 @ W S
0.625 0 (0) 0 (0) ' 00 & 0(0) © Ro QO é}
1.25 0 (0) 1(10) @ 33Q) @@ 3039 § 4440) o)
2.50 3 (30) 8 (80) Lo 10000 b 10%000) Y L fe(10)S

Q ¥ N S5 O @
IH. CONGLUSIONS: Q@ y ©
The study meets the validity criteria a@g&ihq m%poias&@m
are: N .
Q & N @\ RS
e S TS
1.34 mig as. @)

@ 9(1.;@—1.6 g agyL
©

NOEC: N NS S @Y ¢
highest concentration witho%obs,%gved effects QS 13 I%%@gﬂ a.s/1& ° . @

© ) N D
Highest concentration wghoutgthal effect § 0 6@27&;@ mg a@& y

X © . .
&”@@%@ @©\©%\x&

Assessment and%clu&ion b licant:

s . @
?the EESO % 1.34 \a.s.@\and t®N§ of @3 mg a.s./L can be used in
V@2

R g
R

s

LCs0 96 hours (95% C.1.):

—

The study is reﬁ%le AN
the ﬂuopico%@ rislcassessent. O ¢ N -
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Data Point: KCA 8.2.1/07
Report Author:
Report Year: 2001
Report Title: 2,6-dichlorobenzamide (BAM): Acute toxicity to rainbow trout (Oncorhynch@g/ S
myKkiss) 3
Report No: M-234311-01-2 S @\“@ A
Document No: M-234311-01-2 o L 7

Guideline(s) followed in | OECD: 203 (1992); USEPA (=EPA): E 72-4 (1982), OPPTS 850. 107841 99@ B
study: % ) 9

Deviations from current | Method: Deviations from current géideline SANG(
test guideline: Limited sets of validation recove?s were anal @-}@
recoveries were within the acc&ptable range 0fy0-110% andithe RSP Waluesivere
below 20%. The analytlcal aféthod can be %rded as fit fo@urpose @ @

0/3029/99 rew@ O @Q

However, averape
v

: ideling:F &
IS\It(l)lr(lig. Current GuidelinepBECD 203 (201 o o @&
Q>
Previous evaluation: yes, evaluated and ao&pted 2 @U ‘&, @ SEEN R
in DAR (2005) T NS &> «§ <
GLP/Officially Yes, conducted u%er GL@)H{@I& recé@nised Mtln@mhtle@ @” @&
recognised testing N > % w, §
facilities: (0% o \ @ & & \ Q> o A
Acceptability/Reliability: | Yes Q AN A & A o & o ~
) o
A ®\ @ S S L
Executive summar | 9 9 & @ o L 5
y @ N @ £ & §>
An acute toxicity test was p@rmed\m‘d@e rainbow tr&at (Or@orhy@ghus mykiss) @nder semi-static

conditions. Juvenile rainbow troutsywere @%0 M- (2, 6-%1ch ben@%lde EBAM)) for a period
of 96 hours, in groups of Qx@%nty ( reph@te%§n figh), to &Qeaquemls so?lgﬁon e test material over
a range of concentrat&%ns of 189, 3205560 ;a@’ 100@mg/ky, The contro@roup was maintained
under identical condifiens b@nogpose@to th§st ‘%rlal The mé»ber (&ﬁnortahtles and any sub-
lethal effects of e sure eachdgpt arieontro @ere@atermmed 3@nd 6 hours after the start of
exposure and th @rou %ut the Yest uNﬂ telml atl%@lfter® hougs:

Water samples@ere t fr m the ntrol@ad all fost g ups W, surv%fmg fish at 0 (fresh media), 24,

48, 72 (old and fre ay and 96 (ol edlﬁp ourgfor q@ntitatfre analysis by high performance
liquid chroé@atograp y PLC@I etec@ ure@:onca@’atlons were in the 80-120% range
of no concentrat@ns ﬁno dues abovelthe lifait oantlﬁcatlon were measured in the
controls Recoverles Wkre gre an 8 @B th& logf%él regi are based on nominal concentrations

of M-01 (2,6-dic enﬁ%mld

The study fulﬁls§ ty c O&@b 203 gui

Sub-lethal effests of ﬁrere Qbserv@bat tegtieonc atlons of 180, 320 and 560 mg/L. Mortality
was observedat 320¢560 O&mg/ NUESON D

The 96-howy LCs based alt nc@(?ratlo@; 1s 240 mg/L with 95% confidence limits of 180
-320 m@ The No O@ewe&?&ct@onc@raﬂe&% 100 mg/L.

T o
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I. MATERIAL AND METHODS:

Test material M-01 (2,6-dichlorobenzamide (BAM)) .
AE C653711 (M-01) @ S
Batch: FUX001000/FUN81G02C N §
Purity 99.5 % w/w S @
Guideline(s) None specified @,Q S IS
adaptation QS N
Test species Rainbow trout (Oncorhynchus mykzss) = DG 2
Acclimation At least 14 days to test conditions @§ 5}’ N @§
Health during acclimation: no mortal%s in the 7 @ls prior to thg start@ the test ©&
Organism Mean length: 4.5+ 0.2 cm N Yy Q9
age/size at the = Mean body weight: 1.07 = 0.19 A Q& &" &© & © &@
end of the Q,)Q} N % N \© 9 QO
definitive test SN 6 NN
Test solutions | Nominal concentrations: @ — 1@ 3& 56% 10%@1;;&@] o % .
Controls: water Q Q g SN
Evidence of undissolyed matesial: pre red tes, med@@ve all obs d§s@%e
clear colourless soh@é}ms thréughdéut the ﬁuratl(@%f thetest. @ N8
Replication No. of vessels pe nc&&ﬁatlo@eph@es) %ﬂ §) &” @
No. of vessels §j contfot (rep‘hcatcg)ﬁ\? 5 U@ mQ D w\\h@
Organisms per = No. of organisnis pegyessel&l0 O N > Q (OIEERAN
replicate «(@ o &@ v @§ < @ § & @© &
Exposure Seml-stam?d%grene@@’) & @ NS
Total exposurefuratin: 96 Kours AR %)
Test Vessel 0.54 @ﬁsh/%test mé%ﬂum@ the@ad of @ test) % Q&
Loading %, N« )
Feeding during @%e v@ @ @ $ §’ Qo &
test /$ o @ @ Q R,
Test QVT 3 %&scret%\neamﬁmy, 1@8 to 13.8 °C (continuous
conditions @ ol v el) S
% @’otop&qod @56 hoyrs h%{t / S@urs @rk s@v@i)th 20 min transition periods
S Lightunten @%one @ \@’
AS pHaTa- O
§£@ter z%ﬁdnes 144-@ m @aC%L RN
sqlved oxggen: 6°9> 95%@atura®>n S
© Co@ctlv S@v SIS
Parameters rvat@ns f rdeat @1d for@bnorn@il appearance and behavior, were performed
Measured /® at 6 h(@@rs
Observ ] D1s ete m@§ eéz mp@@@lyure dissolved oxygen and pH were obtained at
test nltlagn and aft ~~> 72, and 96 hours, in fresh and old media.
ﬁmpe@l%ure @ als easpie contmuously in one control replicate.
Chemical Wate@mp were%ken@\)m the control and all surviving test groups at 0 (fresh
analysis @" media); 24, 4§§d 72Nold and fresh media); and 96 (old media) hours for
@ q@%ﬁtlt is t@/ igh performance liquid chromatography (HPLC with UV
detec
Data an@sis CThe €Cso vabie and associated confidence limits at 24 hours were calculated by the
< @ trimmmed earman -Karber method using the ToxCalc computer software package
<\’ @@ @d at 30, 48, 72 and 96 hours the LCs value was calculated using the geometric
Q© é@ ar@ethod (geometric mean of the concentration showing 0% mortality and the
@ concentration showing 100% mortality). The confidence limits are these 2
concentrations.
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II. RESULTS AND DISCUSSION:

?;z;)llltgl;ty criteria according to OECD 203 Required Obtained @o @
Measured concentration of the test substance Mandatory Performed R @§
Mortality in control during test <10% é 0% . @ @
Dissolved oxygen saturation > 60% @’ 69 - 95% & O\Q
%)
o O SO
)
Analytical results: \g < @\ %@ &@
Recoveries were greater than 80% (see table below so the blOlO@%l results %@Bas n ©§?\ ing] ©
concentrations of M-01 (2,6-dichlorobenzamide ( % % Q)
There was no M-01 (2,6-dichlorobenzamide (Bz%&) res1due f%n m@@@ con@ sa@es @}
N =
\
i %of no@nal centpation @’ @
Nominal @ﬂ f@ S@ o3 A @% N
conc. 24 hour- | 24 hour 4§fh0mg hﬁr 72 h0§ 72 hour- { @
.s./L h p D -
(mg a.s./L) 0 hour old Jresh, %esh old &resh& 96@ r
100 103.5 NEPSIES @92 S 10%%9 04 49 105 | 1055
SAPHEN ] ©
180 105 1048 1085 'S 102 045 107107 g@*é,.s L 104
320 103.5 190 [ R of nd | Shd ] &y [Ohd, n.d.
560 102.5 1005 ndy nd. nd0” | gnd ) n.d.
1000 1025 L 1000 &d @0 nd O] nd o ng” | Gd nd,

"'mean of replicates (n =2) " N Q{°

n.d. — not determined (all f{{lﬂl died) @ © Q) 6@ ©) &S “ e Q\@@
S $

Full details and ac abl Vahda@ da@@o supﬁ)rt

4, which com@v @ EU xegulatory réquuremg
exc

tc;% within document M-CA
ouffined thin@&NCO/3029/99 rev 4 with

5,,
©
=
<
&
ol
o
=
"O
=
a
73
(€]
-

minor accepta ons only. % @ AN Ry
. @9 @© Q @
Biological {@sults %, %@ @ & v @@ \é’}
Obser‘&ﬁns @© § N @Q %o @
N S A
Sub-lethal effects xpos%re weEe observed st C(@ en ra?%ns of 180, 320 and 560 mg/L. Sublethal
effects were sw1ﬁ@rnln® the acq%:&mm&ng atthe b , loss of equilibrium and the presence of
moribund fishg, O o O @
Q @ SN D
Mortalit % v § @ﬁg y @g@ %@é
X 9 Q &@ S
Exposure time & N .
“C(hours) o2 &)@ f@\ 24 48 72 96
Nominal cong. No of de&@ @0 of & P No of dead No of dead No of dead No of
(mg/L)_ o (%) | ead (Y0 (%) (%) (%) dead (%)
ContdoY ) 040y 0 (0) 0 (0) 0 (0) 0 (0)
@ o | DO 00 0(0) 0(0) 0(0) 0(0)
% 180 & S K o @ 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
3@9@ O v0) 0 (0) 9 (45) 20 (100) 20 (100) 20 (100)
f@%o 0 (0) 0 (0) 20 (100) 20 (100) 20 (100) 20 (100)
~1000 20 (100) | 20 (100) 20 (100) 20 (100) 20 (100) 20 (100)
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III. CONCLUSIONS:

The study meets the validity criteria and the endpoints based on nominal M-01 concentrations are:

& &

D
LCso 96 hours (95% C.L.): ff:orfggo me/L) @@ @® Q@j
NOEC: 100 mg/L @ NS
highest concentration without adverse effects N @\
= O & 2
Z ) o
Assessment and conclusion by applicant: %/ \ é\f Q\ @ &@
The study is reliable and the LCso of 240 mg/L can be used in the 1‘@’1 risk asseﬁg@ en[@© é\’ O
\“] \S)
R e & ¢ @
& £ &
Data Point: KCA 8.2.1/08 . SN D N K
Report Author m s 8
Report Year: 2003 5 G % > Y Q o
Report Title: AE C657188: houy static e txicity test with the'rainbow tro
(Oncorhynchui%fykls@b& \& % % ? u‘g@ﬂ
Report No: M-218631-082 S T - @ & @ SRS
Document No: M-218631@12 & S X & NN &

Guideline(s) followed in | OECD: @3 (199%; ASTN St%dard 1@9 88@@’9946@ @ &9

study:

Deviations from current | M De{ﬁ‘uons ﬁ%m c@ﬂent %fehn @ANCO%029/@/I‘GV é

test guideline: Limjted sets of vafidatio recoverles we gﬁalys@d Ho%ever th average

coverg Wﬂ&fthmé acce@ble range 0@—1 190% and tBg RSD values were
o Below 20%. The analggital method (@g%be re%@rdeck\ﬁ%t f@urpose

N Study)Cu tGul@ ine: @CB 208 (2049)

& | ThypH @ .61in t@» st &?ﬁcentr@ons %13 m&fE and above, this is

@ greaterdhan 8:
N) Q@Sincesthere whse nomortaht@or f s -»\ in of the fish included in the
@\ test, this s]%ht dey%mon hgg ho 1m t o .~ e stu@y whlch fulfils all validity
offeria. ©° « ¥ %
Ves, ev@uate nd ac&pféd % U
= in DAR (20 D
GLP/ ally @@ @cond&d under GL@@fﬁc@& rec@%ﬂsed testing facilities

recognised testing @\) &\ % S N N %\

Previous evaluation:

facilities: L - S
Acceptability/Religbility=\| Yes&&” S =, O
\ ) I

o &N & .0 o O °

Executive ﬁnmarg @© Q\\ Q\ @\ @

An acutg#dxicity test was pe %ed @ith @ral % trout (Oncorhynchus mykiss) in a static system.
Juvenile rainbow tr@ %expOsgd to ¥ AP C657188) at nominal concentrations of 6.3, 13, 25,
50 Q\%’ 100 mg /L Tor a 96shbur. @md ddm@aally, a negative control (dilution water) was included.
One test chambeg was Main z@led each, fréatment and control group, with 10 trout in each test
chamber. Obs&atlo s%of ality@nd oth@r signs of toxicity were made approximately 2, 24, 48, 72
and 96 hO‘@&ﬂ@i\ 1ation.¥Samples were taken at test initiation, after 48 hours and at test
termmatl ﬁ tes @am Saﬁ‘@les were analysed by hlgh performance liquid chromatography
(HPL de ct10® Measured concentrations were in the 80-120% range of nominal
concematlol@ nd s above the limit of quantification were measured in the controls. The
me d C(@en‘ﬂ‘ggons for the study were 6.3, 13, 25, 51 and 102 mg/L, representing 100, 100,
1 and@ of nominal concentrations, respectively.

The st@ fulfils all validity criteria of the current version of OECD 203 guideline.
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Biological results are based on mean measured concentrations. After 96-hours of exposure, trout in all
of the M-02 (AE C657188) treatment groups appeared healthy and normal, with no mortality or overt
signs of toxicity observed. Ty
There were no effects observed at any concentration tested. The 96-hour LCso value is > 102 m{gﬂ@he@
highest concentration tested. The NOEC is 102 mg/L. v

I. MATERIAL AND METHODS: @Q @& O\Q
SO
Test material M-02 (AE C657188) ﬁ , O .9 %@
3-chloro-5-trifluoromethylpyridine-2- @boxyhc ac1@ %\ \\ @@
Batch: MOY 4383 \§ Q o & &
Purity: 99.8 % w/w N O A Q ﬁ@ ©
Guideline(s) None specified %\J Q & x\J & <© &@

adaptation @7@’ @ N &)
Test species Rainbow trout (Oncorhynchus mykiss) Y WD @ 6\ WS oS
Acclimation At least 14 days to test conditionsy % S > @§

Health during acclimatian: no gort ah@% in t@(@gac ll§atlogperi0® 4@% & °
Organism Juveniles % \ Q S N
age/size at the = Mean length: 5.2 cr@fran @ cm)\ & \q;\ éﬁ é\a ©§
end of the Mean body welg J 2 &%ang@ﬁn @6 g)@,& < @ @
definitive test @@ N & %

Test solutions = Nominal concé%tran@s 6. 3’@ 13 —@5 § 100%ig %@ Q)
Mean meagéd Qoﬁeentra@ns § i@ 5
S @
Controls:yyater S %
Evide of u@ssoh@ ma@al AfPtest concen@tlomppea@i clear and

colomsLess est 1n1€ﬁtlon dtetﬁglnatl@“ > %Q {g\
Replication Noxof VCS@ pel@once@atlolﬁ%phc@es) “ @
% of Ve@els con@l (rep@ate@@ Q &
Organisms per 0 0 é3§1rga131$\)‘§}zsp rvessel: 10 @V Z @
replicate @ 6 & R > o é@ @& <

Exposure 5O %ﬁz o O % Dy
N e%posur&durat&o% 96@6@ms S S @

(7

Test . o@ssel 0. 29sgwﬁsh%;est @um © o - Q@ \@’
Load (71) S Q R S)
Feeding during N v\g @ S

test \Q ’ 6&’ &
Test conditions 7Te %rat 1 1. 9@’13"% S

@ opel@ 16 fdurs / 8@ours @rk with 30- min transition periods
Q L1ght @ns%\ @ (at @} 1n1on)

= pH: %3 8.6,
@7 har@ess 12 § aC L (at test initiation)
lveq oxy .2 mg/L
\2& 0
N Q.f 1V1t)g\280 u@ms/& (at test initiation)
Parameters @, Observatl(ms for Wortality, signs of toxicity or abnormal behavior were made
Measured &/ 8 2 and 96 hours after test initiation.

N

S X )
Observan@ fements of te rﬁ rature, pH and dissolved oxygen in test chambers were
& g oond | o
<< O dnes@kahmty and specific conductance were measured in the dilution water
g*’ @@ @t e béginning of the test.
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Chemical
analysis

Samples were taken at test initiation, after 48 hours and at test termination from all
test chambers Samples were analysed by high performance liquid chromatography
(HPLC) using variable wavelength detection set at 220 nm.

Data analysis

The absence of mortality in this study precluded the statistical calculation of L@’so
values at 24, 48, 72 and 96 hours. Therefore, the LCso value ere estimate
greater than the highest concentration tested. The no mortaconcentrat&&f an%@

the no-observed-effect-concentration (NOEC) were detertfiihed by VIS%I
interpretation of the mortality and observation data. fQ
\ 9,
: @
I1. RESULTS AND DISCUSSION: UQ@ S 9 &
Validity criteria according to OECD 203 . AN ®
(2019) Requlrc%&@ @% ) @btame@ &
Measured concentration of the test @@ ’ @ © @
substance Man ryd @ S Q@ P%(’rme% <&
Mortality in control during test <®% W\g\)f S @}’ @A
Dissolved oxygen saturation 60%@ @U QM ~ o 74 r@% - K@?) mg/&i%

*A dissolved oxygen concentration of 6.5 mg/L r@n’esen&%ﬂ% s%ﬁtlon @12‘@ Qﬂeshw@

Analytical results:
Recoveries were between

mean measured concentrations.

9
No residues of M-02 (AE C%@%) were mm@éure@%

mg/L).

