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CA6 RESIDUES IN OR ON TREATED PRODUCTS, FOOD AND FEED @

Fluopyram (AE C656948) was included in Annex I to Council Directive 91/414/@ in 2013 (R@a‘u
(EU) No 802/2013, Entry into Force on August 22, 2013). This Supplementary IJossier contams%nly %
which were not submltted at the time of the Annex I inclusion of fluopyrath under Co Dm@tlve@
91/414/EEC and which were therefore not evaluated during th€4irst EU revi All data which wer%rea
submitted by Bayer AG (former Bayer CropScience) for thé Annex 1 1@31% under unc hNDirecgeye
91/414/EEC are contained in the Draft Assessment RepoQ (DAR) and it9Addenda agé@re inglv ded@w the

Baseline D ided by Bayer AG.
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CA 6.1 Storage stability of residues

Data on the storage stability of fluopyram in plant matrices was submitted an
approval of fluopyram according to Reg (EC) 1107/2009. The studies described in the DAR

addendum to the DAR are still considered adequate.

New storage stability studies, including all analytical targets,

These studies have been conducted to cover all commoglty groups. 60 available d

within the following tables.

Overall, the stability of residues of fluopyram and 1@etabohtes &WQH onsi@%e

@
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No storage sta @%/ stu@ on re%due&@f flu
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< D
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S
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@ Sto@ge ﬁ

Fluopyram-7-hydroxy : @yearsf?f
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RS
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‘”\y

&

Q@

Fluopyram-pyridyl-carboxili&acid : @ yearsdn all éomm c@’y ‘

all g@mm@y C@@OW&QCGP‘@I

@rs in @comr@dlty c%teg@g@% mdfths 1%honey
@%
@ram@/rld}ga\etm%%ld in &dmé&atrlx Usgr

5

e&due @pleg

SN

©) @

@

@
@@

S

S

LN
Fluopyram-benzamide : 3 years in al] omm@aty c%gory
Fluopyram-pyridyl-acetic-acid : %@@onth&% ac&@% ma@x 6 @mhs@ ho%y and

other commodity category o\

N @ SN
ramég}d its &tage

@

S
RN

Y

~S 8

&

AN

s 111tyg§?n pl%nt alg 1@ matrices

éy are “@)mm&d
d: Q @© K@
\ %
& \y\’ §

@n h%ey

‘3%

@a&@ all

dic @matriceg (2 years), 6

%wberry) is ongoing and

s inftAnimal matrices was conducted.
l@s we nalésed within 30 days.

Table 6.1 %ﬁQ Over of \blll ata@r ﬂu@yram residues in samples stored under deep-
fm%n cond wﬁ 18°@) @
R y§ % 2} @ Maximum
AN Commodity N ategory S @ Analytes storage period Reference
@° & @ @ covered
N \\)
Already Eg@evie@% dagﬁaselﬁm dos(gjneﬁ
SN IS .
¢ & ¢ & Fpuo
orangg ﬁ'uit@ % aci@@© FLU-benzamide 6 months (interim) | M-298687-01-1
S @ QS RN FLU—PAA
N g o3 FLU-PCA
Ccrc&d@%‘ccn material | water FLU-methyl-sulfoxide 3 months M-274729-02-1
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Maximum ) 6
Commodity Category Analytes storage period Referen& §
covered QQ @ S
Pl
) — , N
Cereal grain starch 24 months S
Cereal straw dry matrix - 18 monthk\q% @Q @»@ 2
FLU s 36 mon@s é\g \o\ @Q
L . FLU-benzamide 36 mhs ) NS Z
orange (fruit) acid N WL356086-02- K S
FLU-PAA @ 6 ngofiths I Q «©
FLU-PCA o= 38Ronfpse g & @
” T RO
, ater FLU N % @
etuce (head) vate LU anids” H S oD TS
rape (seed) o FLU P @ }§non @ M-29§161- 33
dry pea (seed) protein C A> @, Q ﬁ .
wheat (grain) starch FJZ%’ 7 \ 6 % @@ Q @ @@&
&
Zia'pc (SCCQ) d o i é% LU?QQ%)H @© S @ Y0\3465 (9§
ty pea (‘seg ) protein N PLl@’neth}%sulfoﬁée RN N —
orange (fruit) acid Q e P N D m@ @) S %,
e AR L P O
WAt s ¢, |FL&PCAL &%?o md%ghs M237350-01-1
potato tuber 9 Q S @ Qp @ .9 )
grape (bunches) acfsy <) @ & e | N 2
8 Y N N
New data é\? @9@ % 0 © f\\é ~ 5 e @
Tomato (fruit) water § @@ N §’ O &
wheat (green mate ) i\ RN . Q S & @
rape (seed) Q @\1 &, |FL &\ N ®h (at $3°C)
dry pea (seed) 6 é prot i © R U-be ide @ then M-480441-06-1
wheat (gralmb starc FLU-2%0 N Q |7d@rt -7°C)
tato (t 2 ‘%@ H S @ >
ey s e
grapes ches) . @md@ @ . A A
cucumber (fruit) § watly @’ RS y\;\ & §\
sunflower (seed) ¢, @ %, v O
dry bean (seed tei @ | FEUSmethysulfoxd 24 months M-754395-01-1
QRN ©
barley (graimQ Q| star N Q" . O @
strawberry (fruit) a \(@\ D @\ S
&7 p & @ AL S
-b mide
“ N N
hodey N @ @\@’ @$§E§ i\ 6 months M-681002-02-2
@° N -1-OH
@ % 4@ § ) -methyl-sulfoxide
& & &y
Tab{eﬁl.z@ @gmm (\Q of stability data for fluopyram residues in plant products (< -18°C)
v
& V>
&
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Category Commodity M;:;::;Icnoite(;rezge document RIZ;:& srs;sr
> %]
Fluopyram @§ S ((\@d
water lettuce head 36 months M-299461-03:2 KC@. 1 .2@
oil rape seed 36 months v@ M-2994(g§&nb—\?)73-2 @A 6.1@%3 Q
protein dry pea 36 months & M-29@1—03-2 @%{CA@I .2/%@
starch wheat grain 36 mont}})s%@ M&99461-03-2 &© KC%6 1(@3
acid orange fruit 36 months SM336@6-02-1%  (ReA gl 2/02@%
D
miscellaneous honey 6 I@%lths @@ %Q Mgg%’lOO%ﬁQZ% ©® K&A6.1 2@%
4 [
Fluopyram-benzamide ﬁ% .o @w Q@ & = & Q& (/@% < °
water lettuce head @K 36,months N @ &Q M-?_Qﬁﬁ&—O@Z %, KCA%. 1 2‘@@
oil rape seed R |gomonty” & 399461403-2 Q) A 6.10/03
®) Q> -
protein dry pea Q %6 mo%hs N S M-%{g&g 1—0,%5@ § KCQ@I 2/03
starch wheat grail” < 36@10nt}@§ @ |M&2004603-2, &7 |KCA 6.1.2/03
acid orange tzqr\ﬁut @?6 manths Ov @1-356@6—0%-1v (iCA 6.1.2/02
miscellaneous horisy U @V 6 @n)ths IS A M081002622 . 9D |KCA 6.1.2/08
D) Y N
Fluopyram-pyridyl-ac@k-aci(}@@ 2 S) f\\@&@ . © fﬁ\x . @
N Y%
water lettuge head &) <736 manths &” o | M-209461-03-2 KCA 6.1.2/03
X7 \)
oil ©@ @e seedy & @mo?{ﬁ&s\g Q@ 299464203-2 KCA 6.1.2/03
potein 0 gNype® O« Plominths & SiM-299%61-03-2 KCA 6.1.2/03
starch N whgat g@\@@ {/@% @nonth@’ @ 1}&)%299461—03-2 KCA 6.1.2/03
acid . @rang\g%it < ((\%6 mogtfis @N-356046-02-1 KCA 6.1.2/02
miscellancous . [hondy @ O [emonthst, A [M-681002-02-2 KCA 6.1.2/08
Fluopyram—pyﬁl ?l cg@yk@ N @6
water O letg\@%ﬁhe'c\ «[36a0nths M-299461-03-2 KCA 6.1.2/03
oil @ é%pe see@ @%§ %\@mon@sv M-299461-03-2 KCA 6.1.2/03
protein dry ReaN <® 36.ipnths M-299461-03-2 KCA 6.1.2/03
4 %
starch whivat gragl@ Q@ @nonths M-299461-03-2 KCA 6.1.2/03
aci oran u1t months - -02- L
id @% ) (O% 36 h M-356046-02-1 KCA 6.1.2/02
mlscellane@ [ hodty = @ |6months M-681002-02-2 KCA 6.1.2/08
S S

