Page 1 of 474

BAYER)|

11]14

Document Title

1°** amendment of

@@@ 6 $ 2, &@K@
W, Yy, S, By, %y,
By Vs, oy T 4 Mo
‘. m, S, %  SF
@) y (4 7 %&\ &
) 0 o) S/, 40
® y &S
o, Py Uy, Fop s
G e P 5

S
2013 for‘applicants
mi(@l actiV@substance
<
v

@
: o 28y iy, 2O &,
h@ S 2 $ A
tQ@ o\% %o\ @ o\$ =
2 Ty ., Y0, S, & 2
= A CE- D~ N
) V=) Ve, VB Ah\‘w% =
S0 @% 7 )z g@@.\ z Y% mﬁ%@
3E 0 1223 s
= er\@%o @@ \@%MQ %&\m .Mbo\@ 58/
£§ % b, He BB s
g E do /1% Sws Hay T3, -
(@) K 2, M &
5 = v &Mx% -8 O Sz
= g5 S5 Bs U,
2 Q@N\W ‘s &M @%w@m
Yo
Y
m m@@ N
nw .M S\%m.m.\@@@ M%@@
= £,
%
7

¢-¢0-¥8¢99.-IN

Crop Science Division



B Page 2 of 474

A
BAYER 2021-07-05
! E g Document MCA — Section 8: Ecotoxicological studies — Part 1
; Fluopyram
OWNERSHIP STATEMENT

This document, the data contained in it and copyright therein are own@y Bayer (@] an@‘
affiliated entities. No part of the document or any information contained flierein may be disclosed
to any third party without the prior written authorisation of Bayer AC§§1nd/0r afﬁl@d eﬁiies.@

The summaries and evaluations contained in this doc fifént are bas@on unpubh&bed (ﬁ)rle
data submitted for the purpose of the assessment un rtaken by Q regulatory, @ﬁuth ty. Q@the
registration authorities should not grant, amend{\or renew glstratlo %n theQbasi t
summaries and evaluation of unpublished propn@ry data corftained in thl@)Cﬂ%Cﬂt urtless t&@
have received the data on which the summari@nd evaluac%m areZbased ch ro

o from Bayer AG or respective afﬁh;ﬂzg, or@@ %Q g\y\ @g@) @6 \% §
° from other applicants once the &‘md @ata@?btec@ ha@xpi&?j & @% @&o
NN IR S IS &
@ N 0N OO S & S
SIS S RS
o & . L (N @ &
&Ny YN S W
9 9 ©) Q S
o = ¥ S o ° S
< S KRN @Q é
% AN .9
I I S TN
o O N O Q& 92
Ny 8 e Y
v e O ¥ .0 & )
S TS e e %0 <
@ N & X @© @ @
S QO NTN N o 9 N
F Ve a0 <
& £ .0 O « SIS, @
TS e SN IRy
N & & @ ¥ o & T
N T8 Ve &8
@) Q
§ RENIIAN > & >
oo e &
@ O & .9 © O @
QOO O N O D
¥ o K & e
=) N @% W2 %
@7 °\@ Q @ N
Q AN N @} 9
~ A SR N
N (g @\ Q&©
N N
A & &S
&3 2
LS Q



B Page 3 of 474

BAYER) 2021-07-05

\ E J Document MCA — Section 8: Ecotoxicological studies — Part 1
B Fluopyram

Version history @ S
Date Data points containing amendments or additions! and Doc¢ument identiﬁe@nd C@@
[yyyy-mm-dd] brief description ersion numbér- &
2021-03-15 Original MCA as submitted by applicant Qp M-766284-0%-1 <
2021-07-05 Addition of reliability assessments for aquatic organisms M-7662§— 02-1 L
and update of aquatic macrophyte endpoint. All additions é "o . § %@
by the applicant have been highlighted j@llow colour, § R > n@

1 s it
It is suggested that applicants adopt a similar approach tQ showing revjsigns and versign, histoggyas outhined i
SANCO/10180/2013 Chapter 4, ‘How to revise an Asment Repoég? o & &@ ‘@@&@’&

o N L@ N9 e &
X N . T T AN
LA A N S
@ @' 6 & % &°
%%\@\@@Q% S © & e
CN N A N T
T &y & °
S > O OO s
Ve o » & 9 .0 O ~
o & TS S U
v & 0 &
S A VS SER S
Y
% @ o O ¥ O « o Q
ST e sy 00 Q
@ S SIS @© @ @
SO S YN U e o
F e .o S o
& £ .0 O « SIS, @
A S AN
2 N A SIRS @ ©
> o O & [SEERSIIPN
A \@ \@ . IS \@ ® R
@)
§ RENIIAN > & >
@ @ § > S SE ~
@ 9O g © o .0 %
QOO O N O D
¥ o K & o
<) 6 O oF L&
@7 o Q @ N
S A\ N @} 9
& SN S
N (g @\ R Q
@° N >
s A &S 8
& S @
% Q



E Page 4 of 474
. m, 2021-07-05
! E g Document MCA — Section 8: Ecotoxicological studies — Part 1
; Fluopyram
Table of Contents .
Ly
CA 8 ECOTOXICOLOGICAL STUDIES ON THE ACTIVE SUB S"@NCE ......... @ S
CA 8.1 Effects on birds and other terrestrial vertebrates @’ .................... & 7. €
SIS %
CA8.1.1 Effects on BirdS .......c.covcveveveiiiecieieeeeeee e, ,&% ............... 5§© ......
CA8.1.1.1 Acute oral toxicity to birds .................... %ﬁ ................ @§ ................. &@\\9 @ A
X
CA8.1.1.2 Short-term dietary toxicity to brrds....rg .................. &©Q .............. éé@@@ 2 Q&©
CARB.1.1.3 Sub-chronic and reproductive to to birds.... Q... @@ﬁ ..... @ ...... & .......... Sb @}@
CA8.1.2 Effects on terrestrial Vertebrates er than bi \%\, ....... @76\ ..... ‘::sf@ 75%@
A
CA 8.1.2.1 Acute oral toxicity to rnarnmé% ....... @..... e @% ...... ©@§7 ..... ¢§ ..... o %5 .
CA8.1.2.2 Long-term and reproducggr\) toxéi%/ trm%a ..... % ....... § ......... @ ..... s@ 76 @§
X
CA8.1.3 Effects of active subst@e k@nc&l@}mtlg@ pre@f bl@ an mr@lﬁ §
X
CA8.14 Effects on terrest@% V&%tebratc‘g@ w1]@§e (Bixds, C%m , r&les egnd
S > NS S
amphibians) ....... Qe rrvmmnnsgeninnns Ry @@ ............... (G- e o 105
CA8.1.5 Endocrine d1@tmg\i§mpert1@’ ..... @@&@ ..... @Qf ........ @ ..... @© é ...... 105
CA 8.2 Effects on a&‘elatmgrgam Q@g ........ @g& ..... @@@ ...... gy 109
D
CA82.1 Acute toxi@ty to fish .G . . - @%......& ...... T SR S 113
CA 822 Lon@emw@ r %toxm?[y t&@h e \@ ................. 135
CA8.22.1 §%arl§hfe stags toxr@ty tes&...QQ ..... .@.@@ ..... T T 135
CA8222  Fish il fife chele t@\t ...... @§ ..... P ©§.@ ..... e 143
2
CA 8223 ©B1(}$cen§9mn 1r9'1$h ......... Q... @‘@@@ ..... %g@ .................................. 144
N
CA 8.2.3 \@ Endocrgre dl@tmg erties..... nceenene Q... O e, 153
< @ AN
CA 8. ﬁb Acute@oxw&%o aquatic @%ﬂe&@tes Q\ ............................................ 173
CA824.1 Qe t x1c1ty apgliyma ma@fa @ ........................................................ 173
CA8.2.4.2 Acut@xwrt@to ar@@dm@ml aq@c n@mbrate SPECICS..eevvveerreereerreneranes 183
CA 8.2.5 Q Lon%ten@}@nd tromc @101%@} aqUAHC iNVertebrates .............coo.covvrrvenn.. 197
CA 8.2. Reprodyctivedrd de®@ opr@n‘t tQ,x‘i%rty to Daphnia magna..........cccceceeveueneee. 197
CA %.5.2 e@ucu%e an@leve@meng%xwlty to an additional aquatic invertebrate
species @, ...... @ ........ Q... § ..................................................................... 210
CA 8253 @eveloopme ~@ ger@ in Chironomus riparius...........ceceeeueveveveeenennnnn. 211
CA 8.2.5.4@ Sedinent divelling org QSIS ..o rveeeee e eeeeeee e eeeeee e ee e s e eeeeeee 220
Y )
CA 8.2.6% @ects@n al@growth .................................................................................... 232
CA %6 1 @Eff@ onxg%wth Of Ereen al@ae .......cocvevuieieriieieieceeee e 232
CQ§2 66@ Ef@cts §§ growth of an additional algal SPEcies ..........ccoeevereerrvierrieenieriennens 286
CAS. @ Effects on aquatic MacrOPRYLeS .....c..ccvvevierieiieiieeieereesieesteesre e e e eve s 308
CA 8.2.8 Further testing on aquatic OrganiSmS .........cceevvereeeriieerieerieeniesiesreeeeeeeeeeenees 335

CA 83

Effect on arthropods ........ccceevieeiieciieiieeee et 339



B Page 5 of 474
HASER 2021-07-05
\ E J Document MCA — Section 8: Ecotoxicological studies — Part 1
B Fluopyram
CA 8.3.1 EffECts ON DEES....ocueieiiiiieiieie ettt 339
CA83.1.1 Acute toXICIty t0 DEES .....c.oouiiiiiiiiiiiiiii 3{5@ @6
CA 8.3.1.1.1  ACUtE OTAl LOXICIEY ..o B Qfs &
CA83.1.12  Acute CONLACE LOXICHLY ...ovvvveeeeeerrrereeeeeeeeesseeeeeeeeeesssseeeeeeee S %76\©
CA83.1.2 Chronic toXiCity t0 DEES......cccerveriirieieniieierieeieie e, oS % ............... @Q3§ ‘2”5@
\ Q,
CA8.3.1.3 Effects on honeybee development ando@honeybee@e stages..... @?@%}3 @Q @
CABILA Sublethal effcts o @@Q .............. 6&.“..@§.41§ Ké
CA8.3.2 Effects on non-target arthropods %@r than bees . Q...... Cyrnees Q"\&. ...... & ........ 4 &@
CA8.3.2.1 Effects on Aphidius rhopalosipht¥......... R Q§%\@ ..... @’§§ ..... ;.%@415&9@@
CA8.3.22 Effects on Typhlodromus py& ....... @@?}, ....... eg& ..... b@% ..... 4§ ..... &\%6
CA 84 Effects on non-target soi!q\ﬁﬁ%:soa&@’ma&au a..Q ..... % ....... @@ ......... Q.. @j 17 @§
CA 8.4.1 Earthworm, sub-lethal@fects\\.. ...... @}& ........ & ..... IS §®4§
> N
CA 842 Effects on non—tariﬁgyil %%0 a,n@naqio@auna@he &n eﬁé&/o .-&438
. > S S
CA 8421 Species level testin..... G- @@@ ...... e Q..... 5§ @@@ ........ .- 439
CA8S Effects on nien t’ﬁi%’sfc%g%on.@ ...... &@ ..... @Q gy e é ...... 454
CA 8.6 Effects on@t)e%est@l nor@get@gher @nts...% ..... @ ..... 9.5.@. ...... [ SR 463
CA 8.6.1 Summaf%ofs%enir%%ta©§ ..... @ ...... § %(&% ...... $§ .............. 463
CA862  Testitgon n@%ta%@: R e— 464
CA 8.7 Eﬁs @the&@ms@% otianisr{l@rg fa@uga) @@ .......................... 466
C & S
CA 8.8 fec&n biologicghmeth for, Sewage treat e N e 472
oy infomgtang.
v . N
% - &
S & & & & & &
A \@ \Q S \© v \©
>y O Q
§ RN > & >
@ @ § > S SE ~
@ 9O g © o .0 %
QOO O N O D
¥ o K 2
3 F @
& L Q@ Y& O
S N &9
N N S & &
b @° v &@\ &©
PR ) SR
& o7 4 <
S &
& Q
{x’ O @ RS



B Page 6 of 474

HANER 2021-07-05
! E g Document MCA — Section 8: Ecotoxicological studies — Part 1
; Fluopyram
CA 8 ECOTOXICOLOGICAL STUDIES ON THE S
ACTIVE SUBSTANCE @ QS

Fluopyram was included in Annex I to Council Directive 91/414/EEC in 2013 (Regulation @) No'&’
802/2013, Entry into Force on August 22, 2013). This Supplementary Dossier @tains only défa w

were not submitted at the time of the Annex I inclusion of Fluopyram @hder Council Directive
91/414/EEC and which were therefore not evaluated during the first EU r%view. All d Whi%@\vere@
already submitted by Bayer AG (former Bayer CropSciepge) for the A@Ex I inclusionunder Cou
Directive 91/414/EEC are contained in the Draft AssesSment Report MAR) and it@dd and@re &@
included in the Baseline Dossier provided by Bayer Ag R N é\”
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CA8.1 Effects on birds and other terrestrial vertebrates

CA8.11 Effects on Birds N
@ @® @
& L
Studies on quail species, mallard ducks, finches and chicken have beemconducted @t
substance Fluopyram. Detailed information on acute, sho@erm and longﬂ ‘m effect5° 4% am &}
birds is presented in the following chapters. g @ @ @
@ *”\g
& Q & QQ SR
@ & é}
Table 8.1.1- 1: Ecotoxicological endpoints — t;\bﬁi studies w1tgn &xpos@ to l@pw
Test : : o O 3 3 6\
S Test design Test species (%X @@ w\g@Eﬂd&%ﬂlt €;§7 N “Refer exn\te
v D & i
Acute oral 201 @
toxicity &263M§4-1
A 8.19.1/01
(2008)
M-387871-02-1
KCA 8.1.1.1/02
Acute oral trapolated
toxicity acc. to chapter
2.1.2 of EFSA
N Journal 2009;
7(12):1438
N ' ) S S & (2011)
ﬁg@."‘f‘l& Q Gal®y > I@} @/5000 me a.5 fke bw M-446344-01-1
WQ | 'domedeus), | - 9 N KCA 8.1.1.1/03
\Y)
©© Die@ §? 'J@r}\g\ kg feed F
o OB ol g(C "‘f_" - B Qs b asie M-264902-02-1
4 (short-tergn) VI g IS ) @ @pw/d @7 S i .
@ S : o KCA 8.1.1.2/01 |
A S S
wlary 9, Mallard ¢ % @ % g P .
Fluopyram 2@‘?\3@% < I @\7}1111'1@3@1‘ L@Q Q}‘Ul.‘?'} mg a.s.’kg feed (2005)
tech. I_ ?r el% > N . - 54 M-262710-01-1
L =i ) aryr g TIA®R 1 2/09
[\ KCA 8.1.1.2/02
@ﬁr.l @_ @})} 9 p @
@ 1'..6‘ g ©© BI‘Q\EIT .\rl e é NC @_ < 250 mg a.s. kg feed (200
chronic, S @f 6] N@D <23mgas/kgbw/d M-299245-02-1
VIFgl MFITLSY % > g - y v I
cPlGCﬂC@Z A NS KCA 8.1.1.3/01
. ks N &7 @\(_BAEC 80 mg a.s./kg feed
o t Fel @ Dwhitg@hai NOAED 7.2 mga.s./kgbw/d (2008)
S ) ' M-298723-01-1
chronic. NOEC 50 mg a.s./kg feed KCA 8.1.1.3/02
< prligERinn NOED 4.5 mg a.s./kg bw/d
< S NOEC 500 mg a.s./kg feed Bl
@K Yo%ce®© &?q“. 1©1 e NOED 40 mg a.s.kg bw/d (2008)
S Q@feed'ng: Q A eK M-299277-01-1
> @ ch C, ?”\; Fj.'-,..,1I.‘,-.-§f:‘.t.;._.s.;\,.(\I KCA 8.1.1.3/0
Q§ @@ "epéﬁmt@b EAROTEIDENE NOEC 200 mga.s./kg kg feed DAR
N NOED 18 mg a.s./kg bw/d ]
@ Chl‘OIll(.J, BObWhl‘!e ol 7.8 mg a.s./kg bw/d
reproduction: (Colinus Lowest T 2019
ECH virginianus) — ECo S;;“““ Ors pet M-667209-01-1
calculation both chronic £g KCA 8.1.1.3/04
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Texl Test design Test species Endpoint Referenc
substance g P P @° S
studies combined ) N
Q@
q‘mm‘?’ . Mallard duck @
reproduction: 78.6 mg a.s./kg bw/d
(dnas ECio : .
ECio latetiyichas) (eggs laid peh )
calculation plapTifynchas, C» &

a.s. = active substance WY

@
A Factor 1.518 for 10 birds/dose level with a single mortalil&(smdy result: lz@ﬁduals an ?ég
@

=
Q'?(@'




B Page 9 of 474

A
|BAYER 2021-07-05
) E Document MCA — Section 8: Ecotoxicological studies — Part 1
Fluopyram
CA8.1.1.1 Acute oral toxicity to birds

Active substance fluopyram )
& e
oS AN N
Data Point: KCA 8.1.1.1/01 ~ & D
Report Author: _ ) S &
Report Year: 2011 & S
Report Title: Acute oral toxicity for bobwthall (Colinus glmanu%) W@JAE S@%M%@
techn. a.s. ® NS
Report No: BAR/LD 074 @ @% @ @Q %,
Document No: M-263049-04-1 @ N
Guideline(s) followed in | Commission Directive $&MU6EC of 16 @y 199@\{mc ul D@%tlvu@
study: 91/414EEC Concunﬁg the P@mg o&Flant ‘P\wtcct@ Cm@mds «n the Market
Equivalent to US EFQ OPPR& Guidbtine N xso;t@’)o oy
Deviations from current | Current Guideling )ECD@B (2@06) Q @ ! @§
test guideline: Deviations: Thj§study Was cc ﬁﬁctud@fmc Lull(@ guidgline was adopthin
2016. Instuad@S one-niit dO@thILL Hose le@ls we \uscd $he b1 wu§sgd

with 2 indi @Jal cag @dw] Iy as@;ecom@ﬂ OECD
gu1delm 2@3 1the’QegurgF§@t10n 4& any s of Dtoxicglon we@observed
for any C@the irds following @gsing -~ dev1®0n v&éﬂot oy idew%%'elevant.
The sgjce avgy ble t@@each@rd m@ be n s ab 47 2, and thus below
the@OO et rec mende n thefguideli@gy Blr were h %mperamre of
178 24,5 °C, Lglow tiég recor. ende&r’mge’ 5-2%5C. elghing of birds
@@as no@ufo ‘hggon 42%3 as l&c@ﬁ)mmmdc %§th ideli V\@/@

" Thes dwlatlc??s dl t cx@tcd t@wu an impacgon th%@ldy results.

Al 1d1My@@11tLr1a re O N
Previous evaluation: yc@ &@Ld 2@ aug@ﬁ §9 AN Iy
<§@ i DAIGH01 S S 2% , g
GLP/Ofﬁcially ©\ ch;&%ndgitﬁ un&*(] LP7&ffmal@» m§%d t¥QIng facilities
recognised tes @ y\g
facilities: % @ © © K %) @6 ®) @
Acceplabllﬁ@/Relmbl\I/ny Yes ,© h\ o s o
N <
N S & @@’ o SR
Executive Summ@ &\ v\g . §\

Fluopyram tech W%adgﬂs oral%@(’) 10 gult Bobwhite quails (5 males and 5 females) at
dose levels of 0, 500, @% kg b dg§ere held at a temperature of 12.8 to 26.5 °C
with a relativg um@lty 0f20.8 {6.57.8 and\'g,ppr imately 14 hours light per day. The birds were
observed far 14 days for r%rtah@ and let}@f@yml@ms. Body weight and average feed consumption
were m@ ed for eachgiosa@nd c@ltrol@mup, X

Afte%pphcatlon th%@lrd hes@ea‘m&@ group (2000 mg a.s./kg body weight) refused food
corfsymption almov\\tg co etel@whlch%us evere body weight loss and mortahty in four cases (3
males, 1 femal combined wil ext@me aciation. In the second week the survivors started to eat
again and rec ered ifation. Reduced food consumption to a less severe degree occurred
also in the @, trealﬁﬁﬁ: roups & @he bird of each of these groups died with signs of emaciation,
while al ~- otl®r rec@ re mple y. No pathological changes were found at necropsy of the

surv1v0©
The gmdy f@%edg@ V@y criteria of OECD 223 guideline.

The’acu ral LDso for bobwhite quail was > 2000 mg a.s.’kg bw (extrapolated with probit analysis to
3119 a.s./kg bw) and the NOAED was < 500 mg a.s./kg bw.
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I. MATERIAL AND METHODS

Test item: fluopyram, specification No.: 102000012455; Batch No.: 08528/0002; Sample identiﬁc&on
TOX 06970-00; purity: 94.5 % w/w. ;

Test design: Bobwhite quail (estimated ca. 25 weeks old) were orally dosed § fluopyram at 0, %@
1000, and 2000 mg a.s./kg bw (adjusted for purity). The test substance was p ced in caps es
treatment level and body weight and administered to the birds. Control s received @1pty§2
capsules. Each dosage group comprised 10 birds which Wére assigned to 3 cages. Ola%\:ag é@ntal
one male and one female bird. Each cage had floor space%at measurpprommat@@% xQ Cn& G

a ceiling of 24 cm. & 2o QQ §

: @ ©
Birds were acclimatized for approximately 15 (Oi@nor to bemé@fand@jmze to test group@ At@@

start of acclimation, the quail were well devel and similag to bifds from 9) uldéion. en
determining body weight on day -1, one bird a;&SOO mgga.s./kibw le\\v}l w s un @ a p@calb@weak

condition, probably due to dlfﬁcultles in acclimatiof/ Tt m@&ed epl d by a blrd%rom the
control group. The control group cons1st%there@r§’e at @he timiQof app 1cat onlyoof 9

birds that appeared healthy were used fotthe study. Water atgl fee ere @owd@ ad libitu r1ng
acclimation and during the test, except@urlrégperlod@)f fasﬁng r@r to tg?tln ds e st d for
16 hours prior to oral admlmstratlonﬁrdsw re h@ﬁ at a\@mpe 2 8 t a relative
humidity of 20.8 to 57.8 %. The@botop@od was 8 hours gxhght@er d dur acc ation and
throughout the test. S @

9
Fintgsics S
Observations on mortality an%@lgns of 1n@1catlon ere%ade @ tm@usly dutring & first hour and

hourly up to 8 hours on the da of dQsm at legst onc@work -Gaily throughdtt the%4 days observation
period. Body weights Wer@ecor d pr o te§bin t10n (day -1)s:9 day@and day 14 after test start.
Food consumption was deter ed l% pen eaosag@ rogg and control group for days 0-3, 3-7

and 7-14. @ @ é& &\
Statistics: The Pr. @ Te%(Toxc@ V% n 1 O) was@d t%gdlcu]{[e the @pgo
Dates of expem&énta]%cork@l:%bru%g 28t @Marc&ﬁ@h 2%05 § V\g
@)@ S o @f@ @ %
S LSS @ESUL S DI @ sm@
ValidihSriteria: @ \§ -

A v & "\ « ®
Table 8.1.1.1- 1: §alg\y eritgia (agéording ® & OECD 223;adopted 26 July 2016)

Q o
Validity crlte@a @ f\@)@ O o . ©\ “ORequired Obtained
@ "S) Q @@ @@ 0 0
Contro@talﬁy = Q@ f%: Q 2 \% <10 % 0%
&
Moxtatity and clinial ob@am&n@ @

After applicatiam the blrds 0 %e l‘@ést t@tment group (2000 mg a.s./’kg body weight) refused food
consumptlogmostégmp y which severe body weight loss and mortality of 4 birds (3 males,
1 female) cémbingd with-extreme ema: c@ ion. In the second week the survivors started to eat again and
recoveredyjintil ternfinationyReduced food consumption to a less severe degree occurred also in the
two 10\%@ treafinent &ﬁ bird of each of these groups died with signs of emaciation, while all
the o&@er reﬁl eg@@%:npl&ely

A%st st@(? in the lowe $treatment group (500 mg a.s./kg bw), 7 of the 10 birds showed symptoms
1nc1ud@diarrhoea, soft excrement or ptosis. By day 6 all symptoms had disappeared though on day 8
one male bird died (cage 19) after soft excrement occurred the previous day. This bird has been
emaciated.

o

5 ®

@

&
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The second highest treatment group (1000 mg a.s./kg bw) group showed more symptoms which occurred
for a longer time period. The symptoms displayed include diarrhoea, soft excrement, apathy, S
fluffed feathers and one mortality. One mortality occurred on day 13 of the study (cage 15). On\§ 4@1
of the study symptoms ceased except in one case (diarrhoea). S @® S

The highest treatment group (2000 mg a.s./’kg bw) showed the highest numb@gf symptoms 1nc<1u‘®ng
diarrhoea, soft excrement, apathy, ptosis, fluffed feathers, red excrementsareduced vigilance ai@b fou
fatalities. On day 9, one bird died (cage 9) being severely gmaciated, another' one was S’agrlﬁc%@or t@z

reason. On day 10 (cage 8) and on day 12 (cage 7) on ther bird di premature@ﬂbo@xtrer@ y @
emaciated. By day 14 all symptoms ceased in the rem@imng 6 birds@ath had og\(g@rred FO) @%r 4 @

birds. %@ & O N S &
9’ $ &
& > "\@ @Q ©\® 2 @@
Table 8.1.1.1-2:  Summary of mortalities an liniC@g@gfmp\{ﬁ s fg\’ @;& @/}J@ S v
Overall mortality Y @ > © Q) o) N ¢
Treatment level (females and ﬁ um%@ N bQClhﬁ)cal s@toms (type)@j @
[mg a.s./kg bw] males) @& giﬁge a (($ o &a §
v N\~
Control 0 @Q §§9’: é\g Q\ é\’ Q@diarn&a @ e
500 1 Q\ 2 @3 o @soft @%emég diar@ﬁ:a pé?is
@ > © di @oea texcr&ﬁent,&ffe(ﬁ@athers ptosis,
1000 $ > & 10 v & d @@lour%excren@u reduced
;@ © @% o Vlgll&@e exgrétion éhuric acid
L@
2 2 < dla@ea apfathy, fiiftfed Xglers ptosis, reduced
2000 ~ [(% & §) @] vigihancegred colouted e ment, soft excrement
A One day prior to initigon (aml ial Welg ay Nne birdffom ke 500 3. g./kg bw level was replaced
by a bird from { s@jﬁtrol ]ﬁp Iti %? Y9 co gsglr «;]% g‘ 1&
N @ N RN @ SN @
O T N & SN
© o & & & b &
SIS e & & @
Body welgm and feed consumptfon % & & @ é’(;%

A
Table%ﬁl 3:  Mén bg(@velghﬁs v1ng§ds § ‘. O

Treatment § S < °\U @’lean@dy wﬁht + S.D.
level DS f&@ Z;\’ § -
[mg as./kg @ @Q fQ Famales> O g Males
bwl QO Pay4O | < Payd: | opay iy, Day -1 Day 7 Day 14
Contgal) | 199.8+21.3 [N198.2417.6.[201.4520.5 [ 202.8+31.6 | 205.0+25.8 | 208.3+20.8
560 189.8% 6.6 P 187.0+ 13,8] 1938+6.0 | 197.0£21.6 | 1958=24.2 | 2045+ 18.1
21000 2032+ 119 |, 1902 ig@l J84.4210.1 | 209.6+ 144 | 2062+ 16.8 | 2135+ 169
2000 199.6 463|143, 4;‘7 7 66.0+16.6 | 198.8+11.7 | 137.8+£30.9 | 182.0+85
S.D.: Standard %r%atlo
& @
FFEs
O Q&
A SRS
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Table 8.1.1.1-4:  Mean food consumption

Treatment level Mean food Fonsumptlon . @ij @L@@
[mg a.s./kg bw] [g/bird/d] V\
- Day 0 -3 Day 3-7 O Day7-@° A
Control 12.4 13.2 > 1oy, €
500 8.8 11.4 &5 X o
1000 3.4 Cy 46 o SILON T
2000 3.8 T 12 é®@ A ) Q@ 4
@ & & VO &
Gross pathology: R @@f @ ©& . @}
No severe changes were found with the survivor while the mg{y&rely dead bigds showed a@ent
signs of emaciation (e.g. of weight loss or rediistion @forgans). @j& @J& @@ S %
© g © & 5
< > S & v
Biological findings: @} \\ @} & & N é\ﬁ éﬁ ©§
RN X S %, v
Table 8.1.1.1-5:  Acute oral toxii; t@Qo B hite\ ail § \})@’ @QQ f§ §y &@)
Test substance R o 9 A@ D) Fh@@/ran;\@ HS
Test object NE V@ Y Bwhite Quail (oale, féimale)

S S 2

N < & oy 20007 9
LDso [mg a.s./kg bw] o O @»@ @ . o @ ot \% 31 @?
No observed adverse effect do@OA@D) [m§s.ﬂ§w] Q] 500 B R

A Calculated by p@ﬁ met@s § @@ § §9\ . Q é &\
S % O e & U
> > N Yy Z S

© ©\ S & .C%NCL

Q
@)
Based on thi@tud@%’le D50 value for qSt%bw{?’?é qu}g
SIS

e
73

e
> 2000 mi@.s./kg bw (extrapolatéd winprobidanal to 319 mé%.s./kg bw).
RS
The Né?ED was < 5@0 m&%./kg bw. &, Q % \©
D ¢ & L9 o &

@@@ o S @ O >
Assessment and copclusionby a@@i?ca@ § «§
? <) @@ NN \b Ne _ 1s o
The study ard its data agg; on%ered cce@%@ le reliable for use in risk assessment.
The ergi@@ nt is: & @ @ X
N

R
LDso > 2000 mg as g@% @ @@ &
O

N
Q sokokkodok sk

D

&S

2y,

s
‘¥
Tong, I
“o
V4
Do
é@



B\ Page 13 of 474

BAYER) 2021-07-05
\ E / Document MCA — Section 8: Ecotoxicological studies — Part 1
s Fluopyram

Data Point: KCA 8.1.1.1/02

Report Author: _ &’ @
Report Year: 2008 W > @Q
Report Title: AE C656948 - Acute oral toxicity test (LD50) with the 76'@ finch (Taenig®pgia v

guttata) following OECD draft guideline 223 < @

Report No: EBGMP117-1 @’ .
Document No: M-307871-02-1 (®% ,,,@ 2
Guideline(s) followed in | OECD Draft Guideline 223 C (w ’ N &
study: U.S. EPA OPPTS 850.2100 ™ @ gﬂ\” \ @
Deviations from current Current Guideline: OECD 223 (2@16) Q @ V é\ﬁ &
test guideline: Deviations: The photopcrio@ls 10 hours lu&@ above the @Wnus l@n as ©

recommended. No informa&%n on mudlcdti@ up%}ttd for4 dayﬂprlor t&est &@
start. Weighing of birds@## not performgd on d@y3 as résom n&ded lgythe @
guideline. These deviations arg 1got e@ted Yt%\lsmve a@nnpa&n the%udy <
results. All validity g;%tena o5, me{\ &

Previous evaluation: yes, evaluated an accept% Q@ éu o ©§§ =) '
in Addendum 3 §63he DA (2&@ N @j @
GLP/Officially Yes, conducte@mder*&LP@@c all&@ogm@@@tes@\gfac@ﬁes ¥ $
recognised testing @) K\ %, N v\g© %o & Q
facilities: @Q N SRS Q @ @ J(f@ A
Acceptability/Reliability: | Yes [(\& o - U® Q@)\)] @@ v,
QS 9 N
o & ¥ &S o §> N
Executive summary S @ @)

Fluopyram technical was @mlms@red gﬁyt @Eebra@anches (3 ﬁ@e a fe g@e) at the limit dose
of 2000 mg a.s./kg bw. Birds were heldat a %§3 25%¢ witha h dlty of 45-70 % and
10 hours light per da Bird@%re @serve@for day ah and subkethal symptoms. This

s two ns@u‘uve @4-da ts Slnce 01@ deatthwas observed in the first
l@m@t test, gnd no $i2ns @toxwi erg obsgrved 1m@e 0tb1rc§ six n@re birds were dosed at the
limit dose in a sggOnd {&st. Body wejght and\gvera ¢feed c@sulgﬁ n were measured for the treatment
and the contr@r rosgynecropsies W &e petformedyon al ities and on all survivors at test
termination, For b(@i hmf%atests@ob@g@atm s\were de fo@no&@ ty, morbidity and symptoms of

study was conducte

mtoxlcatt%l%dally until test te ati ay 1 Q@ \
The stédy fulfils alLv@idlt&c@%ena of OEED 223Quldei%ﬁe N

There were no m 1t1es%n t %ontfei grou@'@’md &he 000 mg a.s./kg bw treatment group in the
second limit test@@s si mo Obs&sved @the mg a.s./kg bw treatment group in the first
limit test. @ K

Based on this study the a@’te @LD% r zq& ﬁn@exposed to fluopyram as a single oral dose was

determ1@ o be > ZO%mg @kg @ N
SN
¥ ¢ L ﬁATE@AL AND METHODS

s @
Test item: ﬂuQ%/ra speci &atig,i@lo.: @000012455; Batch No.: 08528/002; TOX No.: 0793200,
purity: 94.7@w/§2\ @

S Q S , -

Test desi (@ Zebfa fin (Taeniopygia guttata) were orally dosed with fluopyram at the limit

dose ﬁ &%g b dults zebra finches (Taeniopygia guttata) weighing 9.5 - 13.9 g at test

initi §wn (fi est)and 10.2 - 15.0 g at the initiation of the second limit test were used as test

ISmgy Dlest blrds v%re housed indoors by dosage groups in batteries of pens containing one

randorg%asmgned bird. There were 6 birds per treatment which comprised 3 male and 3 female. Each
pen hadtloor space that measured approximately 33 x 48 cm with a ceiling of 31 cm.