Q

80 and
Q

\

‘& \&

"\a
% (sé&” table*belogj*’Ne\gsthele@gblo@cal

ﬁts ar%)based on

th{g’ontbove@e@;lbg of § antlﬁcatron (3

< N N
it e st

Nominal conc. % Me% measu(?ed @ %%f nop@al fin ntrm = § 96 hour
(mg p.m./L) @ o Q| 48hour >

@ | §L) @ e . Bpour
6.3 SROERE L,oi@ o 499 D 101
13 o) OB A g %98 L9 101
25 Yoo RS L P99.18 O [ 98 99.5
50 7 s &) Yl @ oo 102
100 & @ 162 & . @02 ERSIETY 103

@\ & IS ©
Full details and eptab% l@mn ?a to&gz%port t@ls &hod are presented within document M-CA
4, which comply Wl® @ reg ory@qulr entsg&thned within SANCO/3029/99 rev 4 with
minor acce € ex ptr%@ nl&\ N @\ @

AN L ,%Q & @
& @ @ Y . Ko

Biologi@esults: ° Q @ ©\

S @ & &
Ob@atlons BV Q X

@ Q

Rainbow trout @ﬁhe negatlve@%ntro@rou dppeared healthy and normal throughout the test. After 96-
E C657188) treatment groups also appeared healthy and

hours of exposuyre, t

normal, Wl

@
&
%
S

Q@

&
(O
@@
N

&

5
&

Ut in

e

m\\ﬁ lté vert s1g1%®f toxicity observed.

of t;% -02

@

&
v

S
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Mortality
Exposure time (hours) 2 24 48 72 96 @° 6
Mean measured conc. No of dead | No of dead | No of dead No of dead No of %@% §
(mg p.m./L) (%) (%) (%) (%) & () @2 .
Control 0 (0) 0 (0) 0(0) 0(0)@> ooy | &7
6.3 0(0) 0 (0) 0 (0) 0 () o S &
13 0(0) 0(0) 0@ Q,(0) RO RRIE ) .
25 0(0) 0 (0) 0%0) 90 (0) @ |0 S 1S
51 0(0) 0(0) @[ 0(0) S (00 © &0) @Q© %
102 0(0) 0(0) | 0(0) 00 QO o
’ RN
&, 9 & O g @6 NN
ILCoNcsioNs: > T X o
The study meets the validity criteria and J@%end&o@%ts ‘s@(?ed %%ea eas@@l conc%%tral@js g@/
L L&
LCs0 96 hours (95% C.L): & 3> 102%g p.myL (nébapplicable) o~ & ©
NOEC: O & S o &7 &
highest concentration without adverﬁé&effects@’ 1%%‘?’ pag./L NS § @? N w\?@
o 6 & & O o T
Assessment and conclusienby applicant: @ <~ o % Q é&
The study is reliable and th&a L% of >®2 n@%p.m./l@c‘an be%seclé&» theo@2 rigk assessment.
o 2 &) & 5 Ro S N
TR, &S Y §
ST e &8 ORERY
@ S o L @© @ @
SEIRSENS TG RN é@ @
S P R O
¥ & .0 O o« ¢ & S @
T N N S N
N DNy @ © Q@ & (T
'S o\@@» O GG
SENES) R
FEFS & O
o & oo &
@ 9O g © o .0 @
QOO O N O D
¥ K &2 o
=) N @% W2 %
@7 °\@ Q @ N
S A\ N @§ 9
S @ &@\ O
@%
PR ) SR
& o7 4 <
S &
S
NS
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Data Point: KCA 8.2.1/09
Report Author:
Report Year: 2003 2.0
Report Title: AE 1344122: A 96-hour static acute toxicity test with the rainbow trout @5/ @6
(Oncorhynchus mykiss) S o3
Report No: C035531 S @2 A
Document No: M-218630-01-1 o L 7
Guideline(s) followed in | OECD: 203 (1992); ASTM Standard E729-88a (199& Q @ L
study: ) é
Deviations from current Method: Deviations from current @dehne SANGQ/3029/99 re% \ Q
test guideline: Limited sets of validation recove?s were anal @@‘ However averape y\g@ &
recoveries were within the aceeptable range o £J0—-110% an §luere Q)
rded as fit fo@urpose @ @

below 20%. The analytical g¥éthod can be
Study: Current Guideline; & BCD 203 (2019
The pH at t0 was 8.6 in adP'the test con tratr n@thls s gfe %an%

Since there were no rtahtl@)or srg@ stre&s In ay of t{r@@ ed m&t,he

test, this slight dev1a@)n ha&lo 1m@@t on @ stu@whic ﬁl%ﬂl validity
AN

©

criteria. > N
Previous evaluation: yes, evaluated ahd Accepted \\ 6 &% @ N N
in DAR (2003)> - 2 IS &
GLP/Officially Yes, conducfdd u GLP®ATic rec 1sed t@\\ﬁng itie
recognised testing &#d K @ ]@ %%9 @ @a @)
facilities: Q - A o f\\@ m >
Acceptability/Reliability: | Yes o, k@ s @%@ Sy 9O .
o, (ﬂ@‘j % ©r
A
N & RPN
& Q) N Q N L9
Executive summary @ @ @ @ N
An acute toxicity test w d Wlt§e @%bow& %Oncor%ynch@mykiss) under static
conditions. J uvemle ere expose concentrations of M-

05 (AE 1344122)
maintained in e
concentratlons

, S0xand 1 / .
toxicity were @ade @?roxn@tely 624, 48, 2 rsa
L1qu1d Ch@mat@%raphgéPLC@m

by High Pegf
each

orman

controls. The me

uts SometriceriegQf fiveé
r&ga‘uvtrﬂutf&r wa%rﬁ forzg 96- ho per1
trea@ent

tlegtﬁhamber at te
were een 99% akd 107@&nd no resj
a@easu{ed c

. One test chamber was
d cofitrol g@up, vith 10%rout j

SEr¥@tions

V detr) Samples were collected from
t1

1t1@1 48 hours

at sr\ ermr{r
] al:@/e th&dimit &7 quantification were measured in the

entrafions fop the study were 6.4, 14, 26, 50 and 101 mg p.m./L,

representing 102 %8 1Q4, 1 §1d IQf% 0 @’mma@onc@;tmtrons respectively. The study fulfils all

validity criteria of the €arten

e@d oh\arlthr\%
graap app

of the 1@5 (AB’134;

overt of tax

The biologiesul@ r

trout in th%)egative cont

exposur ut in all
with nosymortality 6

conceatration tested, Th
NOEC i

is 101 mgpm/L@

§ asured concentrations of the test item. Rainbow

thy
I@){) tkeatment groups also appeared healthy and normal,

ity~@Pserved. There were no effects observed at any
hou@Cso @ue @ 101 mg p.m./L, the highest concentration tested. The
©
@ S
é@ < R
v @
v 9
&
<
BN

st chamber. Nominal test
mortality and other signs of
testgpitiation. Samples were analysed

on. Recoveries in the aged media

normal throughout the test. After 96-hours of
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I. MATERIAL AND METHODS:

Test material

M-05 (AE 1344122)
3-methylsulfinyl-5-trifluoromethylpyridine-2-carboxylic acid

&

Batch: YG3228 N
Purity 98.8 % w/w S @
Guideline(s) None specified @,Q NS
adaptation Q©
Test species Rainbow trout (Oncorhynchus mykiss) = DG
Acclimation At least lfl .days Y ' @g \ @§
no mortalities occurred and fish showed no signs gfdisease or stg@ss L
Organism Mean length: 5.7 cm (ran 51 - Q@ cm); aé\atest Qerm@tlon
age/size at Mean body weight: 1.6 g (rangegg — 1.9 g); affest t%mma fon &
study initiation Q @ ) @
Test solutions | Nominal concentrations: 63 — 13 @10@&7ﬁg ﬁ‘ \N %,
Corresponding mean meaired @ncelgsatlon@@% 4 o 4 0 an % 1 mg
L A% s &4
Controls: water

7 @ % o
Evidence of undlss@d rr@rlal ﬁl tes&solutl@as ap@are ar a@c
> @ @ Q@
N

test initiation an ination. & @ Y

olo§ at

Replication No. of vessels p&r conc@itration (repffeate &l Ny S w\;@
No. of Vesselsﬁi comgrol Q}pf%pllca ) @ \J@ N
Organisms per No. of or, ms.per vesse 10 D &
replicate g@@ N R f,@ © @& @Q 9 S
Exposure static N1 @ ’ @ )
Totafm%osu%gura@)n né§og§;§ U@% %o $ §
Test  Vessel 0 &g fish{@ test filediu . N .
Loading @ ‘1§ @) K@ $ \i\\a\ @© & K\
Feeding during None R ¢ @
test @§ @ &\ N \© é@ [@ <
Test conditi@ @Iﬁera@e 11@ - 1&%@(: ‘”\g S §
% Pliotop&riod: @56 ours hﬁlg / S@urs Hrk %} 30- min transition periods
N nghmten @ o Q@ \
A Q = .0
ter z%ﬁdnes 128 Ca%&/L RN
salved Z§ -9. @mg/L@> 72% saturation)
© Co@ctlv
Parameters @ @ewa@ns fi r%)e é@ld slg(% of to@mty or abnormal behavior, were performed
Measured /  at®, 2 and houI@@afte t initiation.
Observ s Dis ete meds 2t o p&@ re, dissolved oxygen, pH were obtained at test
imigidtion, @l 48 2, @ urs. Hardness, alkalinity and conductance were
) asur,g&\at t@egin@ ofthe test.
Chemical am wegdsanalysed b)@éﬁgh Performance Liquid Chromatograph (HPLC with
analysis @" UV detecter). Sapiples \@’6 collected from each test chamber at test initiation, after
S 4&h%ourg@id attest termination.
Data analysis Ne apsence,of moxgatity in this study precluded the statistical calculation of LCs
@& @Q valué€s at 24&8 72 and 96 hours. Therefore, the LCs values were estimated to be
<< O gn%lter it the highest concentration tested. The no mortality concentration and
<\’ @@ @ n&ebserved effect-concentration (NOEC) were determined by visual
N 2) ter@tanon of the mortality and observation data.
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II. RESULTS AND DISCUSSION:

Validity criteria according to OECD . .
203 (2019) Required Obtained ey @
Performed and resu&% §
Measured concentration of the test arg.based on meagd)
Mandatory @
substance @asured & Q®
@’oncentra‘uor}g o
Mortality in control during test <10% % % Q § %@@
Dissolved oxygen saturation > 60% @ <7$ >72% ;}a@rati%o b @
T
R S S
> Y R O &
Analytical results: ) Q

Recoveries in the aged media were between 99 @nd 107 % {see tab@@%elov@ T&e@lolo@al @ts
are based on arithmetic mean measured conceptrations of the<gst it N
No residues of M-05 (AE 1344122) were m ured@n th%contr%gabo G@ie 113@ of uantlf%atlon 3

mg/L). @
RN h S & ° & §®@

Nominal conc. | Mean "/@f nominal cofieentrations © ﬁ\\ NS S

(mg p.m./L) (mg p.m./L) @%10“?% LY'48 haurs 48 ho@gy & o

6.3 6.4 o127 vl S o S s

13 14 @ |0 & Gu e’ & (1 O

25 26 13 Ty 9 ks, O

50 0 ¢ O]wsd O [993 O 9™ D

100 101 O T & Pl o 5 %&M S

RS \J %\ S
Full details and ac abl Vahda@ dat@>o supﬁ) rt th® metl@d are p@ese %wnhm document M-CA
4, which com @ EU regulatory requiremgnts outhned gyithi &NGOBOZW% rev 4 with
minor accept exc ons only. ‘5& @ %& S Y
o a2 & O

Blologlcal @@sults “ @9 @ ) o @@ \@,

Obser\gi@ns @ Q % Q

Rainbow trout in t ega 1ve con?&gpl ar ap&eared ealthy@d normal throughout the test. After 96-
hours of exposur out in all @1@ M=05 (A®y1344322) freatment groups also appeared healthy and
Tt \Qg

normal, with no f@orta D% of.0 Q%ﬂcny@bser
@ @
Mortalit oo ©© Q @\ @
ortali @ . §§© 2 "@f@ @

Expos . N ~
time (hours) 3 Q\ 6% @& paS) 48 72 96
méan % R D)
measured @ No of dead 9No of7dead & | No of dead No of dead No of dead No of
conc. %% ﬁy (‘@ Q (%) (%) (%) dead (%)
(g pm1gO @
Control &~ |010) & fp) ¥ 0 (0) 0 (0) 0 (0) 0 (0)
64 O Sfo@m o 0 (0) 0 (0) 0(0) 0(0)
148 @@w W) - 0 (0) 0 (0) 0 (0) 0(0) 0(0)
S 0(0) 0(0) 0 (0) 0 (0) 0(0) 0(0)
50 O 0 (0) 0 (0) 0(0) 0 (0) 0(0) 0(0)
101 0 (0) 0 (0) 0(0) 0 (0) 0(0) 0(0)
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The study meets the validity criteria and the endpoints based on mean measured concentrations ar

III. CONCLUSIONS:

c.

©

LCs0 96 hours (95% C.1.): > 101 mg p.m./L (not applicable) R >
NOEC: 101 mg p.m./L S @® S
highest concentration without adverse effects gp.m. @S S
S o
Assessment and conclusion by applicant: <, &&7\ \U \@ Q
The study is reliable and the LCso > 101 mg p.m./L ca¥ be used in -05 risk g,@sessn&t @
@ i
@ & o R @<§ &
S
CA 8.2.2 Long-term and chronic t@ty to ﬁsl& @9 Q \& 2 @}
\ > D LSS
CA 8.2.2.1 Fish early life stage toétlty @% @3\’@ @é’ @@}7 @Q > %&’
(8 & ‘
v @ K & O & &
Data Point: KCA 822101~ (S > o . 9O kS
Report A “@ N
Report Year: 2003 S L » < S
Report Title: AE C638206: Arf@arly Bife-Stage Toxieity Te@%th @Fat %@Ml%ﬂv
(leepéﬁs p@nelas@nder@ow—'ﬁg@ugh Ednditigys 29% S
Report No: B004235 | % IS 7O O N «
Document No: 2%41190-01-1 "N - @ S @
Guideline(s) followed in OECD 0 (199); U A( EDA): 850, 1406%1996) 2
study: %L @ @ [\% @ &
Deviations from current | Me N
test guideline: é\” n D @ @6 é N °\@
@ Study: @: delind: %@mo o3y © S
S @&fhe ‘fe{n eratage de%ted froﬁ@the rapge of Q>§°C §5°C during a three-day
@) ©\ peridd in ‘é@ch teﬁmeratu@?range To {-. proximately 23.0 to 27.0°C, due to a
©© Q n@hamo@mal tion ‘Z&nce thigre WasIo co esponding increase in effects
(o8 %ted e orga (e thls®erlo %ays 4-6 post-hatch), the variation
.9 in temp ratq@% not &wved hav@dver@’y affected the study.
Previo aluation: _© ye %@/alua@ and accept
S L@ %MZOOS) IS SR \
r(‘égégizfizi;lizn%@ X %%esg@@@mz{%de@wo&lalg fecognised testing facilities
facilities: NS @@7 N m@ @g
AcceptabilityReliabitify: [ ¥ed  ° ~
S IS
s VY &8
@7 o Q @ N
N A9
o SN & &
h CANO RS
N N
2 A N
e
@ < QO & ©@
& e oe
VS S8
S @ .
S
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Data Point: KCA 8.2.2.1/02
Report Author:
Report Year: 2018
Report Title: Statement - Certificate of analysis for fluopicolide toxicity study on early 11fe§y @6
stages of fathead minnow (Palmer et al, 2003; M-241190-01-1) D g
Report No: M-634701-01-1 S @2 A
Document No: M-634701-01-1 o L 7
Guideline(s) followed in | -- Q N
study: % ) § 2
Deviations from current | Not applicable @ S R > Q
test guideline: V @@ @@ Q\ @
Previous evaluation: No, not previously submitted ¢ Q) 2y Q\} ©©
@ ((% d @ < @
r(’}elé(f)’/o'fﬁcially. not applicable Q'? N @@ Q & o @&
gnised testing RN @ N\ % 'S
facilities: G 6 VN (((\6 N Y
Acceptability/Reliability: | Yes S @ o x> U @ <
. @ R T ~ © " @
Executive summary v \ \ @ % S X
A fish early life stage study was perford#® ﬁ%fath .@ %w (Pz@epha@ pi@las)@ﬂow rough
75 150 — 0.300 —

conditions for 33 days. Fluoplcohd % ied @conc%@tratm@ 8
0.600 mg/L. A water control and @solven ntrcﬁ wsg%lso I lud he @ co sedgé} replicates
of 20 fish for each group. & O @

Mortality, clinical signs of tox@ r@bnorn@l bel@’wo Were orded aily @d used to derive
hatching success, time to hatch, and post—@ch snga aramegers I& dlt@l grow was evaluated
by determining total lengthy wet é Wweig @t the end of the tes’l@ N

Concentrations of ﬂuopl%ohd were verifie n day 0, 74,14, 28 28 and 33 for each
concentration and ceatrol. M %”d coftent @ons vere @s th 80- 1 range of nominal
in th conﬁ%ols The mean measured

concentrations and res1d@s $Ve t @LO ere asure
concentrations w 0.0— 0. 0155 — 0 304 ~Q.585¢ /L §

The study fulfilscall val 1ty ctﬁerlacs&f the c%qrent %e?vsmn @'O 5§ ﬁldehne

There was a @t, Q; otalgle dela®in t inthe 0. treatment group in comparison
to the control group@Hatching S%CGSS as n gnl ;§ntly re@uce& the highest concentration tested
but larvalgévwal at therend oftthe te s sigdific ed t@’ 585 mg/L. Statistically significant
effects@otal length $1gh ere observ mg@ However, there were no statistically

significant effects gindry &g t. %o RN
Therefore, the mogSen 1tlve p etef&are v@ Wel@t an“otal length, and the corresponding overall

NOEC is 0.155 @/L @ sure@wcon(‘\ﬁhtratl@)

& 3% 4
N f@@@\@j@Q@@\
G @ © 9
gE v,
N O S
T & O
N &
@9@@%
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I. MATERIAL AND METHODS:

Test material: Fluopicolide (tech.) .
" Lot/batch: 2050190/PP241024/2 @ <
Specification not reported N §
Purity 97.7% w/w O @
P
Guideline(s) None specified @’Q S O\Q
adaptation NS >
. . % ! o\ Q, J y\:
Test species: | Fathead minnow (Pimephales promel@ AN R SO
: NI Q
2[rgamsm Age Embryos less than 24 h old g @Q %@ Q§ §’ &
Experimental %@ Q& &' &© % @) &@
Start: oY @ RO o @
. ‘o VRN
Test solutions = Nominal concentrations: 0£4.038 £4). °07550. liﬁv 360 0.@ mgik (not™>
@ R @
corrected for purity) Q) > KO N .
Arithmetic mean measui%gl con@’ntr&ts 0 '@7 0.076 0.155 Q)SO@; 0.5 &5
mg/L & o x% @ k) N
Controls: water co m@olv %on‘e ﬁb(dl de 0.0 mL/LP
Evidence of undiss ﬁlatepé@ all Yc\i@he te]y oluﬁs a arﬁear d
colorless in theggst chanibers at’te n1t1at1®and inagyon. ight Brown
precipitate Wwgs obs d mfg’% dl@ @g cham er@ the ®©600 mE/L
replicates agtest tekmination. O’ o S S
. 2
Replication: No. of vessels per conc@ﬁ\tratl (repk@gates) Y N \@@ %
No. of Vessels per co 1 (r c . Q%
No. oﬁesse&per solvent D trgléeph%é%s) 4 R f(\@
o 2
Organisms per f fet@ize@gs/e@bryo@r Y %l 200 & K\
replicate: & Q @ @ @
Exposure: ©@ Flo hrouéﬁ \ @ @ &
S T(@ expeiure c@aﬁoﬁj@f& d@?g (5 @ ha[§§nd@8 d post-hatch)
Test V@sel At th&gend o&%e te @9 19 @ish/L@f wagr in tl@ﬂtank or 0.015 g/L per 24 h
Loading:™ S XS
Feeding ly kgfche

during test

(Y

%ﬁ‘;ﬁg

@wae@ere &ﬁ livébrine shrlmp nauplii (Artemia sp.) three times
;g}t R&q@’ns wérd ad@sted each week to account for losses due
SN

Test @w T@fperé&e 2"4@10 2\\%‘@ (@ﬁ c m%ers) temperature measured continuously in
conditio n% one W@r c 1 re@a‘ce @am%&uthm the desired range of 25 & 1°C, with the
exc ion @ thre@yday period i which temperatures ranged from approximately
ﬁto 27 e to echagy fjcal malfunction.
Ry Rhotop d with gradual intensity changes at dawn and dusk
> Light ens@ 80 lu a@
@°pH: 801083 &
@ er hatdness=J24 t %4 mg/L as CaCOs
@sso oxg@en %@aturation: > 89% (7.3 mg/L)
@& @§C0n(ﬁ1>ctiv' 2350 uS/cm
& \? Be:ggn ofypost-hatch period: day 5
S @
N) @’
Q@ £ <>
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Parameters Temperature was measured in each test chamber at the beginning and end of the test

Measured  / and at weekly intervals during the test, Temperature also was measured continuously
Observations | in one negative control replicate.