Fluop -7-@roxy@v r\@ 4
watghv & )| letgi6e head 36 months M-299461-03-2 KCA 6.1.2/03
@ & O | sape seed 36 months M-299461-03-2 KCA 6.1.2/03

O rape seed 24 months M-389465-01-1 KCA 6.1.2/04
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Category Commodity M;::il:;lcnoite(;rezge document R]:;:z srs;sr
A Y
protein dry pea 36 months M-299461—03-%® KCA 6‘@?/03
dry pea 24 months M-389465-0]-1 KCA@. 1 .2/%
starch wheat grain 3omonths (s |M-29946]503% KCR 6.1 %03
acid orange fruit 24 months M-3 894@—01-1 @iCA@%.Z/M @
miscellaneous honey 6 months (@ M{-QSK\IJOO2—O2-2 é\ﬁ K@@\%l@
Fluopyram-methyl-sulfoxide Q@m @@o @ ﬁ& © K@
water cereal green material |3 nfenths ¢, Q@M 7972908 D KC% 1 2/@
cucumber fruit 24@1011@1\5 o %@439% @/§ K@A 6.1.3%07
oil rape seed %1 me %g,s \@ Q-38§46w§—01% @/04&
sunflower seed ) 24 I%Qnths @\” N @ M-754395-08 KCAY.1.2/
rotein dry pea AR [Phmontiy (& |MoI046301-1° [KEAG.
(% - -
drybean & 24 months % 7 4 014> qKeag . 2/07
starch cereal grai @\9@ 2ég§>nth M-@WZ%%& 1 @© K&%’ﬁ 1.2/01
barley grafly” 7 |24 montl@v M75439501-150 |KCA 6.1.2/07
wcid orange i RN @ ths M%%%S-O@ Pca 6.1.2/04
strayy| erry fruq @ nthi M-¥34395:01-1 & |KCA 6.1.2/07
miscellancous §xea1 s % @ mo @:Z’ @ M- 2747% 02- 1§ KCA 6.1.2/01
&@ho § \@ 6 mc@ﬁs S QM- 6%)02 02:2 KCA 6.1.2/08
NN % @
N NERNERF W

Table 6.1.2- 3§© Su@imar@)f th@ep

A
en %%rag&s abl@periﬁﬁfor each commodity type,

2 eacff\anal%lcal t rget % Q @
N = ‘
&@ X @ . . Acceptable Maximum Storage

K ° uration

Analytfi @ \@ C@m;gm?d@ Cat&gi}nzs & durati
@Q\y % @ "\l%)fant Q%gh W@r cont%t 36 months
o & S E R@t high ol c@g 36 months
Q © @@ ) g%Lant g§gh pr%m content 36 months
S luopyram § PlantPhigh,stch 36 month
. & ajgl\\t 1gh,starch content months
%, @\ %Q 3 {%ﬂt —1@% acid content 36 months

Y d X&)
S g§ m\ Ij(@ﬁ sugar content 6 months
&@ %% SS P@at - high water content 36 months
<Q\© N §y ” @ Plant - high oil content 36 months
A N S
@ @ ©) N Plant - high protein content 36 months
SO FL (Spenzagide S

g\ﬁ @@ Q%l § Plant - high starch content 36 months
QQ Q@ v N Plant -high acid content 36 months
69 High sugar content 6 months
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Acceptable Maximum Stora@o

Analytes Commodity Categories duration N
Plant - high water content @ months . @@‘) S
Plant - high oil content & 36 rnonths© ;\\Q
Plant - high protein copftent %\3 36 mon@@ .9 &
FLU-pyridyl-acetic-acid - }? @ N Q
Plant - high starch content 0@ 36 %@nths© @
Plant -high aci@mem © %{nont@@ ®©
: ) X SN O @
High su@wj@ontent @n@ Q"6 mofiths 1}

Plant - high wate%:t)nter%@q ) @ 3®nonghs§@ Q>
Plar\{t -@ﬁigh@@con%@é\’ e %@ 6&% m%glths
Pliﬁ&\}li%‘im%tein\oilte%% 4, L 36 n@nths@ " @
@%nt »gggﬁh 52{7@ con&%t Q Q\ ﬁ@?’ months @$
& Plagg™-highacid cegfent v N) > 36 R@ths e
9 ng]g;@gar @ent O D\)j < @ont&&s&ﬂ