This study was conducted as two consecutive 14-day limit tests. Since one death was observed in the
treatment group of the first limit test, and no signs of toxicity were observed in the other birds, six more
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birds were dosed at the limit in a second test. Control birds were sham dosed with the same carrier used
with the test substance. The test substance was dispersed in corn oil and orally intubated directl

0 &

the proventriculus of each bird. . @§

All test birds were acclimated to the study room and test caging prior to test 1n@1on All zebfa finc
appeared to be in good health at initiation of the test. The birds were fasted fopat least 12 hours p,r1§to
dosing at experimental start. Birds were maintained at 15-25 °C and a relatige humidity § 70% The,,
photoperiod was 10 hours of light per day during acclimation and thro&%h t the test: b{ w@&
exposed to an average light intensity of 467 lux (43.3 fo@ndles) @ @ v\g

@ &
For both limit tests, following dosing, birds were_observed fo@ egurgitatign, and@mc aff ect&©

continuously for the first two hours. Following the {Hitial observ. eriod, s were obs@ved feb
mortality, morbidity and symptoms of intoxica@t 4 additional i als @rmg@e ﬁr(% @rs
post-dosing (day 0). Observations were conducted at least 0 dalhg there@fter 11 tes;tgermi?@tlon
(day 14). Feed consumption was measured j day ‘J@ Any “feed added or
replaced during these intervals was also mgasure ‘&Bod \) 1gh ere @easure im dlat prlc&to
dosing, at day 7 post-dosing and at test teénatqg (dak d o%deatl§prlor to te ati

Gross necrops1es were performed on @mo@les 48d on e ‘&ll sur@zors abest n T&p gross
necropsies included examination of @gen& ph}é%&al G@dltl Mlg%@e tr, 11V dr@rs lungs,

gall bladder, breast muscles, heart,&nd spf@&n. > @ @
%) 6 S & o
Dates of experimental work: Apgjl 28t Jun@ 2008. @ Q& [ ®© (&
- @ S N . 9 &
) II @SUAN&DISC SSION S s
Validity criteria: \ @ @ @ S « % §
S o
3 % S QAN
Table 8.1.1.1- 6: di CDP23, d 26 July 2016
able @{@1 z) crlte\r ac @ng to CR @;@opte u @); )
Validity criteria @h\ @& 5 K@} N @Q{qu@d § Obtained
9 o, @ %
Control m(%ga ity @ %‘”\9 & \ V @@ @3@0 :Z}? 0%
IS R N
Clinical bservatlon& §\ 5 ©@ c\ N

Observations of pild ere 1on % legﬁarg @Ing dr@m, dnd incoordination were observed in all birds
in the 2000 m rou &The gle Q@ality also displayed wing droop, laboured
breathing, @ espé@wengss \ \

The remal%:g birds reco@red ﬁnn 0x1@@atel§%9 hours post-dosing during the first limit test. No

abnorm ysical co?@mon@ were ote(@urié e post-mortem examinations conducted at the
term1nat10n of the ﬁs@}hm %[est N @ N
Obs%rvatlon of plloerec coor@latm@ ere also observed in the second limit test. All birds in

conditions w; noteé@url examinations conducted at the termination of the second

the second limd test recg P§ 0x1mately 9 hours post-dosing. No abnormal physical
he
limit test

Mortaliﬁ’v arxe%ha @

Oéé mor@%ty was note§m day 0 in the single treatment group of the first limit test. This bird died
apprm@ately 20 hours post-dosing. No mortalities occurred during the second limit test in the control
group, or 2000 mg a.s./kg treatment group.
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Table 8.1.1.1-7:  Summary of mortalities and clinical symptoms
Treatment level Overall mortality Clinical symptor@}/ @
[mg a.s./kg bw] (females and males) Number dosed (type) é§
First limit test Q @\)@ A
Control 0 6 %,\\/ - K N3
6 piloerectid, ata@\,
&% lethargy, @ng dégop, 5@
@ N and i%%or nation,
2000 1 V @ . a@
Q w1n% oopydaboured S
g Q breal ing@d 1;§ Q)
@ S Qesponsivene, @
Seconddimiit test 9 o A - N
Control 0 Y% @% o o =
& 9 V6N N oeréstion and-
2000 0 ) @ R @§ A @incogrdinatidy B
A All birds recovered within approximately 29%ours p@ﬁ-dosm@ Q Q Q @w) @\\
B All birds recovered within approx1mately% r&%st do& 6 % Q
DERNECI S &
. v NS
Body weight: @Q ‘RS § X § §‘9 ©
S S & IO .~
Table 8.1.1.1-8:  Summary of %n béay we@ﬁﬁt @© ©) &© ©@ @@ S
@gl R @7 7«
Zebra finch ) S N Mean l%dy g{vgg\ﬁt (g @)
Lg
Treatment level e é& F@a’)les @\ v @ °s, Males
[mg as/kgbw] | “Pay0 DR 7 Dhy 14 &1 Dy @r Qay7 | Day14
S0 ST 0920 Wisstdimittest o D
Control Q@] 128 A 4P |O 13§’ a, 11@> 127 13.7
2000 O | OIS N7 S 9| grns<d 136 13.0
Qo SO A (%% &@econ‘g}&hmt;%st v
Contro\T)j o] w3 113 12 ue @ 13% 14.3 13.8
ESEVEN @4 § 147 @ Wi 13.6 13.8
A nbody welght tglv stud}%seport@ccglcula@s wetgperfom@? based on individual body weights of females
and males on eath assessingnt da ?
\;% Ny O
& & .~ &
Table 8.1.1.1- 9 %@%f@ @;1@ d@Q @’Q
able 8.1.1.1- eed)ConsumptionPer da
MR < -y
O W Mean feed consumption
Zebrgfinch R AR S
4 \\)
Treaﬁlent level Q "X First li@i’t tes@\ Second limit test
lihg a.s./kg bw]x, @We,el@ (@Q AWeek 2 Week 1 Week 2
Control . | 9 85 o |7 31 3.1 3.1
2000, o+ Q28.°C% [R 209 4.0 3.7
@
N & § Q
©

v
Biologi@lndlgﬁ §
<

Tabgs 1.1, @Q @ute&%l toxicity to Zebra Finch

Test su@nce Fluopyram
Test o%j%/ct Zebra Finch (male, female)
LDso [mg a.s./kg bw] > 2000
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II1I. CONCLUSION

The acute oral LDso value for zebra finch exposed to fluopyram as a single oral dose was determl& o

o

be > 2000 mg a.s./kg bw. N
& & o
@ @& £
Assessment and conclusion by applicant: % @ § 2

o
The study and its data are considered as acceptable and%?lable for us@n risk asses@aent

The endpoint is: < @Q

@
LDsy > 2000 mg a.s./kg bw. Based on one ahty arnongQZ d(%s‘ed %&ds ﬂé@ LDso@éan Qg@
trapolated to 3036 /kg b @ @

extrapolated to mg a.s./kg bw. Qo) @} . o \} %) NS

N
NIPNIR- AV IS &

Data Point: = N Q Q
Report Author: SN @7 S Q & @
Report Year: v @ N S

Report Title: Acut;go@i toxfeity (1);@)) oﬁﬁ?ﬁopy@ teclmlcal t(%@lckemu

Report No: R/}\\rlf§§2f6//3fl\é71 1 @Q S5 N

Document No: M446344-01-1 o> o & o >

Guideline(s) followed in _|mt applipable @ @ © K N 9

study: 9 SN IS &Q {i\o\’

Deviations from curreng_ Cu@@t Guédeline: @ECD@? (20@) N

test guideline: & | D&iatioaty A liggyt dos th 3%Quds plu@’, blréfor t@%ontrol were used instead

@ of mln@ym oi@organ men@ed. No 1nfom@t10n on random allocation of
N Dbirds hor on gﬁace a%iulabl of ea @@Hd ag, 1ven@a the report. No information
©© ©\ on médicatign pr1@§o te t{&tart T temp ure was given in the report. The
@ @ @toperl was2 ho@}f@h@ove 10 hgyrs light as recommended in the
9 guideligp fﬁer sp<§§ies thagyquail and mallerd. These deviations are not
N ex d to an impactQn theg 5:75 regults. All validity criteria were met.
Prevmﬁé&valuatlon @\\JJ N(@ot prc%ﬂous%&ubml@\\d Y, Q
NI P N

GLP/Officially \J No, ondlfeied ungpr GL]@fﬁoglly recognised testing facilities

recognised testlng@ @ @5\’ N IS

facilities: @ O o 0O @

Acceptabilit?@ehabf@ly U@ — DA @\ D

@
) % Q@ @'ﬁ? @@ N

Execut summar%\ & @

F lugg%ram technicat w @mr&@ere rally to 3 chickens (Gallus domesticus) at the limit dose of

5000 mg a.s./kg bw. Bir gheld@ ambjen emperature with adequate ventilation and illumination

and 12 hours l@ % s Wé@ obsefwed for 21 days for mortality and sublethal symptoms. Body

weight and average sump on ﬁé@re measured for the treatment and the control group. Gross
form&d t test t ti

necropsw@?}were @ orrgisd on gla survivors at test termination.

The s‘g{ﬁ@ ful&b all %hdltterla of OECD 223 guideline.

No @rtal nd @y cln%@ signs were observed for the birds in the limit dose of 5000 mg a.s./kg bw
m th@ontrol group throughout 21 days observation period.

The ac e oral LDsg value for chicken exposed to fluopyram as a single oral dose was determined to be
> 5000 mg/kg bw.



E Page 17 of 474
BAYER 2021-07-05
\ E J Document MCA — Section 8: Ecotoxicological studies — Part 1

Fluopyram

I. MATERIAL AND METHODS

Test item: Fluopyram, specification No.: 102000017196; Batch No: AE C656948-01-05; TO)&
9244-00; purity: 98.2 %. Q\ @

Test design: The chickens (Gallus domesticus, 9 to 10 weeks old) were giigle orally @@s)ed
fluopyram (with 0.2 % Tween80) at the limit dose of 5000 mg a.s./kg bw. The contrgl, group, was
administered vehicle alone. Chickens weighing 1531-1762 g were use % test organiims. (%%%ke Z
were housed individually with 3 chickens per treatment. T admlmstraﬁ@n was done@ or lgava%ﬁo
each bird in a single dose, using a suitably graduated syr%ge and a stess steel m@@aﬂ@eedi&

All test birds were acclimated for approximately @week pI’lOI&t(%) test 1n1t1a®h an@vereQ@arv .\
overnight prior to oral administration. Water and fgey were prov1@l ad@ébztu@rm acchrngf)lon and

during the test, except during periods of fasti rior to testing. Bifdis were @ned@@t a nt
temperature with adequate ventilation. The ph%operlq%was L oum@f llg@@’er @durmg acclugation

and throughout the test. @ ¢ @ @ oy AN
Dosing was followed by a subsequent ol&%svam%@pem%@of Obs §llons on m hty @ere
made at various intervals for 6 hours o <;Z>. ay ¢ 0N051 nd t or 2§ays Body ghts
were recorded prior to dosing (day O)Q thé@%y 0 ‘:dps1 ayl a 1n ght @1 stu@ day 3,
7, 14 and day 21. Food consumpti %ﬁerm& d forgach @ég gro@p for days
1-3, 3-7, 7-14 and 14-21. At the of (}@he stu%/ all s&vwn@uds re %‘élﬁc@nd&%j ected to a
complete necropsy. @ ©© S
Dates of experimental Workv«\.lﬁle Q2§3}to J@ 30th 2011 & &@ .9 & O
o Q@ D ° &
. o %>
~ s & ENESTREESIES
&) W RESELTS AND DISEUSSION O
. o Y % N Q A S

Validity criteria § v § @ § % Q £

< &
Table 8.1.1.1- 11©©Val @' cr@% S&z:cz%”rdl&?to OE& 22§d0p@> 26 5@%2016)

R
Validity crlt@% @J@\Jj %© © @}equ@ @§ @ Obtained
COmrol{gmality & f§/ <® @0 %@@ é@ 0%
M s D
(o

§ ~ =
Observations: S
> & & 5 =

Mortality and behaviemys @© v < @

@ .
No morta/l\&tsyQand no cl l@ns ware o §@rve @ the control and the single treatment group
(5000 m /kg bw) throughout 21 days observatieg period.
4
AN 7 Q
N N SN v <
Table 8.1.1.1- 12 Suml@ry ort@ltles a @mgns of intoxication

N N
Treatm leve% g{)veﬁdl mo@ality Number dosed Observed effects
[mg a&Kg bw}

@ntro&ﬁ@ @ § 0 3 -

N 5&@ EYAS 0 3 -
< g T

©®




Page 18 of 474

BAYER 2021-07-05
! E g Document MCA — Section 8: Ecotoxicological studies — Part 1
y Fluopyram

Body weight development:
Body weight gain was not affected due to treatment and was found to be comparable with that @he S

control group. Q\ v
& @° &
& ~8
D
Table 8.1.1.1- 13: Body weight and % body weight gain % § § %@@
Treatment Mean bean body weight + SD V&) @%an body wi 8ht gank §
level 2] 29@ M%) 9 é
[mg a.s./kg SN Day vDay ¢ < N
bw] Day 0 Day 3 Day 7 | Day 14 @) Day 21 §3 07 &Q 0- 14 0$ @

1705.00 | 1726.33 | 1781.00 | 185233 | 2014.672) . @ o 2
Control |, 4939 | +48.23 | +46.94 £47.24 154@ LA W 2894, %@?&{i@

Q @ @ <
5000 1579.33 | 1596.33 | 1646.00 | 18.62, 1863100 os ©4.% sy @6

£50.64 | £50.21 | +49. 5?7\5 L5100 | 5756 q
SD:  Standard deviation o @ &V & ’ "\m Q> %, §
Day 0: 1 day prior to dosing Q@ N 2 N %, é\a @ N Q)
Sl SIS RC gy
s @ - S & &N
Food consumption: R S O © O N
2 P & B 0
No effect on food intake waservgﬁj in @e reat@ birdg at 5 m%kg bw@ co@ared to that of
vehicle control group birds. < & @y AN
& O U~ . S
I GO
Table 8.1.1.1- 14: F@ con&p @n per day @ o> Q) é& &\
WD Y Food@nsu on & @
Treatment@gel &\ N blrd/«§I§%<](y < Mean Fo?d
(mg a.s 2 bw SRS § Day 72 | Day14- | COnsumption
ODay 0| Day 1-3° @y Y 6 ) [g/bird/day]
Ry 2 9 v
Control._? Average o | B33 4 1587 [ Y166 | @196 | 2029 172.25
S Average,” | 1517 N 1353 ©] 633 @ 1769 | 1985 169.13
5000 5 N S "
% of@t;rol 99 | © 98 w98 [ o8 98 98

SR
o oo &
Pathological ﬁ@dm%@ @ @) @ Q @&

o,

@) ~ N
No gross p ﬁ)loglcal ch®>©ges e e@nte@gﬁ in @ of the birds sacrificed at the termination of the
obsewa@ eriod. ¢ Q@ @ @ Y
S N A LS
X % @ R N
Biological findings: 63 @\ Q @
@" NI

Table 811145 Adyite %\@oxie{? to (lg}»

Test subsQ\h’ce NS Q Fluopyram

Test Olix&t @ - (m\©\J Chicken

LDsofinig a5k bvd = > 5000

‘o

S
¢ £

&
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II1I. CONCLUSION

The acute oral LDs value for chicken exposed to fluopyram as a single oral dose was determinedé@ be @6

> 5000 mg a.s./kg bw. N
Qb @® S
& Lo
Assessment and conclusion by applicant: § @Q\ &
The study is not conducted under GLP but at a certifi€d) testing faci&%ﬁl, and its dgﬂ ar, °i§eport@§
transparently. Therefore the study is considered as acce%able and rele for use @@isl{ @ss%@. g
The endpoint is: & Q) N Q SENIS)
LDso > 5000 mg a.s./kg bw %@ Q - & @
> gas/ie /ﬁ@ @7@:@ Q \é c @@79
& 9 & O g @6 S
%o @) GRS S <\ IS
W\% T \@ - S & ° &e
PN N NN S
TN Oy &
$ T Y VS N IS
Ve o > & 9 .9 &
o &N S @S & 9 «
R & &
% O N & S
o O N Q& 92
S % 9 § @ @Q e $ @
v e O ¥ .0 & O
F T S 0O
@ S o L @© @ @
S QO NTN N o 9 N
F D Na a8 §@ N
& £ .0 O « SIS, S
(O N N N
N 5 @’@ @ © Q@ &
&@ \@Q \@ Q° \© o \©
SE®) S
§ RN > & >
@ 9O ¢ © o O @
QOO O N O D
O K &2 o
<) S o L2
@’ 2 Q @ SIS
N AN L9
N (g @\ R Q)
@° & >
QNN
@ < Q & ©@
MO I
<&
{x’ O~ @ o
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CA 8.1.1.2 Short-term dietary toxicity to birds

&

Active substance fluopyram Q\ @&
& O
s S
Data Point: KCA 8.1.1.2/01 ~ S D

Report Author: _ < QO o 2

Report Year: 2007 &) & S Q
Report Title: AE C656948 (tech. a.s.) - 5—day—mtary LC50 @%obwhitc qu@ﬁ((fo@s y\g@
virginianus) 'S O A NS
Report No: BAR/LC 023 @ A S e @
Document No: M-264902-02-1 @ 9 O (($ a N
Guideline(s) followed in | U.S.EPA Ecological Efféts Test Guid@ncs, (%WTS @032 F)\Avia%tuﬁctary@
study: Toxicity Test (April $Q96); 0&4°D i@blini&ﬁ forgesStin Cherfigals " Adan
Dietary Toxicity Tes @ O ] 6@ & % .
(April 1984) > @ K & O & N
Deviations from current Current Guidciﬁ@: %)l%‘@ 2()&?*984) @ % Q
test guideline: Deviations: Ty tempgre

ture @thcob‘ﬁgodinmpg@mcnt %\gin t ‘ang@%—
39.2°C fo ch@s at a%?@ﬂ A and Bvthe rg@pe 2747 4.§0r thechicks
at age 8- days,@gehtlsdi ‘feriﬁig,trmw recp@¥ended 35- C ap@0-32 °C,
respecti@ y. A%the agg of the@icks dayQthe tegyperat Vasoéﬁ)-ﬁj °C,
sligh@ higheg than tigrreco@nend 288 The Sfative @midjty was not
rep&red. These dgagations a@ not &xpecte@y ha@g an impact onghe study results.
Alwalidity criteig’weredmet. gy e 9

Previous evaluation: R Gpes, ev@ated@% aged o @% é @ y\t@
NS

in DAR (20117 @ %

GLP/Officially 2. Y%@on%@cd unded G ]@)fﬁ@@i\{/ rc@qisc@%mtingg%mcs

recognised testing N S @ O §9 O AN

facilities: . @ <& ) P < @

Acccptabﬂity/w}ﬁﬂi% Yesg . S T @ X
Qo O g

Executive @ymmar@j ) % @\ 03 é&

@
Young %@r‘[hem Bo @ite t%cks@ 0 days oldy" w @exp@d for 5 days to nominal dietary
concer@raﬁons of 0-{control), 279, 562, @@2?), 23! n§%78 smg fluopyram technical/kg feed. There
were 10 chicks (u@own%ﬁex@tesm@nce ion 2Q (unknown sex) for the control. Birds were
held at a temperdinre of2y.9 ta39.2 ‘@and K hougs light gef day. Observations for mortality and signs
of intoxicationgyere maade a@@as‘goﬁ@e da@ Bodpweighys were recorded on day 0 at test initiation, on
day 5 and af¥$est terfrfinati6h on QE 8. Feed c@ump@n for each level was recorded daily during the
exposure,%d recovery pod%@rosﬁgo@es we¥é carried out on all prematurely deaths and on all
survivo amples wé collerted t eri@the °’£§t’ concentrations administered and to confirm the

stability and homo@ity %the t% sub%nceo@m diets.
X X .
ThéStudy fulfilled ail vaiidity gijteria oFthe GBOECD 205 guideline.

N
No mortality Q abrormal %av@r@s oc§ned. At the end of the exposure period (day 5) the body
weight in highgst te once%fratiq@ (5000 mg a.s./kg feed) was significantly reduced. At test
terminatioq on d@& t wa %smaﬁ@igniﬁcant reduction of the body weight detected in the highest
test ctrggn (5000 mg@s./’kg feed) compared to the control. No clear relationship between
treatntent andyfood @nsu ion was found. Analysis of diet samples verified the test concentrations
ad %ster@?and (@nﬁrgd the stability and homogeneity of the test substance in the diets.

The su %te dietary LCso of fluopyram to 12-day old Northern Bobwhite chicks was determined to be
> 50008mg a.s./kg feed, corresponding with an LDDsy of > 1845.4 mg a.s./kg bw/d.
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I. MATERIAL AND METHODS

Test item: Fluopyram, specification No.: 102000012455; Batch No.: 08528/0002; Sample code:@F— ©©
2005-0058-TOX-07153; purity: 95.0 % Q\ g

Test design: Young Bobwhite (Colinus virginianus) chicks (10 days old) were éposed to ﬂuQ%/ra

5 days to nominal dietary concentrations (techn. a.s.) of 0 (control), 313, 625, 12 2508, and
5000 mg a.s./kg feed. There were 10 chicks (unknown sex) per test conce ﬁ%tion and 20 @nkn se )@
for the control which were housed with 10 chicks per cage(@ontrol birdsseceived basa@ntr&‘éftwed) feéf
Each cage had floor space that measured approximately Y00 x 55 cm@fh a ceilingéﬁzs @ v\g@ &@
Birds were acclimatized for approximately 7 days pr@’ to the expag@e. At the s@f of a@ima@%h t©
chicks were well developed and similar to birds fromwild populaf%n. Qply bi thatﬁppeare@hea@
were used for the study. Water and feed were ided ad libitum diffing acclimation and@turiggdhe
test. Room temperature was between 27.9 tg 39.2 % duri the%g}clil%@én test\%eriodgy The
photoperiod was maintained at 12 hours of light Py @ay d@mg aqéamat@@ and, ou&llout tl%test. .

d%'lly d accl@nati@(j)n, &ce
%o inal

Observations for mortality and on signs &%toa{@io&&re&
t theollowdng stydy days until

e

on the first exposure day, continued at ledst oncedaily throug S

sacrifice. Body weights were record n dﬁg\o at*ts@@dty %ati%on @ t tefMiinatiéa of the
control groép for days

5 agda
test on day 8. Feed consumption W&@iete@nedggcag% r g@trﬁzﬁent 0
0-5 and 5-8. Gross necropsies We@carr(%d out %n all %gmat deatils aléé)n a@lwio N
Statistics: For statistical ev;ﬁﬁbn o@ossib@’trea&nt Sated @ects, @e da@@br festing endpoints
were processed as unpaired p ison@cgmment eve]&\@th ur@%ateg@con‘[rol.@niﬁally the data
were analysed on Variance%lorm@ eouylistriligition (@}tlett‘s tes@< 0.08)- In c&se of homogeneous
variances, subsequent ‘analys werdZconddeted s ing @a“raméﬁﬂic techniques” (Bonferroni  t-test
adjustment); otherwise the B rropWelct-testyd jus@nt &, inh@énogene% variances was used.
All described statistj proc@ur@@vere @rried@t b}glsmg T Rat @rofes@i@nal (Version 2.09).
Analytics: Sam of & test, diets™were Qollec,@ at §§I sta@% to y the test concentrations
administered to gepnfirm “the ¢stabiligyy and hom ity. the,test substance in the diets.
Homogeneitydt the@st s B3tanceSh thédiet \@% evglwited By collggting three samples which have
been randogyly chog@jn out 6f thédood batch concentr@tions at 100 dnd 5000 mg a.s./kg feed (prepared
on March 7™, 2005). @mpl@for @ ity analysgs, werectakens{rom the batch concentrations at 100
and 5060 mg a.s./kg féed (pr%red 0 Ap@%M‘f, 2H05) dnd st%@ at test conditions for 1 day and deep
frozen (-18 °C) for@%days\\\ éﬁ RS é& Q
Dates of experinfental ;g%rk: A&ust ggﬂl tQ ﬁw@ghs@ls‘, 2&@

@ O & .0 & o @

Q O O D N S >
) S § IS}J@% A%@)ISCUSSION
Validity&Siteria: o\@ 9 Q @\

Q N
Tab@%.l.ll- 1: Walid@i@‘ite&@ﬁ(acc@@ing&)ECD 205, adopted 04 April 1984)
e

Validity Critg@“ . N @@ Q Required Obtained
LN @

Control mowralit <10 % 0 %
by o & O " °

Test e ntratig maintained Ger the 5 day > 80 % of nominal 89 - 96 % of nominal

eXposure pergt N% < -

Tr%&nent f@hated @cts i the lowest

¢ @ J e n{t@@/el § No effects should occur Fulfilled

&
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Analytical results:

Samples collected at test start to verify test substance concentrations for the 313, 625, 125&nd
5000 mg a.s./kg feed diets had measured concentrations of 279, 562, 1121, 2338 and 4785 mga.s./k§V’
feed, respectively. These values represented 89, 90, 90, 94 and 96 % of inal conq&@ratl(@g

@
document M-CA 4, which comply with the £U regulator@‘eqmrement@ outliy d hlné

respectively. 73 o\@
No residues of fluopyram were found in the control samples. % § § \245@
Full details and acceptable validation data to supporé?e analy‘uc@%nethod are@re efted wighin

SANTE/2020/12830, Rev.1. @ & S R & A
Q @@f @ & @) @}@
\% AR D NN
Table 8.1.1.2-2:  Analysis of diet test é& @@Q %Q g\a 2y @§ S S o
Nominal dietary concentration i%asure@etar@vonc@%atwﬁj S 9110 n@ @§
[mg a.s./kg feed] \[mg ® ke &a] Y © & §
313 Q9 N AN AN of L oo Y
625 N \ RN R 90&@
1250 Nl © o1y O 9O O 9
2500 NN PN S
5000 Mo O oA ws S N9 PR

@ © @\b’ % o N @ N

Diet samples were cok@cted @%‘1 thé100 ahdl 50®pp ntratmr@nd were analysed to
evaluate the homo ity O@hﬁk@f sul@ance the met Me sure oncélgtratlons for the two test

concentrations w 9 r@a S Zk@ﬁee% d 5047 mg@ /kggéd r&spectl@ly

. . @ \
Analysis of d @ collegted f@] fe&h S aftgr&belr%held @ud condltlons for 24 hours revealed
96 and 98 % of th@ilomiﬁal values fi e Q@h c@entra@)ns& 100 and 5000 mg a.s./kg feed.
Analysis. faliet samples collected fro, %eed &3 after @eld i@ deep freezer (-18 °C) for 14 days
resulte@ 5% and 9 0 of§ lvalues f(@@le b % @ntratlons at 100 and 5000 mg a.s./kg

@/o

feed. ~ S
SRS e
Observations: © % @,% Y & @b
N S g Q.o @
Mortality alnlcgt]@bse&ﬁtlorf& °
betiounyo n@?\ P
No mor‘z@kg and abnorrn be@ouz& cy \%@
@\ & @
Tah@g&l.ll- 3: %ﬂlm%@ ofoé@lj‘ta@l}i@s an%@hnical symptoms
@° Ovetrall mortality .
Treatment 1 @ (fem es and males) Number intSl,g(?s :if n
[mg a.s./kgf€ed] Day Q\— @QDay 0 —Day 4 Day 5—-Day 7 dosed (zt cz;) 0
S @ Pr pqﬁf e) (Exposure) (Post exposure) P
Génirol ~Z 0O 0 0 20 -
2313 & | @ 0 0 10 -
@ 6252 W 0 0 0 10 -
1280 0 0 0 10 -
@300 0 0 0 10 -
5000 0 0 0 10 -
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Body weight and feed consumption:

At the end of the exposure period the body weight in the highest test concentration (5000 mg @ﬁ’kg ©©
feed) was significantly reduced. At test termination there was a small significant reduction of gie body??
weight detected in the highest test concentration (5000 mg a.s./kg feed) comp@ to the coux . @@
g .
D
S 6 & .
\ 9,
o &
(@Q Change of@ody

Table 8.1.1.2- 4: Quail mean body weight and change of@dy weight

@

&

Mean bodyweight + S.D.

[2] N Pl Q

Nominal treatment

concentration
|mg a.s./kg feed]

Day 0

Day 5

i

&
9

\Sdﬂ@%

Exposur
lOd&

O
N

ost—Ex@sur&@
Period ()
13, days O

Control

240+1.9

35728

+4%.9 @1

4. 19:0

313

23.1+0.8

34.5+1.7

%41?@@21

o

194 9

Q

S

625

23:6£:1:7

342¢24 °

U ANG 23

+458>

=+ 2 &
44 9

1250

243+1.6

343423

@p0+3x3

Q

S

+8.3 Q)

Aot 22

2500

242+1.9

R84S

AB9. 7662

o

€35.7 &

&

+209

5000

241+15

& 27.6 281 *

36.0% 4.0 %,

Tha I

<4

S5.D.:
*

Standard deviation ©
Statistically different from the@pntrol $woup at s 0,0%§
S

X

@

S \\)J
D &
&

@
&@Q ©

O

f@

8)
&

~

D
und. § thé@ilgl @test concentration
days r%ark$ higher than that of
1h food consumption was
ou @:onsumeu e bit less than the control

g]. (SN

(5000 mg a.s./kg feed) the m
the control, during exgosure @110 *&g we
not consistent ove hole testggrio €0

©e
until day 6. On %@gﬁ&e@omrgkconsﬁﬁed 1iQre fo§

No clear relationship J‘Q@ the @od epnsur 1011 <was
food cons @Vas om)%0

sdur po%ﬁreatm@t b

S S 9 K@J @ §
Table 8.1,&@ 5:  Quailmeandeed c /@mpt @’ @ @}
A @ @ SR @ Mean fobd consumption
Treat Ao ®) N g 9/bird/day]
[mg a.s. /:ﬁid ) \O:TExpos@’e Perfod @ Post-Exposure Period
% é Qy o Xdaves I 3 days
@mof o .Y  © 10 W© 11.8
V313 N & O 9.5
=) 625 O o x50 w, 6.9
L 1250 . 0N RS 7.0
2500, > S |0 @ &S 7.6
5000 @ ¢ X Q.o 15.8
@ N 4
@ =) § N @Q
O Q & 9
MO I
<
< @ N
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Table 8.1.1.2- 6:

Adult bird feed consumption: Daily dietary dose

Treatment Mean body weight Mean food Mean food Daily dlet@}) @b
. consumption consumption/ mean dose X o
[mg a.s./kg Exposure Period Exposure Period body weight * & [mg %
feed] lg bw] . gl
[g feed/ bird/ day] | [kg feed/ kg bw/ day] bwiday] &
g g g bw/d ]
Control 29.8 7.1 0.238 SRS -
313 28.8 6.9 _ 0.240, xRN
625 28.9 50 5 0.073 & 269 @
1250 29.3 6.0 @205 WSS
2500 28.5 560 o022 O 53840” @
5000 25.8 190" B3R Q |o 1@45 4
bw:  Body weight RN
A Values not presented in study report. Calculated‘ﬁu the @75 of g&ﬁ&”ts fo@%@d cofisu mpn@@ld bo&? welgh%w)
given in study report %, < Qy @ & % o
B Based on measured concentration in test die%at test &gprt. @ Q @ @) @7 @&
ST Y OO $
@ N 0N OO S & S
Gross pathology: Q KK é\g Q & &Y @ N
© . @
No signs of necropsy abnormality were foffiid. " RN § @Q § w\?@
Ve o d § 9,0 & ~
o . o © ¥ S @ @ & 9«
Biological findings: § ~ S KSR @° ¢ O
O N & SN L9
A . Noe N @ °N @
Table 8.1.1.2-7:  Short-téym diétiry tokiRity lrd;x SR S
Test substance ~ @ © Q 6@ Q" &« . Flou@ram
Test object @»Q o Q> @ § o UBOb@llte Qfail chicks (10 days)
Exposure @ Q& o D 7 .Q @w @ dietary
S S W & ng%a s./kg feed] [mg a.s./kg bw/d]
LCso/LDs © & O Y 7 o I §5000mom) > 1845.4 (im)
Lowest observed effect level LQFL) = & O] o, 5000 (nom) 1845.4 (im)
No obsefyed effect leyd INOEL) IS SIS @500 (nom) 538.0 (im)
im: Inﬁlally measur conceﬁtgatlon test di N IR
nom: Nominal conc é‘S%tlon i tes@ k& \® @ é @Q
SRS
@ °\ @ @
@ @Q o\@ \@L C@CLU N
The subac %e dletary LC5§)f fl yra@ 1 y 01@% orthern Bobwhite chicks was determined to be
> 5000 s./kg feec‘@orre ndin it}@n LD@O of > 1845.4 mg a.s./kg bw/d.
Base&on all paramet @@rs me%sure@he I\@L %Q? 2500 mg a.s./kg feed.
& & 3
@ N ¥
Assessmentand conclusiay’b lican@

The stud& nd

The eom@'
C§§> 50@(@@mg @@kg%

L%Dso 1845.4 mg a.s./kg bw/d
\./

N @ . o
1@1&21 ats corgdered%@ acceptable and reliable for use in risk assessment.

ook ke sk keoskok
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Data Point: KCA 8.1.1.2/02 @&° S
Report Author: _ W N @@
Report Year: 2005 S) o
Report Title: AE C656948 techn. a.s. : 5-day-dietary LC50 mallard du@%{Anas platygb%cho@
Report No: BAR/LC 020 v .
Document No: M-262710-01-1 (®% @ z
Guideline(s) followed in | U.S.EPA Ecological Effects Test Guidelines, OPPTs §50.2200 A\%gm Dm\k?y &
study: Toxicity Test (April 1996); Y @ @ Q\ @
U.S. EPA OPPTS Guideline No. 850.2200 Q @ v &
OECD guideline 205 for tcst@ of chumlual&@wan Dieta to\TOXlLF@TLSt@pU&
1984) Q &
Deviations from current Current guideline: OE(%@B (1984) N @J R @ & @
test guideline: Deviations: At the age of the chicks > @@ﬂays e ten@’rann as 2653- 29@
slightly higher than &rew@@end% %’ Th ativ lmldlt\was no
reported. These deviation *ﬁ&;e no@@pecté@’o ha\‘ﬂn 1mp to ‘xe st@esul& °
All validity Llltgl‘%\’\ elggl XN U @
Sone ev F , ®
Previous evaluation: 1}1::5{)2\;](11;&;3@;}% acgspted @> &Q & o éa w
& N oo & O
GLP/Officially Yes, condl@\éd uﬁd@r GLl@ﬁlcﬁ@@ rec lse ting§iliti@? &
recognised testing ®\ @ < N N
facilities: Q &) Z) 6 S« O 0 O S
Acceptability/Reliability: [Yes @ . 0 o ©WT QO N

% @ <
Mallard duck chicks (12 da %d ) wgre ex@)sed‘f‘ d@/s tddnomjnal dlct@ concentrations of 0

Executive summary

(control), 313, 625 <1250, @hd 5900 I§ o feed: Thety” werg, 10 hatchlings per test
concentration and for ‘ehe cpt@»l ﬁ@ls were he perature 0@6 2 to 35 °C and 16 hours
light per day. O s fo&ﬁortahty an&%gns of 1nt0)®at1 ere Hade at least once daily. Body
weights wer § y 0 af) tqu@’nltlagp 0 day §ud test termination on day 8. Feed
consumptlo or e le\%@ recorded d g théexp $Gte and recovery period. Gross
necropsies Were camed%ut 0 turel§pdeaths™and @n all s@rvivors. Samples were collected to

verify @es‘[ concenfrdtio @dml tered and t@@onf@? the@ability and homogeneity of the test
substance in the dle‘t«% N % S N %\

NS
The study fulﬁll%@ll V%ldlty @%ﬂ&g}the@CD 2@ gu@ehne

In the controlggroup @ i '-} 1286 mg@\ /kg@ gr@’p one bird each died prematurely, showing
severe signs‘ef ema@a‘u hedﬁth nsu@ed treatment related. There were no effects on
food consu@ptlon and bo A e%e pn@lt in tfe test groups compared to the control group. The
frequen@currence of @ark r pancrgls at@cro at 5000 mg a.s./kg feed was considered treatment-
related. Analysis of* @ sa les v ﬁed test ﬁentraﬁons administered and confirmed the stability
and%%‘mogenelty ofthe ub st

The subacute dig tary LC5 of pyr@n tec al in Mallards was determined to be > 5000 mg a.s./kg
feed, corresponding %i(gh a ég/@f > lé% mg a.s./kg bw/d.

O O & ©@
N
@ @ @ § I. MATERIAL AND METHODS

TOX-06970; purity: 94.7 %

Test dﬁs@n Young mallard ducks (4nas platyrhynchos) chicks (12 day old) were exposed to fluopyram
for 5 days to nominal dietary concentrations (techn. a.s.) of 0 (control), 313, 625, 1250, 2500 and
5000 mg a.s./kg feed. There were 10 chicks (unknown sex) per test concentration and 20 (unknown sex)

Test 4tem: @ tchmlcal specification No.: 102000012455; Batch No.: 08528/0002; Sample
@ﬁ% ©2005-004
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for the control, which were housed with 10 chicks per cage. Control birds received basal (untreated)
feed. Each cage had floor space that measured approximately 100 x 70 cm with a ceiling of 40 c@ S

start of acclimation, the chicks were well developed and similar to birds fro ild populatfon.

birds that appeared healthy were used for the study. Water and feed were pfgvided ad libitum gh‘@ng
acclimation and during the test. Room temperature was between 26.2 to 3§ °C during t acch@aﬂor@
and test periods. The photoperiod was maintained at 16 ]@urs of light p@g ay during’&cchn& n

throughout the test. & @ @\2}” Q\ @ &@

Birds were acclimatized for approximately 7 days prior to being randomized j E nto test group%\éxt th§

Observations for mortality and on signs of 1nt0x1cat1(m were made @gy during a@@flma@tio é\\gvi

on the first exposure day, continued at least once dall roughout thg*following yd ys unti@rmin@
sacrifice. Body weights were recorded on day 0 udy initiation, onpdy 5 4ud at ingtion 0@%6
test on day 8. Feed consumption was determlne cage fo §@ch tteatmengyand @ntrol wwroup_T6F the
exposure and the post-exposure period. Gros camg 01%@51 all @maturﬁy deathis and

on all survivors. @ @ Q &

Statistics: For statistical evaluation of p@s 1 t?eat it relatgd ef ata gﬁr testl 1nts
were processed as unpalred comparlsor@of dsh treat@éntole%sel w1t®untrew$ed ol. 1a11 e data
were analysed on variances hornoge ﬁZEo’ﬁ'lbu‘[ (B@@ett s@t 05) cas geneous
variances, subsequent analyses rere c@iduct%d usuﬂ% pa@me‘m@ ues Bonfer 0n1 t-test

adjustment); otherwise the Bonfe oni Welch t4est a, e@ esé@é@anan%es was used.
All described statistical proc s cre carrl out us&&’ ToxRat Pro ssio on 2.09).