Dissolved oxygen was measured in alternating replicates of each treatment and
control group at the beginning and end of the test, daily duriiig the first seygdda
of the test and at weekly intervals during the test. Measurefyénts of pH were m

in alternating replicates of each treatment and control group at the beginni gand
end of the test and at weekly intervals during the t %Hardness a{@ahnﬁgf and,_
specific conductance were measured 1@1ternat1ng eéflcates of th@ wa r\con
and the highest concentration treatme %roup at th@mmng 0 te@t weekly
intervals during the test and at test&mlnatlon &© SRS @

O
During the first day of exposu %embryos Weg obs@ved ice r@g morta@ty a
eggs with fungus. Thereafter, Witil hatchingyyas c&ﬁ‘pletc%?
mortality and the removal of @lyad ein ryd& Wwerg, -~ per ed’ wnce t~“§lally
During the 28-day post-h4tth e sur@ﬁrlo l@ae were ol@erved%ally to,
evaluate the number of rtaht@s and®he nuihber of individuals e&hiibity n@l
signs of toxicity or a@%rm %ha%lé From these bsgr@tlon*swhatchmg s
time to hatch, @d post-hatéH g@%vth @hd ssutviv Weé?ﬁ ev@lated
Post-hatch growthy (.?' thé@athea@mnn%@fs (t@é[ lelél‘l nd Wei@ns) was
evaluated at thgg:%&)nclus@n of the 2& ?’y p@&hatg@xpo@ e pe@d. %o

Sampling for | On Days 0, @ 14, &\L 28 ﬁ 3 st @Q\ ) w@r s les were collected

chemical from one al matlrﬁ replicate test chaniber &@ach tzgatment and €dntrol group to
analysis measure conc%tratlo of @ tesl@ubstance @mop@@@de was measured by
HPLGIRY QY

lagyal survival h (tatyl 1 n@ wet weighf@ind difs weight). Data from the

gat and.solent control groups® for g pagame %&rere compared using a t-
QO test Smce n‘% dlf rence@yere @%cted@etw the.two control groups (p > 0.05)
© (&y of3he p@met@{ the%@ntro@ata

% p(@led for comparison among the

Data analysis: | Te ndp@@@ysed @atls@lly fQr the@ven%: fishe Q@e hatching success,

tmen groups

N wer@an sed @ @quare and Fisher's Exact test to
&@ 1de $b that slgved astatist{Cally significant difference (p < 0.05)
§§p thg“;ontr All nth&%us—wglable @ta were evaluated for normality using
Shapiro est, and for@)mog@lelt f variance using Bartlett's test (p = 0.01).
@Sln@ pas@ the\a umpgtions gfnormality and homogeneity, ANOVA and
@ Q‘erro S t- s@were@sed @ All statistical tests were performed with

9 T XS”@@T@M@VS%SO&

N
R R O@@\
%@§@\@Q&§
G @ © 9
gE v,
O
> O o
s &
@9@@%



o) Page 107 of 389
A

|{BAYER ) ) -2020-08-05
E Document MCA — Section 8: Ecotoxicological studies
R Fluopicolide

II. RESULTS AND DISCUSSION:

: o o Required by Required by .
Validity criteria OECD 210, 1992 | OECD 210, 2013 Obtained @
Dissolved oxygen o N
concentration ]13()6 82;C§Z£?aﬁo_n > 60% saturation | > 89% saturation@ @® v
throughout the test ’ S [\ )
Temperature range for 25490 254150 Fulfilled with {88 exception a three-
the species ' day period ith\which tempe § &
@ ranged gﬂ& approximatély 23. 0@ o
Water e T | g et 1
difference between test & co e‘@n din mc oin e@ s r@d
chambers or between + 1.5° max +1.5° g d his Géri 2
successive days at any ((} a@ngt organiyms uQngt 15 PErIo
time during the test QO?‘ (Days 476 post-fiatch), @2 variggion in@;
. Q@temgmture i®pot bglieved tdhave O
XN & adverSely affected e study™
Analytical measure of = @) oy Sy T & <\
the test concentrations Compulsory ~ Cogn Iﬁg G @ne Q {g@j @&
Hatching success of & N [© ) N Ao
P, 6% @ 5\%%%@ LA B eS8 ©§
Post-hatch survival of o © 4 PR Y &
o >10% (O I §9 ancgﬁ% S §y %@9
No si ﬁ%ant & @@g) @C@ @@CJ &U ©©> ©© S
e W
Solubilising agent when eff sur\\‘;zﬁfal Not req@fre d & @lle % @ é
used noxahy other I R %
g;iverse £ffects S @& @ N S
YA T
. N . .
Analytical results: @ @ "\a N w\ﬁ\ Q" A &\
The recoveries ar thegange @5120%(%6 %le@w)@@he r&sgs o@the study are based on the
@

arithmetic me sg@ tes %ncent%tlo N NS

No residues 0% de &Sere ured@a thetgﬁ tro%abov@e limiv of quantification (20.5 pg/L).
& & @
~ 2y @ &
S .
Nomi@ Arlth §0f n&a}ggncenmn&g@ Q ©\
conc. % o O K
(mg/L) (@ \ D |, Day 7 Dity 14 | Day2l | Day28 | Day33
L a
0.038 Jo 037© 982, O 9ol | O 96.60 94.2 97.5 95.9
0075 70076 FI99h Q03 & |04 102 101 102
0150 &° [0155 ¢ [495 @] 108" | o104 102 103 103
0.300 0.364" 1035|403 .97 103 98.7 102 98.9
0.600 0. §§5 al1on” Rorasy s 99.6 90.8 101
@ S
RS

Full details ac %bhﬁdat%’n datgjto support this method are presented within document M-CA
4, which eompl %ﬂth EU%gulaf@y requirements outlined within SANCO/3029/99 rev 4 with
minor Q@pta@@excep ons @ y.
%% @
)
S &I

&
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Biological results:

Observations

With the exception of one fish that appeared weak from Day 0 to 2 post-hatch, all surviving e@rol
larvae appeared normal. In general, the majority of the fish in the 0.037, 0.076, 0.155 and 0.3 rng/L@’
treatment groups appeared normal throughout the test. There were a few adic obse 10ns®f
organisms that appeared smaller, weak or lethargic, or were swimming erratigally or exhibiting.a

of equilibrium. These observations were few in number and did not occur l%a concentrat@-re@mswqg

pattern. R N
I ‘”\a
In the 0.304 mg/L treatment group, one fish was observed to have an g ,; ormal gro abdg\%en &

and dorsal fin. No other observations of abnormal growths were re ed in any oﬁthe tr enggrou
during the test. There was a marked increase in obsg Vations of su li\thal eﬁfectsg n&survw@g larvée
in the 0.585 mg/L treatment group, including o isms that&ppear@mall@ wedly or ]@}hargl@;%)r
were swimming erratically, exhibiting a loss of €quilibrium ly g on tigg bot Tﬁ@mc Sse in
observations of sublethal effects in the 0. 58&1‘1 I@%}eatlmﬁt gr@glp Waps on§$red to“be &eatment

related. %y & S
S, W @ Q Q @ &
% N N > &A‘ (, @Q @

&

©

o AN
Growth Q@ K\ é% @ é\g@ <y @ @ S
In the 0.304 mg/L treatment grou &the ﬁs@(mth an abnottnal Wth Qs e@dedﬁf; cgl%ulatlon of
mean wet weights since the growth markgdly iforeas he ght nk1§§
There were statistically s1gn1@t d1 fé’ences tot eng@ nd e S Welgh int 30g/L treatment
group in comparison to the contro &
poleds ]© o @ 2

Arithmetic mean measufed ean t(()(@\l le@h @} Mean weﬁvelglgﬁ NS Mean dry weight

concentrations (mg/Ly._ q m¥zSD O S . @g) £8D . @ (mg) + SD

Water control o a8t 06y S 68.1£4.6 O & 127+13

Solvent control & & [ 205 +(03® 7 729:38 @ 12.8+0.9

Pooled control ) 1.4+ 0345 ‘N FSEYORS 128+ 1.0

0.037 o O 21.3%0.79 @ B39 85 13.0+1.6

0.076 S 1213305 9 o773.0934 @ 13.9+0.6

0155 © P1+039 ) ‘O] 789 £3.9 13.9+0.8

0.304 A < N9.9 £§29* S ["99.8 +£3:0* 11.6+0.6

0.585#4\ LU . IDigrlissy LY 7.5+ V4 33+0.2

# excluded from statls@naly@s sinc re wa(@ significant effect on swvival
* Statistically signifi (p<Q.05, Bo ggrron %test) @ ) @

B
QQ@E@@@)@@@

Time to hat&?and h@chlﬁuc § @(f‘@\ @®
The fat minnow e@oryo gan Hatchigiyon DAy 4 of the test and larvae were released into the test

chambers on Day 5 @1 0 Y0 @Qhe s Qlwng@)ntrol embryos had hatched. There were no apparent
dlfKi%nces in tim&to ha % en the con@ group and the 0.037, 0.076, 0.155 and 0.304 mg/L
treatment groups. With ke excép f one e@bryo in the 0.304 mg/L treatment group that hatched on
Day 6, all su%@mg embry s hatcls -a by Qay 5 of the test. However, there was a slight, yet notable
delay in time&p hatch .585 %ﬁg/L pgatment group in comparison to the control groups. Only 42%
of the suryiving bry(@ 1n§ 0.589mg/L treatment group had hatched by Day 5 of the test, in
compa to J@0% inthe negitive and solvent control groups. The majority of the surviving embryos
(58%)"«\@1 the @85 @{L t@nen‘c group hatched on Day 6 of the test.

& & Ty
©®
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There was a significant difference in hatching success between the pooled controls and the 0.037 and
0.076 mg/L treatment groups. However, at least two replicates in each of the 0.037 and 0.076 mg/L

treatment groups had several embryos that were removed from the incubation cups on Day 5 due tg,the
presence of a fungus, which was not related to treatment with the test substance. When the fu

sed

o

embryos were excluded from calculations, hatching success in the 0.037 and 0.076 mg/L t@tmen@’
roups was 78 and 95%, respectively, and was not significantly different fro pooled co
g y g y

Arithmetic mean Mean % hatchi %% . § § %@
measured Mean % hatching ean 7o fa g & 5> \°\ Q
concentrations success success ot n @ @) NS @

fungused embryos Q (TS X S
(mg/L) & O N Q ©© Q&©
Water control 85 85 @ Q& . &© % < @
Solvent control 83 83 @@v A @@) RO %) @}
— & N @ 6\ LN

0.037 56 B 2 OO e~ S N
0.076 66* dos & @& é@j & & S @% @&
0.155 83 NSRS O O & $
0.304 83 Tl & o O & 2 SRS

' SR Y S Y - § & o

0.585 81 S @’81 S S ©© S R
* Statistically significant difference (p@() .03) f;é@the p@ﬁéd C(@cﬁ us!@%EIShe&Exactgl @Q S

< @ AN @Q & S é
Qﬁl & Q AN ) %
Larvae survival on day 28@@0st -héte @ @ y\]
The decrease in survwal in t}@ 58@ng/L §m§? grou@ wa&gtatlstchﬂy m@ﬁcan‘c in comparison
to the pooled control&> (S % @ &
& &S

Arithmetic meagym \red o .

concentratio 13 M&’ /o&&@'lv%& S § @%

Water con@l &0 QN\LQ § © X

S —C @ @

Solvenpedntrol G ﬁ§ 89 &Y S S

0.037 @ &\ % ® N é% Q\

0.076 S A g8 o TP O

0155 @ O Jlav o o] @

0304 D W K 2 Z»é

0.585 @ 2 7S
* Statigtically s1gmﬁcan@fer (p <05) fropithe paoled control using Fisher's Exact test.

. R
v @ &©
@° N
PR ) SR
&4 <
o & © ©§’
SRS
(SN
$ & e s
¢ &
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III. CONCLUSIONS:

The study is considered to be valid and the endpoints based on arithmetic mean concentrations are:

D
% hatch % hatch T @ 5
o hatching o post hatc . . 0@
success survival Dry weight W((@W eight lgl@t S
LOEC (mg/L) © N
lowest concentration with | > 0.585 0.585 0.585 0.304 %).304@ ?
Q% Q & 2)
an effect & Ry X o N
NOEC (mg/L) D N L NS
highest concentration 0.585 0.304 v 0.304 Q@ 0.155 @© @55 X é
without adverse effects N @ © N { mQ
X \)
o @ @
&) A 9 o & - &
Assessment and conclusion by applicant: % @ \U ©\ &:ﬁ) Q
. @% NN
The study is reliable, and the NOEC is 0.1§mg/@ ee b@ oW ,@r ad@ﬁ&nal Fﬁpom‘[s
A ) &
S . \@ < % N @j @
RN AV S IR &
(i @ & & o> L N &
Data Point: KCA 8.2.2,{83 & N o & 0
Report Author: % @9 "\ % RSN
Report Year: 2018 % > O .o ¢ -
Report Title: ECx @lculamn for @Oplc e stu@ d/n ¢ life §tiges imephales promelas
(Pafiver et b (2003), M-241190-0%+1) @;@ & & %&
Report No: M-643769-01-1.0° N @ S AN L9 o
Document No: .. | BL-643769- Ol@N § N N‘?\,d
Guideline(s) followed in  [non @ @ N Y @
study: C%\ @ Q & S
Deviations from cu Not ap bl @
test guideline: @ % KQ ((’@@ L W
Previous evaluat@n ©\ No, ‘ﬁot pr&lousl}/\w%mlt‘gﬁ§ N Y Q
D dla SN
GLP/Officially (o8 No, no@)condu teﬁ un&k&q}LP@ﬁmall@recq&?ﬁ%ed testing facilities
recognlscd ting 2 % @
facilitigs® Gl A @7 @ (<§
Accep%ﬂﬂy/Rehabef 5)@\5@ SN N
SOXEEEN NS N
& > NERCER
9 & S S
ECx calculatu@s for @EL ud &lm t al,@%).@a
B
Endpoints for the fo%)om a@eter@re %@mtlc determined in the existing report:
o @chmg succé% QQ @ @ o\w\ﬂ
o Post- hatch@vw @ Q@ @Q
~
e Length T o @ &©
@ - & O K|
e Fres %Vei@ 7,
@
. Dg( wel §9 Q
The %atc g su@ess is the highest tested concentration (0.585 mg/L) and only 4.7% of
effe wer at His level. Therefore, it is not necessary to calculate ECjo and ECy values for

@er they are $oth > 0.585 mg/L.
Never@ﬁess, ECx values can be calculated for the other parameters.
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All recalculations were performed with the software ToxRat Professional Vers. 3.2.1 with the mean
measured concentrations provided in the report.

Three linear regression models (Logit, Probit and Weibull) and 3-D non-linear regression mode ore
compared. Only the most suitable model is presented: Probit for all parameters. Water control an.
solvent control were pooled when there were no statistically significant differenggs (.= 0. 05) rd&g
to Student-t test. @J@

o

((@@@@

)

Dryﬁ@ight weight @\y To&ﬁengt@@

% post hatch

Endpoints (mg/L) survival

ECio No significant 0.307 @Q 0278 _© Q\G 33
(95% confidence interval) dose-response @%(n.d.) (0.144-0. 35@y @194 08)
. . @)

ECa ;faélgisgﬁ bo ) 0.356 N ‘ 8@0 328 > & 440

o . _() AR
(95% confidence interval) caleulated (nd) @ 20@ 397%% (Q@ 0498

7 N
NOEC from the report 0304 © w\\h@ 0.3@& @ %@’155 ] < 0 5
n.d. not determined due to mathematical reasons % . @ @ ©

According to the AGD, EC, are prefer W\rﬁldpc?ﬁlts fc@isk agsess %BO&%O nd £Cio en@ﬁmts
are robust but the ECyo is considered a&mo e%olo Iy gelevangthan t}@&NO ort study because
the level of effects at the NOEC for@ tishelow the leve\f@‘ @s in thg co s anéfor length
there is a reduction of only 1.5%. This NOEC @lue 1s@;uﬁc p@ng factor between
the LOEC and the NOEC. Therefpre, itis'prop@sed t @e n @ 11 @ssessﬁnt ECQ&for wet weight,
the most sensitive paramete@he stﬁdy @

%
The overall NOEC for the@_};sh Eéstu@ ad ml@flow with ﬁ@plc e 1&&@55 mg/L based on
effects on length and wemelg% The | 10 1@ 278 |p /L based o&effe@n wet weight.

©‘&&"\

0 i @ ',
The study is reﬁa ed ~ \d the r‘éleva&t endp %} S fo@ﬂuop@@‘hd §@ e@%EC of 0.155 mg/L and the
ECio of 0. 2 g/Lcba Ssed @1 wet @eight @

Accordlng’@to the @GD EC)o Ge pre%?red dpon@ fo 1sk ssment Both NOEC and EC
endpojatsare robust the §10 1ségeonsidered as@ore b@ y relevant than the NOEC for this
study’because the.J¢%l of cffects at the@"() Gor wetow, s below the level of effects in the
controls and for @h there is Qred ffon o %. T OEC value is artificially low due to
the spacing factg beh@en t an% NO @grefore it is proposed to use in the risk
assessment, the EC1@@r wg@velg@ he post s tlve ameter of the study.