FLU-pyridyl-carboxylic-acid

@
§ ~ Plangs high whter coQtent @Q . e
.5 O Qg%a%nt 1@ oil c@itent D 9 3&months
o @ Pfémt (@h &@m cg@n‘t RS @ @6 months
v {i\% Plagt - hlggl@\garc]g&&ntent© N \@ 36 months
\& °\\J> &lan&—hlgh a&@ont@ < @ 24 months

%QD@ {(\© ﬁ& (f\\x @gh sugar corge@y '§@ & 6 months
O\@ v w\i\ﬂ é Pllan: —q{n@z Wa‘iﬁkcjonte@; = ) ; j monzzs
A g § an‘*-t lg§ ar1c %%?ﬁn S 24 months
ht -high oil conten months
FLU- methy@omd& @0\’ - S &g .
@ Y4\\?1?1ant -(@rgh pr@ein content 24 months
@@ @@Q @Q ) @@ P&ut- h@cid é@\)‘{ent 24 months
©© Q 6 Hi@\sugar@)ntem 6 months
) © @
o & @ ; %
¢ STEs
Y % @ . Q@ &
o 09 g O
& é@ SR
% @
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Data already evaluated during the first EU review process for inclusion on Annex I. @
S S
m»@ AN cr(\@
Data Point: KCA 6.1/01 a °
Report Author: | _ g ) Q & B’
Report Year: 2008 %&} S N R
Report Title: Letter granting BayerCropScience pésrmlsslon to c@ “exclusive us@@uopl@ e da®
submitted by Valent U.S.A. Cogeration m@ &’
Report No: M-300103-01-1 N\ @ S X O ;
Document No: M-300103-01-1 QT ol QO N N
Guideline(s) followed in - . RN @ \ 9 %
BN
study: é @»@ @3\© @&j\’ U@w}? @& AN
Deviations from current - v S
test guideline: ?”\\h% O @ R D é /(@% &’
Previous evaluation: SN AN © &ﬁ RN D) &
@©@ g&%\ é\”@ Q& b\j@ @\ § ®, §
GLP/Officially recognised | not applic . @
testing facilities: {%{ TN RS @@ O @ 9
Acceptability/Reliability: @ 2 2 L 8 9 o o
5 © 4] © O
% RS T @Q SN
N @ @ @ @ @ o @
S ) N
S ¢ & ¢
R SR ORES O « RS §
> TS e O O8N
& A NN Q&
Data Point: N R CA¢TR2 7 9 -
Report Author: @w A N @J @ {@U
Report Year: © L 2@ © N S >
Report Titleg; o Tetter @E‘Accc S g dnt n“g@de ‘@@?opS@mc p&mission to cite exclusive use data
@ (} subniigted b lent A C porc@m for, @)plwhdc technical fungicide, sub.
A @ NI
Report No: B[ M300426-01-1.° - YN Y
Document No: Y 30006-041° A N
Guideline(s) lollo%)sd 1@% -- @9‘"\9 y\g@ e S
study: fﬂQ < S m@ <
Deviations ﬁNﬁ curré%% €) \\ N °\\/ &
test guidekide: & NS R &@9 oé
Previm@alualion' . © |supitted @ statpg 67 evadyation unclear
\ \ @? é(& %f(\\
Gl&%[hmally recéigmsed<§ﬁot gp@%’cabl@@ N
testing facilities: oY @@
Acceplabllllyé@lablllty. N @ N

v
@@} @Q @© @Q@ ©
N SRS

@S

& & S
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@

Data Point: KCA 6.1/03 & @
Report Author: I RS
Report Year: 2008 Q) @
Report Title: Phase report: 6 months stability in orange of study 07-02 - @'age stability o @

residues of AE C656948 and its metabolites (AE F148815, C657188 §86§©

AA10139) in orange during deep freeze storage for up t®§24 months & K
Report No: MR-08/036 (€ Y N v 2
Document No: M-298687-01-1 X @ L\’ ) @
Guideline(s) followed in EU Directive 91/414/EEC amend@d by the Comr@\sﬁlon directiye 32/@‘55 re&g‘y ©&
study: (1997); US EPA Residue Che% ry Test Gu1§bne OPPTS 8(@ 380: @oraUQ

Stability Data > s N . @
Deviations from current none Y% > O @ &)
test guideline: N @@" N <\j\ ”\f@? &b\ L @
Previous evaluation: es, evaluated and acc tcd

Z@v 1 to Vol.3 of &&R&i7 Krgust @92 (rc@rcmcs%ﬁ\ﬁ d on S A@% o
GLP/Officially recognised | Yes, conducted L@\h”bl (}%%ftl&\ly rc@mﬂcdﬁqtmg eilities @W @
testing facilities: f\ A @ ‘N ,\{(\:\0\7 @
Acceptability/Reliability: | Yes oY « (\\f gg\ N o & & 0O

§ T~y v S fe
o &6 O & o & .
@ O @® Q @© @Q S
SV e TR SES
KO A & .2 ©
o o N @ % Q 92 o
DN K R G NS
G- O N9 NS
y

This 6 months interi ol dy f§0rt S finally inglyded ma a ful@nal giport whidh is summarised in the
. N
present dossier und@ efer@@ce M§60@-l A @.’2/0 . @) &
SN

B Q
O s NN
® & o &K@’ <y S
& v %((,@ 929 o S
S S Ve
N &S E T Fy
S O s & s
< NN Q
@? > ® O
@Q@@%’O% S
@ O & & & &
Q € Q AN N N
N O K 9 O
S > @*°® v\,@
& Yy e
N R > @
L & & Q&
S ° > @
&@%\© v\j\?@@
@ O
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Data Point: KCA 6.1/04 o N
Report Author: ] S ©
Report Year: 2007 S &w @
Report Title: Storage stability of AE C638206 and its metabolites AE C657378 (3-OH:BAM ) A¥;
C653711 (BAM) and AE 1344122 (P1x) in/on cereals (F%t of plant, g §str%®m ©
25 months &
Report No: MR-178/04 X~ 1Y @}” QD @ @
Document No: M-274729-02-1 & Q IS &
Guideline(s) followed in not specified %@ @ Q R Q
study: @@o [(\& & © 2 <
Deviations from current None
test guideline: S 9° Q@ V\?\ %@7 é\ . &@ m@
Previous evaluation: No, not previously sub\{mu& L\’ D @@ @%
v ¢ g S & o
GLP/Officially recognised | Yes, conducted k&\\ﬁl (N’ ()Tﬂ%\\Py IL rmsugé\,fstmg@%1 ities IS @
testing facilities: R @D @ SN {S\O\\’ §
Acceptability/Reliability: | Yes Q N S {g\ @&7 > & S ®)
S ‘o’ S EY © N