Analytics: Samples of the %st &@ts co ted @ test <§<tart velglf@the st concentrations
administered and to co y moge gty of_the ance in the diets.
Homogeneity of the test “Substace i the was @/alu@ ollectfﬁg thr samples which have
been randomly chos %ut Q’§E f@@ bat h con tra jons at c\ 000, mg a.s./kg feed (prepared
on March 17%, 2 /§ ples 51s @re tagen from the ba ch concentrations at 100
and 5000 mg a.s.&g feedIprepare onMarch\l 7t K ) a&@stor@%at te%&’ondlnons (35 °C) for 1 day

and deep froze&2 for 1 day& @ AN §
o WO
S&Ee

o TN 6 8 & @ ©
Dates of gxperimental work: @y 12@ May 28, @)05 N\
A @ \Q & O v O
AN
Q& &0 K D
@ S @ II@{ES%@S ANDDISCHSSION
Validity criterl@% @Q @@’ @\ @ @
~ \
Table 8.1.1 2: alldl ert ac in E(@ZOS adopted 04 April 1984
Ay ty s@ ( @i‘% g0 P p )
Validi@riteria o\@ Q &§§ @ Required Obtained
A . S Lo DRSS 0 5%
Control mortality § N Q § <10 % (1 out of 20)
Test concentratig® malntam er t @day o . o .
exposure peridd @ % Q > 80 % of nominal 90 - 93 % of nominal
Treatment @ted cts i owe st D
reatmengdevel € & ( §9 Q No effects should occur Fulfilled

S axa 3
S EES
@ & <

&
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Analytical results:

Samples collected at test start to verify test substance concentrations for the 313, 625, 1250 and SO@mg
a.s./kg feed diets had measured concentrations of 280.9, 580.2, 1119.1, 2307.1_and 4604.5 mga.s./kgy®
feed, respectively. These values represented 90, 93, 90, 92 and 92 % of @‘dnal conq&@ratlé@g

respectively. (o8 N
No residues of fluopyram were found in the control samples. &% . § @)@ \25@
© & MEGNEES
@ N @ @
Vo8 ¥ s
Table 8.1.1.2-9:  Analysis of diet test o @ S R EOFN
Ve & 3
Nominal dietary concentration Measutary concenﬁat 'Q')O Q o & @ﬁi @&
[mg a.s./kg feed] Day 0 f§ @ Ofno& al
Gz\ [mg@@ kg feed| AN v
313 280" @ o O <90
625 SX% 5" 86 % S VYVad @
1250 N NN Y .
a4 mandE a o & g ©
5000 NIRRT TR fﬁQ 92, P
% @ @ C} @“f © O N

8)
Diet samples were collected@om T‘he 1 and 56@90 mg a.s. /@Qfe ﬁtest co@cent&ons and were
analysed to evaluate the homd: genmy e tes%ubstal@e in the die easu@d co(%centratlons for the
two test concentrations we@ 99 p 047% §mg a. &/kg ff@(iv Tespe 1ve<i@

Analysis of diet sam@ col]@@ed from feg ers a be@gﬁheld @stud&ond m)% (35 °C) for 24 hours
revealed 96 and 9 of the no@al alires fo‘ﬁhe baic centrations at 100 and 5000 mg a.s./kg

feed. Analysis of-gdset saf@ples talle cte&fron&eede@@fter ieep freezer (-18 °C) for 14
days resulted 1@ % 99 % of the non@l valties for the b congentrations at 100 and 5000 mg
o ©O o

as./kg feed. © @J@ g N o\f@ @ S %@
Observations: @Q @ @ o @Q § &
Mortality and clm@%bs@waho&ﬁ o @ Qx QS
In the control g@lp in t 25 g a&/@j @ one bird each died prematurely, showing
severe signs o@mac@ dea@ was@t co@dere@r tment related.
@
%f' f@
Table 8 @ 2-10: Sul@lary@nort:@tles @1 clu{&i’l symptoms
Naminal treatmelﬁv % @erﬂgx (()ir Signs of
concentration m’ Yfemalésn Number dosed Intoxication
[mg a.s./kg feéd] Dayl-4 @ Days 8 (type)
gas/kg & @osu‘x;& Q(Post exposure) yp
Contte¥ S\ B @\‘ 0 @ 1 20 -
NI Sl IS S 0 10 -
<875 W &) 0 10 -
125087 & 1 0 10 -
O 25 @] N 0 0 10 -
5Q60 0 0 10 -

&

Body weight and feed consumption:

For body weight development, no difference between exposure and control groups were found.
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Table 8.1.1.2-11: Mallard mean body weight and change of body weight o\@ é§
Mean bodyweight + S.D. Cha@ of body wei ht &b
Nominal treatment [g] oy (%] N N
concentration Exposure PostExpo e
[mg a.s./kg feed] Day 0 Day § Day 8 %ﬁ'od . @e-nod%%§ §@
y%‘) <3 days 3 days -
Control 147.1+15.7 | 2364+417 99+67.7 I +60 [ Q1 « 7| <«
313 15734137 | 27594181 {3504+2489° +64 | 35 A c&©
625 151.0+19.5 | 243.7+345\7 322.3+459 +61 | o +320 P
1250 143.7+9.5 2426+289 | 33374380 (@ +68R [ O +@7 @
2500 15704151 | 2535£27.1 133459333 +%1 O ¥R
5000 153.0+154 | 24189288 @ 3290=360 | &8 ] . +36
SD. Standard deviation % @ @ Q ~ Q> Q @7 ’ @&
)
No influence on food consumption WQ@%bs@d 1§J.W t@ztmen&’ up@‘;\ﬁ @ Q& O
AR y & & .o
Table 8.1.1.2- 12: Mallard mean fegd consump(%on da‘ @ .
ﬁ\ Q L S
@ % C(@ ean@od c@ump@n @ %
Treatment [gfbu@ av]@ ©
|mg a.s./kg feed] Eé%sm riodQy @Post ﬁ@pos@f Period
L9 5 @vs A @ 3 days
Control ﬁ% ca (%2 9 x Q o @.l
33 & A & o TR O D o (D64
625 & [ © 1Y O @ 973
12509 (O S %80 N O @ S 1048
0 O o] o (BT b 95.4
5000 % |, n? S O 9 89.2
. (@ Z Q >
> s & & YV o F
A oy . QxS O
Table 8.1.1.2- 13: ult hird feediconsu ion¢PNaily dietal'v e
At b Teed gonsugdpion: Dl ieary oo
atfood U @ Mean food Daily dietary
Treatment @, ﬁ% IS ; B
— cmg mptign onsumption/ mean dose
feed] @ E ure I@‘lod body weight * [mg a.s./kg
Q Lé%edf lﬂg}f da Ikg feed/ kg bw/ day] bw/day]
Contygl) LT29 % 0.380 0
318 RUES 0374 105.2
%625 & 1y 0371 215.6
1250 1951 O |~ 690 0.352 394.1
2500 <7 (20530 Q76.2 0371 856.8
5000 @ N 1923 2 704 0357 1642.7

bw:  BodfwveightQd @U
il €s 1o escnted n studPreport. Calculated on the basis of results for food consumption and body weight (bw)

tg‘x en i y 1
@ Based @ mea @u ation in test diets at test start.

Gross ﬁglologv

Necropsy of the two prematurely dead birds showed strong emaciation (one dead bird in control on day
7 and one dead birds in 1250 mg a.s./kg feed on day 2).
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One of the birds showed additionally a whitish coloured pancreas (1250 mg a.s./kg feed), the other one
showed a dark red pancreas and yellow coloured thickened heart bag (control). @ @

(reduced liver, increased spleen, yellow coloured thickened pericardium, a dagkated pancreaﬁlgn@f
visceral gout at the gall bladder, yellowish plaques at the chest). @

For the test concentration of 1250 mg a.s./kg feed, 2 of 9 survivors show&dﬁ%eddlsh colo@d p@rea%@
For the test concentrations at 313, 625 and 2500 mg a.s. /@feed there @re no ﬁndn@s \ @ @

At the highest test concentration (5000 mg a.s./kg feed), 7 of 10 birds @%wed reddlss@ colo@d peak©
One of them showed additionally a haematoma at t Gl chest. Q& . @
= o & ES N

v o N @

Biological findings: % &°
Table 8.1.1.2- 14:  5-day-dietary toxicity t()%i?if (g;’ % @&
Test substance &N D &© F&Eﬁyra@@echg&al §
Test object Q L& f& °Wallax@\\ﬁucléhick§x@ daysold) ©
Exposure &U Q v %letg;@ & %@9
R ¢ @ r@.g agligfeed @O [y a.s/kg bw/d]
LCso/ LDso &0 . Ol @ >5000mg) | © > 1643 (nom)
Lowest observed effect levelt&OE@ @} I 73000 (fem) - 2 & > 1643 (nom)
N3 D
&)

No observed effect levelQ@EL) O § 250ngnom}o\7 { 856.8 (nom)

nom: Nominal concentrai(ﬂ)n in testdiets © @ 6@& \ %
&8 S SRy
@ % III\CONc]@JSIO @ > @

<

&
N\ \
The subacute a;ﬁ uop@m % ica} in Mallards @ dete%hmed to be > 5000 mg a.s./kg
ith 1643

feed, corresp DDso of > m@a 5./ bw/dO
Based o@%parameter@mea@d I@%OEL as @OO .S, /lg%@éed

S
Q\D & N\
Assessment angl@oncl sion Qa icant: @’ ©

In the control group 2 of 19 survivors showed strong emaciation and various otger changes at rops@

S
@

@

Y
The study an@its da@re @si@e@%\f as @epta@and@ iable for use in risk assessment.
. O © SN D
The endpgints are: > ©\ '%'Q @g@ @
LCso>@0mgasﬂ@feed@ @ @ @\%
& .
DDy > 1643 mg@&/k@v/d > 2 &
o &@ &Q
@%
s A &S 8
@ < Q & ©@
SN
N
SANCNER S
S A
& &
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CA8.1.1.3 Sub-chronic and reproductive toxicity to birds

Active substance fluopyram S @@
o o P

Data Point: KCA 8.1.1.3/01 ~ & D
Report Author: ) S & &
Report Year: 2008 &) & S
Report Title: Effect of AE C656948 tcchnicalWrcproducti%@f the northcygf@obw@c qu@_g@
Report No: EBGMP004-1 & Q QY o
Document No: M-299245-02-1 Y (@x " O @U @
Guideline(s) followed in | OECD 206; FIFRA Gui 71-4; USEPA‘OP@@ 85(@00 @ @}
study: Y Q> - O \N &x@ &
Deviations from current | Current Guideline: OECD 2()6@1984@ v %U SR v
test guideline: Deviations: The bir(@wcrg%@ wcc@%’old a@é&mcr' ntal $@rt, bc@w the

minimum age of wcck@ﬂccom@bndcd@/ the guideligg, The @or a@)cr p@p
was 0.1568 m?,Beldw (s 0.25 M2 rec@pmenge), Tho@mp&@ﬁturc duriig §

storage was 1 %C, ] %r tha@hie 1546 °C@tomgdnded Lhe terferatug
g Y L ©

during inc@ion(ﬁéﬁﬁ OC@Q%S s@tly Idwer tha@y37.5 @eco @;ded y the

guidelin ¢ tergperatesg durin“g,hatch&nD washdt repeded. zﬁatc 1@\555 were

kept at Qmp%ature range 0f@2-38 ° Qlurin@ e filégnd sggond week, lower

than @ minggtim 335 rec@lmen@ foﬁ ﬂrst@ek @abo&i the maximum
gl

32 recoitnen for the@éconé&week. hygidity during egy’storage was
87y ¢ 0, d&igher tl@yY the xégcomm@,ded 5875 %ﬁe Lm@@idity%uring hatching was
5.7 % Lwer Hin thcommcndcd 70-75 %63 @ %,
Thes@deviatiofis ar: t cx@tcd tvc impactedhe sﬂ@rcsults. All validity
& cr'@; : W'Lc\fl@fulfill@ Sa O S«
Previous evaluation: yé , eV ed ai@ acce, KXo > Q AN
<§@ QU DA&”J@ @ @© f@ & @
GLP/Officially @Q \ Yesggdnducted un&N}LP7&fficial@%ccos@iscd QIng facilities
recognised tcs%@ > o & 3 %& S § v
facilities: @§ 5 9 o Q @
Acceptabili@g/Reliability; | Yes 9 R o & o
N AN
.&@ o @ 0 @ @Q o ©© § °\©
Executive summa@\ &\ é\g O T&\ & N
The purpose of t{bﬁ stu@g was@eva ate thg@ffects of digtary exposure to fluopyram on adult health
and reproduction of white’ quagl” Adp bok@ite il (Colinus virginianus) were exposed to
fluopyram oxgr app@ximaél%' 23"weeks\to nomigal digtary concentrations of 0 (control), 250, 500 and
1000 mg asg./kg feed. Bobwhitequail 16ax¢eks § at experimental start. Eggs were collected from
the pare irds for ~&week§durin@the §Osmé§phase after 14 weeks of a pre-egg laying exposure
period (thcluding 8 w&eks period ofpre-phat stit?@ation). There were 18 pairs of birds at each treatment
level*with one reproeducti air OF bird{(i.e-dne male and one female) per cage. Due to significant
p ig€ )paj ( ~©h ) per cag g
effé%s upon reproductiofdat all@}eat nentleyél3, the recovery potential was examined at the two highest
treatment gro%@& 0Q and 109P m /kg d) during the final 4 weeks of egg production by providing

clean feed todalf replcates’ia the00 and 1000 mg/kg treatments.

Birds we@obser@ﬂ fo@oﬂa@, abno@nal behaviour and signs of toxicity; adult body weight and feed
consumgtion @f" ¢ measuredDgross pathology was conducted; reproductive parameters, as well as
hatc}{iﬁg h, grawth and survival, were examined.

T@?tud}éﬁlﬁlled all V§§dity criteria of the OECD 206 guideline.

The m measured concentrations of fluopyram in week 1, 5, 10, 15, and 20 were determined as 237,
530 and 1082 mg a.s./kg feed representing percent nominal values of 95, 106 and 108 %, respectively.

o,

@
%
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Clinical observations of adult birds exhibited no treatment related signs of toxicity with the exception

of feather loss and minor injuries as a result of cage wear. Adult mortality for the study include@ﬁe S
control female bird, two females in the treatment group of 250 mg a.s./kg feed, one female in th <

treatment group of 500 mg a.s./kg feed and two females in the highest treatmentgroup (1000 1@.&/ g
feed). The observed mortalities were considered incidental and not related dose-respanse e
Female body weight gain was significantly reduced at the lowest treatment group (250 mga.s. /kg eed)

during the first 5-week egg laying period compared to the control. T, %lgmﬁcant @:reas@ n thé?

treatment group of 1000 mg a.s./kg feed corresponded @ a very lov& egg produeig}n a&ﬁ% slighth
increased food consumption for this treatment throughou?the study. Fgf food cons tio p to.week
19 there were no statistically significant dlfferences%@t any treatméat level cor@ared tro@§
Although no statistics were performed for the R dated and reated replicates regard@g fo@
consumption, an increase in food consumption@ apparent\for theO an@lOO@‘lg/k@ untr

replicates for the four weeks of recovery. . @ %\ @ 6 N v

Significant adverse effects were observed fé9 mo @@e)pr(@tctiveﬁnd s at5§ tr tmen vels as
compared to the control. Effects include reduo@ons ifwthe rfinbers of eggs laidOincreddeés i Yhe
numbers of cracked and defective eggs 1 @Eom@qoﬂ %' redfietions jn eggshell gth
and thickness, and reductions in the hat(@hn snd 14day Ql?f su gors add§l the
body weights of hatchlings and 14- day a0 ld SQ 1V01®were*§1blt 14— A) atfet ghest treatment
groups (500 and 1000 mg a.s./kg @d) con@’ared to the control Impr@eme wer§iem@ for most
reproductive endpoints during the wegk rec @ §atlv ted ds af‘these levels).
For the two highest treatme -.Jo Y6“500 an OO@mg /kg d) mcrease@wereé@bserved in the
numbers of eggs laid, eggsiset, able ryos, hve@lﬁ daKembr{@ hagghlings,"and 14-day old
survivors, and a decreasegyas olérved@n the@umber-of cracked@gs wevyef? a decrease in the
number of defective eggs-and i creaseSin @nd aay old surygvor gy weights was only
clearly observed at the,500 & a.s./faz fee@levelGuri peri g shell strength and
thickness improved tably bo@ evel@whe@ alu@obtamed du@lg redevery approached control

levels. S @ \ @ S @

@ 9
Based on re@ﬁuct@ end&)mts‘&tbe @EC %or O%h quaitvexposed to fluopyram was
<250 mg a.s. feg@vhl l@orres nds% a N @ 23 a.s. /@ bw/day.

2 @ Q@ >
AS @ @ ERIAI@ND mmo@
Test item: ﬂuopyr@speéﬁ‘icat@ﬁNo 20(9@0124% Bateh™No.: 08528/0002; Tox No.: 06970-01;
purity: 94.7 %. @@Q AN @ S

Test design: Aglult bady h1t@a11 (&Zzn@zrgtr@us) @%re exposed to fluopyram for approximately
23 weeks to@mma@het con&}trat ans of %‘écont@l) 250, 500 and 1000 mg a.s./kg feed (adjusted
for purity)XTest diets we p epated - v 1X11§@ flugfram into a premix that was used for preparation
of the fisd diet every § g@ven t en dasR. @rol d:l:\\fgal’ld each of the three treated diets were presented
to thg\l}alrds each We@ \

FullNdetails and accept@ V@?datlon‘ata@ support the analytical method are presented within
document M-@A 4, whi %@y @h the EU regulatory requirements outlined within
SANTE/202 2830§;1ev

Bobwhite quail \’5- 16, Weeks at eﬁerlmental start. There were 18 pairs of birds at each treatment
level r ing /2 pairs for e total study. One reproductive pair of birds (i.e. one male & one female)

[ ggs were collected from the parental birds for ~9 weeks during the exposure
%Q Saftes @4 weeks o pre-egg laying exposure period (including an 8 weeks period of pre-

ostm@ation). During the first 5 weeks of the egg-laying period, when all replicates from all levels
Were eated diet, egg Lots A to F were produced. For the final 4 weeks of the egg-laying period
(egg Lots G to J), one-half of the replicates from the two highest treatment groups (500 and 1000 mg
a.s./kg feed) were offered untreated diet to assess their recovery potential. The remainder of replicates

@
&
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as well as all birds from the lowest treatment group (250 mg a.s./kg feed) were maintained on treated
diet for the full duration of the study. :

experimental start. During the acclimation, all birds were observed daily. B

o

The test birds were acclimated to the test facility and study cages for approxi@gtely 2 weeksrior té

exhlbltlni@)nor@l

Adult birds were housed indoors in cages. The adult quail cages meas%y approx1m@§y 5@ 289

27 cm (length x width x height). Cages were constructed(@f stainless-steel wire grid a@l’ st 1rfkess st@

sheeting. Each cage was equipped with both feed and \%termg nipple The blI‘dS re é?@ - et
the b

behaviour or debilitating physical injuries were not used for the test. 03

(Teklad Game Bird Ration feed) and tap water ad ll@tum during t@ acchmatlongand in
During the acclimation period and the first 8 week @F the test (s@% da lengtg
held under a photoperiod of 7 hours of light a%@l hours rk per@/ THQ pho errr@ was
increased to 17 hours of light and 7 hours dark p da for th @marﬁder of@e st

During the study, all adult birds were obs®ed y(iﬂ@ly f@\ﬁmgn ty d&bn rrnal ggawour
Additionally, all offspring were observe dally @om I@chmg@m‘ul days of a@ A
maintained for all clinical observation. %nd %%rtal % Adujt body)weights were meas red the

experimental start (week 1), in week 325, 7 9, affd at adult te@mat@ (w 23) body
. . Kﬁ

weights were taken during the egg p uctr&n pha@ Ad eed @hsu 1on red weekly by

cage throughout the study. S @

Gross pathology was conducte@c? alk@%)ds tl&dled@ We@@ltﬁzed @mg Qco rse of the study.
At the end of the exposure period;all 1v1ng Birds ®f the %and highest@ose level were
necropsied. Additionally, atv]\éast %male ‘ YemalegArom Sach % e re@alnl dose levels were
necropsied. Reproductlve rame 1S, a@ atcghng alth, growt al were examined.
In addition, the effects of exp sure t rn 0@ umber Of egg§ d, fertility, embryo
viability, hatchablht fsp sumgva n eg hty/tl@: newere%ewa uated.

Eggs were collec;§ppr%lmat Wi v 11y 1n & egg co % °C) until incubation. All
eggs laid in a wegkly infdrval ‘were cdﬁsldeﬁe\d as n lot thegnd e weekly interval, all eggs
were removedé& @ eg c%oleﬁ@nd c@lled &1 detect™cracks. Cracked eggs were recorded and
discarded. Al@ggs e da@ever%other@}eek @ing eggzhaying period were collected for
eggshell st@lgth an thrckness feasurémentsLot’sB; D, F, H aJ) Eggs that were not cracked or
used fo@gshell stren d@fckn measurem@is weee ran&@erred in an incubator. The transfer of

the eg he 1ncqb@)r wa eferre to @s™ ﬁ@e t”. The egg! Swere set in the incubator at 37.3 °C.
Eggs were candled@am an day of ifiduba t termu-% embryo viability (fertility) and on day
18 to determineeinb ‘gal Big f on@ble eggs were removed, recorded, and
discarded. On day 26@ nc T@r e re p a NatureForm Hatcher (37.17 °C, reported
in raw data)-and allo@ed t tch ‘All h ngs&md u atched eggs were removed from the hatcher on
day 24 and25 of incubation. The)nnhatéR e@% rental cage were observed for embryo attempts

to hatch ping), recezded @} discay ed @a day 25. The body weights of surviving hatchlings were
o D
recorded @\ N &7 Q

Aftegy\’wards hatchf%gs %hduggd iné@)oﬁ cages and kept on untreated diet until 14 days of age
when they were@werghe @gnd @rlﬁc Thermostats in the brooding compartment of each cage
were set to m@mtar a te rat of ap ox1mate1y 32-38 °C over the course of the 14-day post
hatchling p e atN otrgid 0 4%@rs light and 10 hours dark.

Statlstlcs@ﬁata re as@ss):@r normality and homogeneity of variances using a Chi-Square Test and
Bartlett's” et ?esp ivel the data passed these assumptions, treatment groups were compared to
the trol @oup g nanalysis of variance (ANOVA) followed by Bonferroni and/or Dunnett’s
te@ Fo ta tha ot homogeneous, a Kruskal Wallis Rank Test was performed. Statistical
analys@vere not performed on the recovery portion of the study (egg Lots G to J) due to the study
design and the nature of the data for the untreated replicates.

Analyses were conducted using ToxStat® statistical software (Version 3.4) at a 95 % confidence level.
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Each of the following parameters was analysed statistically: adult body weight, adult feed consumption,
eggs laid, eggs cracked of eggs laid, number of eggs for eggs set, viable embryo, live 18" day e

0 &

per hen, percent number of eggs not cracked of eggs laid per hen, percent number of eggs set-of 28%y

laid per hen, percent viable embryos of eggs set per hen, percent live embryoggf viable e S per
hen, number hatched, 14-day survivors of hatchlings, percent hatched of e$ laid per heq, pe@t
hatched of eggs set per hen, percent hatched of live embryos per hen, percent14-day survivors ofeggs

set per hen, percent 14-day survivors of number hatched per hen, hatchli Ql%dy weight \I@ he 4-de@

survivor body weight per hen, egg shell strength and eg%@ll thicknes(%& %
|

Dates of experimental work: October 19, 2006 to April 24™, 2007 ~Q @ § N
@) N Q
@ $ Q)
)
IL. RESULT@%D DISCUS%ON \
Validity criteria: é& @@ % @j& @%a
Table 8.1.1.3-1:  Validity criteria (accord%g to &%C 2% 1 8@ @ N © @j
Aol . % N K 9 % O

Q
N . °
Validity Criteria D Requirbd \& S @tail@ﬁ @§\
N {)
[
o RN v § O 2&%
Adult mortality in control Q <10 %@ N ©° (onedead fepiale fﬁi in the
& 9 @? @ @“@ s 0&@ 18 palrs of birds)
Mean number of 14-day old S > 12 péPhen S
Y RS (durl@ 1

survivors in the controls O-Qeek p@ﬂuctloﬁg %‘aurmgghe 9- week productlon
ase) D se)

. . S @ > 0202 mﬁégg Lots B, D, F)
Eggshell thickness in control @ 0. 1%@m ¢« | . 0197 (Egg Lots H, J)

©
Concentration of tlrggt 1tem 1n § 0 % @%e @mal ©783.2112 % of the nominal

the feed chntr@@ns @ & @ concentrations

@ S & @\@ § %
Analvtical res ts 1 1eta1y congntration. o\@
The mea med concent ns uo@‘a in Wee ngb m@@o ranged between 83.2 and 112 %

of noninal concentra@ons (§5 table belowy). Th@neaMeasu@d concentrations of fluopyram were
determined as 23 YSO,&&E ﬁZ m@as/&g\feekrepresf&tlng 95, 106 and 108 % of nominal

R
N

u

concentrations, r ectively. A ys1sgg}dle s@hples@olle d from feeders after being held at ambient
% Q he es for the 250 and 1000 mg a.s./kg feed a.s.
an

temperature for 1 da
test concentrg ~ ns) ﬁn&@l appgoprla& a1
No resid of fluopyra Wel§etec in the cont%l diets above the limit of quantification (LOQ:
9.61 mgé@ kg feed), ¢ 2 @ \
A sumgmary of the @ tary, cen@tlo -@’/ in @ded in the following table.

h @

of the treatment concentrations.



BAYER

Page 34 of 474
2021-07-05

Document MCA — Section 8: Ecotoxicological studies — Part 1

Fluopyram

Table 8.1.1.3- 2:

Feed analysis summary of fluopyram

- v S i S g@@
. . =< = o o o
Nominal dietary 3 3 3 3 3 Mean measaied
concentration = = = = = Qietary con e@ratl@
[mg a.s./kg feed] Measured dietary concentration o Img a.s.@/k fee({]Q
[mg a.s./kg feed] % ®) @%@ 2
A N
250 208 231 268 19249 430 EREEN S R
X
500 542 489 se4 | 535 | S¥21 @ é@& & 18
1000 1117 1175 9932 | 1012 Q 1108 <\© To82.¢;> g
% oﬁﬁminal A @} . @’ %Qn %@)mlg@
o < S 2o
250 83.2 92.4 S 107@@ @9&6 «Zg\’ 92%3}7 U@@ - 95 .
500 108.4 97.8 1@%8 107Q 1@.2 A Q 10@ @&
1000 111.7 1173 \%9 N 10@2 %10 8© & 108 S
A Not given in report. Calculations ba; @9 nz;@%ured %\(ﬁary @centrq&ﬁw one ampdiptg day> Q
"\@ R \ § @ S ©
Observations: @ 2) S < ©© ©© S
- o &~ T 5@ Q SN
Parental Toxicity § S $ @ g Q
& e
Adult bird mortality: S & o @ Q .2 f@
Six incidental adult mortalities ccune@dur@ t: on@h the%ontr@ro ‘Wwo in the treatment
group of 250 mg a.s./kg feedée in@he tre4bment oup 0 500&{; a, %/kg feed=2nd two in the highest
treatment group (10 mg a. d) ,@ll mo 1t1 ere refated ® feméie birds. The mortality in
the control group 1ch was fi

The first moig@ér
23" Decemb

16t March%007 (
The m ity in the 5
January

The first mortah%@1
on 19™ Janua
on 1% Marcl@)

007 (Wee %ﬁﬂ
&>

le 113

250 %g ag/kg
eek @)) Th&ec&o@ﬁw@

group,was

C%) D

(g

g @kg t@groug was the fe §ge in

@n 517, which was found dead on 26"
INS

on @th Febgyary 2007 (Week 16).

fi
%

S

fgﬁen@ which was found dead on

n ]@n 401, which was found dead on

100 a s @ te t@oup \@as thgyfemale in Pen 608, which was found dead
Tl@@ec wﬂty \9§ female in Pen 612, which was found dead

The obserz%d mortalities Were

mortali

Mmoa;,occurrence@
weeke 12 and occurring

@ occurred gitﬁﬁ?ng t}Qcoursg@of t}@tu

feathgr 10§@Jwe
la terrm

and 500 mg a.s.&g feed exh1

of normal
significant

&

Adum%frd ob@wat@%
Cl{élcal

cage wead)an
g?ca;}\}/mp
@ ©

O

&
v

gresgl,o
S OF COMPay)

~

51d fed mC@Sntal &1d not related to a dose-response effect. No other

');

€S a,

minor @rles were observed as a result of cage wear.

Adult bird necropsy:

dw
S 1n the control and all treatment levels starting on
@ dd1t10nally, several birds in the treatment group of 250
or lacerations. These occurrences were considered a result
exhibited in laboratory cage reared birds. There were no
d related effects observed during the study.

@ewatlons 0§1ult birds exhibited no treatment related signs of toxicity. Feather loss and
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Adults exposed to fluopyram in the diet showed no indication of treatment effects at necropsy. Feather

loss and skin abrasions were noted on several birds for the control and treatment groups as wa@%o S
observed during the in-life phase of the study. A high percentage of the females had maturing £o ‘cle§§
in the control and treatment groups. No lesions or growths were observed on fhe testes or oyaties &r
any of the birds. @JQ NS
N
S 6 & .
Adult bird body weight: ©) & 5> \°\ @@
<
There was a statistically significant decrease in female b(Ef weight at test termidation gy the Jowest é

treatment group (250 mg a.s./kg feed) when compar

@to the contr@] group. The @%niﬁc@t incfdase

i

the treatment group of 1000 mg a.s./kg feed corregpynded to a very lowegg @ducti&n and fricre
food consumption for this treatment throughout €4g study. Q} Q\@ e \© %@ @@
Moreover, the analysis of the US EPA (DAR @1 1) Qctegk%ign@ant erse&ec‘c otradult Female
weight at the lowest treatment level of 250 mg a.s/kg feéd am@ increase of Bemalé.wei t 1&00
©
mg/kg feed. N RS ©@ @
NN SRS §
Q@ > v\g@ N v\g© <y @»@ ISEERS)
. & S .S § & e
Table 8.1.1.3-3:  Adult Quail m%@QOdy@‘elg@g&and @vj&ght ggns m@ @@ \)@ S
Nominal @ ?\’[a\ke@@ @ «@ 9@ r§ O F S €s
dietary‘ Mean ngQgh ¢+Sh. Mean @eigh& &«7 Wight %S.D. @ Mean w:veight
concentration le] & §) @&gam Q N [l & gain
[mg a.s./kg 2 o . § [g] < QY [g]
feed] Start ﬁ% End &> Diffégence @Q Start [ E@ Difference
Control 190870 294174, | Q27 « | 19979 2392247 50
250 147 | =68 | 7 2587 | @89980 |221+248 32
500  Efoss 17 {219+ 162 24 $7189@79 2294294 40
(f@ *
1000 &Y 196€11.10] 2208202 24 & | 189%80 249+ 110 60 *
S.D..  Standard devidfion ° > ~
* Si %cant different from tl&g@ntro O‘OQ\ © @ @j’%
* @iﬁcantly (jif t sz§he co (pgl.osz i add-ﬁaloi@(ical evaluation of US EPA — DAR 2011
. RO S G
Adult bird feed cetisumption: S (3 QO >

calculated only to week 199

S Q
There wegeno statistic%ly sign@ant@ffe
level cofpared to thec ntrolQ
Q AN

v
N

AP
&

S
@a@ﬁlcqq&ted@ﬁo tl@@mal

Since a recovegy peri

SN

N

N &
1€,
& s
SN

RS

& V.9

It bi}@%ed um]@n: Daily dietary dose

@veeks of the study, food consumption was

&s fo;g%od consumption (up to week 19) at any treatment

Table 8.1.1.3- i.@“ Adul
\

@
s No@l dietary ﬁ@ Mean body Mean fm?d Daily dietary dose
Test i@val I cGneentration weight consumption /k
g [mg a.s./kg
& Y (g a.sdkl feed] [kg bw] £S.D. bw/day]
& | do [ feed/ bird/ day]
S 9 @ Control 0.2098 18.5+£2.4 0.0
D
« $ 250 0.2055 19.5+2.6 23
We@l -19
500 0.2080 19.7+2.9 50
1000 0.2135 20.5+2.9 104




B Page 36 of 474

A
BAYER 2021-07-05
E 4 Document MCA — Section 8: Ecotoxicological studies — Part 1
- Fluopyram

Reproduction Toxicity

Significant adverse effects were observed for most reproductive endpoints at all treatment lexﬁ as @6
compared to the control. Q\ g

S
The tables below present the reproductive endpoints totals for the first 5 weeks he reprodu««'\\gz{/e p@
(Egg Lot’s A-F) and reproductive endpoint totals for the final 4 weeks of the eproducti\@pha%( gg
Lot’s G-J), respectively. % Q ¢ 9
< < DN &

Q
Table8.1.1.3-5:  Reproductive endpoint totals - Egghots A to F (first 5 weeks of &g layi i
apie eproauctive endpoint totais g@o S 0 ((g WEEKS 0 @g ayl@ peé@ @%

Q a
Nominal\(i’ietcon \rati@» @K
Reproductive parameter Q'7 g}[mgo@. Jkg %@d S 2 NS
Gontrol & 250 % 500 N 1009
No. of eggs laid (per group) 4 &))52?%@ \/Q 425 Aﬁ@j @U@ 276 5 m@ e
No. of eggs laid / hen 4 = 2%@ 2%6\§ AN @3 * &.44[;@
No. of eggs cracked / hen 4 @§ . 033 @ Q\{O * & ENEEES %o 0.%@
No. of eggs defective ((%Q N3 (i\q\g Q\ 62 By \}@ 5@ & 6454“
No. of eggs set / hen 4 N W 2624 N 1632 * §} %ﬁ * $ w\ﬁ.ll *
No. of viable embryos / hen # & 9 @@.11 @@ /@61 *Q&U %@.17 f*@Q N 572 %
No. of live embryos /hen * <& | AL 25.060° &YOA% A 3.67% Q 4.00 *
No. of hatchlings / hen * é O 2394 gy 8.8+ - , 298 * 2 0.39 *
No. of 14-day survivors /o]@vﬁ))‘A & §.72 & A28 * %, @.39&&7\7 0.06 *
Eggshell mean thickness [mm] @ © ©0 1%@ ©0.17§§ 051@} 0.17 *
Eggshell strength [kg&%@ K @W\’ %) 0$ L 0.62% @) @@3 * 0.57 *
Hatchling mean bo@'weig&tv [g]8 ) 65 O @%.3 v& @ 5.6 5.4
14-d survivor méah bodhweightfe] Be. | N\ 33.5° | 30.@@9 w247 28.2€
* Signiﬁca@ y diffégent frot@:ontro@roup.ﬁ‘&@ O
A Data and statisti63l anal§sis fropp US EPA — D R2011. ¢§ © %@
B D% m study repogt. Not statis ice@alyse @@ \@j
¢ @)
N, O
K RS S \© N
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Table 8.1.1.3- 6:

Reproductive endpoint total — Egg Lots G to J (final 4 weeks of egg-laying period)

No statistical analysis was performed on the recovery portion of the study due to @" @
study design and the nature of the data for the untreated replicates. N @§
Nominal dietary concetfration @\@ @
[mg a.s./kg f&@ & S
S0l ¢
250 500 Q10 N
Reproductive parameter (W) @ @\g N -@}
Control e o T o ) <3 | &
| § |OF £° & |95 O
@ & k& | & P2
RN = Q@ % 'S 5 O H @
Iﬁ\@ @ Q ( Z @
. Q 7
No. of eggs laid (per group) 3R J 2007 | N20 @y 90x)| L I85 Q1
i 2 | «J1 A
No. of eggs laid /hen o 19 @ JT N 13y é@ 5 9
TS ) @ & 5
No. of eggs cracked J [ @ 24 Q] 1 15 © 10&] 2%
No. of eggs defective Oy TN 2y 6\5 LD 18 11
No. of eggs set 2> 31%@ 42 [0 92, Il@ @907 O
No. of viable embryos .© 2060 [N106 ©f &7 @5 <%) 96¢) | 25
No. of live embryos Q 29 o] & @% O 0] 95 | 19
No. of hatchlings @ &J @’//277@ @"' ) 74 G %@ w88 0
No. of 14-day survivors oY 276 - 68 &@ |, 4 O g8 0
Eggshell mean thickness [mp]  ©° O] @Y7 0.174 | Q194 . 0.1762] 0.193 | 0.186
Eggshell strength [kg] ™ 7 0.850> | 063 [Y085.] 0% | 083 | 083
Hatchling mean body ateight k§ T2 ™~ Q@ N 6307 68 65 6.5 NA
14-d survivor mean8idy weight [ghy @“ 333 O 347 | 37 [v322 | 363 | NA
NA  Notapplicable (n= @ '~ N é@ @& @%
@) @\ & N N & E)
3 SRS S
S @, N 9 NS @
Table 8.131@ 7: Repg&ductw&? rfo nceb\orma@ed a@)ercel@ge) Egg Lots A to F (first 5
QO wee@ of e ayl eriod) @ <
\ & °\ & Nm&:}lal dietary concentration
0 v
Reprodn@e [%rame @ \ Q@ © [mg a.s./kg feed]
@7 % Co@rol 250 500 1000
% eggs not @S@ked @eﬁggsé&& B P . 99.0 93.8 * 93.5 * 922 *
% eggs cragked of eggs la NS KR @;@ 1 @@ 6 9 6
% of egf¥ct of eggs lad® o @ [ orm 69.71 * 63.14 * 70.09 *
% of viable embryo@egg&\et B % (0;\; « 94.70 79.34 * 54.47 * 53.60 *
%ot live embryos of viabfeembyos Q| 599,87 70.36 * 69.20 * 58.80 *
% of hatchlings@feggs laid B &~ @ |  83.18 33.73 * 17.26 * 3.85*
% of hatchliggs of egy set 1O " 91.17 45.57 * 27.11 % 5.02 *
% ofhatchﬁgs oflive el@yos Q 96.44 77.97 * 59.86 * 17.69 *
% of 14hy su@vors ofdggs @ 90.46 40.20 * 17.73 * 0.44 *
% oftd-day / EpivivasS of hatchlings ® 99.26 88.20 * 46.70 * 12.50 *
@“Slgn ntly diferent fyom control group.
Q Dat@¥rom US EPA —DAR 2011 — not statistically analysed.