Q O

Fo 8L
%

=) N
CAS. 2@? l%g%full%‘e cycle te\é@ N

Ba&ﬁ*’on the triggBes stat€d in Q@EU ulaﬁ@ﬂ 283/2013 on data requirements for active substances
and the EFSA Qquatlc@ul &rice @ocum%@, a fish full life cycle (FFLC) study is required for
bioaccumulatiy&’and persistgat substances. Bluopicolide has a BCF < 1000, and therefore does not meet
the trigger ofbioaccumulafion an&%em@nt A FFLC may also be required due to endocrine disruption

criteria. Tl@ e ar t%hscu@d m§A 8739
ol N
S

& &

&

&

@
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CA 8.2.2.3 Bioconcentration in fish
Data Point: KCA 8.2.2.3/01 ° @
Report Author I ol
Report Year: 2003 o
Report Title: Bioaccumulation and metabolism of [2,6- 14C—pyr1d1nyl]@ C638206 ln@uegﬂ@

sunfish, Lepomis macrochirus, in a flow-through systenfy

Report No: B004340 < @ L
Document No: M-241273-01-1 L) N

Guideline(s) followed in | OECD: 305 (1981); USEPA (= E%@ SubleBm@l 165- 4(198& @\ @%

study: t”\g

Deviations from current | Current Guideline: OECD 303y(2012) &@ \j

test guideline: The concentration was not ntalned w1th%)+/ -20% of t]&@lea for the ]@91 @
concentration (see detai e validit becatie of iy techpical @}

failure on day 16 only. dev1at10n 1@aot cmldere@m ay\a ffect‘e@ e oWerall
validity of the test sifice the st c CF Were 0 hta 1ned @ the Tow

concentration where Ho de&l re ok@ﬂrvedx & o
Previous evaluation: yes, evaluated an%cce‘pt@” @ @ © @

in DAR (2005)" © > (> @ S O & S
GLP/Officially Yes, conduc @)unq&&}LP/d@ﬂcuﬂ i&fecogg\ﬁt@ed te&t}ig fagphities Q ®)
recognised testing ® @

§”@

facilities: & @’ N % \ @ %

N
Acceptability/Reliability: [Yes R o ¢ ©& &7 O O
@ N U S @ © U
Ve T @ @ é
Executive summary o & @ & Q

A bioconcentration studkwas er@orm@@ wit uopt&gohde bluégi 1 S ﬁ%fsh omis macrochirus)
using a 45-day flow-through emgincluding a ay u@ake and a 21%ay depuration period. Three
groups of 144 juveniffish éach I@Cately@pos@o thréd tre@ents@“l) solvent control at 0.1
ml/L dimethylfo (2) tre@ggd aﬁ@nomm 1 coiieéntraffon of 0.8 pgll [*C]- fluopicolide in 0.1
mL/L dimethylf; %am&@ )treat d a.gi:rnomfﬁg co@trat@ of &0 pg/L ['*C]- fluopicolide in
0.1 ml/L dimeghylfor id Wat mplégirom cach @t charitber wete analysed for total radioactive
residues by ligdid s 111atg9n counting on ay 0 0%nd every Ménday, Wednesday, and Friday during the
uptake anddepuration &gases n%> by HRLC ap days@y 1, @14 alfé’ 21. Fish were sampled at regular
1nterw@roughout t&»upt@and puration pefidds dete@alnatlon of total radioactive residues

and lipid content. Figh'samples cgnsisti %fth& issue grofips - whole body, edible tissue (muscle,
skin and skeleton) notiedib @a 1%\/ isgera) - were taken throughout the uptake and
depuration phasés. To radl t1V mdu“@g n each ti group were determined by combustion.
Additional fiswere afte@acm@ng st§y sta@e, on days 21 and 24 of the exposure period

for metabolfﬁ@ldent@cat Th %ent of si @)r residue component, unchanged fluopicolide,
was confirfged by LC-MSs ﬁg}s a@vahd@ criteria of the current version of the OECD 305
guideli ean measu?@d co% ntra&n a n{ﬁi deviation of test material in the water during the
uptake périod Was [@ ﬂ@lcohde equivalents at the low treatment (0.8 pg/L)
and\ﬁﬁ +1.79 ig/L [14@ fluopicolids eqm@a ents at the high treatment (8.0 pg/L). HPLC analysis
demonstrated that the p@én‘c c@npo d ﬂLQ colide was stable in the low and high treatment water
throughout the uptake phas wa§the ofly radioactive component detected in the water. There was
one mortali @1 thesolve ontro%freatl@nt and two mortalities in the high treatment during the course
of the studgg Th ortélities fere notonsidered to be related to the test substance. The steady-state-
BCF p (b ole@@ ) in the 0.8 ug/L test level is about 117 L/kg, the lipid normalized BCF

is 65 Eﬁ&g O~ @ %,
& @ Iy °
¢ g v

&
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I. MATERIAL AND METHODS:

Test material

Fluopicolide FC O @
AE C638206 Sk NH N
Batch code: N S @Q S
R001737 o «d N NS
. * = position of radiolabel @ o
Purity: 99.3% S «©
Radiochemical &% A2 %y
e 0 > N N
purity: 96.5% © AN % o
Guideline(s) = None specified Q @ §> %,
adaptation AN < © D @Q
Test species Bluegill sunfish (Lepomis macroe&/rus) Q & & O Y
Acclimation Fish were acclimated to the tegpstilution wateg and th® test tempe a@re (% 22 £@
2°C) for > 14 days prior to Egtlatlo%of tes& Th%}e wet@less &n 3950f @
mortality in the population® @ N S @ @§
Details on test | - Weight at study initiatign: 1 0 g (r@)e 0. @% 1.60¥'g) Q @ﬁb &
orean < @
ganisms - Length at study initiation: t%ange 0 - 3%cm) Q" §
- Lipid content at tes@%ltlag\ A) (Ww) o olej%h QNS
Test solutions = Nominal concentr, 8 pg) %[14C]§Vu ﬁde/ @
Measured concemratlon@’o 84%nd 7265 opl@ 1de/% @9
Solvent control:.1 nak./L diggethy forma @ @
Evidence off@dlssdﬂwed m%ma t rg@ned Q D
Replication No. of vessels per con (repllcafes) i@ .9 % ©
No. of V(g/;§sels sol 1 (re cates): 1 {g\\ N 9
. & S G
Organlsms No. of*@rgan%ms per@ess 44 @& % @@
per replicate o ¥ . N« .
Exposure type: U@Tov&@‘ou %) $ é\a ~Q AN
ute exp@@e agucous @@ g @
¢Tot i\exposﬁge dyration: Q\\lay&\ NI ) §
A® T dep@aﬂon&rat]@@m days &y
Test Vessel H@mas&oadl% rate; 2.2 Jxk%st tank at th@étar&@fgthe study and 0.43 g/L/day
Loadin base thesflow ofyfest solation throu e tarfks
& don o it soiion houglfh &
(@) S Q R
Test. . per@s}re 2%2 - 2@5C (%i\mtm%us m@lrements) 21.6 —22.7°C (discrete
conditions @ asureren %\ S
“Pho 6:8 hptirs. " SRS
>
@@ L;@ 1nte@ ty 1§®0 1u©21n11;1a@1ght @’ensr[y at the surface of the test system)
8.2

@"Conductivity= 1000z S/cpd,

St

La @dCO}

Water hardn& 7

Ox n saf@atlon 80-162%. test aquaria were aerated during the study to
m@ﬁam%msolg%d gen lexefs at or above 60% of saturation.
C: .0 mg/L in ﬁti ater

Alkatinity 258 gﬁzs mgiL as CaCOs

Y Th

ring$he uptake anddepuration phase, the fish were fed twice daily with
Qom@ciah@ food at a rate of approximately 2% of mean body weight per day.
amo f food was re-calculated (to adjust for loss due to mortality or

sdtpling), each day based on the mean weight of fish sampled previously.
‘o
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Parameters Discrete water quality measurements of temperature, dissolved oxygen, pH and
Measured / conductivity were obtained in each test tank throughout the study. Continuous
Observations | temperature monitoring in solvent control test tank. o
Fish were observed initially and daily during the exposure and depuration pegiﬁ
for any mortality and/or abnormal appearance or behaviour. Total lipid cont@ was
determined in fish at study initiation and in treated fish sam@ on days 7&@1, 2@
24 of uptake and days 7 and 18 of depuration. @ .
Sampling for | Water analysis: % ©\ §
chemical On Day 0 and every Monday, Wednesday, and Friday, fhereafter durm.g the%ptak%
analysis phase, the concentration of total radio&gtive residues@n the test wa@r Wi
calculated by direct LSC as ['*C]-flyopicolide eq ;~© lents. On ceain J@ é\”
sampling days of the uptake phas% tudy Days@l 7, 14, 21 ) and ®n ]@1 ofg;
the depuration phase, duplicate ygater samples o 10%{‘ ed from each
aquarium using a glass plpette stored m@ss es. @@mp weres?faly&
by HPLC with UV detectloﬁk 9’
Fish analysis: @ 5}9 @j& @
Six fish were taken fronﬁach t@fk a&h sa@hn and p@@ied mQ 2 g@s 0@
fish. Three of these fi ere&%ken%r whdle fishan ly i id analys1s (
analysis on treated ar&%g t @ﬁs %@ con and@eated
tanks were weighéd an d seqte@lnt Eible dllﬁm ix alguots of
each tissue sa were then cc}nb te fo aly f total ra @}ctlye‘iﬁemdue
Additional samples ofFish y@e c cte gﬁbohte
characterizagion on\\% 1 and Dy 24 ese re wei oups of six
and dissected in@ edible and nQn edl%e portfans. &%bolﬁ@s in gxtracts
containifig mgr@ican%%&d e >5%) were identjfied and\uantificd by
compaﬁson ggq)th authéntic-§tin @LC The id&satity §mgle major
residue co@one@v@uncha‘@ged C64382 Oég%%vas g\qnﬁrme\\ y LC-MS.
§ II Y§SUI\TS ANﬁ@ISCI@%IO% @@
Validity crlt§ @ @ & %lf)%lgl%%os, % &“ﬁ%’ﬂs, 2012) | Obtained
Water temgerature variation ove t%@ o ‘o o
Whole@@i@;md NS @:&2@ IS Q@ S@’ 21.2 - 24°C*
5 -
?elssglfs%ﬁ oxygen % i}%ﬁratw\ﬁ@l gest §6%0%"\U . g\ 80 - 102%
Concentration of@st s&@gnce &s‘c 2y %«@J Y ©© low cor;centratlon:
hambers maiggained in ired @ A $ Q 93-105% of the
c \G) ESVA ) mean
range of the@an ofhe e@ure%ﬁues N @ . .
durine the upiake phase % D & high concentration:
g theptake p @ .9 9@ 23 — 116%**
L N Test concentration
The concentration Oﬁ@re tes%lbsta @§ \© < water solubility Yegtts
belé?v\v’lts limit of sotubilit estwater < @ of test item in test
water
Mortality or O&Héf adverse i@/dls@e <QO% <10%
in control an@}reated Tish
* Temperat é&varlatlﬁg contl@\msly «Qg}nltor@@n solvent control aquarium
** On Day, e punfpy mal ion in the high treatment reduced the flow of test solution for about 17 hours. The
water coﬂ@ntrat' by L§C on @owing day dropped below the limit of £20% of nominal concentration. After repair of

the syrjitge pu@h
The, @centr n d

© w@teD conggntrations returned to normal values (102% of the mean measured uptake concentration).
rofped b;l’§v the required range for a short period of time in the highest concentration only, therefore the
study shou considered a

lid. Moreover, the worst case BCF values are obtained at the lowest concentration, where no

issues o@centration stability was observed.

sfekok Wal

solubility of [2,6-'*C-pyridinyl]-fluopicolide = 3.02 mg/L
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Analytical results:

Mean measured water concentrations as determined by LSC during the uptake period was 0.844 +
0.0276 ug/L [**C]-fluopicolide equivalents at the low treatment (0.8 pg/L) and 7.265 + 1.79 pg/L [ 2C]- S
fluopicolide equivalents at the high treatment (8.0 pg/L). This represented 106% of the low ndminal
concentrations and 91% of the high nominal concentration. Water concentra@s ranged fro@O 7830

pg/L to 0.888 pg/L in the low treatment and 1.657 ug/L to 8.452 pg/L in the hjgltreatment @ugh@
uptake phase. No radioactivity was detected in the solvent control tank. (o8
Mean measured water concentration during day 1 and day 4 of depurationshowed a de 4C]@

fluopicolide equivalents in both treated tanks. After day 4 of depuration,no water sarﬁples @l@i@w
since concentrations of radioactive residue were practic not detectdble. At sever im \durm @
uptake phase (days 0, 1, 7, 14 and 21) water samples f&)m both the lnd hlgh &nen ]@ uar ere @
analysed by HPLC to monitor any degradation of the@gst compougun aquarlum @ater

of the test compound was observed.

Average daily concentrations of total radioact@é@y in Wate@mg/lq%@xpr%,sed %@T}é@mp ¢ol de

equivalents
a ) & @@ ‘”\a < & @:
hY (@) @ & % o

Study day Nominal concentrations\).8 ugf@> inaﬁ%nceptratio@&ﬂ ug@ @7 @§
-3 0.898 Y 8405 O O §
-2 0.840 RN @38 O <> o & O
-1 0.867 A3 RESES O & @
0 0.783 & DS [T N DD N ij
2 0.819 R 6 © 864y [ © O O
4 0859 @ % T D799 © SN
7 0.888 Q> 8200 U7 o S
9 0.867 AN 2829 NN
11 0.863_° 9 & 79%s v L B
14 0853 &S e O 39800 « S
16 0830 @ A& S 1087 O NS
16 441829 a Y 5014,
16 0810 N % . V6340 o &7
17 21 0.8%9 w1428 %
18 Q 8836 . O O &~ ¢ | IBS @
21 e 9876 & N @% 319 %y
23 N~ 0862 o &’ Y L [88Y Y
24 RS 0825 & s O |82 O
25 D035 .S N N 0.203
28 $0.006 o S @ D0.006
Uptake Mean 2| 0.4 § @@e S I 7&?

©@ ©© <& . Q ,©O

N
S PSR o o
G @ © 9
gE v,
N O S
T & O
N &
@9@@%
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Study day Nominal concentration: 0.8 png/L Nominal concentration: 8.0 pg/L
Edible Whole fish | Non-edible | painle tissue | Whole fish N"“’ed‘@°
tissue tissue tissue
n.d. 0.0£0.0 n.d. n.d. 0.0£0.0 nd. o3
1 263+25 | 768+42 124.1+49 182.7+26.3 | 594.13:46.7 | 256@5°89.6,
24
3 239437 | 12834152 | 12734271 | 16554224 | 630F= 1078 @
114.2 @9 4 @
7 29.1+34 | 83.4+105 | 156.6+46.3 77.7+13.6 B0+ 983\@477 °
1+3. . . . 3 )77 6 M4 . S
10 304+25 | 116107 | 151.9+15.2 Y] 186.2+ 108 7203+ 789 | 6%8 + 934
14 27.9+23 |91.6+14 143.0£ 6.2 | 1933+7Q" [ 7089744 |&7.1+596
Y N T0618* @
18 334+29 | 101.2+69 | 151.5+85 2108892 ]°630 8¢ 35.
Qﬁ*ﬁ R 93 g
¢ 13138 3G
21 433+51 | 108.0+7.7 l§g6i23@30 3@3 iﬂ@é 7@&@9 Q177 5
2 xeo € ©§25 9@7 o | 13686+
24 448436 | 874495 | 1593489 @%01.@6.7 & e O 1480 A&
25 150£04 [31.9+45 51929 848+2.6=) [ 183+230 |256.7+Q9.6
28 9.2+0.3 114+042 | 172+ 130 | 649+ 1Q 95.0+60 1M07.88%.7
31 7.5+0.2 84+04% [JI3.1+4¥ 36.1 505 785803 Qf 983+4.0
35 5.9+0.2 78204  P9.1£06 M 473L08 )T 479 12 | 67.8+ 6.4
42 45+0.2 46%4 60504 O |389+09 [ H1+96 [47.1+66
n.d.: not determined @ (@% @ 7 Q @ @wj é

Due to a syringe pump m%unc‘u@ in ﬁ tmer@j on Day 16*@f th tak ase, the study was
continued until Day 24 toe- e blish s ady ues rémat in the low treatment
throughout the uptake:phase, th Fﬁ’?gh tre@m &@ﬁsh 1€ 1du era&tableoﬁay 17 and remained
stable until the last @of up@ke@ Q@ S

The determinatigaXf ste @y st ite accordin &OECquldéj%es es@@ree time points to be within
+20% of eac @ 1gn1ﬁcant differe bep@%e l§ and*w parallel curve with respect to
the time ax1s ue t ge pump m%l»functf@n in e higlQreatn@nt on Day 16 of this study, these
criteria wergnot met spe01ﬁca1 Sor the&% h t@tmer@’eve houg@%e overall plot reveals that steady-
state Wa@ached by (§ﬂe l@reatment the whole ﬁsh%xssue residues for the final three time
pomts%ﬁ the uptake @ase 18, 21, and 2Q@ere &mﬁ&a tly different by a one-way ANOVA
(P<0.05). Howexﬁme ﬁﬁal thr@ ime _pdints Xuere in 26% of their average, the residues were not

showing an upwaid tr plo w @ﬁsh tissue@esidues versus time for the low treatment
revealed a parallel cué@ it spe@ o thé&xime @s Ingthe high treatment, whole fish tissue residues
from the fi ay ¢Duptaks(Day24) showed a,slight increase, but the final three time points of the
uptake phz%e (Day 18, 2l©nd @ of reqL@ementS for steady-state according to OECD.
2 Q@ Y8
Depq@tlon (% of m‘ﬁlmun%upta%conc@tratm@ at day 24)
Depuration day @%)mln@conchnﬁtlop@ 8 ug/L Nominal concentration: 8.0 pg/L
@l Edibe tiss %ﬁ%le ﬁ@ Non-edible | Edible tissue | Whole fish Non-
$ R tissue edible
@ n A @@ tissue
2> o 6 64 67 72 79 81
S 80 &7 87 89 78 89 92
Y1 O | 783%, 90 92 81 91 93
N 116 TR 91 94 84 94 95
N 90 95 96 87 94 97




BN\ Page 117 of 389

A

BAYER ) ) -2020-08-05
E Document MCA — Section 8: Ecotoxicological studies
R Fluopicolide

Depuration was fairly rapid in whole fish and non-edible tissue in both treatments, with greater than
90% of accumulated ['*C]-residues being eliminated from tissues after 7 days of the depuration period.
Edible tissue residues in both treatments was slower to depurate with approximately 90% of [ 4(G]- S
residues eliminated from tissue after 18 days of depuration.