N NN

Ve o b & & SN

@@ W @ @Q @ Q& S @@ S

This study was conducted in ﬁ\i’e fré@e of @ fluapicoli (AE 82(@ project. It 1&:ons1dered to be
relevant for this ﬂuopyran&@ ren&Wal E1l 122& (Alias Fluop{j@}n%h l-sufpxide) is a common

metabolite between thektwo 101d SN @ {°

The purpose of this @dy wWas t ine th@ora ?tab@t oﬁgemd f fluopicolide and its
metabolites AE C 78, AEC6 M) and ARy 344@22 (alié® Flu(ﬁpyram methyl-sulfoxide) in
fortified control plew pla%%rlgln Yi%vheakg‘uraw é@am gvyen m@terl%@mmg freezer storage at <- 18
°C for 25 mon 5 \ &

O © Q%] D X
For the purpose of this dossier, the following %ﬁﬁmlu resglts only for FLU-methyl-sulfoxide
AE 134 which is ag;omnm me lite uopi€dlideand f1 am.
(AB IS S Pl @W

\@ \Q N Q° @Q V\, @
@§ & @ 1© Mg}nals«\and Methods
To determine ¢he fre -LQ st 1ty 0] n.u @etabohte of FLU-methyl-sulfoxide in cereals
(wheat straw@ram d g€gn aﬁenal)Q?f ahgkuts e homogenised control materials were weighed
into the ef\gles and wereorti withtthe s tions containing the four analytes, resulting in a
fortificagton level of 090 m in abmattiges. A‘ﬁer fortification, the solvent was allowed to evaporate
for q]%ﬂout 15 min. I@ddltl eated Qa pl@f each sample material were prepared for control and
recoyery experiments. Sd@S qu " Were closed and deep-frozen until analysis (at < -18 °C),

except for the —0 sam es g@e spé c ’sa n@es two control samples and two control samples for method
validation reegverle

The boxes@ma ning th@iple&r’nate@l for control samples were also stored in frozen conditions and
were an@sed afthe n@nal @rage htervals of 0, 30, 90, 180, 360, 540, and 760 days.

(z KO-t anal)@ five spiked samples and two control samples were analyzed. Since these
sa es ar@j @ santples, it was not necessary to include concurrent recoveries.

eac mpling mtel$l at least three fortified and five control samples were removed from the deep-
freez¢iand allowed to reach room temperature (nominal day 30 and 90 only three fortified and three control
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samples were removed from the deep-freczer). Subsequently, two of the control samples of each sample S
material were fortified with the test items to determine the concurrent recoveries (fortification levelg Were
at the same magnitude as the spiked storage samples). The samples were extpacted and ysed
concurrently with the third control sample and the spiked storage samples. @,Q '§

In order to determine residues of FLU-methyl-sulfoxide in cereals matriges the anal $Od
00782/M002 was used (Schoning, R. and | 01/09/2083, M-226098- @2 , se¢ MCA ctiorgst 1 &
Despite not being fully validated according to SANCO/3 99 rev.4, t@ method is 6@151de£&1 ﬁt&t @

purpose
S

Briefly, residues of FLU-methyl-sulfoxide were extr: d with a mn@?ﬂe of acet water|u wi

sulphuric acid to pH 2. After addition of L-cysteine@\@%rochlond (25 n the extraet 18
filled up to volume. An aliquot is concentrated tqﬁwe aqueous It mde:r\ he 3@11.&10%5 agaa{g dj ~{f?-" to
pH 2, NaCl is added and partitioned twice again€d orvr@e det@{ inagion of RBU-méthyl-suffoxide,
an aliquot is concentrated to dryness and dissglved t’\a mi re 0 ctor@ﬂeﬁw@rﬁan@mmu%acetatc

The residues are quantified by reversed ph %@ PL& and MS/MS§-de ©@ S @ @}

The limit of quantitation (LOQ) is 0.01 §l tq&\ﬂ sa,l‘rfigle ma@&’mls AN é\’ %, §

For quantitation, the matrix-matched i@dar@wem @ed Q @ > O
SRS @ %

N

9 g F@dm Q & o
In control samples, residues of @@% m@%i sul@x1da?§erc Q@bw 3@% LO@ 8 “
Summaries of concurrent reco%énemond @ed asQ part this s@&y ar&presented in fhe Table 6.1.2- 4.
The obtained mean concusgent recoveriegper fi ariffication level of FL@ne 1= sulf@glde ranged between
63 % — 80 % for wheat straw, 7150 — 86 % f oK Whe t@am@@nd 66 % — 18) %‘éwheat green material.
Summaries of the resj bch@’lo@f FLI@met@lfomje in &red a&ample&@ presented in the Table

6.1.2-5. S
* Uncon reco&gene in wh&%tra@ow @abl pe%@of 18 month for deep frozen

resudu@ ecovgyies r ed %@Vecn@i’i % 8 d 8‘§ R
e Un (@rected@lean YFer_xw@jes in wheat. gf@in sh@Qw a stability @ariod of 24 month for deep frozen

ues (mean géeov rar@bet n 70 % — 9% o)

. /ﬁncorrected nigan re€oyeries wheat gr g@)@l S a stability period of 90 days for deep
frozen rem@s (m&%ﬂ recveries ged’dget 5 %). As the fresh concurrent recovery
means 1 ater @ ?&e lo elo 7 e apparent instability of the residues after
storag@can a mb@d to Now @alyncénethod performance.