B

@ and statistical analyses from US EPA —

DAR 2011.



BAYER

Page 38 of 474
2021-07-05

Document MCA — Section 8: Ecotoxicological studies — Part 1

Fluopyram

Table 8.1.1.3- 8:

Reproductive performance (normalized as percentage) — Egg Lots G to J (final 4

weeks of egg-laying period) §y° >
No statistical analysis was performed on the recovery portion of the study due to~the <&
study design and the nature of the data for the untreated repli%%tes. @ v
O @)
Nominal dietary co@ltration S @w
[mg a.s./k%fe § QA .
(9250 500 N t@% &
Reproductive parameter @% NS G
2 S
Control¢_ . ©% %ﬂ@ &4 Lz (©
@ § &8 F Pid
% 2 {2 o Q&i} & b @ @
.‘ @ = QO 5 )
@ > NN
% eggs cracked of eggs laid ff\\% 2 & v 11 % IS N7 26
% eggs defective of eggs laid Xy @”@ 12 <§ 4@ 20 % 8 oyt k. °
% of eggs set of eggs laid ‘&ﬁ °Q2u 68, %&7 § 54 798 g@
% of viable embryos of eggs set @ | N 96 @ .9 © 91, a }OQ (&@0 SE
% of live embryos of viable embryos @Q 106 [C78 o 9@ <40 f@ 99¢e, | 76
% of hatchlings of live embryos é i . 93 83y m@l ) 40 fQ . 93, 0
% of 14-day survivors of hatchlings ~ « 2 | @799 & | H® J1000] @ [ 100 [ o
N SO N\
N S S 2 9
S @ SN N @2
S @ s
Table 8.1.1.3- 9: Repmductn%perfor@anc § % 0 ntrd@“Egg Dets A;{(ﬁ) K (igs weeks of egg laying
eriod S) .
P ) f(\b \ %% N
@ @ @O ) S %)minal (@Hetary concentration
%, Qg &mgagikg feed]
R"p@”““ @’m@“"r S 2500 JD s00 1000
g\ ®) @ @ @ % &S % of control A
No. of eggs,laid (per@oup)y\ﬂ & ¢ @$ 1 ~ %U 53 50
No.ofeggs faid /hen & & & V| o 81?2 {9 53 50
No. Of//éggs cracked / Héa @ S, QO 435 . 403 270
No. of eggs defectl@hen NEE © A ~2067 1800 1333
No. of eggs set / Egn % é@ %M A 63®©> 36 38
No. of viable @bryos@ﬁn @Q . Q Q W 21 23
No. of live emoryos /hen @Q @ Q G 0@2 15 16
- &) N
No. ofh@}hngs /hen NEEAEEN %, 37 10 2
o vots 1 X N
No. of MM-day survivgsss/ hen & 0 35 6 0
Eggéhell mean thickness [mm) . 0 &7 89 89 89
Eggshell strength [kg] K% . @ &Q 72 60 49
Hatchling mean body weight {8 O R 97 86 83
14-d suwiv@%‘uea&%&y weight [g] @ 91 74 84 B

A

%@Q % @

@@@@’@

$

&

%

Q@

given @repor(}?%lcul@ns based’on data for reproductive endpoint totals.
1
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Table 8.1.1.3- 10: Reproductive performance in % of control - Egg Lots G to J (final 4 weeks of egg-laying

period) @" @6
Nominal dietary concentration Q\ C)'@\’
[mg a.s./kg,\@d] @ AL
Y
250 s00 U 1000 {&\@
Reproducti t ) o [P ‘%@
eproductive parameter = () g g @ Ny Q
x S @ = Og NS £@ &
5 ER E |98 & o
@}b 3 = S ©<§
& < (@) @
m@ Yofconteol* © . o
No. of eggs laid (per group) 6] @ 3@:\ @ &y 40 % oy
No. of eggs cracked / hen Q @?43 &J @1\214 oy 143 300
No. of eggs defective / hen @:N 120Q)° Q%O > 900, @30 #é@?) 300% ’
No. of eggs set O ’ RS 30&% @ & 35 §
No. of viable embryos ﬁ@ ggo;\ w\\a@BS o g@ N 8 @ 3R QR
No. of live embryos . O (%% A8 2% @7 §\JJ 3§ &2 @ 6
No. of hatchlings Q . el w27 o @@ @)@ 329 0
No. of 14-day survivors @ | N mj@ZS ) @P g“ Q1 h@ 32 0
Eggshell mean thickness [mmj_~> < . 88 W & 3 (98 94
Eggshell strength [kg] & Q > 9 74 100 &4// 9 97 98
Hatchling mean body weight [gl\ - @91 NQQ 99 w94 X 94 NA
14-d survivor mean b@ weiﬁ[é] K ™~ & 98~ @\04 IN I 103 NA
A Not given in iégort. Calculatiogsbase Wdata f&gwpro@ﬁve @dpoint totdls.
NA Not applicable. o 7, . & @
S \© &\ N AN é@ @
o O SN O
HusiofS O 7 & L
Recovery co S1QHS © IS Q @

S
The recovery portign of %e tty v&&}l urf@ated ‘Eplicates ‘g' e treatment groups of 500 and
1000 m; Jkg feed e@’bite@osit@ results for most refroductive and hatchling endpoints over a 4-
week geriod. The mo® dramabic recoveﬁécur&e@ in th?e\lntre@ ed replicates for eggshell strength and
thickness in whichqhe replicate @ans re %mac ng the=tontrol values. In addition, the recovery
effects for the n o%)ffs@piﬁg h@aﬁed and"14-day suryiyors in the untreated replicates ranged from
o o R .

62 to 64 % as @pose@ 0 t@ A; forthe @ate@d §lwak§
TS a5

§ &L

N

& o SR N
N
. T s g
> %@ﬂ@\@&@
G @ © 9
gE v,
% Q
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Table 8.1.1.3- 11:  Recovery Potential for Untreated Replicates
Reproductive Original Nominal Dietary Concentration (mg/kg feed) {&w | @6
Parameter 500 1000 Observation in recovery groups S 6@7
Eggs Laid Yes Yes The number of eggs laid increased in bothdreatments. @\)@ A
Eggs Cracked Yes Yes The number of cracked eggs was reducg%}m both treatnfents. 2
Eggs Defective Yes No The number of defective eggs was re&iucued at 500 mgtkg feedd
Eggs Set Yes Yes The number of eggs set increased igfﬁ%»th treatment§) & é
Viable Embryos Yes Yes The number of vidBle embryos inéceased in bothgréatments.
Live Embryos Yes Yes The number of [N embryos inetcased in bothftéatmehis. o S
Number Hatched Yes Yes The number &f hatchlings incfdased in both ‘&@atme;@%.y S & Q
14-Day Survivors Yes Yes The numbe(\@é?f 14-Day su@ors increasegl@i both treatments. @
Hatchling Body Wgt. | Yes No Hatchli dy weight increased 7 both@eatm@%ﬁs. - o
Survivor Body Wagt. Yes No Survivorbody weight @reas@d\ at SO%glg/k% AN
Wat.: weight S N3 RN
g g é& TN @x > @@
v @) @ S % &’
. . = N v \@ Q N @j @
Biological findings: g\ﬁ O S S &% Qo §
o oy wobvipeana & & ©
Table 8.1.1.3- 12:  Subchronic and r dugtion to obw, u
reprodustion togiety toBobwhe quafl & o
Test substance Q - N $ Fh&lrar)@s QQ W
Test object @ N 7 mg@ @\) Q%%}bwhlt@luaul&@) @
NOEC for parental toxicity [r@.s./kg?éed]@ S &@k 250%0m (5 237 méadured)
NOEC for reproduction [m@z}.s./kg@d] @w @ K% < %@ norﬁg@<ﬂ237 faeasured)
LOEC for parental toxicitys[mg as./kg feed) @$ 1 2% no@ﬂ iQasured)
LOEC for reproductiofiymg a«@é fe@@ ~ (@\@ °\U &50 fiom (23’7@\1%asured)
NOED for reprodugx@h [mg a.s. /k@/dw NS N) ay < 23easured
LOED for reprodubtloni@ a.s (@@ bw/d% N N g@ @%me&@g%d
@ S K 9 S @
N N N
I@oml@’sm@ @7

The N@ of parenta@i%xm% as @0

a.s. @fee@ 23 @g a.s./kg bw/day).

<>

Based on repro \on ‘&ndpo:@ t}{@N @E fo bobW‘l%te quail exposed to fluopyram was
<250 mg a.s./k vx%ch c@%sp(ggds toa OE@of bmgas/kgbw/day
\»@ \) Q@? . © O @
o O
Assessm&nt and conclusion b@\ppl @g@ @b
The st@ and its da&g@re cé%ldge as a&pt@e and reliable for use in risk assessment.
T@ndpom‘cs ares, @ Q\@’ Q@ <
NOEC<250@gxas/kg@%ee{® @ §©
NOED <2 g&ﬁ}kg bﬁay R @
R tengial fi tive Sffects was demonstrated aft tion of treatment.
ecove%%po m@’l ro@repfr(@ﬂc ive Effects was demonstrated after cessation of treatmen
-
& @ 8 stk e ek e ek
N o TS
€& &
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Data Point: KCA 8.1.1.3/02
Report Year: 2008 W > &
Report Title: AE C656948: A reproduction study with the Northern bob;&hlte O v
Report No: 149-213 @ g\w O
Document No: M-298723-01-1 v
Guideline(s) followed in | U.S. Environmental Protection Agency ©\ €§ &)
study: Series 850 — Ecological Effects T@Guidclims g\a ‘N N &
OPPTS Number 850.2300 @ & S @
FIFRA Subdivision E Section 71-4 ©Q v & &
OECD Guideline 206 o (‘i\\a QX o
Deviations from current Current Guideline: OECD ﬁ%\(/( 984) Q © &@
test guideline: Deviations: The floor a@ur pair was&l275 1@%&10ch @m & @
recommended by the guideling. The t@em ts durifgregg %’age Was 14 3901
°C, lower than the 1 6° om@ e te@e raty unn"l Cu ation
(37.3 °C) and hatching phasg (37, ) W@’hght@ ower tHan § &
recommended hythe "LII me hatch nipera 01‘ 3@

gs yvere E@, ate
°C during thel&econd&yeek Ng el th the 30-32 ¢C¥econtfeended. The
humidity du@r eo@@korag j&S %, l@hel t:bgn the oml@ded D75

%. The hu@ ty &ying h&@hing @s 77 G hi 7h an rau@mmd@@d 70-75
%. The h&midity B the ﬁatuhlm w§ ot re %Ld

These dc¥iatiags are n@) pr d to e in @md%@ studéﬁbsults \é\ll validity
critel@® wcyc%lflllu

Previous evaluation: Y&, s, evaluatod an@@uptad
nBAREING & @ N N @
GLP/Officially o Yes, Loﬁﬁudn@undc§LP/({ﬂuall@@u)gm\\;d te¥y n@ﬁcs
recognised testing @ @ 6 @
facilities: N & Q AN
Acceptability/Reliabd@ty: Yes x N @ s N
s 2

SO OV N E
Executive suar ©\ - 5 (} > § ™

St SN

The purposg, of thls@gjtudygwas té@eval te the ffect@@% dletary e%sure to fluopyram on health and
reprod;§n of the b gual ult obw ite q@!’?p (Gelinus virginianus) were exposed to
fluopyfam over approfimately22 weeks t mm@ dietdty concétrations of 0 (control), 10, 50, 80 and
180 mg a.s./kg fee@obv@%ﬁe q wer§m cks old at exp&mental start. Eggs were collected from
the parental bird for 11 weeks ing &1\3} ex%@re ph@e aftey 7 weeks of a pre-photo stimulation period

and 4 weeks of a“pre-¢€gg’layj ex ure speriod, @here re 16 pairs of birds at each treatment level
ith peeuctivé pair 6f b aland ofie femal Bird bserved f
with one repggductiyg pal 1rd§ 160! m an emale) per cage. Birds were observed for

mortality, abnormal beh@our 01ty dult body weight and feed consumption were
i o @p
al

measure 0SS patho Y W2 \v on rodut&t;ve parameters, as well as hatchling health, growth
and su were ¢ 1ned @

The@%dy fulfilled"all Va@ e&‘@;la .\ D 206 guideline.

The mean meas@yed concent s@]uo@am inweek 2, 3,4, 12, 16 and 20 were determined as 9.69,
46.7, 75.7 ;@ 175%51g a representing percent nominal values of 97, 94, 95 and 97 %,
respectivel

P < éﬂ Q & 9

Clinic sﬁons oii%dul@g?rds exhibited no treatment related signs of toxicity. Adult mortality for

the stﬁdy in Trol bird, two in the treatment group of 10 mg a.s./kg feed and two in the
hi ent g@up mg a.s./kg feed). There were no treatment—related mortalities, overt signs
0 0x101®> or treatment-related effects upon body weight or feed consumption at any of the
concerffygtions tested. Additionally, there were no treatment-related effects reported upon any of the
reproductive parameters measured at the treatment groups of 10, 50 and 80 mg a.s./kg feed. However, at
the highest treatment group (180 mg a.s./kg feed) there were treatment-related reductions reported in
offspring survival, hatchling body weight and 14-day old survivor body weight.
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The No Observed Adverse Effect Concentration (NOAEC) for parental toxicity of bobwhite quail
exposed to fluopyram was 180 mg as./kg feed, corresponding to the mean dietary dog&@of &
16.3 mg a.s./kg bw/day (NOAED). The NOAEC for reproduction endpoints was the nommalo rx§
concentration of 80 mg a.s./kg feed or the mean dietary dose of 7.2 mg a.s./kg bwy/day (NOA

An additional statistical analysis by the US EPA concluded a NOEC of i§mg a.s./kg foed wﬁ%
corresponds to a NOED of 4.5 mg a.s./kg bw/day. The original RMS questl%ed the biologtsal re%@*anc
of the findings at 80 mg a.s./kg feed (difference ~8% of gontrol weight for’14-d surviyor wel 1
suggested to use the mean dietary dose of 7.2 mg a.%% bw/day @hlgher tler@’pro@ctwe g @
assessment endpoint at the population level. ©Q

> & 6” Q& §

@ @
) R o @ $ Y.
I. MATERIAL)AND METHODS N @ 6\ %@ @@

Test item: fluopyram, specification No.: 102%@012@ Bg\{ﬁ No@@%OOZ@unty 94.7 %

Test design: Adult bobwhite quail (Colin vzrgzr@hus) @gre e@osed to flu am @§r ap@ ly

22 weeks to nominal dietary concentratighs of. G“écon ob, 1050, 8 %d 180mg as. /kg feed (adgusted
for purity). Test diets were prepared By mixing ﬂu@pyrgn’i&mto rem&% tha for eekly

preparation of the final diet. Contro@et a@@*eacl@f th ee t@ted é@ts WY pre@,red \(%ee ly and
presented to the birds on Tuesday ¢f each Week. @ @ s’\?

Full details and acceptable V@datl %ata rt t %a cal @Qho @re esented within
document M-CA 4, whick coniply %h the U &regul@ @Squlre nts @utlined within
SANTE/2020/12830, Rev. 1% C& < @ AN @ @2 %

Bobwhite quail were 20" week ld at e@erl tal Q: . Th@sé werev16 %% of@ds at each treatment
level resulting in 80 pairs for ﬁ@e otal@tudy ©ne roduc@e p i of glxds (. R e male & one female)

was housed per c @Eggs lect@ fro%@l p chtal b ds fap'11 v@eks during the exposure
-pho d§

phase after 7 wee§ imyfation per10 4 géks fa pre@gg laying exposure period.

The test birds @qmateé“to the test %ﬂlty S@d stug for agprox1mately 6 weeks prior to
experimental @art ?{m fBe accfimatién, all t§ed@aﬂy Birds exhibiting abnormal
behaV10ur %deblht swzﬂgmjur%s we@not u for the tes@?

Adult were hou d@s in€ages. The a@ L%i@cag@\measured approximately 25x 51 cm
(length X width) w1t a hel‘gb £§slop1ng floors. Cages were constructed
e

an&ﬁng fr@ﬁo tQ
of galvanized er§esh a ﬁ %:a was equipped with both feed and watering
% @

troughs. The birds weresfgd b ontﬁmm tein, 2.5 % crude fat, <3.8 % crude fibre,
1.0 % calciumgf).6 % @) andtap v&@r ad§

ring the acclimation and testing period. For
the first 7 weks of the te theQQ}’ds @unde@a photoperiod of 8 hours of light and 16 hours
dark per d%y The photoglo as iereasedto 17hours of light and 7 hours dark per day at the
beginni@f week 8 tc@lduc@gg la@ng 1@1 ad%Qt sacrifice.

During the study,.al %@ad 1rd§@were @)s daily for signs of toxicity or abnormal behaviour.

Additionally, all offsprl@ w obse from hatching until 14 days of age. A record was
maintained for@fl clinical erv (@ mortalities. Adult body weights were measured at the
experlment art, nﬁwee s 4, Kgln and at adult termination. No adult body weights were taken
during the ctlo ase%Adul d consumption was measured weekly by cage throughout the
study. @

Gross@athol@ wa@pnd;é?ed for all birds that died or were euthanized during the course of the study.

e@c t® expesure period, all surviving adult birds were euthanized and necropsied.
Re%rodu@we parameters, as well as hatchling health, growth and survival, were examined. In addition,
the effegts of adult exposure to fluopyram on the number of eggs laid, fertility, embryo viability,
hatchability, offspring survival, and eggshell quality/thickness were evaluated.
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Eggs were collected daily and placed in a cold room (14.3 + 0.1 °C) until incubation. All eggs laid in a
weekly interval were considered as one lot. At the end of the weekly interval, all eggs were rem&ed
from the cold room, counted and eggs for eggshell quality measurements were selected by indiscrﬁate@@
draw. The remaining eggs were candled to detect eggshell cracks or abnogmal eggs. Cppeked or
abnormal eggs were recorded and discarded. Eggs that were not cracked or for eggshell stre

and thickness measurements were transferred in an incubator after fumlgatlo with fo dehyde gas

for 2 hours. The transfer of the eggs to the incubator was referred to as set”. The ef&gs wers set@
the incubator at 37.3 + 0 °C. Eggs were candled again ¢)day 11 and@% of 1ncubagﬂ\n tQ_ dete
embryo viability (fertility) and on day 21 to determine emryo surviva). On day 21é9mc %lon Q@
were placed into a hatcher (37.3 £ 0 °C) and allow@@ to hatch. AfDhatchlings § e@ an&©
eggshells were removed from the hatcher on day 25 e 726 of 1ncu|%on The bog Weléhts of @rvwn@
hatchlings were recorded and the group body WG@ by pen was deter@@%ed Q @

Afterwards, hatchlings were housed in broodj&g pensnd l@f@onmtrea&@’dl §@ml 14 daym§age
when they were weighed again and sacrifice@® Th sta@m th compartment of %ch cage
were set to maintain a temperature of apprdximately 38 °@over the course of@be 14-8&y p atc g
phase at a photoperiod of 16 hours light @ﬁd 8 &%rs d&ﬁ% @

@
Statistics: In the original report, a al is" of %nar% (ANQ@A)@% to d@ermme
QDumge t‘

statistically significant differences @wee rou 1p @mp du®was used
to compare the four treatment fcans, with he coptrol g a. ss 1‘1% statistical
significance of the obsewed@lffer@%es @mpl nlt @vv“ ﬁle 1n@’v1d es w1th1n each
experimental group, except Sadult bedy 1ghts here‘the s@ nit wa the@ dividual bird.
Percentage data were examlned |$mg D§mett‘ %netho@follov%ng @sme s@are ot transformation
for reproductive paramete R follg@ving parameters w ly@ed st tlcally adult body
weight, adult feed consumpt1 egg%ald oﬁ; Sy lal@ er l%n egg&rac@f eggs laid per hen,
viable embryos of se@er hegylivesthree-w eek et ~ 0 6£ viabl® embtyos peishen, number hatched of
live three-week e 14 d@surs oﬁhat ngs @atchlings of eggs set, percent 14-day
survivors of eg @et en, ﬁurnbef%f hefﬁghhn fm muig, st PEE, hen, number of 14-day old
survivors of még% rg\et eég shelkgtreng@ aver&ge e shel §ckné§s offspring's body weight, 14-
d survivor body N (C’@ @ @

In the revie@/ of the studg for the or@l Ar@x 1 IIK@IH% ﬂuo@‘ram additional statistical analysis
was ucted usi “chagks.sast (Ver. 3;q Mar 200@ a SAS program provided by
EFED/OPP/USEP gi ata fer all &\gdpm§ wereexamyined g@hlcally using box plots to determine if

they exhibited a dose Eéé%den spofisg, whigh was@® tn&ely used to select the multiple comparison

test to detect LOI@@EC NOAEC. I@a far Bach e@pom awvere tested to determine if their distributions
were normal @nd if @heir g 1an,c<§7s)) wer@lom@eneo@ using Shapiro-Wilk’s and Levene’s tests,
respectlvely%@ata th@t sagistied ﬂ@se a pt1@§\ We©subj ected to Dunnett’s and William’s tests and
data that did not satisfy thése a@mp Ons wefe subjééted to the non- parametric MannWhitney-U (with
a Bonfegtoni ad]ustmgl% and@mckheere s@s‘cs ‘ata for dead birds were excluded from the analyses.

In this summary, st§ ‘c\@atlor@’ and@atl 1 results from the additional statistical analysis are

pre%ﬁed (taken from 22897-01-1) beca@Be the results of this additional statistical analysis were
also included n@he O%Hgljﬁ op@'m.

Dates of ex@meﬁml W iﬁ%/ 8%@007 to February 12, 2008
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II. RESULTS AND DISCUSSION

Validity criteria: @ ’ ©©
D
Table 8.1.1.3- 13:  Validity criteria (according to OECD 206, 1984) @ @ v
&@ S
Validity Criteria Required w Obtame?® @
2.8, 0/@ @ &@
Adult mortality in control < 10@ <\(0ne dead m% Iinthe @
X @ontrols out Q,i,@i% pa f bLg é
Mean number of 14-day old survivors in the )
controls = @%p r hen f\& év per h@ @
Eggshell thickness in control 0@.19 mm @@9 Q 0. 2®nm & @&
; 5
Concentration of the test item in the feed o 8000/;%&3;2%;&@ alx &&@7 cen?fahitom@
WS 5 TEF
5 > % 0

Analytical results for dietary concentra@@n \ @} 6
The measured concentrations of flugpy rami%l We@i 2 12@”6 a Wee 89 5 and
106 % of nominal concentrations {see tab@’belo%) eas@d cqngen s of fluopyram
were determined as 9.69, 46.7, 75. and@MS eed @;pres nting ent 1na1\/alues of 97,

Qlle @gﬁ from feed%s affég being held at

94, 95 and 97 %, respectlvei@@An is of 1et s
ambient temperature for sevén days (89 ‘V@)@) % 90 % i&@ay @ values for the 10, 50, 80
and 180 mg a.s./kg feed ag. test@ancer@a‘uo conﬁ ed appro @ten&l@e of the treatment
concentrations. S %

& &
No residues of ﬂ@am @re @@%}cte(@m th&)ntggl% dlets&)ovéthe I&West analytical standard
¥ 2

(2.50 mg a.s./kg fe & @ @

Q
A summary of t@lee coné@ntraions m@%lud@n the%ll@g ta@g@
$ &0 T e
& C S D § Xy
Table 8.1:43- 14: Fee@nal)@um@y of 1@ opr):@m Q@ (<§@’
o @ 0 P V- (=)
. . {@,\)N t—:&g @ %%3 N & : : Mean measured
Nominal dietary 3 %\8 g O % B 3 dietar
concentration 2 »F .y B & Z = tetary
[mg a.s./kg feed] N A \J@ s concentration
ga.s. g@ @U @Q "Q\/Ieasag%){i di%a\fy concentration A [mg a.s./kg feed]
Qo 8 Irrgg@-&/k@§ed]
2 105 | §70 | @20 9285 960 | 957 | 983 9.69
£
50 Q8. 4<\ 407 464 NQ% 47.000 | 469 | 474 46.7
N80 08| 760 | 738 om0 | 19 | 745 | 793 757
180 (7| g Jgr2 {1l 168 | 179 | 17s 183 175
@2) ’ (§ ©@ % of nominal * Mean % nominal
A @] 166 | @70 [ 920 [ 925 | 970 | 960 | 085 97
S50 OV |65 a[vo3s | o5 | 805 | 940 | 935 | 950 94
Q7 o | 1085] 950 | 920 | 900 | 925 | 93 | 995 95
o 99.0 | 955 | 955 | 930 | 990 | 97.0 102 97

Calculations based on 2 replicates on each sampling week.
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Observations:
Parental Toxicity @ ©©
@\ (o8

Adult bird mortality: @

@
Five incidental adult mortalities occurred during the test: one in the control g@p, two in th&tre@t@nt
group of 10 mg a.s./kg feed and two in the highest treatment group (18%mg a.s./kg f@) Nw@dul@

“

mortalities occurred in the treatment group of 50 and 80 mg a.s./kg feed. &% é\a
‘*\a
The mortality in the control group was the male in Pen 308, which ound dead ~ h D &@

18. Prior to death, the male was observed with a headdesion. At necfc ?- psy the blrd\vyas e 1atfw @

an extensive head and neck lesion. Abnormalities (re obsew@urmg nec& y in several, orga@
(including lung, liver, testis and intestines). NGC@ of the male's m as b@em@ble

The first mortality in the 10 mg a.s./kg feed test gfoup Was tn&ale‘m en @ h Wa&f?z)un@ead
on day 3 of week 11. Prior to death, the male was ob At@@crop® the bird was
thin, with a severe head and neck lesion and a leern on 1ns§? of t@ eft 1 rmalifies were
observed during necropsy in several org®(me{ 1n art %) 1dne s nd tes es). §& of
the male's mate was unremarkable. & y\f

The second mortality in the 10 mg a@( Eg%i tes@oup@s t m @m Pa@%@vj@nch was found
dead on day 0 of week 12. Prior tgédeath fhe fentale was obsetved Wl@»a he@le&@, At ng%gopsy, the
bird was thin with abnormalities 1 sev@yl orgéns (1 din lee Ghd k ( Ineys){Additienally, it was

noted that the ovary was de “Necrop e fe e' s te sh wed that while the bird had
plumage that was phenotypica ly m e-likerat t st 1n1t1at10n 11;d@®as emale ith a regressed
ovary. Since the birds in Fep 224 fe da from this @ﬂ Wi @exclu@d from analysis.

on day 5 of week 9. Betor tapdeathslie b1rd was erve*d with@pot I&sjons. ‘At necropsy the bird was
externally unremarkéble. Internaly, th -~ as a&er\/@ fra@ire of the Ver%brae and the spleen was

small and pale. N&gropsy»f thésmale s%ate %@s un&@ark@@e @ @

The second mdsa llt@the @O m Ks / @’ed teg grogp, was § femal¥ in Pen 274, which was found
dead on day 3%of w@gl Ieror%O death he féRale was observed, With a head lesion, a lesion on the
left wing, \a@d a ruffled @peara@ . cro@y the bird was sll I@y thin, with an extensive head and
neck 1 , feather | ruisigg on the m@ s were observed during necropsy in
severa organs (1nclu%ng Of@ negﬁk mu “at the th °&kull the spleen and kidneys were pale,
the cecal contents a here%were k re&an n the abdominal cavity. Additionally, the
ovary was regl@sm %I ecr he &male mat@ owed small testes but was otherwise

unremarkable@ @ @ @ v

No other ortahtles occ@ed d@] ‘@:our f th@@tudy Due to the nature of the lesions observed
at necrO@ none of th%mort est oc@ed wage considered to be related to treatment.
< N &9
= % @ R N
Adult bird observations: @ S R Q

The first mortality in the ﬁﬁa .S./ fee t g dup Wa§ r%le in Pén 26 ich was found dead

N
No overt sig&s@of tQxicity, &ere @sewé@ at any of the concentrations tested. Incidental clinical
obsewatior@tedﬂu in test Tﬁ”clud@ those that normally are associated with injuries and penwear.
Such signg nclu, lesiéis ondthe hea@, neck, back, around the vent, or feet, a fractured wing, leg, or
toe, ven (4] hea@curl athel@oss a pen worn appearance, unilateral wing droop, and a swollen sinus.
Chmc% &gn& ed a loss of coordination (ataxia), a ruffled appearance, a thin appearance,
\gg@ lim Qlealq@ss 1% uced reaction to external stimuli, and lameness, but they were typlcally
ciate@®Wwith the incidental injuries. Except for incidental findings, all birds were normal in
appear@ice and behaviour throughout the study.
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Adult bird necropsy:

Adults exposed to fluopyram in the diet showed no indication of treatment effects at necropsy. Thégprds

that survived to the termination of the adult exposure phase had no compound-related gross lesgons.

Adult bird body weight:

There were no apparent treatment-related effects upon adlt body weéﬁi at any tr@gﬂﬁne t"tevel
statistically significant differences were observed in the ¥eatment arQp
feed compared the control group at any of the body weight mt@ s. Additiqpally
bodyweight in the treatment group of 50 mg a.s./kg
mean at any weight interval. However, when co
in male body weight in the treatment group of 50

significant (p < 0.

The difference observed in male body %elght @ the

05).

termination was influenced, primarily, "y

237 was noted with a small, pale sp
injuries during the last six weeks @the efposuréperiod-that
When the terminal body weight da

approximately 10 % reductions in bod%

(206 £ 8 g) was comparable

forahe mates in @
t@e co@iﬂol gro@ <<§
significant. Since the decreagé in mean

as/kgf
S &

e 23

d was not

d to the trol
gé at te’sgterm@atlo

@ mglas. /kg@ee

(%blr \The dpales in) cag@ 23kand 248 exid
el kg rom@ieelg &untll ™

atq ropé%ﬁnd%@e ma

e d t@renﬁQ) Serve d w.

p, theye W@

ult
248

y ha@ con

sli
t Wa&statls%@ally

d@reatm@at g

.T mal
ine 1n01dental

ute$

d, thMean weight

0 ldager statistically

v
& @

& &
3 SHEP S

£10, 80 grid 1 g

Pk o g &.S7Kg
@d@ean a >

ificantly different from the,Cont

t dem@s

=

at ; t
1ted
cage

ight loss.

eight was SIQ mﬁ@enc@ by tw pens, and not
concentration responsive, i was ¢ojisid unr@ated to@’featrnent @ @
S ¢ &y " §
"\g @ @?) © 6 c& N
Table 8.1.1.3-15: {@ult guall m@ badiGveights and@ight@ams @GK
Nominal p O Males N ﬁ\ @ @ 8 Females
dietary @Q an wiibht + @) Nfean weight 2gin §4ea cight < S.D Mean weight
concentratio @$ &Ig] % i \@S D@© O %@V [é e gain £ S.D.
[mg a.s.d S Y g @ l2]
fi S%@ § Enégjr Difg&nce&Q @ﬁrt End Difference
Control JOoE 14N 2p8£22 @ 281§ |\9£14 | 22222 3227
10 W12 | @0 | D18yl 191210 | 23225 42£21
4
50 189010 [S201 * . 12810 S°] 18813 | 236+23 47 £ 16
80 <O | 188+ 1007 208 125]7 20+8 1879 | 22922 41+ 22
180 18919 | 059 & 16::@ 18610 | 237+13 49 + 10
S.D. S%@ard deviation 9 9
* ficant dlffe@ fror%the contrgl (p<0.41) only@ore excluding outliers; after exclusion 206 + 8 g (n.s.)
>
N ST R @
Adult bird feed/fs&nsumptlon'& @ &

There Were
statlstlcal

compar @z 1e C@

the contl
duri

sl@ 1nc

wee g;

ses in ;

ntd

lgl@upa

ap a%ntt tmerttrelat

effects upon feed consumption at any treatment level. No
renegs wet€observed in the treatment groups of 10 and 50 mg a.s./kg feed
y of the feed consumption intervals. There were slight differences from

ent\@oup of 80 mg a.s./kg feed during week 5, and in the 180 mg a.s./kg feed

were r@onmdered to be related to treatment.