Fluopicolide was the only radioactive residue component in fillet tissues. Fluopicolide also re ente(f@’
from 67.7 to 75.9% of radioactive residue in viscera. Due to the low bloco@tratlon fac @% of @
C638206 determined in this study (<200 L/kg in non-edible tissue), 1d@t1ﬁcanon of he . @ or

metabolites was not pursued further. % )
o o~ s
Biological results (Bioconcentration part): @ @\2}” \ @ @

Mean lipid contents during the 45-day study period of whole fish werg) 2.9 + 4.1% @ the 19 tre@hent é
and 13.0 + 3.8% in the high treatment. At the end o@ﬁie uptake se the hpld@Dntent erg@.0 a
9.8 % in the low and high concentrations respe . These values ar@ysed@ norgahse the BCto
5% lipid. Q’? N

Substance uptake, depuration constants and blchonce@ratlongcto $are &@ 1n@ tab%&belo%

The maximum observed bioconcentration facters f @fie l@reaté 531%kg (Day 24)156 L/kg
(Day 3), and 221 L/kg (Day 21) for edlbl%whol &d noittdible tissues, respéetive he @gh
treatment had maximum BCFs of 47 L@g (D@zl)% 4 L@ (Day 4)¢ 4ad 18{(9L/k (Day 28) for
edible tissues, whole fish, and n 1b1@§tqssu respe 1V6Qﬁ©Due§; ari ity 1@ tissue
concentrations and the rapid bloc$ntﬁgon the ste@-stat@ﬁval ase n t@ average
concentration of the Day 18, 21, a@ 24 tiffke po1rh @

% @ §

NN 0.8 pé@zﬁ @prn@% ol 8 @[2 6#-pyndiny1]-
N e ¢ < fluopipclideAl, & ﬂuoplochde/L
.9 S) @Q e | Viscera vg@ie @dlbl%y viscera | whole
S 8 sug @) tis fish tiss&?@ tissue fish
Time to reach 90% of steady sfate (daysy ndY| ‘nd Q 1.7% mnd.” n.d. 1.5
BCFss X “ S OT N
Steady-state BCF § (L/@ . o & 4? Q 197@@ il ! @ 40 175 104
Lipid content at dgy 24§ﬁ§nd of dptake), n.d. ¢ n.d §§W.O% n.d. n.d. 9.8%
Lipid normaliztd BCR* (L@ O |9 ndv | Qpd. KXY 65 n.d. n.d. 53
K S ARSI I
Overall up@(e rate constant [L k&gw@day ﬁ @d v n.d@ '4 n.d. n.d. 152.1
N
O
Overa&lepuratlon rad Con%&% dq Qe ndO7| hd D135 n.d. n.d. 1.49
BCF* (Lkg) Ckildy & O Yl ad. Rvnd 122 n.d. n.d. 102
Lipid normalised BCFk*L/kg) LY % n.d. n 4 68 n.d. n.d. 57
tiz R N) @ >\ S
Depuration haiPlife @@?y RN D q&@ @ 0.51 nd. nd. 0.47

n.d. = not detgrmined S R N
* not calc@ in the reporgf@ § @%: o %@
N Q o)
%, § ail. C@J\JCLUSIONS:
The\steady state- BCF pa@nt & e WW o@@sh) in the 0.8 ng/L test level is about 117 L/kg, the lipid
normalized B% Js 18 %@L/k @ Q
QL g )
Assess \\ht applicant:

The ¥tidy @ella% an relevant endpoint for risk assessment is the lipid normalised BCFs; of
65@’%{g @2 X
&S -

©®

99

y
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CA 8.2.3

Endocrine disrupting properties

Potential endocrine-disrupting properties of fluopicolide are being evaluated according to EU

Regulation 2018/605 (“ED criteria”) following recommendations of the ECHA-EFSA Guidance he &
identification of endocrine disruptors in the context of Regulations (EU) No 528/2012 and NQ§
1107/2009. S @
N N ©®
Four studies are currently ongoing; @ & &
w SN N
Dossier Draft title Study ID?® @ Pl@’ed issio@Q @
node ﬁQ 9 § Q é
KCA 8.2.3 | Xenopus Eleutheroembryonic EB%@OO% Q& . &Qdovim%r 2@ /@
;Fe};}(f)rrcild Assay (XETA) analysis N @@) m@ <@uag\h@2 0 @
B £\~ ©r o
KCA 8.2.3 | Rapid Estrogen ACTivity In EBA@@&IOO%\B} &iﬁ% @}’ Q%ovem%erZ 22(,)\\9/
Vivo assay (REACTIV) assa Qj}'% @Q Q@ < 2“@ 001 &’
analysis report ﬁ\% N ua @ D
& L
KCA 8.2.3 | Rapid Androgen Disrupt@ § }EBA@IOL AN & w> @ove@r 20§
Adverse-outcome Repgfr ¢ > é\g Q\ é\ﬂ Q) ég zn@ﬁ rter2021
(RADAR) assay anakysis re]é N v %@ ) a :%
®) C < DS A
KCA 8.2.3 | Fish Short-Term eﬁ’odu@ﬂon @EBA@W §> &© ©© é‘”ovem‘%r 2020/
Assa (FSTRd o é%ort £ 0% Z Q PN
Y OHEYIE O S @ ¢ 2 Quarter 2021
N SN W9
5 & & R v RN
~ . v
S @ & © 6@ \© é N \@
> TS e & S
@ s .9 K Q @ @
SO S YN U e o
@) 6\ A N AN & %,
3 S &Ly &
& & O N6 S @
A S %
N & @ ¥ o & T
A 2.9 & O O
Q O & 9O o & D
N @ PRSI N
@ @ @ @ Q\% @ @
o O ¢ .09 o O @
NN I
SRS ,%Q & @
=) % S @ %
@7 °\ Q @ o\
Q AN N @§ 9
N (g @\ R Q
@" N >
s A &S R
&4 <
S &
& Q
< @ N
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CA8.24 Acute toxicity to aquatic invertebrates
CA8.24.1 Acute toxicity to Daphnia magna @
N
Data Point: KCA 8.2.4.1/01 > a2
Report Author: A S 2
Report Year: 2003 ~ S A
Report Title: The 48 hour acute toxicity to the water flea, Daphn&ﬁ%agna ina st@k: sys@l; N
AE C638206 technical SN Q
Report No: B003803 X m@ O O 9
Document No: M-240807-01-1 Q MIRNAESEN
Guideline(s) followed in | OECD: 202 (1992); USEP%@EPA) 72-2 @982) ) @U @
study: <§ S S
D) &

Deviations from current
test guideline:

Method: Deviations frof%@vurrent guid S 0/3 9/\§9 v.4
Recoveries were onlydetermiagd at tp diffékent congcentrapigas in‘dyplicatés

However, the obtainéd dat, n@ﬂte very goodfcove &he pre%smn .
calculated form thgse datﬁ%cour@ or AE C & and 1 @ @
rde&as ﬁt fo
N <

C653711), resp@g el \The cthod ¢ theref&ye be
Study: Curreng uld %)20&( 004 \
ardn@ of 4 CO3 @
hnia @agna

The test w§ erf %\ed in with
instead of ™40-2 /L] sesagp no ditialys for
cultpsidg (1 ays P this

howev has been d onstr@d tha @ng te
spem@ ins t@ater 504ng Ca possi@ with@ft effect on survival.
Onig¥eprodyction is affecté@’ (Lewdis and 1, 1981). Theedforeathe results of the

teSts arecconsideregt to bq\rehablg@mce the validit crltﬁ@a are all met.

m

Previous evaluation:

Gps, evdliate

q

in DAR (200@ a§@ § @ \v\f@

$

GLP/Officially 2, Ye@%ndu@kd undet GLI@)/fﬁe ﬁ%l rec@mse testlng{a@%tles
recognised testing @ @ § Q &
facilities: RN @© - . @y
Acceptability/Re;a%@ﬂity\\ Yesq N Y @
To §Fon &
S SRS
Executive su@mam@; v\g© S 9 & O @

An acute%goxmlty test

daphm@&less than 2¢shour

a.s./L of the test s
period. All treat
renewed. Observ
3, 6, 24, and 48 ho

nce@opl

ts TC 11
ionsGor i <~\
\}

taken for apalysis of ﬂuo 011 \étech
termma@ old test s ut10n

\@ v
§me ith water flea QQ» nm\%gna) in a static system. Juvenile
d), were exposed €@ nontinal cofidentrations of 0 (control) and 5.0 mg
{{., (‘@§0 1&%@11 water (r@n temperature of 19.5°C) for a 48-hour
Q@ 1phg\a}e witf’10 d&phnids, per test vessel. Test solutions were not
andoi(% abn@smal earance and behaviour were performed at
o% ared test solutions from each treatment level were

o “%

(AE C653711)) at 0 hour. At 48 hours (study
evel (pooled replicates) were analysed. Samples

were take¢n at mid d and d ot 1nc1 g@(traneous materials. All samples were analysed by
Gas hromatogra S ctio®@(GCIMS). The arithmetic mean measured concentration of
fluopicolide (tech) was dgterminied as l@ mg@:s./L (36% of nominal concentration) over the course of
the study. The ggidy fulfils alvalidit¥ critetia of the current version of OECD 202 guideline. The test

ith alhardness of 40-48 mg CaCOs /L instead of 140-250 mg/L. These are

was perforr@in sofbwat
not optima ndi;@ns fi

(125 day ft
Only 1 odues@)n i
sum ry 0 p
ria ar

toxic
(AE
ranged from 35 to 37%

specfgs in
%ffect
atiow). Therefore, the results of the tests are considered to be reliable since the

y ¢ all @t The substance is stable over the course of the study. Consequently, all
ﬁes were calculated based on the arithmetic mean measured concentrations. No M-01 (BAM
3711)) residues were detected in any test sample at 0 and 48 hours. Test solutions at 0 hour

aphnia magy 1a however it has been demonstrated that long term culturing
t water with 50 mg CaCO3 /L is possible without effect on survival.
, 1981 [M-669496-01-1]- see section CA 8.2.4.1/03 for a

of nominal concentration, while at 48 hours were at 36% of nominal

concentration. No mortality or sub-lethal effects were observed in the control or 1.8 mg/L treatments
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during the study. The endpoints based on arithmetic mean measured concentrations are: ECso 48 hours
(95% C.I.) > 1.8 mg/L (not applicable), LOEC > 1.8 mg/L and NOEC = 1.8 mg/L.

I. MATERIAL AND METHODS: R @
Test material ~ Fluopicolide tech. S @Qf) S
Lot/batch 2050190//PP241024/2 @,Q ‘YRS
Specification AE C638206 00 1C99 0005 Q> @
Purity 97.1 % wiw < O 9
N
Guideline(s) None specified & @ é}” A @Q
g RO
adaptation 2 @Q Q@ 9 D
X O
Test species Water flea (Daphnia magna) 6@ Q& i §© . O @
0
Organism First instar neonates, less tha 124 hours ol@ c\@ @ ©\© wg@ @@
age/size at 8 9 VN v IS
study © %@ & @jx b@ @’ )
initiation LB 9 R O & @§

Test solutions

Limit test at 5 mg a. SQE” (nom%a Qncen @on) go%res @Idl arg\ﬁmetlc
measured concent on&igﬁ 1. 8&1 L @(1mgm ac@ able@once@atlon
under test conditi@ns). % @ § ©
Controls: watergontrol ~ @ ®\ @ R

A stock SO]@UOH pr@@ed excesd of Qc@ubi@ (5 @Qfﬁg/L) and stirred
overnight 4Q\ensurg, m:§1um s@blhtgg he@%ck olution“was fé’ered and used

directly ﬁ%*’thqueatm congentra After the{tltratién of the primary stock
solutiofipthere@ere r;;?@add al prtg%iems w1t]ﬁs§lub@ thr@out the study.

3\,

Replication No. of'vessels per concentis @phc R
NoSef Ve@§§ pg\r(%?ontrorep}@tesN 'S "\@
()

Organisms per @5 ofQrganisys pe@essel:% ©© @ o

replicate @§ @ > o N é@ @ L
Exposure @© St@ﬂc S @ %g %’ @6 ©§

Total e%;:iosul@dura A@n 4§§hours@r
Feedin ﬁm1ng No 4 \@
test & réﬁ @ @7 A @Q § RS

Test conditions @npe@%re éS —@0 1©(coﬁ{muou§recordmg) 19.8 — 20.5°C (discrete

) Yecor ing)

’Ph eri 16 @@rs g t/ @urs@k with gradual intensity changes at dawn
dus

Light @tensa@ ca 7@lux @é

& (MR O S
\%ter har &40 4
R JDissol oxy@n 8 @10@sa‘curatlon
N Cond@tlwt@\ﬂo 0 uSi)m

Parameters x@ Observa & ﬁ@immo@hty (i.e., lack of response to gentle prodding) and for
Measured / “abror appearanc and behaV10ur were performed at 3, 6, 24, and 48 hours.
Observaty Wons QG em@?atu@ as monitored continuously in a surrogate vessel filled with water.

S Q@ D%rete asurements of temperature, dissolved oxygen, pH, and conductivity
<\a @ ohtained at test initiation, 24, and 48 hours, or within one hour of the
N) @@@ @’emg@ed time.

&
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Chemical
analysis

The parent test solutions were sampled at 0 hour (prior to the distribution of the test
solutions to the test chambers). Composites of the replicates within treatment levels
were sampled for analytical verification at 48 hours (study termination). At h
sampling time point, water samples were taken at mid- depth and did not raclude
any extraneous materials.

Fluopicolide and metabolite M-01 (BAM) were determineg@ gas chrom&ogra@@
with MS detection.

Data analysis  Not applicable: no effects were observed during the §fﬁvdy. N &
X Y O O P ~
11 RESULTS ANDPISCUSSION;, © %@ QQ §
fr\& . &) c @
Validity criteria (OECD 202, 2004) %@ Required = & {Obtaipd S
Immobilisation and sub-lethal effects in control during | o, O @ R .
test ' @@4; 10%S S 0 N "\g
. . T U @
Dissolved oxygen concentration at the end of the test &= (é]@g/L S @ 7.4 @/L &’
o 7 ¥
NN \\ @ ) o N Q
@ O\\ @ o & t’\?\ @ S Q
Analytical results: ©Q (ii% é\a @ @9 § @ N
: . : o 9
Since the concentration tested 1@1 exce@g of niaxi fﬁ’n S(@‘blht @f the fest sibstange under the
conditions of this study, low recoveties @e o ed 45ee tal belo& bstafiée is stable over the

course of the study. Consequen
measured concentrations. NOWI-0

There was no M-0

fly, °aiol\ﬁt0xicity val{igs were ¢ ted based 6n the drithmetic mean
04 (BA es1d@s we detecﬁ@ no@(? test@ijlmple at 0 and 48 hours.

3714)) residde foun in the dlhﬁ%ﬂ r or gonitrol samples.
&

1 (BAl\@AE

" & o 4 2N &
R
Nominal @ @y %%ay@ &’ @rithm&ic % M
Commat i easu@% o %o 7, asure me@’leasured M° can d
(n(lmcae: /;3 ton QGCo tratl('?fsn nglina %ncen&‘ tion ¢ C%l entration C()el?cs:l:teration
) o0 (mgasLpy |10 mg gisJL) gmg as/L)
- (LN - 5@ @@
o 1.77 35 1.
50 s & “\ @ & 1.80 36
A 12’84@ 37 (\15810 Q
S
Full details and ef@:ept valf tlon@ta to%mppo@thls od are presented within document M-CA
4, which com@ly w t@ rq&@%tory@equlr@lents@hthned within SANCO/3029/99 rev 4 with
minor acceptable ex pt1@ onI@% Q @ @@
3 o & @lj? . oY
@7 N Q @ ©\
2 < S) @ @§ D
S ST RS
R
S NSRS
RS
@ o O ©@
o & © ©§’
AN % S
LN ISR
S A
€ o
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Biological results:

Observations .
No sub-lethal effects or abnormalities were observed in the control and in nominal concentra{)ti& 5.0 @©
mg/L. @ g
- & N
Immobility @JQ NS
D
N fﬂ@ § &((’@
Exposure time Y g N
(hours) 0 3 6v® '2;}4 @\2}’ 435% @Q
Arithmetic mean No of No of ) No of ® No of @ N of Q é
measured conc. immobilized immobilized @ immobilized immobil@ﬂ <%1m0@11ed@
(mg a.s./L) (%) (%) S R e & oY o
Control 0 (0) 0 (0) 00 o . o Plo® O
1.8 0(0) 00 & Do Mo o [eo ™
T ORI NS .
S O O N s 9O & ¢
gH . GQNCL%@ONib &% \@ é\g N §
The study meets the validity crit@@g afi&L\the %ndp@ts basg oé}arit]@ﬁtic an rdasured
concentrations are: &© (é \Q Ko \@' @@ @@ S %@)
N) .
@Q 9 é@ [r\\b @@ 4(@ \\9 S
ECso0 48 hours (95% C.I): <O N éQ\ - > 1.8umg a\& (r@t ap[()gl;c%le) é
LOEC: (%od N
lowest concentration with afeftect© @»@ o < 718 m@”{\& &@
NOEC: QY S @ o EVEENN
highest concentration X}@&hout@@/ers% ects 9 (@\6 ‘N légn s /L "\@
R SEN RSN S
. 2 . @ @
Assessment a com@smr&bv apﬁhcar&x N § @& S
The study %@liab@nd the rele@t e@\@’oints@ thezfluopicebide risk assessment is the ECso> 1.8
mg a.s./L. R NS S

A& \@Q \§ %&@7 5 \@Q N §\©
§&©\@’%é&@
@@@@@%O&QQ
o N .U O .0 @

VW 0O O S & D
¥ o K &2 ¢

S S oF LD wl

@7 2 Q @@"\

“ T AL

S e s V8§

N & N
&@%%gf&@ N
§Y§©%©@

o & o

Q

QQ%@

$ Sy
¢ & <
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Data Point: KCA 8.2.4.1/02
Report Author:
Report Year: 2001 .0
Report Title: 2,6-dichlorobenzamide (BAM): Acute toxicity to Daphnia magna @g/ @6
Report No: 1133/008 D o3
Document No: M-234306-01-2 S N
Guideline(s) followed in | OECD: 202 (1992); USEPA (=EPA): 72-2 (1982), OPP@ 850.1010 (1996) &7
study: A&
Deviations from current | Method: Deviations from current guideline SANCQ/3029/99 rev.4: © 9 N
test guideline: Limited sets of validation recover@were analys owever, t@er & N
recoveries were within the accep%le range of #J=110% and t %ues %@e &
below 20%. The analytical method can be re Q)

d as fit forxgyrposQQ ©©

Study: Current Guideline: D 202 (200 % (@)
No sublethal effects are mggtioned in the study ref chort soghe validity cr1ter1a ar &
based on 1mmob111sat10y D # @ @S f‘@
Previous evaluation: yes, evaluated and ac&pted 2 S ‘&, SEEN "\g
in DAR (2005) T NS &> «§ <
GLP/Officially Yes, conducted u%er GI_@)fﬁc y recé@nised t%{tin@cilitie@ @” @&
recognised testing LR EIRN \\ > % . §
facilities: @§ O @ & & -
Acceptability/Reliability: | Yes Q AN A & A o & o ~
£ Ty L9
: > O OO s
Executive summary @ @) ©© @@ N
An acute toxicity test was pegtormed Wlt water flga (l%phm a Qtatic System. Juvenile

daphnids (less than 24 hour%ld)
nominal concentrations ofcy0, 18@
(2,6-dichlorobenzamide FBA

start of exposure,

detection. Anglysis
near nomll}%l and s@it w
test concentrations only:
immobAlisation was o@
was observed at

on or adv re
ater@mple@ eres@ en{gm th&@ontr
quantitative an. @51z§he test ite

e te@prep@tlon&
a%‘tons@ere

m E an
invertebrate Daph@a m gna

ere e sed 0 nomjpal coﬁcentr t1 ns 0@"@0 (negative control) and
320%2%60 and 1 G@mg Nof th&ést substance M-01

in dec 10r1 d t@ atefroom temp&a ure9f'21°C) for a 48 hour

e ﬁ&ﬁ ‘[1‘1& ate aphmids p%\est wesselsJ€st solutions were not

ns t oére were recofded at'94 and 48 hours after the
@g@and the te@oups at 0 and 48 hours for
iquad”Chrematography (HPLC) with UV

ed measured test concentrations to be
%Stlﬁ bie to ulate the ECso values in terms of the nominal

all Validity cri of @current version of OECD 202. No
(§§1et c@ntra@vns upto 1003ng/Lmg/L. However, immobilisation

bove@ he %ute q@xmty@%f the test material to the freshwater

by Hi erfgﬁnanc

48 @rss

95% conﬁdence@@mlts@ 15% 210 @’g/L \ e N@Obse@ed Effect Concentration at 48 hours is 100

mg/L. @

eeg\?nvest@ted 4ad giyes a 48-hour ECso value of 180 mg/L with
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I. MATERIAL AND METHODS:

Test material

M-01 (2,6-dichlorobenzamide (BAM)) .
Batch FUX001000/FUN81G02C @

Purity 99.5 % w/w S
Guideline(s) None specified S @@) S
adaptation S MRS
Test species Water flea (Daphnia magna) - QS N
Organism First instar neonates, less than 24 hours old w\ﬁ o\@ L9«
age/size at @§ & O @Q
study initiation X Q o D =
Test solutions  Nominal concentrations: 10 — 18 32 — 56 — 10QU1 80 —320 &60 afd 100Qyhg/L;

Controls: Dechlorinated tap wateky R o O @

S
Each jar contained approxml@@ 200 mL of test sc@%ion R O o @}

Replication

No. of vessels per concentration (r@lmat@gj 2wy v Y %,
No. of vessels per control@ephc@s) 2N S X