@ @ § C@lusu}ns

Residues of FLU- 1r@hyl %{roxm}%f rtlf' &l to c@nol samples of wheat grain at 0.1 mg/kg were stable for
at [dast 760 days he rey ues@:re stable for at least 540 days. In wheat green material a
stability of 90 @ys only coul %% de onstr t&dl. This result can be attributed to the low performance of the
analytical od a%he co enmt@ecovefies are also very low. A new storage stability study (M-754395-
01-1, see %@ 1 N) ﬁlﬁeﬁ’es%@

Q
m@} @Q © §

Assessinentad conklusioncby applicant:

. ... .
dues&U—m@yl- xide in wheat grain at 0.1 mg/kg were stable for at least 760 days. In wheat straw, the
residug§ivere stable for At least 540 days. In wheat green material a stability of 90 days only could be demonstrated.

776



B Page 16 of 801

BAYER 2021-02-26
E 4 Document MCA — Section 6: Residues in or on treated products, food and feed
R Fluopyram
Table 6.1.2-4:  Concurrent recovery data for FLU-methyl-sulfoxide @ S
Nominal N @
Plant Fortification Level | Storage | FLU-methyl-sulfoxide | Mean | R Standard J@
material [mg/kg] Interval Single Recoveries [%]* [%o] deviationg @Q
(days) N
0 73; 76; 83; 93; 76 80 _ <N 10.0 80) @ &
30 75 46%* () 75¢ - "~ o 2 S
90 7979 iy - - N\ @Q @
Wheat 0.10 180 68 ;32 oo - @9 -S| B &
(straw) 360 69@3 T 71 SES) @Q ‘&©
540 80 R 8. & o - q @
760 Bl ;65 & R TO - @&
Overall Mean, RSD and standard:deviatiog,[%] Q&@y N5 010.2 ?\ 7.& @
0 31;79; 8, 64; 83 T4 o] 14K 105 |
30 P o 1| T & - .
90 [T N\ 8576 81L& [Y - &8 o
Wheat 0.10 180 o - 88 Y [« 8.,V - - §
(grain) 360 Q1 & 82,85 ° D g4 NS
5409 71 A 7S 68N @l O | &Y | 9,35
oD Y 89; 64 N NN
Overall Mean, RSD and s/@nda%f@eviatj{@[%] &y O77 (\‘) 11.1¢ ~ &.‘6%
L 974, 79:59; 82:% © A 180 | 4D 33
L 30 N 6,78 @Y # Y A -
Wheat 010 ° S @0 S 95% ifod S X@ A o - @ =
(areen . N G ’§ 63; 67 66 Y -, Y -
material) R ! 360’ S &3 86 QQ 84 A -
Q 2 5& Lz 1gY N | 117 | -
@ N 67,85 N ‘%6 - -
*@vera@ean, 43% ang\\\ﬁandard devu&@q}?[%]ﬁ@ 19.2 15.7
RSD: relative stand evi
If sample size (n) gd ﬁdaﬂj@ewan not a@md 1s repQr ﬁd
Fortification as: FEU-m I-sulfoxide rm1n n as: 1-sul culated as: Fluopyram
*On day 0 (,ze@@ time analyses) five s sa es andtwo covﬁmpl alyzed Since these samples are recovery

samples, @ not necessarygoincl oncu reco 1es at 0-time
**this re€dvery was exclud@ rom @data ] d is not 1ncl in th ean ulatlon

RN gw\ I

@ NS
o S .
N B I A VSN
@* v &Q\ @Q &§
g& \%% é@ § @Q
>
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Table 6.1.2-5:  Storage stability data and concurrent recovery data for FLU-methyl-sulfoxid@" S
N

(fortification at 0.10 mg/kg) 5 f(\}? @
. S &P
FLU-methyl-sulfoxide (g RN
Nomial Residue Level in Stored Samples Day 0 Average % ©@Mew®\
c di Storage L Normalized& of Fresh - Corrg@ed %@‘))
ommodity Period % of V % @ Concurre@w N @ @
(days) " nominal Meaq % Recov@ Recovefies @OV%&@ &
mg/kg spiking r@'ery & é\ﬁ Q o g&©
level QO Q @@" S 6 < . 7
0.073 73 . Ol & @
0.076 76 é& @" Q@l S @ b\ 5 %@
0 0.083 83 %o St v é@:’ 30 0
0.093 9 .| @ Q S % o
0076 | <« Ny A S @ Q@
0.095 |2 95¢ > K2 R I v
30 0.079 )Q g;& ] %88@ 2110 Y s+ N &
0.096" o Q;\’ \} @&Q S \f@ 5@
0877 77 q <
90 %@%6 L (}9§@7 @%9 &@@ @11 S @@9 N 13
0,093 ) S
Wheat (straw) ) e 0.0 ,@ @72 @ 0d @ 15 5
180 > % |9 74§ IS S 104
SN P Py L O & K% N
700 @7 %, O S
@@20 S %§ @\9@77 9 Q“% ) 929 71 111
@(@ A .082,, %\%\ N & o @@
& P 007D A EN
& G0 N o0pr7 Kwo Q§ ®§ @) 80 99
S\ ) | @ w,
QY & 080 80 @l @
A @ |[oposo S 5o SN Y
560 N 0060 | Seo - 58” 73 63 92
O & Q S
/J@ < 0036 S6gy D 6%
061 3 . &L O
Q@ ©©Q @Qo.m@ S @j@
0 29l ok | w2 o o™ 100 74 100
<) 64 AFQ 6° | @
@ L2 0083 SR
% S 0 & V95 Q)
\h e 30@@ o@%ﬁ § 160G 98 133 76 129
Wheat (gram)@ @X).IOO@ ﬁ1®
@g A § 00 | Qv4
N %90 0080 o, 80 94 127 81 116
> @f&f U@ 79.108 P 108
Q @7 0.061 61
@ﬁ @Q @180@ 0.077 77 70 94 86 81
Sy 2 0.071 71
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FLU-methyl-sulfoxide \§
Nomial Residue Level in Stored Samples Day 0 Ave@e % M @
C di Storage Normalized resh C%l@ctedé@
ommodity Period % of % Concurrent & % N
(days) " nominal Mean % Recovery?* ecoverieso eco@@b
mEke spiking recove% & N N &
level ©@ < @ @
0.080 80 N QO NN
360 0.090 90 %%@6 @ . &@ N W B
0.089 8 Y 2| o \m% g
74 o N oy %,
540 0.074 67 & @0'7 @ {%’ 9 (\é ’ me@@
0.067 v, S > G
*% > @l o Q& @3& —
0.074 7R
760 0077 | @77 - w10 S @o @
P A RN AN o N
0082 4R &% | & S E & & NS
ool ® T S e
0.07 0" o S KN o RN L
0 @ [T P oaw P ¥ 100
v Q
1 0:082 FoN 1o o S &
d 0075 \J@S @ @ AN % & 5
°~ | 0071 & 71 R
30, nd S ®@§70 @Q o 8N @7 91
L [D0.0693 69 S o O
SERVEX: BRSNS S
o0 O gess [ ss. LSO of  wmw @ 91 93
G N Q SO
g S 0.002%| & R~
Wheat (green > yo\g 0.069° | %69 2 Q S @
materja 180, B3 685N 7 36 66 102
S | SIS >
&@ 7| 5064 L e ~ o @
-9 [Do.0s2 a® xS | ©
&Q\aéo S ogho | Os0. S| wst S 104 84 %
2 - 81 %\ %\lg@' S
R 150.09 9 D
©@ @,5@40 @Q o.wk) \9140\@ 167 138 117 91
N O o7 Q115" | O
@ & | voseaf ékﬁ 7
@@0 Qog 02 @ 61 78 66 92
> S~ I @ 65