21 tHat were statistically significant (p < 0.05). However, those differences were
nsumptlon transient and not consistent over time. Therefore, the differences
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The achieved dose was calculated in the report for the pre-egg laying phase (weeks 1-11), for the egg-

laying phase (weeks 12-22), and for the total test duration (weeks 1-22). For use in this summayp@the S
overall dose over the total test duration is considered relevant. N\ @@
@ @® @
3 ©.8
Table 8.1.1.3- 16:  Adult bird feed consumption: Daily dietary dose % § f/@ 2
Nominal @ A N Q>
. M .
) dletary. Mealf body N coniiié?%sn (!@I@l y ry d%(@é &@
Test interval concentration weight g ) 9 [@.s./l@ Q
[mg a.s./kg kg bw] @ . qQ /d
feed] % g fee@ bir %@ay] A . @ {\@
Control 2029° N P 2
10 03 9] Y M x4 N09 N
Weeks 1 - 22 50 W o« | O D1BY O & 45 .-
80 w200 0 8L TN & O
180 oy 20> @] <7 g8 S 5,163 f§
QN N R
Reproduction Toxicity Q o o > @@ o ©© @Q \%
In the highest treatment level m .s./kg@ed) @re W a tre@%nent-@late@du@@on in offspring

survival. The number of 14-day old stirviv&ys as a percen%ge @atgh@mgs

(p < 0.01). Furthermore, hatc@ings 444 of the 14@“01(%@ 1

e wel

lower than in the controts(p < Q.01).

of

&
&

Y

R

o

S sign@canﬂy different
\@ was significantly

<

In an additional evalyation \g@ the&ﬁ@illiamq te@urirf&%e o@inal%@vie\vﬁ%e study for Annex 1

inclusion, the slighfreduction i@#@vivo@weig@ﬁ at %8 mg a@/kg feed was also detected as

statistically signi@ nt.\é §\ %o \\ &\Q §2 @& @@
S & o © o
The tables %elow p@en‘tfzﬁe repegductiye endpoints. data %19 dec%’é@gal places are presented according
to Appendix C of the lé}R 2QRby PA. N
AS 8 §M i@@ \@Q @\@
SENN®) S
§ RN > & >
2 @ $ &> NS
o O ¢ .09 o O @
QOO O N O D
S Q L4
<) S o L2
S @ &@\ O
@%
s A& &8
& o &
& &EF
o N
< @ N
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Table 8.1.1.3-17: Reproductive endpoint

totals

©

Nominal dietary concentration @ij 4
Reproductive parameter mg a.s./kg feed] N %
Control 10 50 < 80 o, P80 o
No. of replicates 15 14 16 é&\' 16 S 14@ 7
No. of eggs laid (per group) 496 540 662 710 @C }@% %
No. of eggs laid / hen 33.07 3847, 41387 | 4438 | 35368
No. of eggs laid / hen / day 0.31 0%6 Og@ 045 © 0\;@
No. of eggs cracked / hen 0.33 &.0.14 ﬂ@\‘é @@é R @4 G
No. of eggs set / hen 2020 1873436 | 87.06 . | 3831, 3136 @
No. of viable embryos / hen 2693 @ 3243 30.0° QBQ@ 9 208
No. of live embryos / hen 26.6%_ c32.36 @UL 3050 |9 %@O N 26,57
No. of hatchlings / hen 2540 193128 [ 030130 @081« | 0450 .
No. of 14-day survivors / hen 2933, T 2693 [N2394 & 28 190 & 1980
Eggshell mean thickness [mm] A 0.225 @>0.23 &Q [(QQQ N @’3
Eggshell mean strength [kg] Q 19}86 v 11@ Kol 1.22@\9 J@U 33{@» %0.25
Hatchling mean body weight [g] & i @4 N 564 Y5 @3} f 5@ D 5,08 *
14-d survivor mean body weight [g]% ©28.579 @’7 36 @ D 2@@ ) ° 24.38 *
* Significantly different from ontr,%ﬁ&KO 01)% the @gmal Stéi’ls’[lc&raluatlo
) Significantly different fro contro (p<0@§) in the addmona stat al evz’@@anon %f uUs EP@ DAR 2011
@ § % “”\g @ @@
Table 8.1.1.3-18: Re, roduct@peri@man@ or§hzed® per%ntage) . @

o o \?j % %Nommal dle@ry coficentration
Reproductiv§ n@er (nKas) Q @ [H&% a.s./kgfeed]
O N & o | sContrgh | Oio 50 80 180
% eggs not cravked of pggs 16d O .7 9928 O 99.@§ ©,99.36 98.12 99,68
% of eggs gef of eggs laid 2 82.66 87.54 A 88.14 85.98 88.06
% of vjable embryos of Ges el &V 923 | @129 7593 91.93 90.91
% of [ive embryos ofviable'embryos A0 9549 99.74, 99.62 98.80 98.96
% of hatchlings ofgggs laid > o8 [ @490 O] 37381 66.80 72.41 72.88
% of hatchlings 6Peges@pd & o . Ssask | £88.07 74.87 84.56 82.61
% of hatchligé¥of ligdmbrfes > |© 9614 [T 96.91 97.99 93.38 91.55
% of 14-day survivors of éggs set)” N #0067 @  76.56 71.82 7570 | 63.20 **
% of 144biy survivors dBhatchlipds @ | ©95.79° | 87.59 * 94.60 89.96 | 75.36 **

*

S gmﬁcantly
% Slgmﬁcantl

sk

ent from themntrol 0. 05) @
m the@mro 0. 0%
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Table 8.1.1.3-19: Reproductive performance in % of control

©

Nominal dietary concentration . @ij @Q
[mg a.s./kg feed] N
Reproductive parameter 10 | 50 | © 80 | 02180
)
% of co@%l A ~ S . <
No. of eggs laid (per group) 109 133 §\ 143 © ((1}\100 9
No. of eggs laid / hen 118 (o 124 ¢ 133, |y, 1060
No. of eggs laid / hen / day 116 \ 1260 13§ ®) <
No. of eggs cracked / hen 43 18 263 >y &3 O
No. of eggs set / hen 1a8 A7 Q31 ¥ 9107 6
No. of viable embryos / hen 5320 114 ©° | & 1268 106,
No. of live embryos / hen 121 o 1149 16~ |2 ¥
No. of hatchlings / hen 123° & w9 7 1 w6
No. of 14-day survivors / hen Q @ 2 or19 SO @:\1 16 ¢
Eggshell mean thickness @100 @ | Q101 7 A 99O 7 1%
Eggshell mean strength U LS 107 103 D" 95 g
Hatchling mean body weight @ . 1@ 9 W1 S Q99 Ao 290
14-d survivor mean body weight N N &6 ] A9 O {&w 92 Q) 85
A Not given in report. Calculations bQ\e\Jd on dgga for feproductive en<§§ﬁ{ tot@? @ § o w\?@
» & & HF L &
o . @ N U5 9 Q SN
Biological findings: § RS S &@ (@ o @
O N @ )
Table 8.1.1.3- 20: Subchl@uc an@repr@ﬁich@ oxmgy to lz&qwhlt@aHQ &
Test substance % Q) G o . g”\Fluo@yram Q\@
Test object @ NS BN $ BobWhite quail
NOAEC for parentyt toxicity [mga s/kgifeed] L9 o 180 nom{@75 measured)

NOEC for reg@@cﬂo@ng a.s?kg fegd] @} AN W @O nothy(46.7 measured)
NOAEC for r@rodu@&n [@%.s./kg\\t%ed] N <) @w D 80 fi@m (75.7 measured)
NOEAD, f§®parental toxjcity [mg?s./k /day@ K @ @ (measured)
NOEI)@@ reproductiqgﬁfng a&@g bwidtay] @Q N @.5 (measured)
NOAED for reprody&tion [g{ol} a.s./@bw/d@%} & Qg 7.2 (measured)

N
) S @
© v

©® §@@ %(&LU@

Y
B
3 IS%mg a/kg feed (corresponding to a NOAED of

The NOAE@ of p%ren@ toxidity

e
16.3 m@kgbw/da}% N) % @@ R

Based oil treatmentg®lated, re uo&gons 1 offspf@g survival, hatchling body weight and 14-day old
surs{&or body Welgiaat 1nt 1g e trent k@l of 180 mg a.s./kg feed, the NOAEC for reproductive
toxicity was set in the rlgm@b rsé@ﬂ at @mg a.s./kg feed which corresponds to a NOAED of

7.2 mg a.s./k B%/da ;l" he adghitiona}statistical analysis by the US EPA in the DAR concluded a NOEC

of 50 mg a@g feed orreéﬁonds@}) a NOED of 4.5 mg a.s./kg bw/day.
S @© S
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Assessment and conclusion by applicant:

The study and its data are considered as acceptable and reliable for use in risk assessment. \@
The endpoints are: O @

p @@ & ©®
NOAEC = 80 mg a.s./kg feed IS @
NOAED = 7.2 mg a.s./kg bw/day “\% @ @ ‘2”\9

g - | O
The additional statistical analysis by the US EPA in theDAR conch@ﬂ the follo\@?ﬁg em@nnt
NOEC = 50 mg a.s./kg feed @} §© Q @@ @

_ % S SN
NOED = 4.5 mg a.s./kg bw/day \ @@ R O o o
In the opinion of the applicant, the biologic releva%e of effe&t})n 4@’ay S ivor\%dy ssg?ght
at 80 mg a.s./kg feed (which is behind the §OEC @eter S mg a.s./kg{eed) is
questionable. This was also the assessmeng of th 1g1 szho prépo d to us@the @ ECS%f
80 mg a.s./kg feed (equivalent to 7.2 m /&gbw/%%s higher tle&%gdm&n pgpulatlo §5 sk

N

assessments for fluopyram.

Q N S & O
The difference at 80 mg a.s./kg fe€d on -day @rvl ﬁo SO .3‘@ €., within the
relative standard deviation of th@%ntrol of 10 8% fo‘that e nd ol sta@caﬂ@gigniﬁcant
ina - tot g@ S
pair-wise comparison to @ con% @ @ & @ @

Furthermore, this dlfferenceﬁs obtainedQnder constant%xpo%@e ovép22 eeks of @posure whilst
fluopyram rapidly dlSSlp%CS frc@foh or 1@ cts u@er rea 1stleQ§eld eQ dltlo@@ (DTso ~ 5 days,
see MCA section 8.9).°«, @

Finally, rapid rever@vhty %fe tg%n ch19< 2§xt was, dem@ trated at tre&t%ent levels as high as
500 and 1000 mg 5 kg feed int dw@z 202:£(KCA 8.1.1. $01).

Thus, the mingf&ffe t@n c Ek body V‘%jht aft%sg@Z v@s oﬁéxpos@fe to 80 mg a.s./kg feed is

unlikely to 1@ ﬁe@ con onl% hor@erm @osuret%f wild birds.
Therefore, it is p@’poseﬁ”‘[o naginta %;[he %@101’1 t@@em; oy thOAEC of 80 mg a.s./kg feed

fluo

(equivatent to 7.2 m %;98 /k@w/d @ 1ghe 1er§ndp Win & lation level risk assessments for
Wﬁ&il- @

X & QS 0@ &, N
) AR S
@ O ¢ .0 © .0 @
OIS a P
S\ L 4+ 9 @
@’ o & @ &S
°\ Q @ N
Q N S0
N N S & &
S @ &@\ O
@%
N %%gf § N
&§ Q Q S ©@
AN
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Data Point: KCA 8.1.1.3/03
Report Author: _ &’ @
Report Year: 2008 oD N
Report Title: Effect of AE C656948 technical on reproduction of the m%lrd duck (Am@@ o
platyrhynchos)
Report No: EBGMP041 v o
Document No: M-299277-01-1 (<$ ,ﬁ@ 2
Guideline(s) followed in | OECD 206; FIFRA Guideline 71—@USEPA OPP{&SUSO.ZBOO ‘N O\VJ &
study: @ RS @
Deviations from current Current Guideline: OECD 206 (1@84) Q @ @\J’J é\ﬁ

test guideline: Deviations: The birds were @vcekq old at %perlmental st@bclo@hc

L @
minimum age of 9 months cﬁ%ommcnded b@hc dclm@g{owe&cr the }@mge
birds ensured that the biggs?have not bee&throu@a reprojuctiv€ycle épd tha@
egg production does not begm tQO SO ter gRposureéPFhe f@r argdeer pq}i@
0.4819 m?, below thegh0 miggCommgetided ky the g eln §Iowev\ this cage
size was considered succemul fO@@)th h@andrﬁ@nd rep rds& °
The temperatur%?%ymg eg?d stogag lower&an the Y4-16 @

recommended e teﬁ@erau@ uring cub& (3% °C) hatching pl

(37.2 °C) was 1;311@&%10“/ E&} nmetﬂged kﬁgu@%ﬁne ©e
hatehlmgs Q)Q re kégntat a t@lpcra’f@ of 338 §%rm 4 po%hatehlmg
phase, higher thaf@fhe 33385 °C aivd 283 °C 1®)mm ed he fuzgg and
second week, @ppectidgly. T @ﬁuml dug @eg rage §4s 9580, higher

tha @ reg(%mende@’é()— Yo. Th@luml@y duriny inc 1on @ud hatching was
nd 695 % ﬂ@putlvcly, low% thap @e rec@g]mu%ed 60-7®and 75-85 %.

The hungdity f lings‘@uring th 14@/ posg IMtchligg phase was 55.7
8 @) lower than@jie reg men{ed 60- % Tt@e werko8 %Rwable embryos of
8o, v %

coost, loe%er thaphe reg@men
X T devgations are not@@ecte&m hav@mpadted the sqdy results. All validity
§ Crlterla}\@te f@}@ed N § . S S
Previous evaluatio@ %/es \f@ated\gnd a&epted Q @) & @

S Dk 2911) N &
GLP/Ot‘ﬁciallb@) @w Y@, cond@rted &@Er G(%B/Om@lly re§ms%§ijleslmg facilities

ﬁ

recognised testing @ [%v N
facilities;, @ 2 2 S @ &
Acccpgﬂ@nymcnabiliég» Yg@ @“’ ENERNE
N ISR D
N & O o & D
Executive sumn(%;}y @ %\ @’ © >

The purpose ofthis @ay § to eda uat@ﬁe ef@s oﬁﬁetary exposure to fluopyram on health and
reproductlve@pacn@of %ﬂs re&%sen r@ﬂard dycks. Adult mallard ducks (4nas platyrhynchos)
were expaded to fluopy y 1®weeks to nominal dietary concentrations of 0
(contro 0, 200 and2500 @ a. s/ Malg?ﬁ ducks were 16 weeks old at experimental start.
Eggs were collected@ parehtal bl@s for, 8®eeks (after 8 weeks of a pre-photostimulation period
folk\ﬁ%d by 3 weeks of Rﬁ“t@ latio efhe egg-laying period).

There were 15 @girs of birds @eat t level with one reproductive pair of birds (i.e. one male
and one female) percéﬁe. s weré observed for mortality, abnormal behaviour and signs of toxicity;
adult body igh@d fegdco umpti@@vere measured; gross pathology was conducted; reproductive
parametegs, as \@l as I@chli@ealth growth and survival, were examined.

The @ fu@ed @/ahdﬁ? criteria of OECD 206 guideline.

Tl@%ea @@easure@yam@lts of fluopyram tech. in week 1, 5, 10, 15, and 19 were determined as 0, 100,
183, a 8 mg/kg feed representing percent nominal Values of 100, 92 and 86 %, respectively.

There were no treatment—related mortalities, overt signs of toxicity or treatment-related effects upon
body weight or feed consumption with the exception of feather loss and minor injuries as a result of
cage wear. There were no compound related symptoms of toxicity in the adults and offspring.
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Additionally, there were no statistically significant adverse effects for any reproductive endpoint in the
study. @ S
The No Observed Effect Concentration (NOEC) for both, parental toxicity and reproduction m@mnts@@
of mallard ducks exposed fluopyram tech. was 500 mg a.s./kg feed, corresppiading to 40 g a
bw/day (NOED). The Lowest Observed Effect Concentration (LOEC) for lgparental t%(lcu nd
reproduction, was reported as > 500 mg a.s./kg food, corresponding to > 4Qung a.s./kg b y (@ D)e,
The additional statistical analysis by the US EPA in the D@ concluded &‘Z%N EC of 200gng 8. g f@
which corresponds to a NOED of 18 mg a.s./kg bw/day @ @

Q S

O @
& & é% O @%}
I. MATERIA D METHOD
Test item: fluopyram, specification No.: 10200@55 Bat%No @528/0“2 '\I@c No@)79@0
purity: 94.7 % w/w. @

Test design: Adult mallard ducks (4nas p! yrhynﬁé;os) @ed t uop}@im e;@ma ely
19 weeks to nominal dietary concentratl% of G&@)n 0 (ad

%d 500mg a. s
for purity). Test diets were prepared -.\ mixihg ﬂu yra remix at ] usgﬁd for kly
preparation of the final diet. Contr liet m}i ea&H of @e treagﬁ d1e§@wer@re@ we@ly and

presented to the birds each week. & @,

Full details and acceptable Vahgtlon@gata tégsup Qit th@aly @al @%Od pre§ented within
document M-CA 4, Whlc%@éom%ﬁv witl? th U ul relre ts mltlined within
SANTE/2020/12830, Rev.1x, AN <

Mallard ducks were 16 w@@ olc@t e g‘\@ stgt Th qwere@% pai@» of bids at each treatment
level resulting in 60 palrs or tudy é e repgpducts of bird&(i.e. male & one female)
was housed per cage cted from paréhtal bl@ for Q&weeli&(after 8 weeks of a pre-

photostimulation p@bd f&lowe weeks O&Ehotosﬁ’mul@on bef@e the egg-laying period).

The test birds V\@ a @{%ated%% the test f&\hty iird stud@ca @or approximately 2 weeks prior to

experimental@ ng @e acc@atl%{@all birds w ed da?ﬂy Birds exhibiting abnormal
behaviour or debilit@ting physwa%ln]urles erfé@t usﬁr tl@test%%

Adult bi @@ were hous 1nd§% s T e a t quage&@?easured approximately 79 x 61 x
53 em4iength x width2x heighs). Cages ete con@ucted%f staiftless-steel wire grid and stainless-steel
sheeting. Cage ﬂo@wer&%ons ted @ pla%% -codted steebwire and slopped to accommodate egg
collection. Each equi ﬂ? both®eed artd wafgging troughs. The birds were fed basal diet
(Teklad Game Bird ﬁ ta @ater% libiim dutihg the acclimation and testing period. The
photoperloug mat‘lQn period (2 wecks) and the first 8 weeks of the test the birds were
held under a photopeno@)f 7 urﬁlgh d 14 Hours dark per day. The photoperiod was then
1ncreas@ 17 hours Q%hght 7 hgyrs d per day for the remainder of the study.

During the study, a@adu birdsSwere erv @dally for signs of toxicity or abnormal behaviour.
Add@%nally, all &Ffspr1$ ere @Jbse dally’ from hatching until 14 days of age. A record was
maintained for all clinical gé’rvat IQ ortalities. Adult body weights were measured the at

experimental gtart, in\week 5 7“@d 9 41d at adult termination. No adult body weights were taken
during the e@pro&gc i0 ult f@d consumption was measured weekly by cage throughout the

‘”\9
study. @& @ @© S

Grosst& 0 @wa ondu@@i for all birds that died or were euthanized during the course of the study.
At ‘§ endﬁhe Exposiite period, all surviving birds of the control and highest dose level were

u@ ﬁnd nec opm@ Additionally, at least five males and five females from each of the remaining
dose 1 were necropsied. Reproductive parameters, as well as hatchling health, growth and survival
were examined. In addition, the effects of adult exposure to fluopyram on the number of eggs laid,
fertility, embryo viability, hatchability, offspring survival, and eggshell quality/thickness were
evaluated.
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Eggs were collected twice daily and placed in a cold room (11.3 °C) until incubation. All eggs laid in a
weekly interval were considered as one lot. At the end of the weekly interval, all eggs were re@
from the cold room and candled to detect cracks. Cracked or abnormal eggs were recordg ang}§
discarded. Eggs that were not cracked or used for eggshell strength and thickngss measure were
transferred in an incubator. The transfer of the eggs to the incubator was refefged to as “egg set”.

first eggs were set in the incubator at 37.3 + 0 °C. Eggs were candled again on day 14 ofgacubatien to
determine embryo viability (fertility) and on day 21 to determine e ‘%30 surV1val ©n da@ 3 @
incubation, eggs were placed into a hatcher (37.2 °C) an4llowed to hatch. Hatchlmg; we e\semo
from the hatching compartments on days 27 and 28 of inCGibation. The é:? atched e ntael%ge &
were observed for embryo attempts to hatch (plppll@) recorded &1@ discarded @'%g day§e ]§bod@§
weights of surviving hatchlings were recorded. % Q

Afterwards, hatchlings were housed in broodinﬁ ens and kepgon un@eated %et @% l%ﬁys

when they were weighed again and sacrlﬁce%ThernWats @ e b@odl%@ ment of eash cage
were set to maintain a temperature gradient 0®app o@mat® %@Ver tigy cou&e of t% 14- day
post hatchling phase at a photoperiod of 14%0urs g&1'1‘[ a\@ 10 h@rs dar IS @7 @

N @ N

Statistics: Data from treatment grou Wer&com ed téxcontrals usn@vth pirgW ilk*Qest for
normality and Levene's test of equa Var emg%} i §3 al vépiances. If
assumption of normality (p < 0. OQand omo nerty V@G (p§J Sere g@iet, t ir%ﬁparametric
analyses were conducted usmg@lalys% f Va@nce ed byDu @t s test or William’s
test. If variances were unequaf; thenthe n%param ric aﬁalyse re ggnducted usi® the Jonckheere

or Mann-Whitney procedures C& @ @ @9

Statistical analyses were%perf ed usr%’é S stat al s@t%vare&Fhe @ st1§srgmﬁcance was set
ata=0.05(095% consﬁgience@ el). ®ach ofthe f ara terwas analy®ed statistically: adult
body weight, adult feed con mpc@@ 1a1 egs cracké&d of eggs laid per hen, eggs not
cracked of eggs laidper gﬁs of set p @Q thr&e weelkggmbryos of viable embryos

per hen, numberdyatched of hVQ?OUE% week \bryo N 4- da@surv Qors tchlings, hatchlings of eggs
set, percent 14&day s 1V0r@of eggs set hen&gumb@ of h 11n§§ set per hen, number of 14-day
old survivors of set{@gg siell str@gth geragc‘\@ g slg,§°thlck©ess :ffSpring's body weight.

In the rgpdew of the st fo@e 0 al Annex @hstlf ﬂugpyram an additional statistical was
condu using “chi&s. sas’%\/er 3; Magsh 200@ a SAS pr@am provided by EFED/OPP/USEPA.

Data for all endpo@were%exa d gr@hlcaﬁg sirfg.box pldts to determine if they exhibited a dose-
dependent respo e§tlma§e Y USE Do seledt theynultiple comparison test to detect LOAEC
and NOAEC rﬁa ere’tested to-detegnine if their distributions were normal and if
their varianegy Cwer eom usmg%@ha 4&0 -Wilk’s and Levene’s tests, respectively. Data that
satisfied these assumptlo®wer@ bje to and William’s tests and data that did not satisfy
these a@ptlons WS @ted éﬁ thizy non- ﬁarametrlc Mann-Whitney-U (with a Bonferroni
adjustment) and J or@qeer% tKData fQ dea@uds were excluded from the analyses.

. S S
S @ @ Q Q
Dates of expen@ental WO@&W 8&@007@ October 30™, 2007
RV
@
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II. RESULTS AND DISCUSSION

Validity criteria: @ @©
@\ (g
Table 8.1.1.3- 21:  Validity criteria (according to OECD 206, 1984) @ @ @
((@J@ & AN
Validity Criteria Required : Obtainﬁe\@x Q)@\ %
v ° N o
Adult mortality i trol <1 g >
ult mortality in contro _@ @& @0@ D @ &@
Mean number of 14-day old survivors in the Y ® < N Q ©
controls 2 per hen S 8® 7 peré@n rr'© 4
~Y) N
Eggshell thickness in control > 0.34 mm\ 7@) Q 0.&3@mm (%) @}
o e gomina™ | 56 oot
. . . “z 80 %%f th 1n 86 - 106%% of the nominl
Concentration of the test item in the feed @cen @gions @ @@ @nce ntgations % )
A Considered fulfilled as the 0.330 hell th @ *&as withia th 1 f histori trol @gta.
onsidered fulfilled as the mm eggsw\ﬁel% 1cj<{ sva&e as wi e%ormaé@geo 1 orlca@ rol dgta
o O @ .4 & SRS
Analytical results for dietary concenn@lom K é\a @ @9 @ & O
9
The measured concentrations of pyral@zln We%k 1 5?0,\71 0, gand ran betwpen 8@.and 115 %
of nominal concentrations (see table b&low) re at10 of ﬂu%pyram were
determined as 100, 183 and 4 .{\ g an{%kg fee repr@entl and 86 % othomi 1, respectively.

These values correspond to daily digtary d@ lers of 0,10, 18,<and 4(&@5; a.hkg bw/day, respectively.
Analysis of diet samples a@jlecte@from $oeders@ ter belng held at @@ble %emp%@ure for 9 days (82
and 90 % of the nominalconcgntration for mg a% /kg&fped test concentrations)

confirmed appropnatémam@ncqé@the tred tm con@gn rat \
No residues of ﬂu@ram&were d§cted@a the cﬁﬁr@ets abpve i6®mg@ s./kg feed.
A summary of t@gdle conéentra%ons 1sm\lud@n the\%llo§@g ta@@

& &> > 7 \@ @©@ c @
<) @ @
Table 8 22: Fee al Su ry of fluo m
103 é?’n y@s n@ y pyam & <, S
= o] a2
N Sz 7 Y O o <
ominal dlet%@ 3 @ 5 @ 3 B Mean measured
concentratio § % @ oV S zZ dietary concentration
[mgas/&ed] @) Q\(fv”[ea d i tm e rafi [mg a.s./kg feed]
N sul ietary ﬁncen ration
SRS Q' [mga.s./kgféed]
A0 G 9g) | @s & 99f | 1 83 100+ 133
200 O] A7 A 205 | I 171 171 183+ 159
N 500 V420 469 [Oa01 43 426 428+25.0
&@ @ & Q0% of nominal Mean % nominal
\ pJ
1697 & @(Q@z@ uy | 100 1 83 100
200 @ 5 ) 102 98 85 86 92
X
Y500 S 8% 94 80 85 85 86
Q@ & 7
N



E Page 55 of 474

BAYER 2021-07-05

! E g Document MCA — Section 8: Ecotoxicological studies — Part 1

y Fluopyram
Observations:

Parental Toxicity @
Adult bird mortality: Q\
ult bird mortality: S @ S
No bird mortality occurred, and no birds were sacrificed during the study.@ﬁere was no%ignjf@nt
difference in adult mortality as compared to the control for any treatment 16\%1. § @Q\
% ° Q, %
. . \a @ G
Adult bird observations: @ S é\a
. L S . © N Q Q&
No overt signs of intoxication were observed during g@ study in a@dult test gr&@). Mino ocenc@
of feather loss and minor injuries which Wer ciated with nox‘@gﬁl laantonéage wear e
observed in the control and several treatment 1eVls. There %ﬁ: no.signifjgant cgﬁcabl symptof)s or
compound related effects observed during thudy.@@ w\? g\’ @J& N A v
%G @) @ @ v %
3 .9 R A
Adult bird necropsy: @g\? . \\ @} &@ & o
N 5
Adults exposed to fluopyram in the sh@\%ﬁd n@’ldic@n oftreat @1}\{ eff
loss was noted on a few birds due te normdbrage wear forMabogatory rggred %ﬁﬂard
relationship existed for these few and inﬁfquer@bser@tion e lii@s thatsurvive
of the adult exposure phase h@o cpfﬁpounc@’elat rog@ésion@ S
%, S @ o
N © N @y N 2
: L O N U <
Adult bird body weight:* AN 9 § @% N $ QD
Male adult mallard sh@wed @all @@rease@ m odyggeiglé%vhile%he fen@%s showed an increase.
However, there we® no statlsti i ﬁca@diff@ﬁces t any teatmént level compared to the
control regardin le oﬁ%méﬂg adultbpody %eighg i@nge@ &om sé}dy i@tion to termination.
@) A Y
¢ S S
S £ .0 N o S @
Table 8.1.13;5 23: f@(ﬁiult D%lllar@nea ody Wwights @de ight gaj
i1, 23 i Nitagdmens gy b o it sy
NO@ @Q & Mitles é % Q Females
dietary Mgan wal Mean_weightgain | _Nh ight+S.D. | M ight gai
. %§hti - ean weightgain ean weig .D. ean weight gain
comeentration] 7 I sl ol © 4 ]
fee‘di @Staf@ Q@Endﬁﬁ@’ ;\\%iffe&@ce ) start End Difference
Control “§ 11322 10%@\@11 }f);}% S V@ 963+ 68 | 1202+ 101 239.0
1005) | 113661 | A= 105 o > 14" | 959471 | 121174 251.7
2000 | 1113809 | 108388 | < -99% 956+ 63 | 1250+ 107 293.7
<500 1143 + 665 11%@%%3{ 86 R 8396 958 +67 | 1200+ 92 242.7
S.D.: Standar iation & @ N
T & R
Q 2o ©@
Adult blrg,(}feed g@ﬂsum@@on: S5

Thereysy?ere

$

&

. O. . .
ticalt> significant differences at any treatment level as compared to the

@

statis 49
cont®l for g foodyons tion endpoint.
o B oofoneg
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Table 8.1.1.3- 24:

Adult bird feed consumption: Daily dietary dose

Nominal dietary Mean body Mean fo?d Daily dietar; J§
. . . consumption
Test interval concentration weight +S.D @ [mg a.s @
[mg a.s./kg feed] [kg bw] g S bw/&@]
Ig feed/ bird/ day} I
Control 1.103 103.7 +17.9 SRS .
100 1.107 _ 1049%139 ) o 10D s
Weeks 1 - 19 N T
200 1.100 v 1092£@90 & B @
500 1101 . 101, 6@%55 D Sh & |1
S.D.:  Standard deviation @ O N
A Not given in report. Calculations based on the body ¢ \ ght of male an@emal allarghducks afgest start%d at %
(‘0 @n 4
termination. Q7 N =N @ \ @D
. Y XD L <
) N % N o
5 - ES
. . © 9 & o & @’ -
Reproduction Toxicity AN Qg%” @ K Q @7 @&
There were no statistically significant d@ren@g} at tre@m 1&%1 as\(@mpgzd to ;g:e co@ for
any of the egg endpoints. g&\ w\g @\ % C‘}y @ SHENS)
The table below presents the reproi@tlve é‘%dpomgt tals. \@ § N § %@)
> & 0 & O
2 @& H S e
SRR P )
Table 8.1.1.3-25: Reproductive e&ipomt@als @ & oS © o
9 N\
‘ o @ § ¢ Nomi a& dlet@ coﬁ@ﬂra@y
Reproductive parameter % [mga s./kg feed| AN
~ @§ 7 Con}’rol &7 S 100 o &, 280" 500
%
No. of replicates @ (Q\§ ©@15 Y N) 1&, ) 15 15
No. of eggs laid gp@ gro\y@ g\ R SR %@O @@& @%}766 745
No. of eggs laid) enfr\é A %% @0@ S N 54.0§ 51.1 49.7
No. ofeggsglaﬁ){/ heffday v . 0934 @ my@ 0.969 O 0914 0.93 4
No. of eg\gé%racked / e, M{\“\%// > 0.07 Al v @7 v 0.33 0.13
No. o%g%s set/hen @ ) S AR Q7] %49] S 45.8 45.1
No. of viable 14-da§®1bry%§ henyyy S22 %, &, 34D 41.1 38.8
No. of 3-week livegmbryds /heg@ | =0 3200 |~ Q41 40.7 38.7
No. of hatchlings /hend® Y [ 39 o @279 28.3 30.0
No. of 14-daydurvivors /he® <] Q277> | 279 28.0 30.0
Eggshell mman thickness [mm] &Y | 57 0330  «[7 0331 0.329 0.327
Eggshefimean strength[Kg] 2682 & 2.640 2.676 2717
Hatchling mean bodg}veigk@g @36.%\\ 36.9 36.5 35.2
14 _dsurvivor mean body @ght@ 254@ 257.9 254.0 245.6

() Signi
@éﬁ
S @©
@{\9 @@ @@ S
&g T

Not giv {Gn report. Calg 10ns@sed on@ egg laying period of 56 days.
tly, df&@rem

the®gntrol @<0 .05) in the additional statistical evaluation of US EPA — DAR 2011
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Table 8.1.1.3- 26:

Reproductive performance (normalized as percentage)

Nominal dietary concentration @ij JE@@
Reproductive parameter [mg a.s./kg feed] N
Control 100 . @@ S5y
% of eggs not cracked of eggs laid 100 100 ©'99 ~_ 106 S
% of eggs set of eggs laid 90 91 % 90 Q 2)
% of viable 14-day embryos of eggs set 68 @ 72 & i 89wy 86 n@
% of live 3-week embryos of viable embryos 100 98 Q\g 98 @w \Q IOO&v ©&
% of hatchlings of eggs laid 55 5 B Q6
% of hatchlings of eggs set @ﬁ 58 © > A S &@
% of hatchlings of live embryos Vg2 o 83 7| o 68N | w2 7Y
% of 14-day survivors of eggs set N S(Z%@Q N 55% /\7\/ SQ%U S 65
% of 14-day survivors of hatchlings ~ 29 @g @@)O @J 6 6& @X)O < °
(o @
TN a6 Y F
@ N 0L O O &9
Table 8.1.1.3-27: Reproductive peraé%%in %@" con@ @;\9 § S @ &
Qﬁ L 2 bNom&@T die ;ﬁéntra@n O\W\?
_ & o2 & Dimgas/kgtged . O
Reproductive param N 1 o o 200 O A 500
Vs O S @ “otenra® o
No. of eggs laid (per groupy i © 1% {° 9@9\ NN 96
No. of eggs laid / hen 2 @@» 9 © “@4 °\U § © 98 - D 96
No. of eggs laid / hefy day, § @@ D104 B @ Oggn 96 B
No. of eggs cracked/ hen©™ ' 7 N 1&&) 9 @§ @Q 186
No. of eggs sgt@%yen @ ;\% Q 104 S <§ 97 95
No. of viable éfbry@s” hen,” N 908 Q@i 120
No. of lixg @mbryos /hen, =~ ap O 1060 @ | © 127 121
No. o@chlings / her@u S < A @0 %, © 101 108
No. of 14-day survigds /hen> S |©7 o O101e. 101 108
Eggshell mean thitknesss, & <0 O 1000 & 100 99
Eggshell mea%trzngt@Q TN (;@ @\ @ @% 100 101
Hatchling ni&n bodfbveig. <> K. 21033, 101 98
14-d survi%)r mean body v%)é}ighg§Q> ﬁ%= . 2N LQ@ 100 96

A

@{ given in reportZCalc
0

u@ions based on c@a for’rgproductive endpoint totals.

B t given in ;\i@t Ca%.ﬂatior%}@ased n eg@ing period of 56 days.
§ N R S$
. Vg &
G @ © 9
& O S @
Yy O & 9
¢ & ¢
<< O % S
$ Sy
@ & <
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Biological findings:

Table 8.1.1.3-28:  Subchronic and reproduction toxicity to Mallard o\@ N
Test substance Fluopyram a.§{,\\© @\V@ &Sy
Test object Mallard duck? $
NOEC for parental toxicity [mg a.s./kg feed] 500 nomc&ZS measured@ (%@ G
NOEC for reproduction [mg a.s./kg feed] ©) 500 n@”(428 measuged) "N Q
LOEC for parental toxicity [mg a.s./kg feed] > 5&om (428 m@%ﬁred@ 9
LOEC for reproduction [mg a.s./kg feed] @% >&@0 nom (428&@asure@v é &
NOED for parental toxicity [mg a.s./kg bw/day] % % (megsured)& & © &@
NOED for reproduction [mg a.s./kg bw/day] @Lj > 40°Lr@asurfq(}) > 9 \@@
LOED for parental toxicity [mg a.s./kg bw/day] % 9" N i% (me%%{red)@@} S RS
LOED for reproduction [mg a.s./kg bw/day] ™~ %U (@) [\@’40 (@g%sure(@' NS < °

L0 N&j S
S S e a s v F
@ @ & S SN

i O Q
g Moom & & & &
The NOEC for both, parental icity %ad re}rodu&%n, gﬁs re rted@ 50Qymg @?/kg feed,
corresponding to 40 mg a.s./kg feed, mc@sureggxl O@ S & ©© ©© S
@ N @ Q (N
The LOEC for both, pareq%@ toxicCity awd repro@ctio’& wa&s@r portgd aS@ >3500 @g a.s./kg feed,
corresponding to > 40 mg %S. kg é\ d, r@ure@i}LOE@)ﬂ @ N &

The additional statistical ¥nalysis by the%s E;§ in D@%n@iﬁ%’ed @E@ 200 mg a.s./kg feed

which corresponds to&l\JOEf@) lti%?lg a.s.@gb ay.°s Q S ~
& Y $ c
& .9 O Q
> (O O N
&
‘o

€) &
8 <
Assessment@nd c@clusﬂ@ by a licant: . f;% @b Q %@
N

The studgé@nd its data é@e co@i?ere acce@abl&a% rel@ble féPuse in risk assessment.
The eé?ﬁ@points are; @ \Q . S O v L0
NOEC = 500 mgg /kg feed o8 ", 5

9 > W IS
NOED =40 e a.s.@bw@@ < S & o
The additioal stat%’[ica@aly@i@by tlQ\US E@A in @3@ DAR concluded the following endpoints:

9

@

NOEC 0 mg a.s./fkg fee N @lj? @ o\%
= ° SN
NO\ZEO\}D 18 mg a.@g %day @ Q@ S
@ &@ N 0
@% sk sk skeoseosk skeskok
F & & 88
& o &
oA S
Y O
< &
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Data Point: KCA 8.1.1.3/04
Report Author: °
Report Year: 2019 N
Report Title: Calculation of EC10 for fluopyram for reproduction endp%ts in bobwhlt@all
Report No: M-667209-01-1 N R
Document No: M-667209-01-1 (58 R
Guideline(s) followed in | None % ©\ § )
Study: any .o% b\ ° &
Deviations from current | Current Guideline: not applicabl @ NS @
test guideline: X RQ @© § A
Previous evaluation: No, not previously submitte@ Q&\J @ Q @@ @)
(2N & &
GLP/Officially Yes, conducted under G@Q’bfﬁmally re%)gmse@estmg?%mh&é@ © @
recognised testing I %\ D §
facilities: (f\\% @)@ & @%’ N o
Acceptability/Reliability: | Yes . Z;ﬂ O O © SMIENSE
éﬁ S D @ e 8
Executive summary @ N % N é\a S
In the present study effect con e@ratl (E 1) w:eg§ ca a Qom mbt@d déa of two
reproduction studies in bobwhiteQuail ((%xpos to ﬂ@pyra 1N stud 992% 02:1vand by M-
298723-01-1). @ w\g Q

Calculations of EC;o were Gmdug\d u;ﬁf gat ve 10n 3@" Ca@ﬂat ] wergperformed both
. o N S @

with summary data and@ndnn@ | replicate@data. Effect concefitrati ﬁg ar%@&ported for those
reproduction endpoints, for Wh%h a s1g%ﬁca§ose@espon®%vas é%icul%

The resulting ECo Va@s We@ghemeyalu gre Q@m helr relf@bilit ase ®n the reliability criterion
NW (normalised §h) propose E@ (2095). ‘&resl@ld of was applied to identify
reliable fits, corr ndi@g to the FS%% cat‘&gorles Rkcelléat” (%W , “good” (NW < 0.5) and
“fair” (NW < @Q) ® with NW & 1.0 @oor”%r “% v@ not%eonmdered reliable enough to
determine validt EC&&Qalug% L IS @

When mo&@(han one ﬁt«\;gesultedp in @< 1 @then t@ey fit @ith th@owest NW was considered as the
most reffable, and selgeted for-the ECio value cc@ud elowyWhere the same NW is obtained in
reliable fits, the 10We%t ECj ms sel&gted S "\ w §\

When none of th@s fo an as ment}nd @’t prox@ied for NW < 1, then no reliable EC o values can
be generated and the E as cte «as the l@ndpomt

N
S YN
N f@@@\@@Q@@
G @ © 9
gE v,
Y O & 9
> O o
¢y ®
@9@@%
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Table 8.1.1.3- 29:

combined reproduction studies in bobwhite quail exposed to fluopyram.