Organisms per
replicate

No. of organisms per V%SGI 1(@9 @ QU - & @S @ﬁ @&
N o S O

Exposure

Static @ W\?\ o~ é’ ©§
Total exposure d@&lon%%S hou@%” @
RS

Feeding during
test

None @’ KN

Test conditions

D
f@f@@@&@@@m@\
¥ 7 S

Temperat $
Photoperi hours @h‘[ / %hour%gar \2&1@ gr;&g@al 11@5ns1ty c@anges at dawn

and @ Q& 9 dusk
pH%@s @§ @“%%@@%
Water haﬁg s: 155 mg &3 Ca(& (O 3L @
<§§olve § 8.0ang/L 90%) §8 3 mﬁ (93&) &
kaljdity: 12 g@%s CaC03/
Parameters @yi bilization advemg?eac@&qs to @po gg\:pecorded at 24 and 48 hours
Measured the gtart of @posur v S
Observati%ls %ter %rnpe@ture %fs T cgof?ded@lly t@oug&@ﬁt the test. Dissolved oxygen
° conceptrati recorded he{@t and termination of the test. In
N ad@%}on Qﬁm ature was &rd@@q ongontrol vessel every hour.
Chemical @gter impleswyere t@én fiom the,controlghd the test groups at 0 and 48 hours for
analysis an t§ lysisvof thedgst 1teeQ§)y %gh Performance Liquid Chromatography
@7 (H UV @ ectiolr &
Data analy ss@nat@cf@onﬁdé‘ﬁce limits at 24 and 48 hours were calculated
by th \%’hoo@rob Qnethod using the ToxCalc computer software
@ pacl,gage (V (;Q 99%
S Q
) © @\ @ &©
S NSRS
&~ S @
Yy O & 9
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II. RESULTS AND DISCUSSION:
Validity criteria (OECD 202, 2004) Required Obtained
Immobilisation and sub-lethal effects in control during test <10% c(l)a(t)fl) é?g%ﬁgﬁ:t%ec?s
Dissolved oxygen concentration at the end of the test >3 mg/L @@.O mg/L — % . @\r%/L@
g c\*
Analytical results: % § L o
Analysis of the test preparations at 0 and 48 hours (see tabl@elow) show&ﬁ%measured te"s&conee@%rati
near to nominal and so it was considered justifiable to cafgulate the Evalues on tl@%as@f nonfthal &@
test concentrations. < @ %@ N é\” Q)
There was no M-01 (2,6-dichlorobenzamide (BAM@&:sidue four@in the contr&@amplé% @© @q}
@ 2 Q & N
. Arithmetic % of ﬁ@lvninal conc@atim@g D 6\ %@2 Q@
Nominal conc. mean (titean off%fleasuﬁmeg\&? Ny IS N 2
(mg/L) L S & ol @
(mg/L) 0hours, <) 4{@@’)“5 & S % o
RETTCARN s 9O & @
10 10.8 SOV IR N g 1068 o §
18 197 EERVINCERTES B
32 35.1 LY S8 Y @ o §9 @ ©
i\ R
56 58.9 Rle ¥ @6 @\\? 104 §© @@Q N
i ’ S
100 o0 & e W g O SN
180 188 % o | ey10 o 13,7 g
SR TR A AP P
560 s &) & o150 O wor 7 \@
‘o ©
1000 Q@% _ § RS o 10O &
. V> Q" NN N @ 9 & o s
Full details and @ceple Valfﬁatlo&data t uppog\thls nietho | @re pr@@ted within document M-CA
4, which co with the EUJ reg@atory qui%ment utlined wit@in SANCO/3029/99 rev 4 with
minor acce%able ex@éptio‘f“ﬁ onlg;, N > %
N R
Biologiégresults: @© Q) IS @Q v , ©
SERNEF-R N Ry
. NN IS SN
Immobilit S ©® O
y @Q S §&@ Z}\g - - @
b
Exposure ti hou@@ @)@@ c\@ @@ 240>@ K@j 48
1(\113;“;1[;;@ e & 4 ®§ N(@%\fim&%ﬂioze‘i%ﬁ) No of immobilized (%)
Control N NN 0 (0)
10 o o R oo® 0 (0)
18 NG 0(0)
O &Y @00 00)
O A4
6 S & & 5 0(0) 0(0)
100 & O N 0(0) 0 (0)
10 @ @ 5(25) 13 (65)
SIS 15 (75) 18 (90)
560 19 (95) 20 (100)
1000 20 (100) 20 (100)
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II1. CONCLUSIONS:

The study meets the validity criteria and the endpoints based on nominal concentrations are:

ECso 48 hours (95% C.1.): 180 mg / L (150 mg /L - 210 m%\/L)
NOEC: > S
highest concentration without adverse effects 100 mg/ L @’Q S O\Q
Assessment and conclusion by applicant: € &% NN ’ @
- : : . @ > N @
The study is reliable and the relevant endpoint for risk Nsessment 1 ECso of 1%%1@/@ %, &
© R D
@ < & VO &
; oA & £
Data Point: KCA 8.2.4.1/03 Q7 @ R 9O 6 @
Report Author: _ . oS DR LSS
Report Year: 1981 Q) @ & aQy N
Report Title: Effects of water hardness dietHd proghy iVity@f da hnfa ma@a strags)in <’
laboratory cultu@% @d @ﬁ D
Report No: M-669496-01%, N, > Y L7V A N
Document No: M-669496-0 & "y ‘N ~YN @ S (@)
Guideline(s) followed in | not applicdble WS w\,\ TS $ &” &
study: R S P & &
Deviations from current not applicable® 92 Y @b & > @\))
test guideline: @ o lg\g v (@@ &@ @Q S S ff\&
Previous evaluation: ;&not %evious®ubWed @ & @“@ o & .
GLP/Officially *N,No, %t condu(@ed u@r G@éOfﬁ rec (Y)Emlse%%stm@mtles
recognised testing 5, Q & . N .
facilities: S v g @ > S (%% O
Acceptability/Reliaftfity: kYes &) O Y @ P
N ) S N . <
@© ©\ s N @,\ &\ v § ?§
O © &« g @ @

Executive su mal%, %,

This pubti %IOH is in pro@ the@dd nal \@ and justification that the study by
& § M 807 sge n@ e C 1 is a valid study. The publication
addresses the effe@f different diet and@ater iardness, alor@ﬁnd in combination in long-term (multi-
generation) studiesy The summagy*bel Wfocu@s onlydn t]@effects of water hardness.

The effects of diet ard@% ne a§ Q@bma‘uon, on life history characteristics of
Daphnia ma@na wére de i e& n go la oratory tests. Number of young on the first day of

reproducti %l total youngtand b of gg erati@gns were greater with increasing hardness. At the
maxim st hardnesgnf 35 g/L @sC @’;prommately 65 percent more young were produced
than at the lowest h ess % mg/L (a urthermore, time to sexual maturity was about one
day.shorter in the F&a;rder o urg § Rater o@parameter not affected by water hardness is survival,
with around 100% in all@’ardn@s}s co%mon&

SIESI R

@ < Q & ©@
SN
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I. MATERIAL AND METHODS:

Two long-term static tests with periodic water renewal were conducted in a laboratory controlled for
light (12 h illumination) and temperature (21 = 1 °C). The unaerated tests were conducted unde@bol S
fluorescent lights that provided 300-400 ft-c of illumination. Daphnia were obtained from a stockl ltur§

that had been continuously maintained for over 2 years. Adults from this culture wgre isolated i arate
aquaria 24 h before test initiation and young subsequently produced were th@@lsed the next day
methodology for each test is described below. Q \

o O
Dissolved oxygen was monitored prior to test initiation byt due to wa &renewal it “was n %mu
necessary to determine it during testing. Water temperatgg€ and pH We@ Iso record@*’a‘[ t@begm@lg

of each test. @
SN ?\a
Water hardness %@ & Q @© @q}

The chronic effects of four water hardnesses, 80, 125, 225 f%ad 35(@ng/@% & I@D a
productivity were determined for over 125 d S (mu@ *geneln ons% 11t% gwate&was l?klended
with a deionized water to the desired test hal@less A s@ly 0 dnes ateg was I%de prlor
to test initiation and used throughout th@%tudy@ mirfémize ‘erablh ardne§3 du

Hardness of the well-water used in thls Sta y&%rag% 50 g/l ( °§D = @ mg#L). Before useitotal
hardness of the test water was confirmé@usipga stand@rd titfation @thod%?or eaph tes rdn§hree
1-L Pyrex beakers were utilized asrx chambersCALt te@mm th ter and 5
daphnids (<24 h old) were added§ the c@mbe%T e test clgmber@vere o§ glass to
prevent evaporation of the test ersGhe wereyene el t méﬁa weék for the test
duration. Daphnids were fed ae ?é\mbmat on of@ gregﬁ@a elenastrun@aprt&mutum Printz)
suspension and a trout cho eh drated alfagnxtur ime to se§@ﬁl m@lrlty, It survival and
number of newborns obse@jed orghe ﬁ@d §repro ction weré@on d ﬁ@ during the study.
On the first day of reproduction after ertime @and all’but fye _]u§1168 were discarded.
The five remaining juxgnile @re tfen added test amlqir contaiisng water of the same
total hardness fromgghich they W@e witlidraw 1n1t e the next g@eratl&n The data from this test
as well as that of sec@d tes& re sta 1st1<11y anﬁ@sed g t-@sts

&
(2 @J@ %© 9 LT@QD @US§ @
Dlssolved\@ygen exceeded 7. @g?g/@ 78"/ﬁaturat10n) the b@innlng of the tests. The pH ranged
from 6@ 7.1 and théﬁ n@tert perature w@l oy SI@ 2°C).
© O & 2 @&,\ K N
Water hardness & @ @ @,&9 % IS @©

o 8
Laborator;gé‘duc ty o}@aphmg reag@@n waters zktfour different total hardnesses

Total h ess! | Tatal vo N h@“ﬁ\Qnun@er @Vlean days to Mean brood | Adult survival
@ Toigly '@ fong' sexual maturity size )
Q < * *
% 50 Ko 5@% A RS 8.7 (0.5) 7.2(0.3) 98
@ @ * *
125 5.0 5629 &@ @ A8\ 8.3(0.2) 7.8 (0.1) 100
S )
225 & %%754@@ N @5¥ 7.8 (0.04) ° 9.7 (0.2) " 100
N
35&@ &V %@0 3 Q 55 7.6 (0.05) " 10.9 (0.4) " 100

I As mg{E¥aC

2 Yourgobser, @j da@ reproduction per adult
* Differs fror?7543 @y

: 4§1gniﬁ d1fference eﬂ§05 level; () =+ S.D.

&
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Overall, significant increases in daphnid productivity were observed with increasing water hardness.
Total young and average number of newborn observed on the first day of reproduction for daphnids
reared in waters of 225 and 350 mg/L hardness were significantly greater (P < 0.05) than for the sp S
cultured at the lower hardnesses. Mean number of generations also increased in the harder, e@w
waters. In addition, mean times to sexual maturity were progressively shorter for Daphnia ed 11@’
waters of increasing hardness (P < 0.05). Approximately 65% more total yo were prodpéed in the
highest test hardness water (350 mg/L) than were observed in waters of the 16%est hardness (50 ).
This was reflected by the production of approximately 50% more young onthe first day @pr@tio@
by adults reared in the harder water. In addition, six morg,generations gf\daphnids wéise produ

the time to sexual maturity was reduced about one day f@gjgphmds reaé in the har The @ @
parameter not affected by hardness was adult survival which was ne 100% in &19 ases \, @

The daphnids used in the hardness test were obtalneom a cultu@mlt here t Qlar ss of @e
averaged over 300 mg/L as CaCOs. Therefore, thg@esults obsleed m@s stu@ at th® hi hardé
may reflect adaptation by the daphnids to hard water.é));her @ms Of.D. m@na W a\ﬁd ad@@@d to

lower hardnesses may not react in the same
3 @ Q s 9O & @
< HL GQNCL&@)NS 2 % @

High water hardness (225 or 350 mg @@%03%) in &ses@mﬁc&ag%y t}é\‘ ﬁ§ﬁctlo erfon@ance

of Daphnia magna. The only parar&@er nogaffeeted b afdne aro@d 100%
in all hardness conditions (50 to 380 m CaCO%L)

@ & @
Assessment and conclusm@bv am?hcan(} @ @) @

<)
The publication prov1de@§upp0@ng W to evaluate the Vﬁ%lty the s{ﬂu%y by Young and
Abedi 2003 (M- 24080730 1- lgee above C “mons atesithat nia survival is not

affected by low wat@ardq@ n L@ -tenr@tud@ ther‘e\ ore n&mpagt is expected in an acute study.
D QO N
& §F v e

SO RPN O e & D
D Ss N ©§ N
D & 0 9O «¥ N O
N 2 & O @
2 0% %@@ o @Q@ \%
&@ o@©\§% @% \@QN \@
SIS
9 @ Y (S
ORI AN S RN
o O ¢ .09 o O @
NI R
S\ L @@9 @
o & @ &S
& s s & &
= NS & &
S @ﬂ&@\ O
@%
@\%%é@y&”@@Q
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CA 8.24.2 Acute toxicity to an additional aquatic invertebrate species
Data Point: KCA 8.2.4.2/01 °
Report Author: S
Report Year: 2003 A
Report Title: AE C638206 - Acute toxicity to Eastern oysters (Crassos@ virginica) uf@er @
flow-through conditions Qp S . <
Report No: C038657 < 4k
Document No: M-225445-01-1 L) NN
Guideline(s) followed in | USEPA (=EPA): FIFRA 72-3 (1%{&9) OPPTS 8@1 025 draft (1&%) \ @%
study: R
Deviations from current | Method: Deviations from cuwt guideline CO/3029/9 \J >
test guideline: Limited sets of validation eries were ysed Howey: th averag@ @
recoveries were within t&?cceptable nge of 7 10%@1d th ues V\@
below 20%. The analyticdl method ca: regaxded as@g for @gpose% &
Study: Current Guldéme OP 8& 025 &@96) LS S RS
No deviations @ (\ o ©§ o
Previous evaluation: es, evaluated andacce t@’
n DAR (20051*5&% SN @ &% S & §@
GLP/O.fﬁcially. Yes, conduc @)un%i&}LP/ggﬁcial@ewi@ed t@@&tﬁﬁg t@@ies é\’ ®)
recogmsed testing o Q ] S
facilities: & S R S R g&®
Acceptability/Reliability: |Yes X . O & O o O N
&~ ® S e s O o
Data Point: } 8.2.4 2\7’03 ’ N P @ &) ©
Report Author: # N o K ’ ©
Report Year: o 18 Z) @ & s Ry L &
Report Title: Sta -@}ertlﬁ@ of a4 ysis for ﬂuQQlcohde acute t@clty study on Eastern
2 | oyatérs (Dionne 2003 Me25445:01-) O & S
Report No: &0 I M-634698-01-&° S @ ~
Document No: & QM-634698-0Fd Y \i@ N
Guideline(s) foJlgwed i - AN B
study: 6@ éb S} G& (5”\@ & S S @
Deviations from curréht | not ap@cable% N X R
test guidelin€: N D @ «(\\@ ©
Previo@valuation: @U N@ot pré%ous égubml@%l v , ©
. 0"\ R & o
GLP/Officially &7 [nota 'cablé\ > O
recognised testing % @,j\ﬁ Y & ©©
facilities: @, X D & S & o
Acceptabilitf@eliabifity: (&@ps > N\ NN
XY M
" ©\
Q A\ N @§ .
S ¥ & Q
@° & @ A
ST} gf § N
@ < Q & ©@
e
S
A
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Executive summary

An acute toxicity test was performed with eastern oyster (Crassostrea virginica) under flow-through
conditions. The oysters (similar age), were exposed to nominal concentrations of 0.39, 0.65, 1.1, 1 nd S
3.0 mg a.s./L. of the test substance fluopicolide in unfiltered natural seawater (salinity of 32%¢ 3%@§
and temperature of 20°C - 21°C.) for a 96-hour period. Negative control (naturapyiltered sea r)

a solvent control (0.100 mL/L dimethylformamide) were included. All treat include Z%rga
per test vessel. Biological observations were made at test initiation and ﬁ%r each subseqaent our
interval until termination of the test. All samples were analysed ﬂuopwgl@ using g&sﬂ@

chromatography with electron capture detection (GC/ECD\Yat test initiatan and after %%ou&\ﬂxna!%g%

of the test preparations at 0 and 96 hours were between 82% and 10@? the noméﬁl coffeentrations &
Results reported are based on mean measured concetlons of th%@st substanc m@
concentrations were: 0.33,0.64, 1.0, 1.6 and 2.6 mg L. The study fulfjls all vali ty r1ter1a ) ‘Ijl&‘@
Guideline 72-3. No sublethal effects were obse among any of th pose@oy @s thr@gho

test concentration range. A significant difference ‘was detect %et /een thediluti W@tékcon Sband
the solvent control data. Therefore, treatmé? dat@@?vas sgg%%pa& to @We Qontrol dat t test
termination, one dead oyster was observi%in t .64 treaftnent leVel. & @1’[}7 was
observed among oysters at any of the remgining\reatntent le ls est% or t@\@controls Th&ECs ’Q@) 96
hours for shell growth of eastern oyster ras@stre@rgzn@ ha@een investigatdd and givesd
of >2.6 mga.s./L. The No Observed ec%é&)nce@‘ﬁtlo@ 2.6 & a.s @’ SN

s & § 8
QI N%TER@I(?JL AN@/IET@) §© RN

Test material  Fluopico @ ~ © & &@Q 2 @® é

Lot No; 2050190//PP241024 @ N ©

Purltk@ J % %Q §4 @ & A § @ N

. G @ RS

Guideline(s) Nohe spegiited @ S N o
adaptation @@@ &ﬁf @Kﬁ Y @ \ © & K\

NN \9
Test species §a5§e@ oystcr (Crai%"ostg%k vzrgzeé?a) (oﬁ O
R

.. © 10@ys prior testing. @
Acchmatlo% 1ng«y:;@s pezg:zi tﬁ% sahr?@y wz@@prog@sswe@ increased from 15 to 32%o.

9 No miortahty\@m@ @s bef@’e te@lmtla@h
Orga@ Th@oyste@were su@]gar ag@nd h§a m@l valve height of 36 £ 4.6 mm (N =

age/size at N °Q
study initiation @% AN éﬁ o > C& %
. &) oal C(@én‘[r ns: 839 - 1.8 and 3.0 mg a.s./L
Test solutlong@ @ ured@;:@.e;lC@\tratl 3@)@ 0.64 - 1.0 - 1.6 and 2.6 mg a.s./L

Q C@ntrl%® natu@k unfjltered @a Watg
Solventcontfel: 0. LQPmL A dimeéthylformamide
Repli c& N No. @@fves@\ffs per%nc@atlosﬁ?ephcates) 2
I\@ of vessels per contfol (rep@:ates) 2
Organisms per No. oﬁgan@%{s pe@essﬁo
replicate @ & DS
& . . .
Exposure @ Fﬁwygh (flow rate of the recirculating test solution was 1.75 L/minute or about

o 325 cr oyster pegyiour)
@ @<ﬁ Totalexposwre duration: 96 hours

/)

Fee du@% @@cen@é\ted volumes of algae (Tetraselmus maculate) suspension (approximately
test) @ " cells/mL) were added to each test aquarium 3 times daily

©®©
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Test conditions

Temperature: 20 °C — 21 °C
Photoperiod: 16 hours light / 8 hours dark with gradual intensity changes at dawn

and dusk @o

pH: 7.5 -8.1.