a Day-0 Normalized Reco¥gry = (

rage reﬁ%very 3 erage recovery at day 0) x 100%

b Mean Correct@) Dercent recovety = (Me@ % recQvery (stored) / Average of fresh concurrent recoveries) X 100%

ied zgi@tlier, efore was removed from the data set

*One recove&amplg%ﬁs id?@ﬁ
\

@

v

Q@} @Q @©©§9 ©
% Q%@

$ &

& & S

&
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@
Data Point: KCA 6.1/05 o N
Report Author: 1 S S @
Report Year: 2010 S &w O
Report Title: Storage stability of residues of AE C656948 and its metabolftes (AE F148815, AQ
C657188 and BCS-AA10139) in orange during deep fro'%e storage f01 §t0 3§ &
months @ {"
Report No: 07-02 X Y @\’ QDA @
Document No: M-356046-02-1 © 9 Sy A
Guideline(s) followed in | EU Directive 91/414/EEC am%&rﬁ’ed by the C(@\mssmn dueet@ 7()32§Q1/95 .5 %
study: (1997)
US EPA Residue Chemlstst Guideli \()PP%@%() 13% S\@Ee St@@lhty @1
OECD Test Guideline £86, adg@éed 16 @tobe
Deviations from current Deviation to OECD 50%- sap@ﬁ{s sp@d at %@(LO steaw l()X ﬁwuthe\\[ﬁess
test guideline: stability of 1e51due§% stlllﬁa@’esxab@at tln@vel K @ é@\w °
Previous evaluation: yes, evaluated and dccepte @
rev. 2 to Vol.3 }@;QDA(&NW Nox@nbel 2’3@167 (Iﬁeneewehed&)’ @
GLP/Officially recognised | Yes, condue@iund‘a\@LP/@’iuaH@co%ed te&@}\‘l’g h@ S ®)
testing facilities: S k < {&@ &
Acceptability/Reliability: | Yes - S ; S & (‘(\? o ®© @@ N
PSS IR
Lo O N @ S .2
o @ S« NS %@
S o &
X Q ¥ N
The study was initiatgg,to eval@é‘[e tﬂ\’stab@y of pyr % (AE &5 6%) andNits metabolites fluopyram-
benzamide (AE F 815@%u 1dyl -ca )@ am@(AE 718 , fluopyram-pyridyl-acetic
acid (BCS-AA1 &)@ ) 1§gnatrlcé§ of &a Ol’l;i?l (or dur@g fr \. storage period of 36 months
(at<-18 °C)
& = Ng

@
N w\g N%(,erlals@&d M@hods\\ﬁ
oS : G
To deterthine the fr. gér sio@e sta 1ty@£ the gglevang, emd@ of fluopyram (AE C656948) and its

metabolites fluop —beﬁz}mld@fAE @488&% ﬂlquyrar@yrldyl -acetic acid (BCS-AA10139, alias
FLU-PAA), and -py 1- ca@%xyh@md @has AE C657188, alias FLU-PCA) in matrices of

plant origin (o @ @@ C ﬁed@s ’s -.«»9 samples’’ individual samples were fortified
with 100 pL. the sfu utloi\ ltmg a concentration of 0.20 mg/kg of fluopyram or
FLU-benzdmide or FL CA j‘% astic bottles were sealed and stored in frozen
conditi@mmedlately@fter @om@ tio s containing the sample material for control samples
were also stored in en s (at nd were analysed at the nominal storage intervals of 0,
3 6512, 18,24, an&&?m@%h % % %?

Concurrent recgyery exé@rl eﬁ@s ed at all storage intervals by spiking control samples with a

mixture of flggpyram,<FLU, za Ié PAA or FLU-PCA or at a level of 0.01 and 0.20 mg/kg.

On day 0 (&sto t]@ analgsis) three spll@i samples per test item and one control sample were analysed. In

parallel @ur cofie rrel@ eco@?es were conducted: one at the level of 0.01 mg/kg and three at 0.20 mg/kg.

All's les yse ordlng to the analytical method 00984 (I, 05/02/2007, M-283301-01-
ec

1, §e MC& 4 1.2¥vFull details and acceptable validation data to support this method are presented
ument M- 4, which comply with the EU regulatory requirements outlined within

=]

SAN; 3029/99 rev 4.
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Briefly, residues were extracted from 10 g of sample material (5g for straw) by two successive extractj
using a high speed blender with a mixture of acetonitrile:water (80:20; v:v). After centrifugation the& act
volume was adjusted. Then, the extracts were diluted ten times by adding the internglstandards: )
e dilution performed under acidic conditions and measured in negative elggtrospray 1oni§zat10
the determination of FLU-PCA. @
e dilution performed under basic conditions and meas in positive &é@ectrospray mQQatloI%or thgﬂ@
determination of fluopyram, FLU-benzamide and FNU-PAA.