ECho of all reproduction endpoints with a significant dose response from two

"o

O

. . Selected e@oint %
Endpoint ECyo ind. Data ECio sum. Dat;l@ [mg a.s/RE WIS,
Eggs laid per hen n.r. (NW>1) n.r. (NW>1@’ 16.3A%A%§
Eggs cracked per eggs laid n.c. n.r. (NYX%) 16@?NO%L) G
Eggshell strength n.r. (NW>@ n.r. (Wﬂ) 2363 (N%&EL@Q @
Eggshell thickness 19.2 (NW 0.9) QW) | @163 N0AED ¢
Viable embryos per eggs set n@ @.(NWH) . D 16§><(NC@L) @;&
Live 3-wk embryos per viable embryos @@'%\c) n r.(@@bl) Q @6.3 (@pAEI@
Hatchlings per hen -8 (NW-0:9) ISgiTGNW &@) 6 5.1 :&
Hatchlings per eggs set Q3 (L}{@ 0.7)6}’ @Sr (I\%@l) < 98
Hatchlings per viable embryos % . e © . W>;f§ 96.3 (@'AEI@
Hatchlings per live 3-week embryos @§ WO n.c@\ & - 1@(&\7\7&\\6#) S %, 17.9
' SEER D
14-day survivors perhen 7w 09 | w4 w02 @ 144
14-day survivors per eggs sq@& & 7;8?NW Oﬁ? N n.%§IjW> @\3} N %%
14-day survivors per hatchlings @@@ n.@w (@Q @ (N\@\f)) @M J .Z?NOAEL)
Initial hatchling bodywelght’ & nr, NW=DS | @ a1y @2 (NOAEL)
14-day survivor bod@yeight@ 9 @NW 0«@3 n i@\lwﬁ‘@ 7 9 9.2
nr.. Not reliable ¥ & N %,
n.c.. Not computable ({(ﬂ)XRat %rted @e foll@¥ing &m h@ statiftically s1gn1ﬁcal@lose/response was found
(p(F)>0.05; i.c. slépe of th@elaﬂ@%np is @t sign §ntly & rent ffo ze &
ARSI SIS TN K O
O T RN "
S £ . MATERIZRANDMETHEDS @
e 2SS Y g &
Data used\t%} analysis: s 2, @ @’

(© N
The enépomts and the@stand%i deviationgwerg rfotmaliSed anggven as percent of control. The control

used for norrnahsa@ wa&alw

a@fmm@le saq} st

expressed as pergedit of_gontro, erezﬂ}n C ined
such as Viable eggs ofeegs s& Wer@@lc tated omdly for
i.e. for ani hiaty actué%r laldwggS\ \

Since

(i.e. #tds not possible t0 ere
ToxRat first combined th con@ls

the available i@a could not nad as

Hence, the @owfhg%ua data was

eggs laid &aable@h per s

set, hatghiings

and I&day s@vwoé tchlings.
11

eggsh

viable

et

Wher@sary the raw@a‘ta @ re
Rat (the s@ware WQch as use

(ﬁlff
an

as thé normalised value. All normalised data,
ongyata set for the statistical analysis. Values
se animals, for which data were available,

uaté@ to eéggre that correct data was used for analysis.

@r t@Cx analysis) is not able to correctly combine studies

antal data.

t treatment groups to their respective control groups;
®lates effects of treatment groups to the pooled control),

followmg (@21 were analysed as continuous data: Eggs laid per hen, eggshell thickness,
rength, eggs not cracked per eggs laid, viable embryos per eggs set, live 3-week embryos per
bryos, hatchlings per hen, hatchlings per eggs set, hatchlings per viable embryos, hatchlings,

&@malised by its respective control group: Eggs not cracked per
ive 3-week embryos per viable embryos, hatchhngs per eggs
@yos hatchlings per live 3-week embryos, 14-day survivors per egg set

per live 3-week embryos, 14-day survivors per hen, 14-day survivors per egg set, 14-day survivors per
hatchlings, initial hatchling bodyweight, 14-day survivor bodyweight.
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The endpoint “Eggs cracked per eggs laid” could not be directly analysed, since ToxRat can only
calculate a decrease for continuous data (a decrease in eggs cracked would be a positive 6@1). S
Therefore, this endpoint was analysed as “Eggs not cracked per eggs laid”, the approach now. day§§

employed in statistical evaluation of bird reproduction studies. > @
An EC, analysis for the endpoint “Eggs cracked per hen” was considered n@ be needed& neethis
endpoint is covered by the endpoint “Eggs not cracked per eggs laid”. % § @Q\ &
% ° Q, %
@ N PO S
V @ © Q\ v\g@ x@
Table 8.1.1.3- 30:  Overview of the normalised and combined data us@@or the anah\@s@s of @- S Q)
reproduction endpoint. @ Q& . Q) @© . @Q}
. Dose [mg/kg g [N 9 @
Endpoint bw/day] R @gyMea? Q} N S(%\j 6\ RS N
S
o O 005 & JB05 & X8 .
02 I e 9 M5 o
S R
08 Gl 1B TS MY o e US
Eggs laid per hen A KQQ . R @Si\,@ @% ®9 . @ < @Jl\d
2 A
[% of control] & & 13‘&2 Q\ mb 43}@ U@ > 16
1@32 D o7 180 D & @b O 14
O3S %09 S @ o367 T O 18
e S0 O L@ 527 < 328 9 18
MR E N %37.6 (® 18
& o | gy QA 1455 18
& o < Y @ | g2 15
©©® NN §@ 508.9 14
& @QJ 04520 «7 21128 ] g 2156 16
Eggs cracked per he N S
% ‘%mml 12 Q| 2005 o g 5353 16
O e & S0 g 160.4 14
OO 23 O o> 46T AN 401.5 18
& & O [0 a0do o 436.6 18
@ O UG O 066 369.4 18
VYD o0 o] o 1o 1.2 140
@ e W @ | 002 1.2 16.0
& 0 Y Qresg 37 16.0
Y N SY B
Egs cracked per @g i;’é Q (\\Q 100.5 1.2 14.0
eggs laidg)® 200 S 93.2 7.1 17.0
% Ofcgw” S 94.4 6.6 18.0
& &S W Q 93.2 13.1 16.0
& P Osor 100.4 12 14.0
< S ST 5 104! 100.2 1.2 16.0
> = 100.0 5.7 16
EgglhEll thickness 0 100.0 73 14
[%0 of control] 0.9? 100.5 3.0 14
4.52 100.9 6.0 16




E _ Page 62 of 474
e 2021-07-05
\ E 4 Document MCA — Section 8: Ecotoxicological studies — Part 1

et Fluopyram
. Dose [mg/kg
Endpoint bw/day] Mean SD N @o
7.2 98.9 6.8 16\,
\)@
16.32 100.8 51,0 @,
23! 89.3 10.9° 15 Y
50! 88.6 130 Q 18y
104! 903D 108 g SJ0 gy
Q T
0! 100.0 R 108 @ 188
02 60,0 SR 5
0.92 40988 2118 9 o4 @
2 G A .
Viable embryos per 45 LN g&; NSRS ‘3\\4@ f(\b N 16
eggs set 7.22 S %%.5 <O W @@9.4 L § Q% °
0, [ \4 <
[% of control] 16.32 P Tose ” 5 288 s @
23! 0@} N R %©& 283 Q7[R 1§§
50! x§ B 375 q @§%3.4§v L
oy [ o 566 O] o P NIIEEE
@ | @ g0 @) | @e 20 18
O D
w07 @m & 100, & S 139, - 14
9 09 £ 104.5 N & 14
2
Live 3-week embryos Y G Q %@4'3 \© o8 S) 15
per viable embryos,Q @’7.22\\?@% @ @ 10338, S é 1.&\ 16
[% of control S N 7]
o ] S o 13,6 & 5 @6 13
©© Y Q%l & S @7.5Q %319 17
SN 9 098 O] @ 234 15
.9 & W S| O s @ [ 339 13
A A RS TS 50.9 18
SRR 70.2 15
N N (s S
o | &8 & | a2 55.2 14
< $ a2 @ © | O118.60 75.2 16
Hatchlings pér hen \Y
[% of.cantrol] O W 8 O 2 1253 34.9 16
& Qg @ .96.5 70.6 14
N S}
2 AN 25 @b L 364 37.0 18
ARy Q| X
N > & R o 95 10.1 18
a @
RY AL ESIRS) 1.6 3.2 18
@ <] & oY @ 100.0 13.0 18
o Q R 100.0 212 14
SN .92 104.2 183 14
Hatéfls@mgs @egg@ 0. . :
? (% 4.5 94.5 36.8 15
1% ofs nt“’l] 7.2 100.1 21.8 16
& 16.32 105.3 163 13
23! 46.8 32.4 17
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N2 Fluopyram
Endpoint D(;)s;/[gg’/]kg Mean SD N @o
50! 29.7 31.0 17
104! 5.5 109, O B,
0' 100.0 7.50 L8 Y
0 100.0 )6 9 18
0.9° 105.549 o 4.2 ESREE
® Y 15 2o
Hatchlings per viable 4.5? 10&6 S @Q 58 @ Q@ 15@
embryos 7.22 A\@J6 Q& 10.6 &© @
[% of control] 163 57991 & 1480 § o3 @
¢
2 N A RS T A ARNETN
7
50! O Br o p 1o ko4 .
104! D Toa” 165 13
T o,
0 o | 1@0 & | s QT A
02 O C Q0000 g D30T L 4
5 2
0.98) o108 S| & 38 o] o
PR SRKS
Hatchlings per live 3- R v é@ S @ Q @M § 15
week embryos N B > P 9104, o 16
[% of control] o 168 @@ @ %5.2@ > @1 \y\?@ 3
N AN
D o |& P4 O 2.5 &) 16
4 Osoy o Sews Y o 36l 15
§9 S o 13 of | w6 12
& N S N Qoog Y §;@ 2050.9 18
O § " o100 O @ 713 15
@Qﬁ & aF @ O 17 @ | 488 14
14-ddy'survivors per ¥__. ®'52 G onss” g 760 16
hen SOV < 720 L O] w0 158 D 38.8 16
[% of contro [\% &2 @‘g\>9 %@ {(\816 @@ 67.5 14
©@ & 31O © | O34 36.0 18
\
A O & K5 & 9.2 18
L o gt @ [ o2 1.0 18
N N . N 12.9 18
N % > & | o 1000 213 14
K . 209 B 94.9 169 14
o
14-day surdi¥ors & Q§ 5 @ 95.0 37.6 15
(%gsset SEEREE L 93.8 25.4 16
756 o o 6.3 84.4 302 13
$ @@@ § 23! 44 .4 31.3 17
« < 50! 19.6 31.5 17
& 104! 0.5 1.9 15
0! 100.0 2.0 18
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Endpoint D(;)Sjv/[g;fl/]kg Mean SD N @o
02 100.0 6.4 14 >
0.92 91.4 94 O @ o,
4.5° 98.8 8.60 15 Y
14-dai su{l\{.ivors per 792 93.9 1%%1 o 1 @X 2
atchling
[% of control] 16.32 7879 228 Es \5?3 o
23! 95.2 R 106 @ DS
50! ?.1 o 441 O Y
104! 40126 @252% @ o4 @
o & 10 @U@ "\a\ YQ@ f(\b N 18
02 O {60 o Be © kA .
0.92 D o0 o 928 14 @
S J #
Initial hatchling 4.52 0@ > @ WS Q M & & |
bodyweight 722 KSZRE S T
[% of control] 16,2 = 8 D ©@ 3 N %13
: C < i
4 D
w50 N 88.1@ & D 6.5, 13
o 1080 O §@ 85.9 N 4
N AN
IS 1 & ® %@0 O\@ 4 &&61\® 18
@ v ey & £100, - o 11 14
S \@K 05 O o8 PN @5 14
b 2
14-day sury® &b @%5 & o ST i ¥ 15
bodyweight g  « >~ 7.22 L9 9y O @ 103 16
Doofentoll 1. 13 V| © 85 @ [ 173 13
S 5 Sy NI
A @, 3 Ae | OBATR | 11.6 16
LA se |, O s 708 S 118 9
S # [ D : ]

! Data from Stogghton @d Lamy2008 © © S @
2 Data from FY&Y et al@OO \\ Q\ @\ S
AN O © & @
Frmiog? T T &S
Statisti evaluatio&\ R N ©\
@ °
Aceéﬁiing to Com%issi@eg%@on ) N©\283/2013 dated 1 March 2013, chapter 8.1.1.3. “The
p

ECio and ECy shall be tportéd. W@re they’cannot be estimated, an explanation shall be provided
together with @ N(&C ex seci@mg stibstance/kg bw/day”.

ECio concs@aﬁ@ we alc&lﬁated @g ToxRat version 3.3.0 with the default regression for all
available@ncti (logih, probiy, Weibull) using both, individual and summary data. For quantal data,
this W{g@ot I&lblq&mm@ oxRat provides no functionality to analyse summary data for quantal

To @rac e th@ytelia ?\\ﬁy of EC values, the ‘normalised width’ or NW, which is the ratio of the
comfideneg-interval of the ECx and the median EC, was also calculated. The use of NW was recently
propo@by EFSA (2015). The smaller the NW, the better the reliability (see table below).
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Table 8.1.1.3- 31: Classification of 'normalised width’ (NW) according to EFSA (2015)
NwW Rating Application in this evaluation @ij J@@@
<0.2 Excellent
S &> S
<05 Good Accepted as reh%gﬂ;k LR
: D
<1 Fair \ (ﬂ@ @@ 2
<2 Poor onsidered ag ot reliable y;\ KN &
>0 Bad Yot accepted g@his evaluatio@; Q\ @ o
When more than one dose-response function couldtgnificantly be%tted@he w1th tﬁ% low@st
normalised width (NW) was selected for the respegtive endpo@ Wh& e %me % was& a1n he
fit with the lower ECy is selected. S @@ % &
QO
v @ (g @ é % &’
& N @ & ¢

U §AN }SCU@ON % @) y\g
EC\o values calculated using ToxRa 1%% elr aljsed wideh (N\ég\are @d in¢he table
below for all endpoints. The most rble%@ 10 (s@alles W) @s se ted no r@@bleécm (NW
< 1) could be fitted, the NOAEL seled®d. ™S @ S @
© © @ O © @ \
SIS S
& Ty &R & &
-32: ©

Table 8.1.1.3- 32: Eggsdaid Eﬁ\\r hen @ § @ & N & .

Ig@wduai\&ata@ @ Summagydatax, Q 4
Logit | Prabit | Weibull O) Logit,{ Probit | Weibull

S
& Comment
)

ECio 23| 25 97199 | % | $54 | 850 &

o YD ®
T k$0.1 O 0.2 6 18. © 329 é%l gg\p/[easured data indicate that 10%
CLy © 6@ o4 (%%5.6(( O 2@\5& 263 @4.8 " effect reached at > 16.3 mg/kg

Width N @ N 4 5 5‘\ . 5@ @3 1 © IL‘\\-@ bw/d (3.6% difference to control)

N 7 275 23] @9 @1.7(A 139 (4
Coficlision @ @b reliable EGyi; re;ar@endp(%nt spK@c NOAEL = 16.3 mg/kg bw/d
> O
TS5 8

) 5@ &
Table 8.1.1.3- 33 @ggs ked@er eggs\’lald SRS

Q| © Ilg(@gf)du l%l»ata \ . Symmary data
Comment
% Logit ‘%rob@ Wﬁg%ll @Eogi&\ Zprobit | Weibull
B N &Q < 124.8
AL g§ N@%om&@ble @ @ 40.9 Measured data indicate that 10%
v o Q Q) d 6725.0 effect may be reached only above
CLy s & @ S n.c. n.d. : the top test level
Width & @ N (/ R 6684.1 (104 mg/kg bw/d)
AN Y 53.6
Cong&@ion @ © @% reliable ECyy, retain endpoint specific NOAEL = 16.3 mg/kg bw/d

relatlonshlp is not significantly different from zero)

n.c.: i@ﬁ? oxReﬁ@epor‘red the following reason: No statistically significant dose/response was found
NP(F) §§
due t athematlcal reasons (inappropriate data) or value is beyond the tested concentrations

©Not ermine:

©®
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Table 8.1.1.3- 34: Eggshell strength
Individual data Summary data @ij @Q
- - - - - - Comment 3 >
Logit | Probit | Weibull | Logit | Probit | Weibull N @
ECuo 65 | 7.1 60 | 123 | 126 | 120 S N Q&@
CLy 07 | 10 0.5 nd. | 00 nd | easured data @Qm% 2t 10%
CLy 13.7 14.1 133 29.6 284 30.6 v effect reach%d at =6 3m
Width 13 | 131 | 128 | nd | ®s | na? W® N
NW 20 | 18 21 [ nd [$23 [ o® g\g\a Y & c&©
; fxg (] @
Conclusion No reliable ECj, retalgﬁgydpomt specifisNOAEL = k§§3 mg/kg bw/d

@%& @@ %Q g% % @ ~

N
... Not det d due to mathematical te dat b&Sbnd the testedconcentrifions (~2
n ot determined due to mathematical reasons (map@ﬁae ata) oréglue is b&&on 6@6 o ed\ cen&? nS@
Table 8.1.1.3- 35: Eggshell thickness %

v ¥ @
sy & FE & ,@% &
Individual data '] 'S Summisy data, O =
> @ IS Commest”
Logit | Probit | Wdfbull ([Logit{ ? Probit D Weibuill Q @
ECug 533 | 407 | Q0250 W w804 <30.1 S é‘“‘y
9 X7
CLy 33.0 257 R 126 @@J) 2§(§ K O 1 %@ §feasur&l data indicate
CLuy 101.4 | 80 ;‘? - 308 n.c. @y L\§<¥3f9 @Q 2275 at 188 effect reached at
Width 684 | 51 | 181¢) & |_as2s 21639 3 me/kg bw/d
NW 13 1214 P w7 & o 3p2 o Q&\,
Conclusion ﬁ © @Reli@% EC,&19, %ng/k(g bw/d [€)
n.c.: not computable (T, orted 0110»# reas@No s@stlcal@mgmﬁc@ dose/%sponse was found (p(F)>0.05;
i.e. slope of the relat1 1p i mgn& tly ere&from ze?@ @ @& @@
@ B
Table 8.1.1.3-@ Vg{\ﬂ@ emb@os p%lS eggs@}f @6 @§ @
A T T —
~ S ommen
N Logit | Probit | Weibull.o| Logit | Probit | Weibull
BCo |7 & & 7 [de2 |Ju3g T s2
& kY ©
CLy @ AN degy ndy 0.11 Measured data indicate that 10%
CLy \@@ ©© No@@é}m %f @ 2,\\@ 2@1 13.8 effect reached at > 16.3 mg/kg
Width, § é\\g @;@ d. @ . 13.7 bw/d (1.6% difference to control)
N L9 o 9 & nd Y nd 26
Cgnclusion < No @ble @10, re)@\ﬁ{ endpoint specific NOAEL = 16.3 mg/kg bw/d
n.d.S, Not determined due t@ather@ﬁcal reasahs (ir@propriate data) or value is beyond the tested concentrations
e . @ & Q
S %,
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Table 8.1.1.3- 37:

Live 3-wk embryos per viable

embryos

Individual data Summary data @ij é
Comment 3
Logit | Probit | Weibull | Logit | Probit | Weibull S
ECuo 132 | 136 | 78 S QY
\

CLy n.d. n.d. 1.3 easured data@%wa at 10%
CLy Not computable 31.5 300, 16.5 v effect reach@d at >4 6! @g
Width nd | 8 | 1530 W@ @

NW nd. phnd k@ ((%\a Q @ C&

Conclusion No reliable ECj, retalg%;ydpomt specifi NO@;‘L k§§3 mg/kg bw/d &

n.d.: Not determined due to mathematical reasons (map@ﬁate (jata) or@glue ;:)W()nd %2\;}: tested\\ﬁce@g%@ons @
Table 8.1.1.3- 38 Hatchlings per hen > @@ @3\9 @% ©@% § S %
.1.1.3- 38: i
PN & @ Q 0 O & &
Individual data "> *| [ Summarygata & [ O o
ommen
Logit | Probit | Wefbull [ Logit[Probit | wébull 1.° o e O
EC1o s7 | 58 [(O8s ] 155] w1 L A1ad] O NEC )
Sy 7 Iois S50 sure ata jnidicate that 10%
CL. 2.6 29 o &) 0591' : </© X > effe ached%t~ 15 mg/kg
CLy 83 | 83| «62 _["174% 1697 445 5 “ow/d
Width s7 | Sa 47 ;;ﬁz a4 | S 1207 (B dl@f@fe noe at16.3 mg/ke
NW 10 L9 T 1@ ( 04nb KL S \(\ Mo
Conclusion 5, @ © @Reh@% EC@@ 15, ;T\%mg/l&bw/d
> NI
@ @ < @@@ & @D
Table 8.1.1.3- 39: tch]@gs perieggs set, N o O
§ QQndl@iual data g»\\@j % Sumipary d§a o c .
S ) ommen
¢, | Lbgit | Probitc) Weibull |sbogit |@robit | Weibull
@ o3¢ 98| Fo | 1208 1287] o2
(iL N\g («"§_5) 3%@ N\J & 04 K 0.0 Measured data indicate that 10%
p o effect reached at>16.3 mg/kg
CLy J@E.é \ 13.&@ 102 @96 9208y | 195 |y 0 (actual numbers up to 16.3
Width & 7(& $ 6@7 6 ;(%\ 19(§ l@g 19.5 mg/kg bw/d are > control)
NW Q| 68 7 > 0, A6 [ 316 1.9
Concl@n ™ S stlca(g%ﬁehab@ EC *@9 8 mg/kg bw/d but not well matching data
N @ \
Tal&& 1.1.3-40: H@hlmg@)er le e@ryos
> Individual dat& Summary data
&@ l& Sas e y Comment
© | Logit | Feobit f<Weibyll | Logit | Probit | Weibull
ECh £ S & O 29| 134 | 11
@J § % ©© 0.7 1.6 0.4 Measured data indicate that 10%
«CLu o2 | S Nobeomputable 04 | 24 | 20 | cffectreachedat>16.3 mgfkg
S R bw/d (actual numbers up to 16.3
W1Q@ 21.7 | 208 21.6 mg/kg bw/d are > control)
& 17 | 16 1.9
Conclusion No reliable ECjy, retain endpoint specific NOAEL = 16.3 mg/kg bw/d
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Table 8.1.1.3- 41: Hatchlings per live 3-week embryos
Individual data Summary data é
- - - - - - Comment 3 >
Logit | Probit | Weibull | Logit | Probit | Weibull A S
ECuo 195 | 196 | 179 N Q&@
CL. 11.5 11.8 12.0 % asured data (1@1@1%’[ O@%
ffect reached=dt >16% mg/kg
CLy Not computable 26.1 259 233 > bw/d (act ua@l ffe&ﬁe at
Width 146 | M1 | 130 @ﬁ bw§< 5%).
NW 07 K07 0.6 S
Conclusion Religble ECro= 17, 9%&/@@% & © &@
& R N
23 Q@j &,\ %@’ @6\ \% :§
Table 8.1.1.3- 42: 14-day survivors per
Y P @n T o %;@’ @’
Individual data % . @’Su@@%ry dg% C @
omm
Logit | Probit | Weipull | Togit | Probit | D Weibull \
ECio 58 | 57 | Q2 P4y 4 | S8l §f > U
AR Me@ red & indiéate that 10%
CLy 20 | 31 K180 3 | 131 N 104@ e fiveen 7.2 mgkg
CLy 82 | 80,1 69 |aB56 @@15.8@”@@ 149 R by ind 163 mg/kg bw/d
> 1§ <
Width 53 | 46| w7 287 2% | a@ds o o s up to 7.2 mg/kg
@) \ ¢ bw/d are > control)
NW 09 |09 & L7 | @@ | 0 |+° &
Conclusion S K @eha‘t&%EClg\@M 4 mg/kg b@d
\) o N VJ
S o & @Q N S
Table 8.1.1.3- 43: 14-day s Vo r eggsset @
@ 4% Y l@l r@e gg & o @
m@ slndlvuﬁlal data Q) N&%’ummﬁy d Ny Comment
O] Lggit | piobit | Weibin | Legit | probit [SWeiball
BCo? | 78 78 7 s [Gos [P0 s
(G NN N
@ ) A@)) Q_g o 30 3J ®'9 Measured data indicate that 10%
CLy @7 &%.6 @0\’ 8.0 %}7 «J5.0 X 13.0 effect reached at > 7.2 mg/kg
widh  $%3 L 609 s5 L T2 [Tn] 1 bw/d
NW @] 0®Y 68 i 100 10| 1.4
Conclusion” U @Q @ Q ‘@mb)ﬁclo = 7.8 mg/kg bw/d
) @ N
Table 8.1.1.3- 44: 14%21y suc%gvors@ﬁr ha,t@@ngs
N @wm@ data R ) Summary data c ¢
ommen
<Y Logit | Probit @%bm@ Logit | Probit | Weibull
ECodY [T & & [s1 | s | 1ss
CI@§ @N @© §9 35 4.4 33 Measured data indicate that 10%
S effect reached at > 7.2 mg/kg
@gU O~ @ Noyt\g putable 289 289 253 bw/d (actual difference at 7.2
Swidp® @ - 254 | 245 222 mg/kg bw/d < 10%)
N 14 | 13 1.4
Co%sion No reliable ECy, retain endpoint specific NOAEL = 7.2 mg/kg bw/d
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Table 8.1.1.3- 45: Initial hatchling bodyweight
Individual data Summary data é
: - : : : : Comment 3 >
Logit | Probit | Weibull | Logit | Probit | Weibull N @
ECio 120 | 125 | 41 | 149 | 148 6.2 S NS
CLy 38 | 45 1.6 20 | 24 1.1 casured data 1@1cat@t 10%
cL 196 | 19.7 71 | 260 | 2 12.5 flect reachedtht > 722 mgeg
v - - - - &) SR bw/d (actagl nu %rs at@
Width 158 | 152 5.5 24 | N1 | 1140 mg/k@%d @ com\g )
NW 13 | 12 13 16 |5 16 1.8 ~
Conclusion No reliable ECo, reta&ﬁﬁdpomt specé}% NO@EL = &7§2 mg/ﬁg bw/d @ &@
@, N © 9
& o é@f %\ @ 6\ = §
Table 8.1.1.3- 46: 14-day survivor bodywieight S N
’ WG o o
Individual data % . @’Su@@ry d@ Q C @
omm
Logit | Probit | Weibull | Togit |Sprobit P Weipull \©
EC1 93 | 92 | Q1 b 938y e | 291 ¢ @ U
CL. 47 | 49 S 46 2% | 32 A 2207 N@ure fa mg%ate that 10%
SP S\ Cetfect fenchedsat > 7.2 mg/kg
CLu 134 | Bl o ;\\3% @%%'6%§ 1620, {%g ©bw ctuad difference at 7.2
Width 87 | g5 | 87 14 1% | @ke ¢ o me/kEbw/d < 10%)
© S
NW 09 |09 & 1a @5 | @a 1460 2
Conclusion S K @eha@% EC%@é 2 m{%‘kg b@ NS
v NN B D
ERGREERR
& & O L @ 2 & @
Assessmentg@% cmﬁusmﬁu by a&hc@ % @ § v

responsg,, Or because the rggressi nno ons1 r»@c reli
no ed width of@je co nce ter L Iti 1s o m&portan@) assess
the actually obse@@l per&%t o@fects the&%dlct@ ECia)"

Overall, a@large p%portf%n of@clo—§lcul th att

@
ts fa@ed because of a non-significant dose
le in view of the unacceptable

the match or mismatch with

The lowest reh@% E@&Vﬁm gbw:@@m day su gors per eggs set), with normalised width
of 0.8. This Q‘;@lue rg@a i in the av1®repr ctiveypisk assessment.
¥ o K&
<) O @ %
@7 o\@ Q @******
S &y & 9
* SR 4 N
N ¥ o ) Q
@° S @ S
PR ) SR
& & ¢
S o ©
S &V
¢
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Data Point: KCA 8.1.1.3/05
Report Author: °
Report Year: 2019 N
Report Title: Calculation of EC10 for fluopyram for reproduction endp%ts in mallard @
Report No: 19020-BAY N Z 9O
Document No: M-667211-01-1 3 -
Guideline(s) followed in | None % ©\ § )
study: s o N e N
Deviations from current | Current Guideline: not applicabl @ < NS @
test guideline: X N @ § A
Previous evaluation: No, not previously submltte(@ Q& &© Q @@ @)
¢z’ &
GLP/Officially No, not conducted unde@P/Ofﬁciall ecogn@ﬁ testing fa\{@es © @
recognised testin % A B <
o8t & & 9 NN x NN
facilities: A @ & S <
Acceptability/Reliability: | Yes v OO0 O MRS
=S oY S @
NAENEEN O S @ §
Executive summary (AN @ O w\?\

A QAN O
In the present study effect concent ;@Qons @Clo)ﬁre e&]ﬁﬂa& ro@ata reﬁucﬁ@@ study in

mallard exposed to fluopyram (MQ 9227 01- % > @

Calculations of EC;o were c@ﬁcte{%{sm "@xRa&ers @3 Calcu%‘uon@wer QY erformed both
with summary data and individual Ti& gata ]{g%fect @ entfﬁlon%are reported for those

9
reproduction endpoints, f%whlcl@ 31g cant @ose response was ca@ula‘@; s

The resulting ECio Values we @en e aluat &g th@@eh&blhty, based 0@6 reliability criterion
NW (normalised wi pro@ F A (20 A threshol@®of NW < k@%was applied to identify
reliable fits, corre tot SAX ateg(ﬁes “@@celle@” ( O 2) “good” (NW < 0.5) and
“fair” (NW < 1.Q) F1ts®v1th NW > M “pgor”’ Qba(@ Wer@%wt 1dered reliable enough to

determine Vali@m ues. ‘Eg @ %& S
When more than 01€§ﬁt réisulted@)n % §1 (} @en th& it with th%lf()vest NW was considered as the

most rella\b@l@ and seleeted forthe E Valu®conclu ed glow ere the same NW is obtained in
rehablgi@% the lowe%?cm §elec @Q § ©\

When none of the f@\for &Qﬁsse@ﬁent pm&})rov%d)ed fo#ﬁw <1, then no reliable ECyo values can
be generated and@% N%EL @S seleg}ed agi?@fe relévant @dpomt
<

o N D
3, Ve 8 &S
& Q@" R
& 2 Q S &
% N I AN
N . @g@\@Q&©
G @ © 9
@@é@%@
% Q
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Table 8.1.1.3-47:  ECio for reproduction endpoints from Christ & Lam (2008) exposed to fluopyram

Endpoint ECio ind. Data ECi0 sum. Data S[ells;t:ds ?Eg;év@]&f ¢L§©
Eggs laid per hen ne. 78.6 (NW 02) & 7867
Eggs cracked per eggs laid n.c. -1 v >40 (No eff@é@» L
Eggshell strength n.c. o n.c. &ﬁ >4¢%10 @fl%&t) fl\*@
Eggshell thickness nec. 9\@ @0 (I\@ffec@@ IS
Viable embryos per eggs set n.c. & . (O %\%40@ effg@ S)
Live 3-wk embryos per viable embryos n.%v Q -1 & A > >40 (No e@ct) {\@
Hatchlings per hen Qie. @} 28 1 o (Q@ffe%@
Hatchlings per eggs set ;\\x N.Cp- ’ i\’-l (@U @@>4O°ﬁ5~lo efft%t)
Hatchlings per viable embryos E?%’ @Q @@@, Q7 r\a@ (Nc))(@%ect) &
Hatchlings per live 3-week embryos Ko e N @ <D @) y\g>40 (No effe@
14-day survivors per hen ©@ §':\\ n.e%@ °\§ ©n.c.;\9 >4®V0 effoct)
14-day survivors per hatchlings S oy QQ% R, © %%@ @ @6 (Nd%ffect)
Initial hatchling bodyweigth @) @) n.d.f\@ f &®.c. @U r\@ >40 (No effect)
14-day survivor bodyw&'@% N (\U@ n. &y &@ @Q NW>ﬁ)f) > 7@» (No effect)
2

1 For quantal data no evaluaf%m w1t§h§summa®lata 1&905s1b1&, & N
nr.. Not reliable @ Q& D
n.c.. Not computable (To"xsgat reh§orted th@follo g reasqn: N(Qs&ltlstlc%\l:}y s1&9 1cant@’se/response was found

(p(F)>0.05; i.e. slope of the ionslgp is notFgnificadly dlf@nt f% zero)
.
n.d.: Not determlned d

atlcat;easm@(mapp@late &&a) or V@e is nd ﬂ&e\ested concentrations.

@
@Q \© Q%AQNAL AND Mgﬁlon %@
Data used for@;@alvsj@ @ S K @ @ S @
The follqwqﬁg data Wer@\ganal%% y@tmu@s data@yEg @lald r@ﬂ hen, eggshell thickness, eggshell

strengtls atchhngs p%ﬁhen —da rvivors pe 1a1 hhng bodyweight, 14-day survivor
bodyweight. N

@ x> (&
The following e intswere yse,@s qye dftal dafe Eg% cracked per eggs laid, viable embryos per
eggs set, live 3-Week@mb able\emb@ lings per eggs set, hatchlings per viable
embryos, h@mg@er léé 3- V&Qe urvivors per egg set, 14-day survivors per

hatchlings% @ '%'Q
& & @ @ @ =
N @
Q N
Tal@x&l.l.} 48: %VﬂV@OL&h@HM@@M f(@he analysis of each reproduction endpoint
Q

@
@° ﬁ [m%% Q
Endpoint, N R Mean SD N
Yol widay !

o [ S Y 52.0 13.7 15

@ @ S
Egas faid p@en & 7 10 54.0 12.5 15

<IN .

S [@]@ @ 5 18 51.1 10.3 15
S 40 49.7 9.6 15
Eggs nged per hen 0 0.1 0.3 15
[N] 10 0.1 0.3 15
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. Dose [mg/kg o
Endpoint bw/day] Mean SD N @ @@
o
18 0.3 0.6 5. 1§
40 0.1 0.4,.$ 5 P
S
0 0.1 W S B ¢
Fegs eracked per cges 10 0.1 ¢ 0.3 N
ai @ @ @
(%] 18 0.7 & 13 \?\1@ &
40 g3 @ 07 & | Q 1% &
0 O@;\Q.ss P NS @1@ &
Eggshell thickness 10 Vo o] o A[ 15¢
[mm] 18 o B 5\9@ S g2 S s
40 4 ou3e L Yoo D @8 A
TS
0 & S 2\3’4 RS &% 0.9 = 158
Eggshell strength 10 Q@Q N6 NI @%)@-2 L ﬂQ 19
[ke] 187 @ 27n o oy § G
S N © °
ERNCEFCRY B PGS 0 T
NN W33 < Y 426 SR
Viable embryos per 1% @ @)K 71.9 N @ 35 1@2 2 15
eggs set N4 18 © g N R %0@7 11
[%] S % § RS
A S, 9 ] O 8507 & w256 15
R S A :
. } T S @)
LIY; 3’v§ek embryps | ©7 Ty Nogh P | @9 14
per viable embyyds 3 N
% S o O 1BO «F ANRIS . 46 11
S o S
c @ N T 15
3 P < Y
S &L <o & Q790 N 219 15
> s, © -
Hatchlings per her@ D18y @Q »\,\ 219 N 16.7 15
N B S Lo R’ g 15.6 15
SRS ;
TR S0 T 83008 14.7 15
Q © 29 L~ P 5% 38.3 15
Hatchlin@r eggs set 5 @ @%\: V@ §§.3 28.2 15
Z) & Ry P S 26.9 15
& S 4 P ess 278 15
> O
@ S g 81.7 19.1 12
Hatchlings peryiable AP ﬁ@ 1@ R 82.0 17.6 14
cm
[ § S B © 66.6 27.0 1
& @ Y ow 76.9 21.6 15
& @@\’ S 0 82.1 19.4 12
H@ling@gr ive® [ o 83.4 17.6 14
ce (O}
ol Y 18 67.7 272 1
40 77.1 217 15
14-day survivors per 0 27.7 21.9 15
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. Dose [mg/kg o
Endpoint bw/day] Mean SD N @ @@
Log
l[llzr]l 10 27.9 16.7 s 18)
18 28.0 1565 5 P
40 30.0 147 L 150 -
) ; 2
. 0 574 ¢ 386 S AT QY
14-day SHWIV?IS per 10 562X ©@ 783 @g @ 5 @
eggs se @) N S @)
[%] 18 P4 o 260 & | R Uy ¢
40 955 N2
0 Dos o 7 1E S| <12
_ i S SN
14 dai astl;\ﬁr\igrs per 10 C%& ¢ \\3\9 Q} @%;1 @g 14
[%] 18 4 %@ R e  © &7 o
40 O S0 O O 0w 158
T oS N ©
o 0 QN S0y ks Rl L S B
In}ljﬁyﬁcilglﬁtng 107 @ 3o o W25y & G
2 RS ’
[¢] a2 12 W Ol W P s
20 G52« B2 .24 O B 15
T
e 0 { o & 1082 ¢ 12
Paysundvor |7 Q0 9 [ @99 o0 | 4 O 14
yweight 3.2 P Q540 13.9 15
e] I L § N @ & AN
4 < 23@55 @ 9;9 15
> (O 5 NN Q{@ oS &

y S N o
Statistical ev%@tiom@ Q & K@j @;\a @@ §

B .
According @& Comr@ijssion Re u@tion«%U) @283/@13 @ted 1pMarch 2013, chapter 8.1.1.3. “The
ECy a Cy shall b&'epo e they canfipt be“&stimated, an explanation shall be provided
togeth&twith the N%@@ expr sed in mg@@hstan\(@/kg bwv\?f/day

Since in recent rat gu1 nes on EC@nd H&) lculatlon it is generally preferred to use

individual data %r t egr 0n @ﬂstea{%f s mar1§ data (see e.g. EFSA, 2017 for BMDy

calculations @ ECI@OM @r EC@alculatlonS) individual data is used for the
sis

statistical ana po Ssible. é’@

| o R | |
ECio cog@entrations weye ca@atesm oxRdtvversion 3.3.0 with the default regression for all
available functions it, probit, Weibull a he@r continuous data no significant dose response was

foupdy-but an effectof 1 rom@e was the highest dose group, then the regression was also
calculated using summafi¥ed d@a al a%i@ble dose response functions (logit, probit and Weibull).