Data analysis

greater t
No-O se{i@t
§as Séﬁstic@ etegrnmgd by ysifi Wlﬂ@ams {est Y

2
@011@ no e\%centratlon tested

50 \Q{xlue wa‘@wmp lly estimated to be

i oysters to flu
theref @the @
S
est test copgdntration.
Co@entr@n (% EC) @r the @6 -hour exposure period

causea“> 5
the a1

@@Q

S
& s

©& Q. RE&%T@D@US@: @

Validity.cifteria (OCSRgsso 125,199 © | Req@iired © Obtained
Mortw@ and subletha@ffects@ contr%l dur@gtest @ 4J0%, O 0%
New shell growth @ntroﬁoyster@ L O @;\y S 2mir 2.2 mm (0.6 mm, SD)
X <
R
Analvtical rg,s@ts @)

substan

able below) were between 82 % and 100 % of

Analy51s of the test prepa@@lo @ 6 Ig@ls (s
the nomj concentra%ons @sultS@ arev\based mean measured concentrations of the test

@
< o @ S

Nominal Mea@’neas@d Q Day 0 Measured Day 4 Measured
Concentration@® Concentration @@ "/@\Iominal Concentration Concentration
(mgas/L) | @hgas % (mg a.s./L) (mg a.s./L)
Control & 4:20.028 SE <0.028 <0.028

& A X Q . .
Solven&htrol @] <0.038 o~ - <0.028 <0.028

N4

039 O [438 = 85 % 0.34 0.32
0y 9 |04 98 % 0.62 0.66
L1 ¢ 1.0 91 % 1.1 0.94
1.8 1.6 88 % 1.7 1.5
3.0 2.6 86 % 2.7 2.5

Dissolved oxygen: 4.5 mg/L (60% saturation)— 7.5 mg/L (aeration was 1r11 d at v’
the 72-hour observation interval to raise and maintain dlss@d oxygen {@éls aé@))
60% of air saturation)
Salinity: 32 %o — 33 % S S o
Parameters Biologigal obsewgtions (e.g., Visiblgbnormahtl'ex\such as exc%sswe SUNY §
Measured / production or a failure to siphon anffeed, as evnced by a @ cal %
Observations pseudofecal production) and obser@tlons of the physical char@\g@rlst gvof tb@”est Q
solutions were made at test initiation and at ea@subsequent T3-hour in @um]@
termination of the test. Sublet T\ ffects were deterfined parlson of thie
performance and appearance ai" the expos YSEIS 10 t t of {he co Oys{ers.
After 96 hours new shell g@wth s me@uredéﬁmcrosggpwa@o the, nearé%t 0.1
mm. @ @
Immobilization or adverse rqa@ﬁ’onx@éx%@ce v&re rece@ded at@4 ar@% h@s
after the start of expcéﬁ%e
the pH, temperatuge; sahq@iy anQﬁBS&g%d 0 @e ce <§0n were mésured
daily in each ca% aqya@lm ad@l § ﬁre as %)mtored
continuously igspne rep cate of th@nghes@nce tlon@ @
Chemical All samples &ere atta ysed@r fl 1c011@ usi %as c@ma@raph{ with electron
analysis capture dgf tlon ?GC/E@D) at test 1n1t%t101;? @1]% aft@y 96 hours ©
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Full details and acceptable validation data to support this method are presented within document M-CA
4, which comply with the EU regulatory requirements outlined within SANCO/3029/99 rev 4 with

minor acceptable exceptions only. @o S
o . &
Biological results: ®\ g
& e
Observations @ S N

o
No sublethal effects were observed among any of the exposed oysters throz%hout the tes@nc@atlo@
ifi

range. The table below presents the mean shell growth ofgysters at eaci*treatment level. A signific
difference was detected between the dilution water cogtrol and the @lvent contr@”da@there@re, @
Q @ A
treatment data was compared to solvent control data. % ® N O Q O
@ N %© Q rr'© (0&

Nominal conc. Mean Shell d ition at 96h , 2} \ . o SN

(mg a.5./L) @D) N h\l\f@‘“ reictionge @

Control L2208 Y S aNaS Y

Solvent Control 2.@2@.8) @Q @S@ & ~ v /@ S

Y N

0.33 S 2206 B IS IS

0.64 & S O Y N @ o O

1.0 O 20D (T O .9

1.6 R o @4l & P O Ous

7 ©z % N>

26 NN RN O 3%
NA — not applicable L . ©
Immobility 2 & @Q @ v @ ‘@ %@)

RN @ ©§ o @QQ T

At test termination, de yst@gi%@as observ thin.64 @ a.s$l treatm%lt level. No mortality

—

was observed amo@oys‘t&rs at anof mai@ng @mel@levels fested ot the controls.

SO TN WO e & D
O N S Lusions: &2 <
D & I@Coy\g@ sg § g

o
o
5
a
‘Tf
o)
2
=)

> Q
The study me@s th@ﬁlidﬁyﬁ crit%i ints Qased c@meg\{?@heasured concentrations are:
9

: & S ¥ U ¢ o
TP T e

NOEC: KLY & R O = 'S
highest concentr. %Wi&ou‘t ad@se eﬁf\e}ts @ | 2.63ng a%}/L
= X AT S
e N P.C S O @

Assessment and concl n liGnt: & @®

The stu@s reliable apd th@evan@énd@@nt for'tisk assessment is the ECso> 2.6 mg a.s./L.

Q NN
ST §

v S D
S %@@@Q&QDQ
G @ © 9
gE v,
N O S
T & O
N &
@9@@%
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Data Point: KCA 8.2.4.2/02
Report Author:
Report Year: 2003 2.0
Report Title: AE C638206 - acute toxicity to mysids (Americamysis bahia) under static @5/ @6
conditions D oy
Report No: M-220513-01-2 S @2 A
Document No: M-220513-01-2 o L 7
Guideline(s) followed in | USEPA (=EPA): FIFRA 72-3 (1982 L
study: © ( ) ) % § § 2
Deviations from current | Method: Deviations from current gdideline SANCGQ/3029/99 revzg{g
test guideline: Limited sets of validation recove?s were anal ‘Q@ However ave; &
recoveries were within the aceeptable range of50-110% an § lueaere Q)
rded as fit fo@urpose

below 20%. The analytical g¥éthod can be
Study: Current Guideling:#JCSPP 850.103 9963)
The oxygen saturation o be betwe%ﬁéo a O‘V durm %Qe wh lgﬁest ‘Q' €
saturation during the gest droppsd beldy 60%&@ 1 mg/E for and% %o sakinity)
at 96h in all test ves@s Thédowestsaturation was@oun he satuy tlon in_

the highest test cc%:entratr@ﬁ wa@@?&ﬁ@tly lowdr th@ in the. er @

72h.
The recomme@ed sa&ﬁty s@d be{@@%o it was%Z% e test,,
The max1m so]g@gt con@ntrat@shoul&be 0. /L @ it \@ 25 m@/L
during the §e5
The pH@ds sli h@; out Eth ecom ded e7 ﬁs 7. 4%1 one
replicgte of ce ion h. sliglit devi 1s con51dered relevant.
Th@(‘%ldlwnter n of the@ﬁldekme is ut %’luence the por oxygenation
ori‘the tegt result nnotcbe rulc? out as¢he saturation degreased with increasing
@ncen%%orgﬁonse&@nﬂy, toxicity of %}plq\gﬁde m@y@@e over-estimated.
Previous evaluation: yes, eyaluated @nd acedpted 5> {° NS
o | in BAR (2085) S WO LS
GLP/Officially L Y&, co@cted upder (@Of@ﬂly rec%éms@estm&ﬁmhﬂes
recognised testing S @
facilities: QS w\” N @ @% N
Acceptability/Rejiabilitgy | Yes 5N Qr S v
SN @
Executive @mmary S %
An ac %@)lety test éﬁs p rmed@ th rrgys1ds§mer$mysz@ahm) in a static system. The mysids
(less than 24 hours old fe exposed to mlna‘i\congintratlo % 0f 0.65, 1.1, 1.8,3.0 and 5.0 mg a.s./L

of the test substa §~
—26°) for a 96 h@lr p
0.250 ml/L d@@neth
Biological obRervation

u§p 011

$Sh ﬁlt&ted na@%fal s&@water (salinity of 32%0 and temperature of 25°C

tiv ntl;o%wﬂ@atur tered sea water and a solvent control with
e W@e te@d A® treatffients include 10 organisms per test vessel.
e m e a@st 1@tlon@nd at each subsequent 24-hour interval until
for fluopicolide using gas chromatography with

terminatiga\of the test All samples ge pere m%?lys
electrong:Capture det&c%fon (QC/EC \@Jlaﬁon and after 96 hours. Analysis of the test
een°§ 70

preprations at 0 atfd>96 hivurs @e b

and 91% of the nominal concentrations. Results

repdrted are based“on 4§ asur cor@tratlons of the test substance. The mean measured
concentrations yere: 0.57, 0. & 1.6.@.7 a 2 mg a.s./L. The study fulfils all validity criteria of the
U.S. EPA's Resticidg *Ass ulde nes (Subdivision E, Series 72-3; U.S. EPA, 1982). All
surviving ds exposedqe the 2 7 an?ﬂ mg a.s./L treatment levels were lethargic. The LCso 96 hours
(95% C. I@of theQest r1al@§%nys1d (Americamysis bahia) has been investigated and gives a value
of 3.2 m@a s. /%@2 %4 2 r@ s./L). The No Observed Effect Concentration is 1.6 mg a.s./L.
% @ o
N) @’
¢ & ey

&
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I. MATERIAL AND METHODS:

Test material Fluopicolide
Lot No 2050190//PP241024/2
Purity 97.7 % w/w
Guideline(s) None specified
adaptation
Test species Mysid (Americamysis bahia)
Organism The mysids were < 24 hours old. v(ﬁ
age/size at o
study initiation @ S

Test solutions | Nominal concentrations: 0.65 17,} 1.8,3.0 and 5.0
Mean measured concentrations? 0. 57, 0. 96@ 2.4 ar
Controls: natural filtered sé&watm&? SN

Solvent control: 0.250 mL%. dimethylfartha @§
x

. No. of vessels per concé%tratjo@(re licAtes
Replication No. of vessels per cosg\ ol (f&ﬁxfwat@;% 2 % x%
. S
Organisms per No. of orgamsms@' Vegié%l lO@ Q\ é\})
replicate >
N

Exposure Static % %@ @,@ @6 @Q S ©© 8)

Total expo@xe duration; 96 houf® < @Q S

Feeding during Live br%e shrlép nagé? (Az@%ma sc@na) wer
test &S

('D
f%

(ST
s

. Te@peratu@% G — 26@ S @ RS
Test conditions ﬁoper@ l@ﬁ’ours@ght / u§ark w@h gr@ilal in@nsity changes at dawn

6@( at 7@» 9%§otcand es @@ @& @@
< &

@
©© xyg (%@'/L @7 m (40§atura%0n corresponds to 2.7 mg/L)
1n1t 2 %g. Reco endé@ sal;r@*y in the guid@ine is 20%o.

Blolaglcal mér:‘%@ﬁs Were made%t tes@mt&t@h and at each subsequent 24-hour

9
Paramefgss . C
intgfVal uptil ternfihation of th
Meastired /
: temperatusg, saln@ aanss ve oxgen concentration were measured daily
Observations
each “test sel.%I@ add@) perature was monitored continuously in one

?rep]&%te ofidhe hi @s‘c coheentration. &

()

N
Chemical @@ A@j@sa ] wér@ ana Qd fe&@uo olide using gas chromatography with electron
analysis captur te@n (Q\_@ECQ@‘[ te@ itiation and after 96 hours

Data a@?}sis TI:Q@ECso @Qs calc@a‘ced@r @q;nputer program (Stephan, 1982) by comparison of
s - threg statistisal m@hods oving average angle analysis, probit analysis, and
N %nli@r interpolatiyn 95% confidence limits calculated by binomial
o proba 1t3& e 9@hourg so value was estimated by non-linear interpolation, with
& p % confidence intervals calculated by binomial probability. The
No Obgﬁd Effect @oncentration (NOEC) during the 96-hour exposure period

SN Sivas @ de@mmeﬁ%m the method is not reported.

N
@{& @@@@@@
@ & <

&
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II. RESULTS AND DISCUSSION:

Validity criteria (OCSPP . .
850.1035, 1996) Required Obtained @
Mortality and.sublethal effects in <10% 0 % in control, 5 % in solvent control: §
control(s) during test N
N @)
& N
. Q> D
Analytical results: % O § &
% ° Q %
Analysis of the test preparations at 0 and 96 hours (see %(@e below) v@re between 82.% a&a\% %ot
the nominal concentrations. Results reported are based ®n mean me@ured conce tio@f the@%st
substance. @& & é\a Q § &
Q i N L @ & @
v Q
Nominal Day 0 Day 4 Meas@&% easu&d R O ) Q@
C trati Measured C trati o ¢ ¢ W o, ol %,
oncentration C tration oncentration ¢, &@en rﬁgon w, [ Vo omina
(mg a.s./L) oncentra (mgas@® @ @g a. s@ | @
(mg a.s./L) «&9 o S (& § % g_°
Control <0.046 <004 U |7 Y IS
Solvent control | < 0.046 < @45 ° Q-3 O N - NN §
B AN e ° @ R @ AN Q
0.65 0.55 &%« & NY o7 U L .
11 0.93 0990 T Tooey O wr O
1.8 1.6 v [k ¥ S|ie® & O]ad
3.0 27 < J27 S o 127 9.9 9o ©
5.0 12 o Qary O 4.2 &84, ?
S BT
SHIRZ O
Full details and acc ble V@da data@) sup etho@are e ente?@ within document M-CA
4, which comply t@ & EU, r@ula@ requlrem ou%@ed \@thln FHNCO/3029/99 rev 4 with
cepion

minor acceptabl ] 0&

@@@&K@j%©§%
N k)

(N 2 & o (9
Biological #@sults: %, %@ % & K @
- & & & [SEERSIIPN
Observ%ions 2 . & L° O % INS
Ny My &, o QY
All surviving mys§ ex&f%d @@e 2.%.and 4smg aé\/L t%a ment levels were lethargic
%) R
Y @Q @? . @@ &) § @ﬁQ
Immobility ©  © 9 «X\ S S D
Q @
Expos Feltime N @‘: N Y
(hour@e % Q 1@ S 2 96

Y
Arithmetic mean | Cul@dti"%@ <%urm@}tive Cumulative Cumulative

measured conc. . o A o
(e asy o M@iahg@m o | Mottty (%) | Mortality (%) | Mortality (%)

Control ((Q& %% /& 7, @Q% 0 0
Solvent @trolg\% 00 = o 0 5
057 @ o7 © 0 0 0
0967 S 40w 0 0 5
@ &2 o 0 0 0
27 CY 0 0 0 15
42 0 35 45 95
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III. CONCLUSIONS:
The study meets the validity criteria and the endpoints based on mean measured concentrations are:
& Qb
LCs0 96 hours (95% C.1.): 3.2 mg a.s. /L (2.7 — 4.2 mg a.s./L) & o
NOEC: 4 Y
highest concentration without adverse effects 1.6mgas. /L @’Q S . <
% o & o
. . &
Assessment and conclusion by applicant: @ é\, \\ @Q
The study has deficiencies which may have r lted in tox1c ver- estm&@n é@ re@nt é
endpoint for the fluopicolide risk assessment is tl}éCso of 3.2 § a.s./L. QO 2
23 AN
S @ | @ R
CA 8.2.5 Long-term and chromé@oxw@@y to @Jat@nveﬁra@ 2
& S o
CA 8.2.5.1 Reproductive and @gelog@en&u‘bﬁo %phn@ gl@ @j Q%
X
@ O S f§
Data Point: KCA 82.5 1 NAY @ 0 & @
Report Author: °\ %o TN > &9
Report Year: 2003 % S o .o ¢ -
Report Title: Effec®on tlmlfe cy@ of ate@Jéya l%ghma fidign é@a stg&c renewal
Sy@?@l AE @638&@6 technl 197. Apercef@ow/w & ®)
Report No: BOU4236, O 2 SN 92 e
Document No: . Q1241191 - 01 @ ‘27\,{//
Guideline(s) followed in OE@ 21 1998)§EP <, EP@ 72- (1986) o \\«
study: D ]@5 §F i °
Deviations from curs@nt Methogew S fro@curr@guld ine SA@O/SO%/99 rev.4:
test guideline: @ @&leﬁg ts ef validation re@erles@ﬁ re anglysed Bowever, the average
©\ recoteries,were withinl the %cepta@ rangs “h 7% 0% and the RSD values were
@© Q b@)w 20% h%@ly‘uc@iﬁmeth@ can b egard as fit for purpose with regard
Q@ %@ this toxicity study. . Q
G | Study: urr videlie: OE@b 21@(2012@7
@ @ Noeviati N ~N
Previdudevaluation:._ 2 yiv%va uated an@acc ted N
D i DARE00SO o >
GLP/Officially @@\y % Yes@duc@ und&@LP/O%ﬁmal@recogmsed testing facilities
recognised testing Q @ S § @j
facilities: & @© @ o O
Acceptabiljty/Reliability: §Yes Q @ o
) w o
@7 % QQ @ @ "\%
N S
Q A\ N @} .
N NS N
v @ &©
N N
2 A N
e
@ < Q & ©@
& &S
@’ @@ N o
S
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Data Point: KCA 8.2.5.1/02
Report Author:
Report Year: 2018 .0
Report Title: Statistical re-evaluation of fluopicolide daphnia reproduction study (Young 8@5/ S
Abedi, 2003; M-241191-01-1) D o4
Report No: M-617757-01-1 S @2 A
Document No: M-617757-01-1 o L 7
Guideline(s) followed in | none Q N
study: % o © §
Deviations from current | Not applicable © SN %, A S
test guideline: V @@ @@ Q\ @
Previous evaluation: No, not previously submitted Q Y &
PR % § & R 0
Q d < @
r(’}elé(f)’/o'fﬁcially. not applicable Q'? N @@ Y o o @&
gnised testing RN @ N\ % 'S
facilities: MR R f(\b NN
Acceptability/Reliability: | Yes S @ o x> U @ <
XY )
S @ < @ o & @**’
Executive summary & \ @
A chronic toxicity of fluopicolide (te te &y\as pgo 1th w@er na) 1@4 semi-
static system. First-instar neonat dap thag 24 h sed f@ nominal
concentrations of 0.028, 0.056, QI 1, 45 angh0. 90 ) - 0p1 elly Water (mean

temperature of 20.4°C) for 21days s:z@ wat@con Wa@ @d Al eat@ ns1sted of ten
individual replicates with a sjfigle daphnid pe test chamber‘and th@ graup replicates w@th five daphnids

per test chamber. Observatlons dea 111ty@nd ab%or app &Fancecor behaviour were
performed daily on each. @ icate ambyr ( indi 1dua d growp). Staghing ay 6, all individual
daphnids were checked da11 1a1 r§ odu @S\hmplesi%f théyfreshly prepared test
solutions from each t@tme@wer en@t test @ 1 %and dat on, Flslday Samples from old
test solutions fro treat Wege takety séﬁy t@nmatlon d each week on Monday.
Fluopicolide andsthe e@ olifé] -OIY%BAN& were | easé@d byg3as rnatography with Electron
Capture Detec (GC%C D). No residues uo&'fsohwere suréﬁa in the control above the limit
of quantlﬁca@n (I@ &9 5 mg a.s./i. Thee weges 1 (RAM) residues found in any test
solution greater than the lim @ quaﬁglﬁc (O @’ a. s/ > The arithmetic mean measured
concen ns are 0. O@” (@ 0.19, 0.37cand S. /L The statistical analysis of the

results%ﬁiesented in,t rep&r%oes not fu@cu &it stan%ﬁrds& d leads to inconclusive results for the
most sensitive en \ﬁ lﬁumbe@ off- rm%er adiilt. Thete fore, a new analysis of the results has
been performed ordig§ to @ guidetine 21 (2032). No sub-lethal effects were observed in
any of the trea@nents ing the stuﬁu tval dultglaphnids was not significantly reduced at any
of the treatmen cor@ntraé@ﬁ hen compared«to the§on‘[rol group. There were no immobile or dead
neonates olserved in anyMreatns@iit lewek Totaldivingyheonates per adult were significantly reduced at
the 0.048%0°37, and 0.7 mg/lean @ieasy: CQr{t%ntration when compared to the control group. In a
static reiewal expoggite for, 21 days, fluo icolid€Chas chronic effects on the reproduction of the water
ﬂez\& magna at gJnea asut d c@nm@n of 0.74 mg/L. No effects are observed at a mean
measured concentration 8F0. 3ng a@ }&(@ever the overall NOEC is 0.19 mg a.s./L on the basis of

off-spring pro&@tlo% gj

I
@
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I. MATERIAL AND METHODS:

Test material: = Fluopicolide (tech.) .
Lot/batch: 2050190//PP241024/2 @ <
Code No: AE C638206 00 1C99 0005 N §
Purity 97.7% w/w S @
Guideline(s) None specified @,Q S IS
adaptation QS N
Test species: Water flea (Daphnia magna) = DG 2
Organism Age = 1% instar neonates less than 24 h old %@ @§ 5}’ @\ @Q
at @ X S
Experimental @} &©Q é\a QQ @Q ©
Start: Q & © @
Test solutions:  Nominal concentrations: 0.0 0.056 — 0.4 - 0. 2@ 0 45% 0. @ng a%/L
Arithmetic mean measureq&oncen%atlon%@’ 024%\0 0{7@ 0.0 (l -0 Q%
0.74 mg a.s./L L @% $ AN
Controls: water control @© Q 6 @& @7 &

Evidence of undissolved afesial: ndt repoted <\ Q @

g

Replication: No. of vessels per c@cent&%on (@hcatéss) 10@31d1v1z®al re ate%md 3
replicates N @ @
No. of vessels %r contfot (replicates)™ 0 1§1V1du eph@}es $ gr&%
replicates & & O
Organisms per | No. of org@ms g& VCSSC@l f@fle 1&@\/1du@rephc§fes a@% fd&the group
replicate: replicatess,
Exposure: Semi-sgafic te@enev@f @Non&gy, Wednes‘@ F%élay 9
Totaprosu{e durafidn: C@?T;§alys/7 @ @}
Test Vessel 80:mL of t@t solu@@on / daphnid>~ - N .
Loading: DQ @ %\ © & &\
Feeding during S reenalgae, @u@rchnemeﬂm@gca}@@m) daily: 2¢ x 107 cells/daphnid/day
test: @ or I3 mg;/daphnid/d nd §h food¥uspef&ion @@ach medium renewal at
O 5§g dey; soli 1%22;&% C/daphni
Test ”@’mpeféture 20 8° Qﬁ fre medlﬁ an@f@ 4 t0 20.6°C in aged medium
conditio s@ Photeperiod; t:darlwit grad@nte&@y changes at dawn and dusk
&@ Light integsjty: 6 10 lux @ wg
§5§{5 7.4@@ 7.8 m, fres edlg% and:.8.1 to gém aged medium
ater hard 170%0 180ang/L @5 Ca€Os
9 Dis %ved ﬁen@ sat&%&t10n@6% %ﬁ mg/L) to 94% in fresh medium and 75
@ to@0% i aged Mediv@”
Q &f dugvity~800 to@eoo }@cm
Parame Discrete me@ﬁre zé @@%re dissolved oxygen, pH, and specific
Meas / c %CUV were obtaj h renewal period. Water quality parameters were
Obs,%rvations @@asure&b on the ew]@%re ed parent stock solutions and on one replicate of
N each gld tes “solu‘uof@alte ing the replicate each time.
@"* Observatiaus for d@ath, ifamobility, and abnormal appearance or behavior were
S p%fbrm daily ¢ %’1 each¥eplicate chamber (both individual and group).
@ %tartl n Day 6 Q dividual daphnids were checked daily for initial neonate
@& @f pro ion<Jhe tlme to first brood was recorded for each replicate. Following the
<< O et of gegnate production for the individual daphnids, all living, dead, or
{*’ @@ 1@ obile neonates were counted and removed from test chambers each day.
Q© @@‘@ t te@matlon of the study, surviving adult daphnids were measured from the

apex of the helmet to the base of the spine using a dissecting microscope and
ocular micrometer.

Adult daphnids for each replicate were then dried and weighed.
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Sampling for Samples of the freshly prepared test solutions from each treatment were taken at

chemical test initiation and each week on Friday. Samples from old test solutions from each

analysis treatment were taken at study termination and each week on Monday. D
Fluopicolide and the metabolite BAM were measured by Gas Chromatograph S
with Electron Capture Detector (GC/ECD). C§

Data analysis: | All statistical analyses were performed using TOXSTAT®@%r510n 3.4), @
Dichotomous data were analysed by 2 x 2 contingency tabilés and Fisher xag!
Test. All other continuous data were initially subj ected%a Chi- Squa@é"es 1@ ’@
assess departures from normality and @Bartlett's Tes&% etermmeylﬂ?@moge@elty

of variance. To assess treatment effecis; a one- way @halysis of varighce ANOVR) @
was used with a Bonferroni t-Test. Jf data was nogy rmally dl%tg@)ute o ha@ Q
heterogeneity of variance, then a @n-paramet @staﬂstlcal présedure Was @d @
(i.e. Wilcoxon's Rank Sum). @, S N

@J

& @ 6\ RS
NoiBy S0
II. RESUKTS AN ISC%LSSIO% N
Validity criteria (OECD 211,2012) =) o ﬁ@qukeﬁ% Jobtaidd &7 @

Mortality of the parent animals in control g the end.of @< o X §

¥ 20% S %
m > s © & ¥ & o

the test A
Mean number of living off-spring prodazed pekparents’ N @ N 5 &
animal surviving in control at the eq&af the test 60 § §36§y

@

%

@? v &R
Analytical results: S @
No residues of ﬂuopicoh ere &asur n th ntro@bove %ﬁe ligait of %ﬁtlﬁ@tlon (0.025 mg/L).
There were no M-01 (B& t@md @ny test soh&g@n gréater th*ﬁ th@fmt of quantification
(0.025 mg/L). 5 @ 6 . & - Q
S @ \ Q A S

Few recoveries w@ obsgrved tbhe b%@w 80®>b e subtance was proved to be stable over the
renewal interval (Variatiéd between nevv\}f’a “old me@mm @ tha@O%)@@erefore according to EFSA
the technical geport 5), arithm é dtoe §e55 the results. The geometric mean
measured coneentrafions agg0.024, 04%\0 09@0 1 .37 0.74mg/L, they are not significantly

different frém the arithr%gtic m%@m ed c@centr@ons gyed to@press the results (see table below).
D

A @ @ N
A tkﬁmefi& %ﬁof noﬁ%al (f’&gcen atlons IS
Nominal conc. ﬁ% 2P Dag3 & 7s.] Day 10 | Day 14 | Day 17 | Day21
(mg a.s./L) ay 0| Da y ay ay ay ay
Amg j‘i&ﬂl) é Nev@%” Ased 4 New@b Aged New Aged Aged
. )
008 @ Q04| B O s 9 90 85 85 88
0.056 0049 4 76 8P |g%s 95 85 87 92
011 &7 0096 Q] 88 | 881 -] 91 93 85 90 86
023 L0098 | o6 g 80| 86 89 77 86 86
0.45 08 g 79 Y @ 89 92 78 79 80
@ N ¥
0.90 9 01 o] &P Q79 85 92 77 81 84

c fean conee cordify
Geometric fean @cen onkccor to OECD formula can be calculated since few measurements

were bel@ SO@QOW@m t Q\‘} easurements at 21 d have to be ignored because the concentration in
the co{ﬁ@pond@ag fr%h meddim are unknown.

*”\g
Th co@entr ns are: 0.024, 0.047, 0.096, 0.189 and 0.370-0.740 mg a.s./L. They are not
1ﬁca@sy different frotn the arithmetic mean concentrations.

Full de ( fils and acceptable validation data to support this method are presented within document M-CA
4, which comply with the EU regulatory requirements outlined within SANCO/3029/99 rev 4 with
minor acceptable exceptions only.
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Biological results:

Observations
No sub-lethal effects were observed in any of the treatments during the study. @o @@
v
Growth
There were no significant differences (P > 0.05) from the control group by V@oxon s Ran}&%um@t
on dry weight or length. Q> @
R IS
_ _ a7 % f\\”

ﬁ,rlitcl;ﬁig:i (r)t:;a(l:n Ig?ss.l/l{f)?d Mean dry weight (mgj £ SD #ean length @ﬁﬂ :I:§) e ©&@

Control 0.90 =§,08 N 30201 ©

0.024 0.87=0.14 N ¢ [48x019 Y F

0.048 006%0.15 . | @ 4920219 @

0.096 078021 & T 4B 040Y

0.19 D87 @09 = S| @ 539+023

0.37 08Z¥0.1lg° ©° | © 506011 g0 <

0.74 v, ) 090018 s & 490128 QY

<. MENNEREN §
@ N 0K O O &9
Adult survival NS p o
(7O RN § N @ @9
Survival of adult daphnids was né2 sig ificantby reduggd at@ f the treéﬂent €9 cem{atlons when
compared to the control group.@ %o @ @j@ @ @ (S @© %
S S @ g Q

Arithmetic mean measureg) @ § ’ @ v = S °\@ 9

concentrations (mg a.s./1) % Sprvivadat da@g%ﬂ {° N $§ @to\?

Control v 19 v & . & ' "\@

0.024 > 7« @ S92 & Q &

0.048 S L9 N 107 9 @

0.096 RN 9% O @

0.19 O O 5 1§ & % 5 &

0.37 RN S 9o & O @

0.74 2 2 S O 9%Y9 g  aF

A & § & & S § ©\

Reproduction data@ & éw @%\ N

There were no 1@§nobl d@ tes ebserv d 1n a reatment level. Total living neonates per
adult were S@ﬁcan @d at the 0. 0@ 0. 3@ mg/L mean measured concentration when

compared t63he cdatrol up\"Fhe sfatistic ﬁcant difference at 0.048 and 0.37 were not
cons1dere@1ologlcally signifi \Q h;r@were@@ effects at the 0.096, and 0.19 mean measured
concentpgéions. 9 oY
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Arithmetic mean measured Mean number of living ot 1
concentrations (mg a.s./L) neonates per adult! Day of 1""brood (mean)
Control 236 8.5 o @
0.024 214 8.7 @ IS
0.048 207* 8.5 @\ g
0.096 197 8.6 O S
0.19 212 8.8 & Q
0.37 210 %7 N @\
0.74 184* -~ N .9 %@
# Significant difference (P < 0.05) from the control group by WilcoxofgRank Sum Te%{;owever not cm@lder %ﬁ)logl %)
significant Q @@ NS 5 S
* Significant difference (P < 0.05) from the control group by Wilc&xon’s Rank Sut. % N L ©
1'SD not reported S Q Q Q é&

o )

Q 2 @ &
The statistical analysis of the results presented in th report an@ thetable %@VS nok\«f}@ﬁ)ﬁl 6@rent
standards and leads to inconclusive results f the 1@5@“ sg,\ﬁ ive éidpow nuaber of off- sprtﬁig per
adult. Y @

Therefore, a new analysis of the results 1‘%3 bee@’pe o@ne%“ ording to «ﬁ}e OE@) g&hn 1
(2012), i.e. determination of effects on Qle tot&knu @r g oﬁﬁ rm& eri duggd par@ and
on time to 1% brood, in addition to th Lk ramg%rs alrgady ana ysezgﬁ th @tﬁl rimber 6f living
offspring per surviving parent, umr@) lity“at 21, c@ys (@d 4tent @JW&% ight @9d length.
Moreover, new endpoints such a 10 ar@} EC» wer&deterr& . dthem ‘@ally Possible. All

calculations were performed w 0 3.2 &
RSP R

N @CCLUS@)NS AN @ N %)
The study meets the validity cr&s@a an@@the @pon&}base@m arlﬁqamet% ea@ncentratlons are:

Endpoint (mg/L) I@ F@%n th&il%w anﬁl§s1s© L B @ronﬁﬁle repnrt
J@ < (\ Imn@lllty av21 A @ ™~
NOEC O (O ST N Y @ o o
ECio o t%e c&ulated@ss that @Not dvailable
ECy Q q of effocts at the hlgf@ N O &@available
& c@lcem%glon N R
«:\\ @hmb@of O@rlng per m@oduce@pare&g
NOEC™ . 2019 & . 9 -~ Not available
ECio fy C#nnot b&ealculated: n Not available
ECyo N g@@?;e rela 10n<}@ © S Not available
@ - QNup&r of @F spr@ per @VlVl@%arent
NOEC O RO é 0.37
ECio éﬁﬁnﬁcalcu&@ﬁd r@gose Not available
ECxo g\@’ K & onse I“Iatlom@ﬂp W Not available
Q \ Timgto 1st brood
N@@% my@w ) I X Not available
ECio .S e &ﬁ%}t be @lculat@for Not available
ECx & s fGathemdtical reéfons Not available
& < @§ & ©@
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Endpoint (mg/L) l From the new analysis From the report
Dry weight
NOEC 0.74 0.74 éf
ECio Cannot be calculated: less than Not available N @
10% of effects at the highest .
ECy . Not available &
concentration 2@ & ©®
Length o N
NOEC See comment below 0.74) @ § %@
ECio Cannot be calculated: less than ) Not agailable \°\ @@
10% of effects at the highest % &2 OIS
ECa concentration < Nvallable @ D é\g O
S S S @%}

@
The statistical analysis concludes that statistically gignificant effecgon gth @obs@ved a th@e lo
(0.024 mg/L) and at the highest concentration (0. mg/L) Th elsQ effegts at tk %§e 2 can: enm@ons
were 3.1 and 2.9% inhibition, respectively. Howeve @t 0. 9% the fahibition was*hlgherm@ 6%)
despite no statistical significance. The inhibitton on, engt@rang§ 1% a@) 37qng/L % 6% at
0.096 mg/LL with no dose response relaﬁ%ﬁgnsm@ Sinc@no_si ant ef@ets on@iry 1ght
determined and since the inhibition OQ engﬁh is A\ les& n. 4 ) a& not@:once@tion
dependent, these statistical effects aret cq&ﬁdera@ﬂ beﬁ%log&ﬁ ly rggvan@
@

The overall NOEC is 0.19 mg/L (@the ba% of o?f spg% pr@ctmb@ @ N

mj O < h® Q

e

Assessment and conclusm@\ﬁv am)hca%g @@’ & @Q & © Q

v
The study is reliable an%the r@rant &ﬂp&@for th@ﬂuoplcohd@sk @f?ssmé@t is the NOEC of

%
Y

0.19 mg a.s./L. e - 5 @g@% % é\
& @@@%@ @ §© & S & <
§ S \® § O f@@ A
O N\ & N S N @
© &> > O % o & o @
N & @’@@ v Q@@ 7
N
A \@ \@& @@% \@ %o @@
FEFLEs
5 & & & .~ S
R & ¢ S
v O & .9 o O @
Q O O O N D
Y S K 9 O
S\ L 4+ 9 @
& % @ I NN
N N\
Q N S0
= N S & &
S @ &@\ O
@%
QNN
&§ Q Q S ©@
SR
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CA 8.2.5.2 Reproductive and development toxicity to an additional aquatic
invertebrate species
@
Data Point: KCA 8.2.5.2/01 B
Report Author: Q) §
Report Year: 2019 & RS
Report Title: Fluopicolide - Life-cycle toxicity test with mysids (Anféfcamysis bahia >
Report No: 12709.6377 » S X &
Document No: M-544290-02-1 s 2y ° 2N
Guideline(s) followed in | OCSPP Draft Guideline 850.135%% @ &Y S @
study: U.S. Environmental Protection Agency’s OC 850.1350 (Dzatt, § v
U.S. EPA, 1996) and the St rd Guide fo& onducting L@Cyel@ 0xic§
Tests with Saltwater Mysid (ASTM, 20089 o &0 g O 9
Deviations from current | Method: No deviation ’ N o KR O & @
test guideline: Study: Current Guidelines: OCSPP 85001350, (4996) diyd AS@& 1191403 (%gﬁ@)
The study was perforined aggotding i othéCSPO. 1389 and ASTM E
1191-03 guidelines. The validity eria STP@guideli@s w appligd)to tl{s o
study. The photo‘p%riod W selectdd according o AST@guidele: laishght @
whereas OCS@F\?econ%%ends\L . THetemperature, for'the was selecte
according t@@SP videliri: 25&%‘@ w@reas@l" M ’delil@econ@ends
27°C. Theggeonditions wéte seleded to @S&onséént v% he @urin%
conditig\\ﬁj oS C}% \} U@ Cy 3R
Previous evaluation: No, not previaygsly submitted O O Q <© N
AN @%S\ n &> S & 0
GLP/Officially Yees) conducted usder GLP/Officially re&@nisgdﬁ@stin@facilitie@
recognised testing é& §9 @% @ @ °
facilities: .2 9 & < As X, XA
Acceptability/Reliability: | Yes) & A \JJO’@ Q' > Q)
ISHECES S O O A S
< Q2 & ¢ RN

Executive summ ©& 0\@ § o . \@ §9@ @@
The objectiveé? thi&tud %fas fQ, dete@ine the chronic lif8«cycle) toxicity to the mysid
Americamysi;@ahi <%{poss\ﬂ to ﬂu@)icoﬁde tech;?ical er -thr@ugh conditions. Two generations
of saltwate@nysidsq@o juveniles@tartidg < 24%ours st release ¢dmntinued to sexual maturity) and F1
(mysig@re collectededtiringr&prodi¢tive phase)were sontinusysly exposed to the test substance in
diluted,filtered natuf@l seawter. The Edsgron Weréo*evalo%@d for 96 hours for observations of
mortality. After 28@5, th@}‘o g@ratjo@was tgrmind andhe results of the exposure were evaluated
for potential chrgidc effects. trea&g\lents@ replites/@ch concentration and control) include 20
organisms pe aqlg@. Foty'the @ﬁn' ive 28day @onic toxicity test nominal fluopicolide
concentratio;@ f 0.08°8, %@, 0.3, 0.7¢, 1.4 .8ang a.s./L were selected. A negative control was
included. All exposure s@ltion@\vere lysg?for &‘picolide by gas chromatography with micron-
electron @ure detection (G CDy e@eriqs\%ere between 76 and 111%. Therefore, results were
based o arithmetifﬁean ea ureg concen ragie@: 0.076, 0.16, 0.34, 0.66, 1.2 and 2.3 mg a.s./L. No
residiies of fluopicelide fourt@’in tgéon samples above the maximum detectable limit (MDL).
Theﬁtudy fulfils all vafidity @}feria of°the @STM E 1191-03 guideline. Based on mean measured
concentration @?luop;coli Sand ea sumber of offspring per female (the most sensitive indicator
of toxicity), NQ-Obse -Efféet Concentration (NOEC) is determined to be 0.34 mg a.s./L. The
Lowest-O@% rve fec@ nceyfratiofYLOEC) for mysids was determined to be 0.66 mg a.s./L. The
ECiois mgss./L. Q

FT &

& @ Iy o
& £ o

&
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I. MATERIAL AND METHODS:

Test material

Fluopicolide technical
Batch No.: ETFP000273

Purity 100.5% w/w S
4 @
Guideline(s) None specified @JQ & ©®
adaptation QD
Test species Saltwater mysid (dmericamysis bahig) from in—houg@lture N e 9 D
N
Organism Juvenile mysids, approximately 24 mrs old Q@ @Q § v\g@
age/size at study @g &© é\g ) ©@
initiation Q o & 4 O @
Test solutions Nominal concentrations: 0.083? 6.18, 0'35N0 70, 1@%1nd 78m /L &
Arithmetic mean measured conce tratiog@o 0@0 16,0234, é@ 1.\3\6nd 2@@
mg a.s./L @ 2, @% @%’ @Q KN
Controls: Dilute, filtered, nat er Q (& é @7 & °
Evidence of undissolyed material; N@t reported @Q @@Qj
. No. of aquaria per@ncer&%ﬂon @phcé{es 4@ S NS
Replication No. of aquaria pefrontrob (replicatesyd 5 & & @Q ©
Oreanisms  ber No. of orgamsms per @’uarlé\ZO 