S @ <
*Due to its instability, the analytical standard of fluopyrata-pyridyl-acetf®acid (BC S-]O]ﬁ wa@mde

available under its sodium salt form (BCS-AA10189) i &f ich was use@s rcfcrence ifem. Q @ é&
The limit of quantitation (LOQ) (expressed as pan@g@? ﬂuopyram\equwa@%ﬁs) fép eac@mgl&jana[y &,1S
0.01 mg/kg in all tested sample materials. & & &\ @7 @ %, @

The quantification was carried out using 1ntemaQtabL§ﬁ@bell@vstang§ds 6@3 @Q AN Ry

@
% F@admggé &
In control samples, residues of fluo&f -be@amd@F L ere Below the
Limit of Quantification (< 0.01 mgs’ or eac test item ssedhas ﬂu es ofroncurrent
recoveries conducted as a part of t@s stu nte@the 6 2-6 t able tgiFhe obtained

individual and overall mean COT@JITEI’TI\I’GC ’e es w@e sat s@cto%gmd w@e I&I@%& of 70 -110 %,
with the RSD < 20% for all tcf;%d a%lytes aty I?Qrtlﬁc%on leve

e For fluopyram, ungorrec \38@ meagyre Ics J orange shogyé@st %per%d of 36 months for
deep frozen resu\jﬂues ( re@vene§‘@: dbetwedh 93 % and 107°% ).Q

e For FLU-b ide, @icorpBeted mean re@ EI’IGNH or shaw a s %ty period of 36 months
for deep fr h residues (ifigan reGoveriesyan e&etw en 86 9@— 10

e For FLU A orreg§d mean %yerle«s\% sh rk ast @llty pCI'lOd of 36 months for
deep fi ucs over% &d between 9 .Q 5 — 1Q2>%).

e For FLU- PA@’ uncﬁrrect%d mean %‘%coveﬁ@s in ge gho w agiability period of 6 months for deep

fr@@g n residues gean @@ ve@ang@betw@l 78 @/ 9%%)

A PO .
ARSI & &\ %, Q\
@ @@ @ @g\ R t4\9@’[. Co@lus'@ns

Residues of@uopy@‘n § tab@h@s 0 @é@genzamlde fluopyram-pyridyl-carboxylic-acid)
rol

(Buopy
fortified g, 2 mg/kg to pl or@e (frgtg were stable during deep-frozen storage for at least
36 mon: Resmlueso of FLUpytidyl @&etl@ad wike stable in orange fruit only over 6 months of storage

N
o S ata A9
Assessment and conclusiph b licarit? &\

The study is Q@pta &, o @ @
Residues , FLU- @c FEU-PCA in“orange (fruit) at 0.2 mg/kg were shown to be stable for 36 months.

@)
Residuesco FLI @yndyl@ eticsacid WeLg)s fable in orange (fruit) only over 6 months of storage.
@ [CHENNY

@y

N
S R
& @ N

O v

ble @E2- 6: ~Conturrent recovery data for fluopyram (AE C656948)

&
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Plant Fortification Level Isrﬁ)erravgaei Fluopyram Mean RSD | Standard | @ @6
material [mg/kg] Single Recoveries [%] [%] [% deviation D 0%
(days) I{\@ )
0 97 97 p - S @®
3 85 85 - - N
6 87 . N §) @@ 9
0.01 12 86 865 o ; é\ﬂ
19 90 ¥ O - @ @
24 958 [©X - JYS @a ©&
36 N4 Sl [ - Vo0 «
Orange 0 1030802; 103 105° | 1S | <15 © @
(fruits) 3 85, 95 N L% X 190 - 6| o
6 S 98 B O Yoo & - A LN | SO
0.2 12 SEETYOES 98 o] =K v
19 95959, o 9% | 3P| &29 .
24 T 9593593 Vi Q2 | V1249 @}
36 o \Ns 1@1} 113, & 107, P46 4.9 §
Overall Mean, RSD ag@tan%&%&l dev@nn [ @ > @ &6 q

RSD: relative standard deviation “@’

If sample size (n) < 2, then standard dev1atl@1s nota con51 ratl ly the n is @md < Q& &(@
Fortification as: fluopyram; deterrnlnatl@ as: ﬂ cul ), ran& Q < N
@ & 29
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Table 6.1.2-7:  Concurrent recovery data for fluopyram-benzamide @ S
@
N
Plant Fortification Level ISI:;)erravgaei FLU-benzamide Mean R Standard J@
material [mg/kg] (days) Single Recoveries [%] [Y] deviationg @®
7N
0 104 104 N - @
3 98D 98 - - °\-® N &@
SN
6 104 @[ - - & e
0.01 12 106 RS - @ -7 X &
19 @ < 103 RS @Q ‘&©
2 R s | <] .- & @
36 2796 9% R o - @&
Orange 0 ¢ 102:102:302_J0 [ .02 0.0 N 0.8 7 | <&
(fruits) 3 ® 92@/§ t'\\q\J 93 - @y RN %,
6 3B Y b Ry O] o -
0.2 12 v ) o 96, 7 X 94 & O - &1 &°
19 0388500 O [ 90 0284 258 |9
24 &F & 91,8890, N 0 90, Y LI AW §
360°] &7 94097100 o 9T | AP | 530
[ =)
Overall Mean, RS@nd stan%rd de%iation i%”] \ |3 6.0 5
RSD: relative standard deviation @J °
If sample size (n) < 2, then standard de@%on 12;%1 a COH@CI‘&U only t@mea %eport@ ®© \
Fortification as: FLU-benzamide; d&e@rmm&lon as: §Pl-benzamlde, c%ulate s Fll@jxyram &
9 O N @ % QD
Table 6.1.2- 8: Com%lr\ren@;%cov%y dat@§r %@pyr@?—pyn&%ﬂ ac‘e@c a@
7 @ 5 @i}\ =
Plant Fortification I@&wl N @age% @ @[ean RSD Standard
. Infervak, % o o .
material g/ (days) &ngle ver@@% [% [%] deviation
SR LT A
Z 88O - -
b T NS — & O Om |- :
Q) @*}7 N e © 7 @ oy 77 - -
A 00 &) 1% ESERASE N RS - -
©\> é\ ]9 A T 78 o 78 - -
N ENPE % 70 - -
5 9 S & TR N 81 - B
e e oY S @ IS £38; 89,88 88 0.7 0.6
i) Q" & 3 P O 91 - -
A S I 6 01 & & 81 - -
@ % > 1y . 2 D, 72 72 - -
" Q19 S 53,87,84 85 25 2.1
%, %@ SN 24 08386 8l 83 3.0 25
N < Y360 &N 787682 79 3.9 3.1
@,> Overall Mgan] RSI@nd st%@rd deviation [%] 82 72 5.9