For quantal t@ this vgas n oss se ToxRat provides no functionality to analyse replicates
for quantal @

To chara rize @e reli llty@ECX @lues the ‘normalised width” or NW, which is the ratio of the
conﬁd@@e m al the and the median ECx, was also calculated. The use of NW was recently
prop{%d by 15)«Jhe smaller the NW, the better the reliability (see table below).

S :

&

Table .3- 49: Classification of 'normalised width’ (NW) according to EFSA (2015)

‘ NW ‘ Rating ‘ Application in this evaluation
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<0.2 Excellent .
<05 Good Accepted as reliable @ ©©
<1 Fair S Q\ g
<2 Poor Considered as not re@le &@ ©®
) Bad (not accepted in this evaluation) N L
& & 5
< < S
When more than one dose-response function could signi%ntly be fittedt' the EC 1o valde wi e l&st g
normalised width NW was selected for the respectivesgndpoint. Whén he same MW wagpbtai 6&\0 , the ©
fit with the lower ECy is selected. %@ Q& . & @ @
) $ &
Q';@ i SISO
6 NN

IL. RESU&E
ECi¢ values calculated using ToxRat 3.3.0 an themgor v%@%h (I\& are @’m se@e table
below for all endpoints. The most rehabjgéﬁcle all& as %lecte no refiabl

<1) could be fitted, the NOAEL was s gcted. \

% \ W
S &8y §’
Table 8.1.1.3- 50:  Eggs laid per hieh 2 © S S © @ "\
>3 /7®
PP\, I Q S X
Individual ddta ‘Gumntary daa o, Q.
Logit | Probit [\Weibui¥ | Lopit | Pewbit | Weibiill | - %
ECio "~ &) § d,
@ 9 S} é m@ %71 2% o\@e highest tested dose

CLL
Q> (S @ Q ;
N © | (49 mg/kw bw/d) resulted in an
CLy & o & < 4 B SEL | Goffect of 4.5% The visual fit of

M
5
HE
7
7

Width @@ ©\© &\ %% \\ & nd@ @9 > the dose-response is poor.
w D & o & P S [Soa
Conclusiop | @ v o %uabl@c.o— 78.6 misdkg bw/d
nc.: Nofscomputable (@Rat ed following T @étatls&c%ﬁly significant dose/response was found

)>0.05; i.e. slogg of the@glationship i c§1gn1f ly di:ﬁ‘prent fi@in zero)
n.d.: Not determined due t Athematical reasc&ma riatg data) or g&lue is beyond the tested concentrations
§ ol ‘% ? ?{f@p S @1 Y

é)

N S @& O
Table 8.1.1.3- @@ ‘Q syipivor @%yw@lt S
113- % 4
I@]Vldt@\iata Q @f@ %ggmary data C ¢
ommen
&7 Logi®) Pr@? v@ibul@» Logit | Probit | Weibull
ECo @ Q&.d. > n.d@ 053
N CL S nde>  n® o8
L . o ndey o Sl The highest tested dose
CLu @ ng. @ {K\&%.d. QI 115.6 n.c. (40 mg/kg bw/d) resulted in an
N & PadS ad | 12
Co&ﬁmm}\@ @% o reliable ECy, retain endpoint specific NOAEL =>40 mg/kg bw/d

ST
&
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Assessment and conclusion by applicant:

Overall, a large proportion of ECjo-calculation attempts failed because of a 110n-signiﬁcank§?se §
response. or because the regression cannot be considered reliable in viewnof the unar@tab &
normalized width of the confidence interval. It is also important to assess the fatch or mismatch

the actually observed percent of effects at the predicted ECyo. Q @
D
The only reliable EC1o was 78.6 mg/kg bw/d (eggs laid per hen), with a&u%nnalised width Q@ 0.
This value may be used in the avian reproductive risk a@sm&mt. @ g}ﬂ N @
& 5
@ & & VO &
o & & &
Q} LY N \© 9 @@
CA 8.1.2 Effects on terrestrial ve{tebr@gfs other thxm} bim\lq@ @6 \% Y
o
T E Y T s oA
Studies with mammals that have been con@ted@h thgacti‘%%bst@;e ﬂ@yram are Ieﬁegﬁhc
toxicology section. @} A @} & & \;9\ é\ﬁ é\g S

Y .
The evaluation of these studies for stioﬁi(}\f the @%d nﬁﬁ\nna]@pro et

ve as@m@% endpoint
according to EFSA 2009 and EFS@ZOIS {©presented iﬁ%ecti@sMC AX.1.2 N
@ & &S O gD
@@ "\& v © &@ @g% S é
Table 8.1.2- 1: Endpointsgised, in the Ymalian ris Assessml t. ©
e LI
Test Test desigl est spries § & @aEndpr;nt < @\y\? Reference
substance = @ & Q@@ Q RN @
> T e K & Yo O
coral, | . © RaS % - ©D>2000 mg ms/kgbw | M-259398-01-1
Ret & > WOm %
@Q O . A NS @ KCA 5.2.1/01
S S
Fluopyram E%Q) @0 q S K«@j %\9 @b @) @
Bo o ¢ . .
o\@ generatign R @% @ O%L @ =148 mg a.s./kg bw/d |(2008)
AS ‘ S S S o M-299334-01-1
N L L S . RS KCA 5.6.1/02
N > S O
Tafe s &
v O & O . O @

O N
CA 8.1.2. Acut&ora ici@o [@ﬁnmg
@7 °\@ Q§ @ @ e .

& )
%g Q> % @ RN
Table 8.1.2.1- 1: t%Kt:utgﬁal t?@ icity d@l for@mmals exposed to fluopyram
T @r“ ; & < g ]
est 4 Test design Te@spen@ Endpoint Reference
substance{@ R @
A
o | S @© S v I 2005

Fluopgram §@Acu§oral {© Rat LDso > 2000 mg a.s/kgbw [M-259398-01-1

&% Q KCA 5.2.1/01

s S
Qo T o
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CA 8.1.2.2 Long-term and reproduction toxicity to mammals

Wild mammal reproductive risk assessment for fluopyram S @@\ g
The wild mammal reproductive risk assessment profile of fluopyram is of L@ concern. This sge@%
reviews the current regulatory agreed value (14.5 mg/kg bw/d males / 17.2 mg/kg bw/d @mal@wit
consideration of the updated EFSA guidance (EFSA 20135, Apx A) including a review\o@thq d<nilable
laboratory toxicology data. Further explanations abo% e data av@able and it%ecotm%olo@l @
relevance for this endpoint are provided below. The updated methodglogy found @ evi e t@g the &
current value which is based on the lowest relevagihs- NOAEL (226 ppm in tlé\a‘at tigergratiofy
reproduction study) should be changed. This Va%%»e is recomn@nde%for in the rele®nt 1&@

o & KN O @

assessments. 99) N
o | | O - L5 |
This section comprises the following elems tocut&é@t the“evaluation selecting the wild
1t

mammal reproductive risk assessment endpoiitt aceQ O\t

ding¢o EFSA2009yhd EFSA 2815: < .
W\% \@ \%@ é AN N © @j @§
SN e ST
A) Concept, data, rationale and conclysions ¢ >« @\ %© C‘}y @ Q O
B) Plot with NOAELgrx and LOA@@ETX pf?@posé@k%)r wild mg als§ N> § 9

Q) R
C) Short summaries of the eval@gd s&f@ies \@@1 jus@cati@?ﬁor tkge@pro@d Iééz‘&E(ﬁLsT\x
D) Table with the proposed @AEL&X aré@ged éccordin{é to ]i@ 2@5 & @)
~ .
& & NI N Q

N D § SN

A) Concept, data, ra%nale@d c%clum@ 6@ R © 'S N . @
S D O S

EFSA 2015 has resed the EF@?ZOG@%uidaﬁ}e (@tier@ wild mampyal chronic risk assessment
endpoint selectionyprocéss, andsspecified the, rangg Of s@es t@%e egnsidered: now, a number of
repeated dos dies r0§n s (28-d, 9@) sh&’ﬁ» be onsid@ additional to the reproduction and
developmentaPtoxigity studies. Eco gica(éﬁw rele¥ant erdpoint@glectiéh shall be facilitated by arranging
the NOAEEs on selecte?cj% para dfers f @X{l the@\tudi@in agabled @ma‘c, organized along a scheme of
wild m al reprodu@@on ph@ses a@ell asa gra@ical @nat gselected NOAELSs and LOAELs.

Therefore, the folgﬁﬂig t‘iﬁcﬁal St@s V{ﬂfﬁh ﬂu%yramé}e reviewed below, with the objective to

present both a bri ov%wew all findingspyand d@propgsal for which of these findings should be
selected for the t@led@ rview’on t@l;@?wilegﬁ’am@r@s re&uction phases:
@ Q . Qo
NI NN
@ NS Q & @
Studies @leck acco@ing FS 015& Y
o N
8-d oral toxidity study irjyat (n@GLP“@lgeﬁnder) M-085510-01-1
B L N
"o 28-d oral toxicit@stud@% mice%mn&P—rangeﬁnder) M-088486-01-1
. 90-§@ralt xicit &dy{g@i‘[ (ORCD 408) M-250946-01-1
904 v oralYoxigy study in @@ (OECD 408) M-251136-01-1
<
. ltierat'on stud{ein rat (OECD 416) M-209334-01-1
< Dp al study in rat (OECD 414) M-299438-01-2
. §Velopmental study in rabbit (OECD 414) M-279773-01-1
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Additionally, a range of additional repeat dose studies in rodents are checked for whether they prov1de
additional findings of relevance for the tabled overview:

/
7 2.
%

v
Studies checked additionally for potentially relevant specific findings: @b &@Q @@
e 90-d oral neurotoxicity study in rat (OECD 424) M-299110-01-1 © S @ %
@)
e One generation reproduction study in rat (pilot) 5@99533 -01-1% v;\ \@ X
) N
e Chronic toxicity and carcinogenicity study in rat‘bECD 453 —298339—0@ § é\g@
e Chronic toxicity and carcinogenicity study 1ce (OEC%AS?J M- 2956&y 01 ©© @Q}
Q N
9 @
Generally, the studies were evaluated based on the1 the l) @nere fieces ?@ the
study reports were consulted in order to re@ ve &10

1nf01$gnat10 d sumtharigs of the
studies cited can also be found in the accom anym@eersuéé}f thegetive @bstanc dosé%r B@Sect@h
05, Toxicological and metabolism studies 2024@ whfeia als 1nclud§§ moé%etalls abo get
mode of action studies including an engperin ru assessme

g @Q@c < Jisrupt SQ @ & & 0§
Relevance of endpoints and effegtss for th@wﬂd?na m%i risk; sse@ent S ass@@d based on the
protection goals in EFSA 20009, i, e he a@enc visj g cts opul%ons Effects
were judged relevant if they 4m act {%’VlVal evelepment t 1ty or repr@ch&success These
comprise mortality, clinicaly siggs, eff 1 _bod elght,& en@l milestones, offspring
production and offsprlng@@uaht@ ff G‘§gan welghts chmﬁ@b c stry%g@ histopathological
findings are only considéred a%otentla evi the i .'? rpret;%{on ofd to@y mode of action or
time course of releva@aplc%§i’ ects? \ @ c& N
Overall, the wil n@l re I%ductl% YISNSSGSSQI nt 11e @ﬂuam indicates low concern.
Reproductive cesslérm@two osed ne ﬁo n(i:§ctedtﬁp to 1200 ppm (highest dose
tested), even ednsidgring some effe ts oﬁ\body@lgh clo % &20% for effects on bodyweight
gain). Ther&were no effects o %com%or p@?ormal@é talitysgnd severe clinical signs appear at
following\repeated ex uresap ose levels Qin mi€e mortality was observed after 17 days at
5000 ppm and in mal ats Q crgase in n@?tah@ras first obsgrved after 32 weeks of treatment at 750
ppm. @ i~ S
@ @
NN
The availabl @)xw@@glcal@gldwx@mh @aopyl@n sho® that i increasing exposure duration leads to
increased le§ of incid @eve@ of @ﬁ’ects on target organs and that the key toxicological
e

ﬂndlng@largely reV%rmbl @ up.to 90 dayg@of exposure.

From the toxicologiga} per Qtlv«e\the key moé@)f action is an induction of detoxification processes
whichware visible ifkgnetal I@CUG@ centrilobular hypertrophy and increased liver weight.

Kidney weight is also 1n@’ease®%ec t6the increased metabolic activity, thyroid hormone levels
are affected i c@em comp tor cre of thyroid activity and weight. The liver toxicity markers
and the co ted\ TOi rm%e le changes and thyroid gland changes seen after 90 days of

exposure wer e Wﬁ@n the 28 day recovery phase, indicating recovery of the liver
and thy@ ongg;th sur ﬂuopyram is terminated. Taking into account the rapid dissipation of
fluopyram o od s forQvild mammals (DTso on foliage ca. 5 days), realistic exposure duration in

the field wilZnot eggeed & “Yweeks after an application. Thus, findings after life-time exposure, such as
¢ rogdernit chronic / €arcinogenicity studies, are considered irrelevant for wild mammal endpoint

selecti@
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According to these principles, the review of the fluopyram studies for the wild mammal reproductive
risk assessment endpoint allows to conclude that the previously selected NOAEL of 220 &pm S
(14.5 mg/kg bw/d) from the 2-generation rat reproduction study is still considered relevant. - @@

This endpoint is based on slight body weight, liver and kidney changes at 12$m (82.8 mglkg bv@
highest dose tested) with no effects on mortality, clinical signs, development lestones (in ep@r@nt
of bodyweight effect), offspring production or offspring quality and as suc%s highly pro’@@we f@bwﬂ%
mammal population level risk assessment. <

1000 4

100

Dose (mg/ kg bw/ day)

. Q " & @
\ropm Rat rrpro@ Rat n@ | t&@b Rabbit D1 Rabbit DI: |
Rat & M 90 d.
& K%V %’ day \\ rental &\fﬁsuny mat, &mng maternal | ottspring |
o | |
2

N O @ 10 25 [ 25

a1 28 ¢
—NUAILM' 31 @ 1
NOAELF | ihb [ @ 1/@

<31 %
& | 6.3@@ 150 @’ 450 75 75

ALOAFLM | @)a ‘ @/ v\’ 04 ((’@

LOAELF |,

N

)
C) Short sm@narl@of eva&%ted dles with ]@tlﬁcatlon for the proposed NOAELgrx

@’@

28-d o@xwﬁy study in r on-@éiP gefiﬁder) (M-085510-01-1, 2004; DAR page 58)
Fluopyrath was admj: stered 1f the diet f \to Wistar rats at 0, 50, 400 and 3200 ppm (equating
to 4. %31 0 and 2 g/k@%; in, n@les 4 6@6 1 and 263 mg/kg/d in females).

Mortallty or c]@ucal mg@gs &&ﬁlort@ty or@@mcal signs in any group.

Bodyweig gln anﬁﬁbo 0nsu§)tl @godywelght gain was reduced at 3200 ppm in both sexes in
week 1 (1 n m@ s, 280 infemales)y over 4 weeks bodyweight gain was comparable in males and
reduced gy 14"/ fem@les. F@&i consumption of females was reduced ~10% in females at 3200 ppm.

ﬁog @d c@cal ig\lﬁmistry: various findings at 3200 ppm.
€ atlc

O ts: Thyroihgland and kidney weights were increased in males at 400 and 3200 ppm.
H yme induction was observed at 400 and 3200 ppm.
@

Increased activity of CAR/PXR enzymes was measured by PROD and BROD at 400 and 3200 ppm.
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Risk assessment endpoints 28-d rat:

Human health assessment in DAR: NOEL = 50 ppm (NOAELtox not derived) @
Wild mammal assessment proposal: NOAELgrx 400 ppm based on bodyweight gain and fo (
consumption at 3200 ppm. Effects on liver enzymes, thyroid and kidney weighf§can be disregatded
since rapid reversibility was shown in 90-d rat study. Potentially population-réievant apical fong-t
effects on survival and reproduction are not expected from such transient e&cects followin@in—ﬁ@f B

relevant short peak exposure scenarios (DT50 in foliage ca. 5 days).

©O N <

Fluopyram was administered in the diet for 28 ig@ 0 C57BL/6Xniceat 0, 1 10Q0 and 5600 pg

(equating to 24.7, 162 and 747 mg/kg/d in male 31.1, 197&nd 95@mg/kg 1n{@1alesé§@ @@
Mortality or clinical signs: All males and 3/5%‘@mal Cat 500®pp %&ere swlﬁc@etwé&n stud%Days

17 and 27, with clinical signs including redutd n@ Or ac@ylty ostu@’ pllagrectl ted
appearance, coldness to touch, labored res%grat;o@’an(&c@tende ab%men @0 mortal ch
signs occurred in the other dose groups.< \ N

Bodyweight gain and food consur@lo %naff &@0 a IOO@pm@ a sh®ght and
transient decrease in males at IOOOngm th@ wasuot staﬁstlcahl\v% gn ant @Q S %@)

Organ weights and histopathol y I ﬂ'@ de OO@@pm @tme&ﬁrelate}effecw were
seen in the adrenal glands, livegy Tungs, spl §1 thyn@’s and{ yro 1an Liver mgh&were increased

at 150 and 1000 ppm. EffectSat 1% ppm ®ere thted %hypelﬁophy\ hep@gocyt%
2 @Q § o N @ .
@) fr\ @

Risk assessment endpQints 2@ mk@e
Human health ass ment in D AR: P@L < § p@y(N(@AEL n@ del‘l%d)

Wild mammal ssm@ Propos al N A&LETXO 1690 p %@ﬁahty at 5000 ppm. Slight,
transient and ng@mgr@cant e%fectsggn boc}%yelgh@am a ot considered relevant.

QO
@ &> %© VN o @ S
90-day l t0x1c1ty s %) 40%(1\4@2509{&1 1\%705 DAR from page 63)
Fluop%ﬁ was admlﬁﬁterec@l the iet f%@O d49s to Weistar, rats at 0, 50, 200, 1000, and 3200 ppm
(equating approxm@ly t&% 3.06512,580.5 a@l 204”\\gng/kga®ay in males and 0, 3.63, 14.6, 70.1, and
230 mg/kg/day in¥¢malesg). z%@dltl%}l 1 I@les and 10 gmales fed either 0 or 3200 ppm of test diet
d fc& —treated diet to examine the reversibility of

for 90 days wefe aft e w2

any effects @ « { durin; thf‘é@posﬂm ph&& recayery %)up)

Mortalé?r clinical s1g T@e W 0 tr@@tme&@elated effects in any group.
h

Bodyweight and fog: consu&pt@ At &ﬁ) p@ mean bodyweight was decreased by between 4 and
6% insmales and 4.ahd 8% in fefales @0 t the course of the study, compared to controls. The
effect on bodyweight W@prln@lly dueto arQriitial decrease in mean bodyweight gain per day during
the first week @ treatment j %nd ales (-26 and -29%, respectively, p<0.01), compared to
controls. Fr gstudy%vee and%ﬂgrou out the remainder of the exposure phase of the study, mean
bodyweightgain day as e&entiak@ comparable to the controls in both sexes. However, the effect
on mearn ody ght fas stif’ observed even after the subsequent 28 days of non-exposure. The
magnifude of.the dlﬁﬁrence@n the mean bodyweight of the recovery group at the end of the recovery
@ @ -7.4%%, F: -6.2%) was similar to that at day 1 of the recovery phase (90d + 0d: M:
- Q§( @@@2%

Thus, ¢t functlonal growth rate recovered rapidly and reached control level even during exposure at
3200 ppm, but the initial bodyweight decrease during the first week of treatment could not be
compensated during the recovery phase, probably because by then growth had largely plateaued in these
adults (about 5% bodyweight gain over 4 weeks).

@

@ @ S
28-d oral toxicity study in mice (non-GLP rangefigder) (M- 0884@ 01-1, 20(@ l@age@ &
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Food consumption was statistically significantly reduced at several measurement intervals at 3200 ppm.

No statistically significant effect on bodyweight or food consumption occurred at 50, 200 or IOOO@m. @©

D
Hematology: Several parameters were statistically significant at 3200 ppp but were era]ly
reversible during the recovery phase (e.g. recovery of y- glutarnyltransferase @nd ALP as marker
liver tox1c1ty) @ S

&

nephropathy observed at histopathology examinations.
recovery phase suggest reversibility.

Hormone analysis: A dose dependent increase of 'K §T4 and TS as observ &in botl%exe@@t mc@
time points and for most parameters at all dose @ s When pareg-?o cofirols, @ Wrt@ut

being significant or of relevant magnitude at the wer two dQ§y’ levﬁe%ks> of ZQ@:,and ppr 1 c%@ges
observed at the end of the dosing phase were‘tonsidéred t% reVQ ible durin Qhe 1 -month re overy
period. % “}“ %@7

@ Q @
Organ weights: Liver and kidney welg;g&wer{étatlsK%lly sigpific ﬁ%l)y hr@r atéﬁZOO and®100 pm

er 1n01den®and severlt@at tllsend ofy

when compared to controls. A tendencgtowgrds high@ér livefand kidiey %elght Was a@ notg&at 200
ppm (not statistically significant). T S ten cy t@vards@f’gher @yrog@elg@ at 3é)00 ppm.

After the recovery phase, the livet? bodywe ht ratr&at 32 D stat@}allag&gmﬁcantly

)0
higher than in controls. Mea egf@velg the hi -%QZ ale @eou @ere still statistically
arjgtion corparegd)to control was

significantly higher than in e@itrols\Hmﬁzer thg@nagrﬁtude
clearly lower than at the end of thegosmgp ase@&ndlca@ag rev%rs1b®y %

f@
The thyroid weights of‘@@r)nal%) at 3260 pp§rem ned 1@fease8\¢after:§e re@ ery phase, but the
microscopic changes in the thyroid @re re@rmbl and th@efothls ﬁndlng {Skonsidered to be non-
adverse. N S é\g @ &
Gross and hist hol@%r En@%ged&and Qrk lw@an @7 pr -~ ine ulation of the liver were

observed at 32@%nd @OO pp%l These ﬁ gs c@grob raté the ntrllmpular hypertrophy noted at the
microscopic @amlgon @ the @yrofd, gla lfger § of minimal to slight diffuse

hypertroph@)of follihlar cells w@@ see%t 32%and p@m inb b‘th sexes compared to controls and

internal Historical conu@vdaw@ @
After the'recovery %%e h«ge@an%thyro@iandg@wroseopw@hanges noted after 90 days of treatment
were found to be 18 rMbl% N \ @ é

&
In the kidney, a:%)lne @bt (g@thy &@7 hyalire caﬁwere higher at 3200 and 1000 ppm in males,
in comparls% Vith @tro @Hyah@e dl‘Qg@ ne&h@opat@h as also slightly higher at 200 ppm in males.

After the %overy phase, @aso ic tu@es @ahne@roplets in proximal tubules, granular casts in the
medull hyaline c@s wetd per51nt @he kiditey of some males in the high dose group but with
a 1ower severity ratrr@ del%)nstrg%ng pa@ml rec@ery and thus principal reversibility of the findings.

Nelﬁotoxmlty no treat t refated eftats W§ observed on locomotor activity, sensory reactivity and
grip strength ugztd 1000 pp w1t@ghtl§reduced grip strength of females considered secondary to
bodyweight gffects &&}?ZO@ @
& éﬁ @ §9 Q
Conclli@?)n 'h..\ fects fter %@ays of exposure were found to be reversible in the majority of cases.
Even@ ere $ ry, Was not observed after 28 days on untreated diet, the magnitude of effects, the
g and’or t@mmdence were generally lower than after 90 days of exposure indicating
reverS@ﬁ;ﬂd ongoing recovery. Female thyroid weight remained increased after 28 days on untreated

diet, hewever, as the changes in thyroid hormones reflecting thyroid activity stimulation and the
microscopic changes were reversible, the higher thyroid weights were considered non-adverse.
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Following a decrease of bodyweight after the first week of treatment in the high dose groups,
bodyweight evolution was similar to control animals in both sexes; however this initial differen@ﬁn S
absolute bodyweight remained throughout the rest of the exposure period and after 28 days on uatreate &
diet. After 90 days, the growth phase of the rats had largely plateaued, sp;that only little
compensatory growth could narrow the gap in absolute bodyweight between @trol and th OO@

recovery group. S
&% : & & e
Va o A
Risk assessment endpoints 90-d rat: V&/ @ <) Q\ @ @
Human health assessment in DAR: NOAEL 200 @Q BN S §
Wild mammal assessment proposal: NOAELgrx 1@00 ppm ba on bodywe@t effects at 200 o

ppm. Reversible effects on hormones or organs argint considered to indnce populatich-relevant a}a@i}?{

long-term effects in field relevant short peak expésure scenari%(DIQ@m foliage ca. dax@ O
5 @ % ¥ © o\ %
S & O S
O O S &S
90-day oral toxicity study in mice (OEC§$408 @4-25@36-0@, 2\&25; DAR fron%ag&) @
Fluopyram was administered in the di%igfor 94, daysto CSi@L%J quite ;&t@, 30:d50 and IO@pm
(equating to 0, 5.4, 26.6 and 188 rng/ ingg@ales %@0, 6.8, 32.&@1d 2@6 mg/kg/d infemales)

Mortalities and clinical signs: Th@{@wer%&o tréafment xe ated%@ort@es orolinicghsig o) any dose
group. Bodyweight was unaffectéd by #eatmen in a@@s dos@rou&@ood@@ nsb@ption\was affected
by treatment at 1000 ppm in mdles. . % v @

& > S S S

S
Blood analysis showed varidus changes c@%ﬂ t0:30 ppmy. AN \@ .9

N ©
Organ weights: Liver WQ%ht i cr©ease@ith ociated his@@gicﬁar@ W@)bserved at 150 and
1000 ppm. Adrenal gl&rgld weés wegg incregsed 009 ppm. & . (©)
AN

N
Histopathology de@ﬁd &hggge he @ér at @ pp@and @bove, afdl in adrenal glands at 1000 ppm.
N

. %, 9 v & L
< ©&\@< \\&\Q@@

Risk assessm@%?end@w{nts 90-d mi€d: §<@ (fgﬁ @ § @

Human health asséSsmentin DAR: NOEL 0 ppmANOAEL 150.ppm)

Wild mammal assess t osa@A erx 000 ,.\.‘f?' ba@@?on the absence of mortality,
clinica&@gﬁns or effectgon badyweight up tosthe highest dose level tested.

A
§§D S éﬁ °\© @ é @Q
>
Multigeneration@%tu -. ﬁE@M %\4@@»334.@@1, 2008; DAR from page 175)
Fluopyram ad ster@to Hag Wist rats\o\kv)er wo generations in the diet at 0, 40, 220 and 1200
ppm (0, 20%1 0 and 600 gpm d@ﬂg lg@tio%%qua@ to average doses as presented below:
y RS

& o § ¢ i

N\

Q\%\&Q

B N R NS

e e Y8

G @ © 9

gE v,
Y O & 9
o S o
e
@9@@%
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@ S o (@% @ Q < \)
. .. oS N\ &S .\ oy .
Mortality and clinical signss, There were test&substance-rel%t d mo?@htle&%or clinteal observations
observed during the cours%)f thigstudy & any dietary $Bse leve tes@ in %ﬁher i@era‘cion

Bodyweight and food consumeption; F%r sa @éma@ ‘?h e?\%\vgere fre treatinent related effects on
food consumption atsny d@@ew@ he male§ notexhibiyany est substance-related effects on
bodyweight at any dfetary dose 1g¥€l te \@c Th ema@ of @e 1200ppm dose group exhibited slight
declines in body\ﬁﬁt (@%V ) orbodyweightsgain (B\@G) g@mg %Eﬁfere@nases of the test:

Pre-mating P@@-era@: ﬁr@l BW@NGI‘{@A%%W%VG@I(@ 0 1é)v%r by 20% (both not stat. sign.)

%)
Pre—mating@l—gen:@nal BW lowsr by%o% %,), B\V§week@—10@@wer by 10.8% (sign.)
o Lo R
Gestaﬁ&@-gen: BW @@Ver @ 6.@ do, de, d@all @); figpl BW lower 4.0% (ns), BWG d0-20
+1.1% ° N @% N IS
on Fl-gen: W ot i, BIYG 403 ot contpl
Gestation Fl—ger&,@ t affegdsd, B@G d(s)gy abo co%ol

Lactation P-geg; BWer@4.7°@/{% (s@\), aft@ard@?ot sign. BWG d0-21 above control

- . Do DD
Lactation F1-gen: an B\@ ur@ﬁecte O f@@ @
Repro ive functiom: Th@ werddho t@& substance-related effects observed on the estrous cycle
number or length in@ther eneragion at y digtary level tested. There were no test substance-related
effe@%’ observed offany p%@methal@ed at any dietary level tested for either generation.

Reproductive @ﬁrformance&%ve@ reprdductive performance was not affected for any parameter
. g /‘(-'7) . . . . . .

(e.g., mating rt111t§%)‘? gegtationdadices s to insemination, gestation length, or the median number

of implants ei@f ge Q"& tiog@t an tary level tested.

N
ClinicalChe @y an@He@ology: Test substance-related changes were limited to the highest dose
level of 1200pm. @ %@

0@1 weights: 1{%8r al@kldney weights were increased at 1200 ppm, and spleen weight was reduced
at 220 1200 ppm.

Pathology: treatment related changes at 1200 ppm (kidney, liver).

Offspring viability and clinical signs: no effects at any dose level tested.

Achieved dose [mg/kg bw/d]
Phase Sex Generation @
40 ppm 220 ppm 1200 ppeh” &
Premating Males P-gen 2.7 15.1 83 @\ o
Premating Males Fl-gen 2.6 13.9 @w {%4 (Q\Q
Premating Males combined 2.7 14.57 @82.@
R )
Premating Females P-gen @2 @§ 17.6 oy &%3 @Q
Premating Females Fl-gen L, 3l QQ 16.8 ) @55.6(&\9 é
Premating Females combined @ 32 S 172 O R 9%@ @
e @ @ & Z. @

Gestation Females P-gen L300 | 158 ) %.,90.3°%
Gestation Females Fl-gen é @%) 2&\)}7 A @.4 @S 939

. . S (@D 31 s
Gestation Females combired @9 Q 15.0~, Q &1 N

U
ST S B 80 S

Lactation Females @gen QE'\\\ w\g@ 3d S 245.9 @ Q7 920
Lactation Females &@l-g@ 2 @3 g SV 18, @ &J tp3.2
Lactation Females R comghined ¢, S 3’.2@\?> R o 1@% Qg) '~ 97.9
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Pup weight: bodyweight gain over days 0-21 of lactation was slightly reduced in the F1 pups (n.s.) and
the F2 pups (sign). éf S

Sexual maturation: A slight delay in preputial separation in the F1-males of 2@1200 ppm doé@groul‘g@@
(mean 42.5 days vs. 41.0 days in the control) was observed. Although statiStically signifivant,
number of days to passing was well within this laboratory’s historical control@ghge (42.4 — &.8)@1@ 18
considered to be secondary to the slight decline in male bodyweight gainaThere were 1nd@s 0
preputial separation in any other dietary dose level tested, There was jfe ¢ffect obsexyed @g@agi@b
patency or anogenital distance at any dietary dose level @%d. @§ - Q\ @ &@
X
iffcant

Pup organ weights: not affected in the F1 pups. Findiags in F2—pups@%t were stat@%call@%gn@ ]@é@
different from controls including spleen and thymu%@educed) an airgf@(increz@ ). o < @

N

Pup pathology: no treatment related findings at@é@ treatmen%vel.c @ e ©\© %@ @@
° R

&

N
Q@&
S & A8 -

Vel &

Risk assessment endpoints rat 2-gen repro: . @3\9 @ ~ S © §w @&

Human health assessment in DAR: p&i&eﬂnta]\N@OAE@n ppm, @%rogh@we NOAEL ZO@m,
BN @ ., O

0

offspring NOAEL 220 ppm @ S S é\a S

v
Wild mammal assessment propos @x% . é\g Q\ @9 $) @ %
parental and offspring NOAELggx 220 @m (%5 g%%g bgéd) ba@ on@nor ectssui maternal
ré\%f ctive parameters
LN

(¢}
o
=

gfgr}lf;vgiilétlgceilpup bodyweig%tja i%gg@ppn}gj@'th@ fec@t@@n SQ val
?ppkm (93.1 mig/kg bwid). "~ & . %
o N W L & 2

Reproductive NOAEL > 120
9
~ G R

@
Developmental study:i Q@(@m M1-209438-013, 2(@; DAR frm%ge 191)
Fluopyram was admgnistered dai@y g@e to egn@fem@le Sprague-Ddwley rats from GD 6 to 20
at 0,30, 150 and 450 mgdg bwid? «° (O & & 2

N
Maternal m&éﬁiity @\d c ni%al ns: @re ggfére Q_test @tanc@related mortalities or clinical
observations o¥se during the course %ﬁthios Sady s y tréy mg&@evel.
N

odywel | consimpti &
Maternal bodyweight @gd f@ congumption: o Q@ N

At 45(%%ag/kg bw/da%‘,@nate{@ bodywei 2air&@er g%ﬁatio&a&%ys 6-21 was 16 % compared with the
controls (stat. sig t 130 mg/é?’ bWJ\, at¢toal b Wf:ig‘i% gain over GD 6-21 was 6% lower than
in the controls ( igAt 3@s‘fg/k%w/da§é3 ean mate@ corrected bodyweight change was similar
to the controls@ @ @@ O ©\ § @

Food consumption v%s s@tic sigr@cant@owan controls at various intervals until GD 14 at
450 an(@ mg/kg bw/d, but thereafter co @rablg controls. At 30 mg/kg bw/day, mean maternal

food cogsumption W@Q@O % fo¥ver than th nt@s between GD 6 to 8 (sign.) and thereafter similar to

the c&ryﬁrols. § % 4, @ @} N

Pre}mncy rate: no efféex (p@anC@%es @re 96 % in all treated group and in the controls)
@%
Maternal (‘gn Wei%hﬁe Siver Wghts were increased at 450 and 150 mg/kg bw/day,
N

@ .
Maternal grecropsies a icroscopi€findings: At autopsy of the dams, enlarged liver was observed
in 4/23 @aalesﬁgo fiiz/kg BW/day compared with 0/23 cases in the control group. Histopathological
changes erservc% in thigMiver at 450 and 150 mg/kg bw/day and consisted of diffuse centrilobular

hepatocellulas hypgttrophy
Li%er @: At 450 mg/kg bw/day, mean fetal bodyweight was 5 % (sign) lower for both the combined

and separate sexes. Other litter parameters including number of live fetuses, early or late resorptions and
dead fetuses, were unaffected by treatment.

Fetal necropsy findings
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External observations: There were no malformations or treatment-related increase in variations
observed at the external fetal observation.

o

Visceral and skeletal observations: a slightly increased incidence of two Viscegtl and two sk%@tal g

minor variations at 450 mg/kg bw/d was considered treatment-related. S @ &)
@ S L8
Risk assessment endpoints rat developmental toxicity study: ) § L ¢
Human health assessment in DAR: maternal NOAEL@ mg/kg bw/gMetal NOAEL 150@&%%
bw/d X @ & S @

Wild mammal assessment proposal: Maternal and, fetal NOAEI@% 150 mg/{?bw@or@ inor
t te

effects on maternal bodyweight gain, not stat. sign®based on 1§:e pronoun&@ effec
bodyweight and minor fetal bodyweight effects at@>0 mg/kg bw/d> &° S
ywelg yweig gkg N QR o

Q @ %
S %@@ O N
@ SN
. . ¢ g @
Developmental study in rabbit (OECD@!) (MQ%797Q3 01@1}, 00%DA]§om page 1 §

SN S
Fluopyram was administered daily fﬁvag@o prqgﬂnt f&%ale%@v Zm}and ite its fiopm GD
6t028at0, 10,25 and 75 mghkg bk &0 L & O g O $ ,@

AN - B i
Maternal mortality and clinica‘%ign@'> There, werego te@:bs‘ta@ce‘—,ﬂé@ed @%aht@s r clinical

D
observations observed during ti® course of thig'studydt anyzrcatnagnt level: @© &
S A @
S 9 &
§M®bodywei ght change
)

Maternal bodyweight and feod consu ion: ¢ @

N
At 75 mg/kg bw/day, mean od v@ight@%m @red%ed at iouszziﬁerv
at 25 and 10 mg/kg bv%day Wécom%lrabl th thi&ontrgJs. % o

N N
Food consumption mg/@ bw@ was @duce@y b@een 22@0 34& (sighy for all intervals between
GD 14 to 26. Foo ons@%ptim%@% &rﬁ I(Qng/kg@l/da (O(Z), suuilar taghe controls.
N N
Pregnancy ra@@ no %gect &%gny ra@we®96 ‘% al@ated“@roup and in the controls), no
abortions. @J@ %y O « 9 o ©) @
D %
Maternag)@i)gan weiglggg and@é}é}ro % no t@atment@?e@ ﬁr{@gs.
Litter@a: At 75 mglkg by{@y, mean fegahbod eighf'was l{@) lower than the controls (sign). Other

litter parameters, i@lnding nun@“r of e fetyses, arly orJate resorptions, fetal death status and
percentage of mgje fetusgs we@naf%?&ed Lqi@eatm t at@@l dose levels tested.

Fetal necrops@ﬁndé@% @Q v § g

9 O N
External observations: Np tre@ent;@ted@@lfor@ions.

Viscer@ld skeletal\f%ser@ons:%o tr@m%é?\élated malformations.
/AN <

Risk*assessment e@poin@bbit@%vel&em&toxiciw study
Hunian health assessm@it in ®AR: materrial NOAEL 25 mg/kg bw/d, fetal NOAEL 25 mg/kg

bw/d @ . o «Q
Wild marz@ as% e@i‘op&sﬂl: ]\@)ternal and fetal NOAELgrx 25 mg/kg bw/d based on

effects ongate odyweighgand feta) bodyweight at 75 mg/kg bw/d.
¢ o VY 9o
<SS N

(ON
St&@s chg(ed itio :}"y for potentially relevant specific findings

90-d o@neurotoxicity study in rat (OECD 424) (M-299110-01-1, 2008; DAR p. 293, brief overview
only)
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Fluopyram was administered in the diet for 13 weeks to Wistar rats at nominal concentrations of 0, 100,
500 and 2500 ppm. Mean achieved doses were 6.69, 33.2 and 164.2 mg/kg/day for males and 8.05&1.2 &
and 197.1 mg/kg/day for females. N @@

Mortality and clinical signs: no treatment-related effects at any dose level th@ghout the st@% @

Bodyweight and food consumption: at 2500 ppm, bodyweight gain was sl@jhtly decre ed ales
(10%, not sign.) and females (26%, sign.). Food consumption was redugg%%at 2500 ppr@m mﬁ
females, and in females at 500 ppm, over several measurgent intervalss v\g @
Neurotoxicity: No evidence of neurotoxicity was obser\Yd at any tr@nent -level, @ § é\a $
Motor and locomotor activity: no treatment- relatﬁ&fferences @omrol at ag@trea{ne t 1@9
Ophthalmology: no treatment-related findings Q}

@ R © & @}
: NG TN
Hematology: minor changes without cons1st%$ dosé@spo&@ g*’ @J& @Q S >
Clinical chemistry: Cholesterol (males %d fe@les) @Cljd trl@?ce 1(@ (fﬁ@ales @y) @s @ero

increased in high dose animals
e ' & W @} &6 & \© é\’ ®, §
Gross pathology: no treatment relate ) ndl@ v, O\ é\y @ & S)
Organ weights: treatment-related #ncreasé@pf lives and &dney@gelgh@ 25 ppn§ %
S)

Micropathology: no treatment@e%ted%@ang@@%)n thura@d b&g HG@US%@ in the\bram
Bt AN
females) was considered th AEL Yor th@ enci&omt . S %
& @ < @ f@

@$&@%% N

Risk assessment endp%nts fr@tbe 80-day @urotbgcm/ §eudy $n rats; N @

Human health ass ent @Dz@é NO@EL §500 @pm f@oereur@%xm&y, 500 ppm for systemic
toxicity

Wild mammal @ess p@%osal Y\1\‘70 FLery SSOO@%m @%e stﬁ@? can be considered relevant
for wild ma @ad@nfo thesddgek o eur(@lclt %and also because the rats at
the highest do cle of 2 d1d no pre,se@( an ﬁcw@ws Jénotor and locomotor
performan&), confirmi ng that tl%%; te effoc Sts on dy‘@lght his treatment level are unlikely
to ‘cran@e§ into behavi al deficits iwild ma thaﬂt% uld @ult in declines of population
survival or reprodu ion. Therefore, the tb@@yw ight d1f erences resulting from fluopyram

exposure in the to §&1 K@s coul g@ﬁmd d aglon -relevant for the wild mammal risk

assessment.
S’ &
& G NS S
One generation reproductm&@tud@% ra@(pll&g@(M 299533-01-1, 2008; DAR page 176 (brief
overviegsonly) .9 Q @ N
N N Y

Q N
Fluopyram was ad@mlst@ﬂ in the die Q’o V@t»ar rats at 0, 30, 150, 750 and 1500 ppm. Diets were
administered from beginfimg o@he stud unt@sacrlﬁce except during the lactation period (Days 0-21)

where the con&@tratlog in thefemale diet gwis adjusted down by 50%.

S S @
® WS :
p Q> N Achieved dose [mg/kg bw/d]
%é @J @© 30 ppm 150 ppm 750 ppm 1500 ppm
Pmatin@ | > Males 2.0 10.2 49.6 102.1
2
Premating Females 23 11.6 57.7 118.2
\)
Gebtation Females 22 10.8 55.5 117.3
Lactation Females 2.4 11.9 60.7 113.5
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Mortality and clinical signs: There were no test substance-related mortalities or clinical observations
observed during the course of this study at any dietary level. D

Bodyweight and food consumption: The males did not exhibit any test subs%nce-related e@ts oty
bodyweight or food consumption at any dietary level tested. S @ @)

S
Females (premating): Slight declines in bodyweight gain at 1500 ppm (@6%). Dechges i Qood
consumption of the females at 750 and 1500 ppm during the first week emating arézonsidgred ¢2
be due to initial palatability of the compound. By the sec@fid week of premating the food c&ﬁ%umpti@n
%@ < @ @
values for females were comparable to controls. @ § %, S
Females (gestation and lactation): no effects on bod@veight, bod&%ght gain o@?ood é@mun@%on
any dietary level tested. & &’ @ & © @}
@
Reproductive function: Estrous cycling or spenalysis g@\e n({?&perfon@ed i@his ong genyi@tion
R A
study. Q @ é\a @%@’ K S .%.o
Reproductive performance: not affected%r any@ram@er (e matl fe@hty or@esm@ n%@s,
days to insemination, gestation length, of“the r&éﬁian Q%ber@imp@%ts) at@ny treatment feve §
° S )
Clinical Chemistry and Hematolog@@‘es&@bstam%rel@@% cha{}es v@i@e li@ to {Be higliest dose
level of 1500 ppm. &© % \Q %, \@’ @@ D $ ©
R
Organ weights: liver and kidneyigm@ we%incre&@d at @ and P50 % @@ N
v
Gross pathology: no test su}iﬁ&ceffe,late bservafions iﬁ%]e a@ts a(};@any tre@nené%vel.
Micropathology: not per@’med é&his @-gen@ation@hdy. s @ @f@ %@
o Y %
Offspring viability and%linic@% sigr(%:@no effscts %@&y t@evg& R §
%”\9 o o
Pup weight: no effects at an@tes@el. @ § O & O
i noteyalusiéin s on sty
Sexual maturatigi: not@yaluatedin this on&gene@@n stady. @& @@
Pup organ w. @%ts: @\ affs t%d a@ny te@vek&&\ > § A
S 5 & &

Pup gross (%athom@’: no test subﬁtanc%relato sem@ions 19 ths at any treatment level.
Pup mjcidpathology: G5t pefdr G thi o iR “
up m@pa 0 o%y@@o Opei@rme is one-@ra idas u\d&

N
4(\ kS C§ \%

N
Risk assessment p&%poims rat J@aen réﬁ’oz @& © @

Human health %?sess@lt i@A ‘aiot a@%ned@f he c@nclusions in the report are:
Parental sys i n weights)

@c N@E§O ppa (incre edQr
Reproductive NOAEL > §500 (n pro?tiv@dings observed in the highest dose tested)
Offsprri'ré@OAEL >1 %)0 pp§rz eﬁ erved.on the offspring)
Wild mal ass%nent propgsal: the endpaiags of this study are not used for wild mammals
TERyg calculationg whic % on the Stl%S required by EFSA 2015. However, the lack of

ba
effedts on the pup weightsin tl@%one-g neration study confirms the findings of the 2-generation rat
reproduction st@dy, that si‘i@:an@cw pup weights were limited to the second generation,
i

which is of I@ted rél§va or reglistic wild mammal exposure scenarios.
S S >
@& @é% ©© <§9 Q

Chroni ox an%carci@ﬁgenicity study in rat (OECD 453) (M-298339-01-1, 2008; DAR from
pagelds) ¢ NN

F I%pyr was administered in the diet to Wistar rats at 0, 30, 150 and 750/375 ppm (males) and 0, 30,
150 anl@d 500 ppm to females. Mean achieved doses over two years were 0, 1.20, 6.0 and 29 mg/kg bw/d
in males and 0, 1.68, 8.6 and 89 mg/kg bw/d in females.
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Mortality or clinical signs: Following week 32, increased mortality was observed in the male high dose

group (750 ppm, average dose over weeks 1-32: 38.4 mg/kg bw/d). @ S
. N
A (g
Achieved dose of males over weeks 1-32 [mg/kg bw/d] @CQ} < @ @
weeks 150 ppm @ 750ppm
1-4 1189 O %6 & (PP
5-8 I 8n o ST @
9-12 . 7513 @ \3);8}6 S e
13-16 G 689 O B4 g
17-20 ok 68 of R © 341 @
21-24 o« Lo Teei> B » 30 oo
N
25-28 O 9 & & b o 813
29-32 NIRRT ¢ 9O o
mean over weeks 1-32 -\ . b &Q 7.(%%j) o é’ «38.4 N

Q & é\a @\ R &’ > >
In total, 11/70 males were found dg@l or o%re Sagriﬁcé&prem@%rd@r hymane §o @ the high
dose group compared to 6/70 in tli@con@l grogyp. Thegnain glivtical §gns jimfhese €arly degedent males
included signs associated with@norbidity (liffited of ®indlings, redwted @tor g%:tivity, general
pallor, wasted appearance). @%se ﬁrﬁings@vere considered to #@treat@ent—related bt no clear factor
contributing to the death of these 'mﬁauld@ estabilished at'the g ros%)%)ic exgmination. In week
85, the high treatment lexglFwas reducediro 0 to 875 ppmfor tﬁ&mal%gi\lo ct on mortality was
noted in females. In tl;gfema igh dgse graup (1 ppm)) a higher incidence(of hair loss and wasted
appearance was noted)in coffiparigga to @ contfdls. I\g\ﬁreatn@ht—r@ted cg}ical signs were noted at
@

the mid and low de$€ levels in eithgr seX>

> Q%i \@g %o O S G
Bodyweight g aod c(ﬁnsur@gtion: he male hig@doou;@%O/WS ppm), bodyweight or
bodyweight Wssgg@ally c@nparabte to%ie contols t heo gh@t the study.

In the fem&}e high dos grou&ﬁ@S(@m),@ean b@}g}é@;ﬂht odyweight gain were essentially
compar, to the confiols t§ugh the first thfge mokths oftreatment. Thereafter, differences in
bodyw%ﬁ or bodyghto& were obs©®%d a%@ariouﬁsxfimeg%omts.

At the mid and 1@®© do 1&eve SO@d 30 @%’m), @dy\)@ght or bodyweight gain parameters were
unaffected by the@:@reat@%\t inyoth sées oﬁe%?the tvo yeats of the study.

O © Q W

Apart from @@or afid tr ré%nt Qﬁfererﬁ@@s, fo%d, con%mption was essentially comparable to controls

in all treat%ent groups. § 5 9 @

. . @ e . .
Ophthatniologic exag%%atw@ In the fem@ hlﬁose group, pale retinal fundus was observed in 4/67

anim&las, compared%@lo ca&5 in t@ontr@. Nodréatment-related ophthalmological findings were noted
at ahy dose level tested inpymaleSvor at tH@midand low dose levels in females at the end of the first year
of treatment. A the end of ¢he se¢end ydar of treatment, various ophthalmological findings were
observed in @les a\f%fé top&and %ﬁdose, and in females at the top dose.

Hematology: varous findthgs in,malesand females in the high dose group.
G YRR e Sl fmas 1
Clinicakchemistry: arlou@dmgs in females in the high dose group
B

Urin® analgsis: a«@orm {“¢olor of urine of high dose females, transient increase of incidence and
se@rlty @ellular castssn the high and mid dose males.

Orgaights: in males and females of the high dose groups increased weights of liver, kidney and
thyroid (only females) after 12 months. After 24 months, liver weight was also increased in low and mid
dose males.
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Gross pathology: treatment-related findings were noted in the liver and kidney. In the female high
dose group, a higher incidence of enlarged liver, dark liver, white foci or red foci on the hvegwas S
observed among the unscheduled deaths compared to the controls.

Microscopic pathology: after 12 months there was no evidence of a treatﬁ-related eff@@on
incidence of neoplastic findings. A number of non-neoplastic findings was regptted in the liv%r k;d@ys
and thyroids of high dose females and high and mid dose males. % § @ @@

At the end of the carcinogenicity phase (after 24 months @f exposure), a;%lgher 1nc1dg}e ({‘mmors@n
the liver (carcinoma and adenoma) was noted in the femie high dosesgroup only, i @bmﬁ@son St\g@ﬁle &
controls. These findings were associated with non- nerlasUc/prene(@l stic chan § and re s at &©
dose causing marked hepatocellular toxicity. The Sas no eV1d e of g tre elated @preas@
incidence of tumors of any type in any other or@? numberof non-@plas@ findings Vs rep@%d

in the liver, kidneys and thyroids and other organs, with typ éﬁy hvéher 1na@enc Sand s*eyerlt\@@ the
top dose level in females and the high and m@d @nal% & @ @

AP S

D @)

®

Risk assessment endpoints from the chrefiic toxidity &}carcﬁﬂgemcﬁ\ﬁv stu@/ in rats §
Human health assessment in DAR: NOAEDB= 3 ;%m

Wild mammal assessment propos@ he autcom@of tlf@stud@an sr “§

mammals, due to the excessivelydong a envi?on%&tall@frele @ant d trea{ment
before onset of potentially relevant effects. 9 <

The most critical finding in tl@%@% i mort;@j ity o@’nal C?‘Rer @eeks of e;@)sur % 750 ppm.
However, 32 weeks of expoSure isnot copgidered realistic for Wi alsggnd the spacing factor
between the no-mortality level 150 pp Q@ 63 /kg bwd over weeks 1-32%and 759 ppm (38.4
mg/kg bw/d over weeks ™32) large rgafter% weeks of g&posure at 82.8
mg/kg bw in the ra odu@ & or e@n a /kg bw/d in the rat 90-d
study. Taking into @nt th T -@- flugp the feed of @ild mammals (ca 5 days in
foliage), eXpOSUress is learly ﬁ@eah i~ even for regwated application scenarios.
Thus, the mortaﬁpy inthe chro%uc s dy can%Qe cor@%lered@ irrgl¢vVant and ¢ covered by the assessment
of the 90- day@@d repro’ studggs, as @qulr@y A 2035.

The secon%oten‘ué@’y relévant @gdmg liveguimor, feme@s a&\f?OO ppm. However, these tumors
did not leg 0 1ncreased\mort v, d@a e th on%quef 1%@6“ induction of increased liver
act1v1ty{<% also seen @ﬁll 0 stu N

Under realistic fie %gndl&%ns e osur@ W{ﬂd\ma als @be much shorter, so that liver tumor
induction is unhk (n&umo@%ervm in thgrrat 9@day %udles the rat repro study or after 1 year in

>

this study).

© o D @ © K
©@ o 5 O N
Chronic &!élmty and c@%r no@nclt Qlldé fam QECD 453) (M-295688-01-1,2007; DAR from
page 1
Fluo%ram was adrﬁ@wt 1n t dlet 5% ®6J mice at 0, 30, 150 and 750 ppm. Mean achieved
doseg over 78 weeks 0. 9@1d l@ng/kg bw/d in males and 0, 5.3, 26.8 and 129 mg/kg
bw/d in female@ &

Mortality apd>cli le%l si Th@§ we nQo treatment-related mortalities or clinical signs at any dose
level in ei sexvzdgurm € co&se ofighe study.
Bodyt $ fo d c @mptlon mean bodywelght and bodyweight gain at 750 ppm were

unaff ed u 30%1\\51 males and week 14 in females, afterwards slightly reduced at various
rern 5. Bddyweight parameter were unaffected in either sex at the low and the mid dose over

@udy duration.
Hematology: Slightly higher mean platelet counts were noted at 750 ppm in males.

Clinical chemistry: not conducted in this study
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Organ weights: increased weights of liver and reduced weight of kidneys after 12 months in males and
females of the high dose groups. After 24 months, liver weight was also increased in low and mig§®°se S
males and females, and kidney weight was reduced in males and females of the high dose grou ear§
and adrenal gland weights were increased in the top dose. > @

Gross pathology: After the 12-month chronic phase, enlarged livers were ob@rgved at 750 ;%m.c\@

After the 18-month carcinogenicity phase, enlarged liver and/or dark live 6%3 found in sGine m§s and?

females at 750 and 150 ppm. These findings were correlafegl with releV@Qt istopatho@ica&f‘fadin@@ @

urthermore, an enlarged thyroid gland was found in one’high dose piale and two emgles as
Furth larged thyroid gland found i Vh'hd d @ﬁdo@ é
compared to no such effect at all other dose levels in@th sexes. & @SA)% ®© @Q}
Microscopic pathology: After the 12-month chrgfic’phase, fo&c%ar @gﬂohyp@%plasi@%vas %)ted i@he
thyroid of 2/10 and 2/9 males at 750 and 150 ppm? res%gctive N 2, &

N AT
After the 18-month carcinogenicity phase, tf@atmeri@rela non@eopl §brc ﬁm@gs %]ere reported in

the liver, kidney and thyroid gland in mal% and @hale@t 756and 1 PPR, In théf yr@ 13@5 a
higher incidence of follicular cell adeno@ Wi °ﬁoted@male®at 75®pm. Q" x §

¢ N @& OO &8 ¢
SRS A A

Risk assessment endpoints from th%chron“igtoxic}tv and carc@geni@y stu@x\rjin mige: | v~
Human health assessment in DAR: AEI@((:@ 30 @ &U @Q @@ o
Wild mammal assessment osal; the outcomé®@f this studycan be disregardedfor wild
proposal: is Studych gardedifo
mammals, due to the exces@vely&ong a$ envi{onm%,tally ixrelevant dugation of treatment
before onset of potentiglﬁ@rele\@lt effeéts. & & @ y\?@
For wild mammals, there“are r%potentia ly ifica ‘@iin ! this Y;}ﬁudy that wenld not be covered by
the assessment of the R0-da repfd studs, agrequired by A 2Q15. There was no treatment
related mortality orginical signs &e bo@wei@wer@mild afidl occuitred only after long-term
exposure. Under isti@eld cgiti@m, exposure dBwild esammals will®e much shorter. The
thyroid adeno didset resufs in r@rtalit T de@%pme@al dgficieneigs, and reversibility of thyroid
hormone stin@ion@vas se@h the fat 90-day study durifg the ovegy phase. Under realistic field
conditions, xposur@’of wild ma@jnajzéill b&wuch ghorter so thatsthyroid tumor induction is unlikely

(no thyrgid induction ofservedin thegpouse 98-day.study).?
A \@ S N o \@ % \@
Q S
§ NS N > & >
@ % @ o % @ @
o &N Y. & 0
R N
¥ o KX & o
<) N @% y %o
@7 °\@ Q @ N
T
O Y S s ]S
N &Q &©
@
& &S
N Q
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D) Table with the proposed NOAELgrx arranged according to EFSA 2015
~ D
Effects Studies Relevant endpoint NOAELEtx Comment s, C)@@
to check to check observations proposal S
1) Effects on bodyweight | 28-d oral toxicity Survival: LOAEL > | 400 ppn@\)j &V ®)
change, study in rat 3200 ppm (31.0/3%11 o\Q
behavioural effects M-085510-01-1 Clinical signs: mg/. § ;S 2
and systemic toxicity? LOAEL > 200 ppm | byi#d) ° N
A N @
Bodywei @ NN @
SRS
LOAEL 3200 ppm Q v S & ©&
Fee nsumptlon q STES <
Q )
L 3200 pper . O .9
o & |& &
@wal cheley @ Q O 2 @
AEL 3200 oy @y Y N
o Org and @% N S R
% P%ﬂopaﬂ&%@gy Q S v @g @% @
( < @
@9 hdn OA 400&% \@ & §
@ N ppp? ooyl & Q
28-d oral t@?@ity@x SL@V]V&II@)AP@Q 0 pps> @
study in §ice @ | 5000 ppi 62/ S w\?@
M-088485-01 (@Clmlc% s1gn§ mg%@ w/% N
@ . @ LOAEL 5009 pprQ S| &
s B e o
W S odyweig ©
S & 2&()A]zx@ooo pm & . D g
) © consu ;uon S R
@ o S ecte R §
X ivorsy, % X
R A
@? © § Q@ ﬁn tand O &
. Histopath o,, @
R N
S AP O | LGAEL 150ppm @ | C
©© @6 9@day o@toxiﬁ@’ mvwa@,OA® 1000 ppm Most effects seen
@ |sstudy ]%Lat .| @200 O &@(60.5/70.1 at 3200 ppm
.9 (OE% 408 % @P Clini B3 and @7 mg/kg bw/d) | decreased during
QO O] M:55094648¥-1 FAB: L@@:L @ 4-week post-
AN . @ N QL |3 Opp% exposure phase
@ & éﬁ . @) ody¥eight: % (indicating
@Q A @ %\ %QFLOA @00 reversibility)
b -
@ ©©Q @© o\@ o @ con@mptlon
9 O N Q OA — 3200 ppm
% § @%’ . % Cllzglg al chemistry:
& 2| R N &® %ﬁQAEL— 1000 ppm
Qo stopathology
\y\? LS % o\@ Q@ §hver thyroid,
. O g, o kidney): LOAEL
&@ .o e Q| 1000 ppm
@ \% RV @ Organ weights:
. - @f < 2O LOAEL 1000 ppm
o @
NN
& SRR
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Effects Studies Relevant endpoint NOAELETx Comment
to check to check observations proposal &° @
90-day oral toxicity | Survival: LOAEL> | >1000 ppm RS
study in mice 1000 ppm (188/216 S P
(OECD 408) Bodyweight: mg/kg bpd) &@ @
M-251136-01-1 LOAEL > 1000 ppm Q\Q
Feed consumption: % § K 2
LOAEL =3200 ppm | %o N o\@ £
Clinical@nistry: @ g}a N @Q @
LOAEL = 1000 ppm _{Q 2) § SN
Histgpathology &@ N Q §
(lig;drenal Q &© % @) @
s): LOAEL @ RO o @
00ppm @ ° oS LN <
Orgaf eig&;@ g* 7, IS N RS
O LoA®L 1000 ppni | 20 @ | « .
Multigeneration %  Strviv LWOAELS | 220 PP © @ @
study in rat g\ﬁ %2001&@ S é%l{.j@? 2 §
(OECD 416)@" <[ Clini€al sign§s O mg/ky bw é\ﬁ S
M-299334$-1 > | LQAEL 3200 e &
& @ | Bodyweight: & D @Q S %@9
R ¢ ¢LOAER=1 O O &
@ & et @ & O O]
< S S Feed constimptiof® & ©
e O AEL@ 1200ppm &, , @ 4
9 ) @Q Clinigal chemigtry: « @ \:7\7@
% §b L L= @0 pq&m ) §
S © S @Iﬂm& 0Zy O | o
(TS
KL @ AE§ 1200ppm O &
. <& Mati@inde @
D AN RN
S A & <] LQAEL > 4300 ppfiy” | &
©© ©© o & @ | Eertilitygndex:
S |90AEEY 1208ppm @
X Devgiéf?me stud}éP Survil@il: LQAEL > 150 mg/kg Bodyweight gain
S in 45@mg/kebw/d X, | bw/d at 150 mg/kg only
A D 414 QY | ical Signs: o\© lower by 6% and
1299438-01-0° o DOARL > 4503 not stat. sign.
@ o %Qi’mg/k@bw/(b
S @@’ ° B@ywei@g:
SN \@ @AL 150
§© @\ Q %g/w/d ’
S @%: . 9 Feed@onsumption:
& Q & | LOAEL = 150
KNP o Fhi/kg bw/d
\y\’ o\@ Q rgan weight (liver):
K@) Q] LOAEL =150
SN @ mg/kg bw/d
Ry @ Histopathology
LOAEL =150
@ @Q N S © mg/kg bw/d
RSN >
S @ N
O
¢ & <
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Developmental study | Survival: LOAEL > | 25 mg/kg %)
in rabbit 75 mg/kg bw/d bwid D)
(OECD 414) Clinical signs: S &@ @
M-279773-01-1 LOAEL > 75 mg/kg > Q\Q
bw/d AN ©® S
Bodywelﬁ R N o =) N
LOAELLS mg/kg | o & O @
bw/d K N &
Fee \- nsurnptlon é\g Q §
=175 mg/lé@ . & % @) @
) Ind f | d 0@5@2 AN dgs@ f @(O%
2) Indices of gestation, Multigeneration atlng index; @7 "1=120Gpppm S\Use duse o
litter size, pup and litter study in rat LO 2?’ @ pplg& 8 ?&%@;.1 @E? femates duriirg
weight’ (OECD 416) O Fartifity indsk: @ g bwid) | gestations .
M-299334-01-1 LOREL D1200 fpm & 5 & @
g\ﬁ %est oh indeXy % S §
@ .° LOA@L > 12@90 ppn@ N é\a S
©Q siz Aﬁﬂ&b § @
<& NOO ppitv S @Q S %@9
R ¢,Pup bixgh wej G o &S
@ .  OFLOABL>1@pppmy| © O] o
D@%ﬁopmeﬁtal s@y Litter size"\LOAED 50 mgkg | ©
in rat C& A\ 0 mgdkeg bw/dS ~bw/d D @
. @@oEc 14) etal weight: .« | O ®
%438 01% §° {@L 4§mgé§g L @@
X G 5
@Q %Devel @enta dy t;gﬁ%e EL > @5 mgikg
n rahb l- bw/@
@Q \€ welglﬁ’ <
©© ©© 5@27977@ 1 -1, @ AEL25 m
o Bwid & O %)
3) Indices of@iability, Mulu\g;é%era @P LivebPth inggx:  @y| 21200 ppm | Use dose of
pre- and@—implantatio@ st nr LAAEL =200 (82.8/93.1 females during
loss AN . @ D416) &° \@blllty%ﬁdex\ mg/kg bw/d) | gestation
@@& 22993%4-0 -\@ & OABL > 12068 ppm
@ Lactatfon ingdgx:
“ @ §J @’5\9 N L@AEL >Q200 ppm
©@ ©© §velo \e)nta&@}ly 1é- and post- >450 mg/kg
rat \\ R Himplafitation loss: bw/d
< (OECP 41 @ . 4 LOAFL > 450
& 2| M290a38.01-2 & | gy bwid
AN %evelo@sental@mdy @%- and post- >75 mg/kg
\y\’ v Q Q NMmplantation loss: bw/d
(O]%7 LOAEL > 75 mg/kg
2 977%01-1 Q" | bw/d
4) Embryo/ fg&hal to‘%ﬁy @ltlgeﬁerano@ No particular >1200 ppm | Use dose of
including t& %@ @O3tudydn rat ~Q assessments of fetal (82.8/93.1 females during
effects @ O 416) toxicity but no mg/kg bw/d) | gestation
N % §§9334—01-1 effects on number of
SIS 1 pups:
& @ . normal pups:
> & T D LOAEL > 1200 ppm
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to check to check observations proposal &°
Developmental study | External 150 mg/kg Minor variations
in rat observations: bw/d @ (2 visceral )
(OECD 414) LOAEL > 450 & | skeletal) @uld &)
M-299438-01-2 mg/kg bw/d @ also be <
: N
Visceral % red SO
observations: R II"QGV n\@ wil
LOAEL&450 o mm )
me/kg bw/d Q 2) § &
q 2 N
T 8 o] R © ¢
vations: Q &’ & % @) &@
a/kg bw/d @@53 ° Oy N K
Developmental stud effal 25 kg S
in rabbit observatians: @ b@f%g & o AN
(OECD 414) {c@ms midkg & |© @’ o
M-279773-014f* intrea &“% RS §
@ °~ numBér of sthall © %\ N é\ﬁ ®
& e T & &4
& @ | Wsceral*v \ § @Q S %@9
Q & @0 bse 10ns% Q d N
¢ . LOAFL > Taily “@2 & ® s
L S & | bw/ & o
e N Q) eletal@a & N L 9 d
.9 S) @Q Bosepvations: . @ \:7\7@
% ©§b L L> @mg/kg o §
X > %§ G o
5) Number aborting Mbitl ﬁratlc%@ @mb@aborﬁng or [S1200%pm | Use dose of
and number § C‘ﬁstudy i early@ ive (,;Z S (82.93.1 females during
delivering early ¢, \ \\ L({AEL >4300 @ m@g bw/d) | gestation
9 ©© W9933 1, @
@ |Devel <%mental %dy @umb@abom@ or _ {&=450
.9 inr ;early@hve N
S LGAEL »@50 N
A ) &} @38@2 S né%g b o O
@ %Devel(@ﬂen‘gal@udy @um abortig or | >75 mg/kg
@Q &\ in ral8it % w\@’early elivegigs: bw/d
QI (© 4@ o | L@AEL =5 mg/kg
@ 9 7073011 © lgw  ©
6) Systemic t&J’fcity §ﬁulti era‘u@@ Survigal: LOAEL > | 220 ppm Large spacing
and effect, %51 adult stud§urat 12Q0ppm (14.5/17.2 (~5x) between
bodywe@ N (O£ZD 416@ inical signs: mg/kg bw/d) | LOAEL and
“ § -299334-01- & AEL > 1200 ppm NOAEL
o odyweight:
o ) @Q 5 LOAEL = 1200
& .. > Q7 Q| ppm (Fonly)
@ \% § RV @ Feed consumption:
N Rv @ %, Q LOAEL > 1200 ppm
@ @Q Q) § Clinical chemistry:
<< O KRS LOAEL = 1200 ppm
g\f @@ Q) | Histopathology
Q@ o T D LOAEL = 1200 ppm
< Mating index:
@ LOAEL > 1200 ppm
Fertility index:
LOAEL > 1200 ppm
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Developmental study | Survival: LOAEL > | 150 mg/kg %)
in rat 450 mg/kg bw/d bwid S
(OECD 414) Clinical signs: S &@ @
M-299438-01-2 LOAEL > 450 @ R
mg/kg bw/d N ©® <
Bodywelﬁ R N Q\@ N
LOAEL LAS0 o EON o
mg/kgb Q ) § o
Feed €onsumption: q M Q §
Lok~ 155 Q.. & ¢ @
@g bw/d 2 QIS o @&
gan weight @er) [ WS AN
LO 'r) — 1{0\9 & @% @ A %
©m/bw/@ ol Tls S -
S\ H@TOPK ogy R s |9 & ¢
g\ﬁ BOAEL™- 150 &“% . O §
@ mg/l@ow/d& Ol > S & §
Developm@%l st&@’ l@fval %@AEI«% g/k@” @
inrabbite =~ @ | 7S mg/kbw/ds, /d @Q S %@2
(Om4) (@Chmc@mgn N Q d N
M- 2:@773-@? RFL g/k@ S D «
L S @ bw/ & o
RN @@ @ pdyweig ht N \@@ &
% %© S %L 75 mg/k&ﬁ $ &
é\g @Q %@?) © F con&mph@ 'S o\@
K @ AEES 75 mgikg (O K
O & hwdg” O
7) Indices of post@)E 1 N\ JMungeneratio\vn N a@atmn ingex: Zmpm
growth, indices, & ©© stady in é EQAEL 1200 (14.5/17.2
lactation and d &CD4 6) RN . @Eost-n@l growth: \Zing/kg bw/d)
physical 19n@®1arks M-299334-0 e} LOAEL = 1200 @,
> p <D
&@ . @© , § Q° oP&lcal&a N ©
@ &\ éﬁ _ Q" 4 Jandiarks: QS
@? A @ N %QFLOA@L 1200
@ @Q %?1 o 1@ @?
I@/elo ta t relev t (no
Q © i & Q §ost r@al data)
(0E$414ﬁ¢ G
8) Survi@ﬁnd general 9 M@genereﬁy ion @ S‘a{vwal LOAEL > | 220 ppm
toxicity up to sexual < udy ng% 0 ppm (14.5/17.2
matyri v 6)Q %hnlcal signs: mg/kg bw/d)
. M- 2@9 34011, LOAEL > 1200 ppm
O | @ e
@ o @ F onl
& é’ D &N 9O ppm (F only) .
@ @ (@) § Feed consumption:
<< O KRS LOAEL > 1200 ppm
g\’ @@ L RS Clinical chemistry:
Q@ o T D LOAEL = 1200 ppm
< Histopathology
@ LOAEL = 1200 ppm.
Developmental Not relevant (no
studies post-natal data)
(OECD 414)
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to check to check observations proposal ommen Q° 6
Conclusions: WD A]§
The wild mammal reproductive risk assessment Overall lowest 14.5 mg/@bw/d males O
profile of fluopyram is of low concern. Mortality | relevant NOAEL 17.2 m bw/d female ©®
and clinical signs appear only at very high (220 ppm in the rat (prematthg P and Flé N
exposure. Moderate effects on bodyweight are multigeneration % ® § 2
below 10% (20% for effects on bodyweight gain) reproduct@ study) {N N &
and do not impact on locomotor performance. v @ g}ﬂ AN @
Reproductive success is not affected even at very @Q @ § é\a é
high doses. @% Q& (g\\g Q @@ @
Q N & Y%
& V9 o &
L @S D LS S
&) N B % IS '~ RS
R (€ @ @ S % &"
L @ R SEV
. N A\ N @
O NS O O §
@ O\\ @ o S & t’\?\ @ S Q
ST &y o &
S > O OO s
Ve o » & 9 .0 O ~
¢ . T H L TE s
v & 0 &
N © N @ S 2
5 O N W T Q&
Ny 8 e Y
, .9 9 ¥ .90 )
F TS e §, 00
@ s .9 K @© @ @
SRR WS
>y & .0 9O «7 & D @
¥ SR
L& K T o ®
QY & & & SEERANERIN
A \@ \Q SIPCHR '
SE®) S
§ RENIIAN > & >
o O ¢ .09 o O @
VOO & D
O 9 8 & @
<) N @% y %o
@’ 2 Q SIS
i AN NG RN
B v S L@ @ N
N (g @\ R Q
@° N >
PR ) SR
@ < Q & ©@
& &S
S &S
N @@ N o
N) v
&L TR
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CA8.13 Effects of active substance bioconcentration in prey of birds and

mammals @
N S
@ @® @
Substances with a high bioaccumulation potential could theoretically bear a ri of secondar§\p01so@ng
for birds and mammals if feeding on contaminated prey like fish or earthwagrms. For org§ che@\:als%
a log Pow >3 is used to trigger an in-depth evaluation of the potentlakﬁ:ﬂbloaccu 1qn%s the
log Pow of the active substance Fluopyram is above the l@er an evalgation of secogdary pai onn§s
conducted. For the evaluation please refer to the MCP®Section 1(6@0mt 10.1. l@nd 2 the
representative formulations. < @ @@ @Q}
/ﬁ@ Q On@ Q& é Z @y
Data Point: KCA 8.1.3/01 v > oy N n,. X
Report Author: — 2 N % Ry N
Report Year: 2009 N @ NN N

Report Title:

Fluopyram: A sttﬂ%{ on, tl@’olo@é@mulaﬁ% by ¢he eartlivorm E@anwda @
© O

Report No: 08P1RD Y ) v\ﬁ §
Document No: M-349703-014 'S © N O ®)
Guideline(s) followed in | Proposal f@%ﬁm\@&(mldel@ for BCD @de 1 @f(n 1@%@% of Chemicals -
study: Bioaccugdulation@oil Tést usm&erl ial ()ll@ehde Sec Dm&

2007), BRT Oéotoxikglogic 1bH shy@/l\/l@@mrm@y
Deviations from current Cu@ Guidstine: (Y@(D (2( @ '
test guideline: Dgyviation: ndne. ¥} validity cr ltel xwelﬁezhet )
Previous evaluation: es, eV é‘mted @aeee@d @ O\Lg &)
DART20116" & & PN -

GLP/Officially Ye@%ndu%ed un@ GL% t1c1a@ 1ee@%msed teﬁ%ns_ f@mes
recognised testing é\” S %\ é& K\
facilities: ﬁ\Q N @

AcceptabilitwRel@'\Tity' C\Yes D ‘?\9 L QO @) N w@

S o ST Y & =
2O Iy &

Executive Su ma@b v\g 9 @ © %@
The bioc centratlon nt1 eniq fetida was determined in a laboratory

@m t@art or
test. Eisenia fetida (cl@e ate lts) ere ose@o ﬂut%pyram@lon labelled and '*C-labelled], for 21
days at a nominal ent&\lon @al S nya. s,&é artificial se@dry weight (dw) (uptake phase). After

21 days of expo %§ theadult %re trafisferre@into treated artificial soil and kept for a further
21 days (elimination oth %éses @mp ere taken at different sampling points (8
samplings c@ Lﬁ se, 9\ ng elimination phase dates for treated soil and 3

or the solvent gontr latl actor of the test item in the worms was assessed

The acc
of uptake%expo&@e) T&o € 1mma1ed Re