RSD: relatlve S

If sample siz

Fortificatiofas: F
@

S

T 61@

<« &

&

@

dard
< 2 %Q

@
Cbngir

deVI&HOH is

fation
sta
rmm%lon ass

ta c0n51derat10n only the mean is reported
-PAA calculated as: Fluopyram

fﬁerent recovery data for fluopyram-pyridyl-carboxilic-acid
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R Fluopyram
Plant | Fortification Level | S'orage FLU-PCA Mean | RSD | Standard | @ ©©
material [mg/kg] I?c:g;\s/)al Single Recoveries [%] [%] [%@ deviation N 3
N /)
0 96 96 @ SRS @Q
3 101 101 - N
6 95 o5 11 - §) @@ 9
0.01 12 103 T 1035 | - = ° é\ﬂ
19 84 % & - O - @ @ @
24 N Sk -7 NS S
36 ¥ S 79 - RO &
Orange 0 99; 99 9%° | 0% | <06 O K@
(fruits) 3 8, 100 N | 86 X 19 -6l @
6 T 92:08° O RN CGERENNIENAS
0.2 12 O 93\9@06 \*}g S 10}@% § S v
19 %592 9%, oF 9 1. 1.2 .
24 w0 &%97\@8 S V6 [Q2 [V 219 @}
36 Gy e D96, Y 0&36 . M 1.6 15 §
Overall Mean, RSD ag@tan%&%&l dev@nn | @ > 955 @ ; q
RSD: relative standard deviation “@’ N § & )
If sample size (n) < 2, then standard dev1at1@15 nota consideration; ly the n is @ned < N %
Fortification as: FLU-PCA; determlnatl@as FI& CA@cula yra% ©© @@ N
‘% @ @ e & &
o o & @& @’ AN
° 2 S 9
o SN § NS A
S O ¥ o R
& o 2 o O & S
& SRR I
SO DS S,
D N NS Y @S
¥ e O W@ O R
& = Ve O e
"2 2N S @ N
SR S I
A 9 .9 Q° @Q § ©\
P LTS S
@? > ® O
@ Q@ > LS &
@ O &0 & & &
V¢ o SN SN
N O © K 2 >
9 Q\} @ P
Q O Q
N N SR A N
o R &
@° SN $
S Q° Q
& Y @
v
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Table 6.1.2- 10:

Storage stability data for fluopyram (fortification at 0.200 mg/kg)

N
Fluopyram @ @® d
St Residue Level in Stored Samples Day 0 A@c@age % Mean N
. orage Normalized of Fresh orrected
Commodity Period % %oncurrent AN
(days) %o of @ Recovery? ecoveries® ©Re§0\g@'yb <,
nominal Mean N %, N
mg/kg spiking recovek @ < AN @
level < @Q @ NS
0.220 110 @ o0 R o
0 0.204 102 @107 o & No03 < fr @
0.220 o [0 N R0 & @
0.200 100 é& 9" N & L7 OIS O
3 0.197 99 %@00 Of v é@ @ %)3
0.201 Joy L@ @Q s S é% 5
0.206 1
6 0.210 @§1 \\ @ 7 @’ 1@§
- Q LSRN LS & ©
0207, P m 1 X & 0] & £
o.on 104 S N ©®> § %5@
Orange (fruit) 12 0393 97 (s @@ @Q oM 103
s b e g9 R .
0.20 Rz Q
19 . % o 1& @% o I RN 104
EN : & % 9%
6382 9l IS M -
NEC NS SN & W | D)
« 0.1§ Q@as S & ) N o4 99
ESN ol 8% N
q D 204 SO @
@ @ @ 0226& K@O LT 193, § 100y 107 100
O@go 11Q- N 8S) @
a Day- allzed Reco a@kry/ @rage reé@very@dayo 5100%
b Me rrected perce cove % recovery (sto@i) / A@ge oﬁ’@esh concurrent recoveries) X 100%
\ \
N
Table 6.1.2-11: toig%e stabiity %ﬁa fo&@lopy@m-l@lzamlde (fortification at 0.200 mg/kg)
\<j \)
Q| ¢ d ©
S @v \mde
% St @mdue&% el i ored@mples Day 0 Average % Mean
@ . orge S Normalized of Fresh Corrected
Commédity Reriod Q % Concurrent %
R @a ys)% &%_"f&) Recovery? Recoveries Recovery®
AN QY . 6@;{ -ho Mean %
@ @igg g Q spi recovery
@ @ devel
S Q° o%@ Qo4
§ 0 0205 | 102 102 100 102 100
A O 80203 101
) 0.174 87
@ 3 § 0.169 84 86 84 93 92
v 0.172 86
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B Fluopyram
FLU-benzamide o\§ ©©
St Residue Level in Stored Samples Day 0 Avepage % Me (o3
Commodi orage Normalized esh Corfécted q
ity Period % Gpypeurrent A Q@
(days) %_Of o Recovery? Recoveries @ecover b
mpn | ol | Moo S
level @ & o &
0.173 86 > G © g @
6 0.169 85 & §©Q ~ Q@ B | O
0.178 89 D Q L O S B
0.189 u R N L@ R o 5
. TN \N D052
12 0.202 101 Qr 9 BN 105@
0.200 100 & @@5 \)j@ § G@\v O& *
0.175 > @] o O 9 &
19 0.191 @ié% \ &% @Q 90 ©@ 90 © 102 @
0.181 | @91 @ A I~ &
0.182 O N O
24 0.1808 % '\ 91%@ \@’ 89§© @&o e, 101
0185 | 92 o] o N o I O [u
7 S 1030 | S S o
36 ”\%k § TS| &% o Oy S 103
e 0.2 1 @ o S 9
a Day-0 Normalized Recovelf}% (Avegage reco@@ry / §ge regovery at day 0) &T\@O% %VJ
b Mean Corrected percentsgecovery. eang recovery (stosd®/ Avegape of fresh conctgrent rééQveries) x 100%
N (og ‘i;% @ ‘N é & N
& o §& 5§ SN
SO AT L9 @ e
¥y S WS Y @ ©
Q N LS
& & o O N NN §
o T N g 2 & S e
S S Ve
A @ S ) ©© < S
N N % < o
PO O
2 > ® O
S & &
RS P SIS
@ ¢ \9Y o . o o
Q O O RN °
O K 9 D
5 S . @
"\@ R @ @ "\%
&
. ¥ o 9
@ SN $
S Q° Q
& ESE
@ & & ©
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Table 6.1.2 % Stbra (%ab lﬂy da&g@or fluo

pyrém@jpyrldyl-carboxﬂlc-acld (fortification at
@

e 0.200 g/k@ ,% &
\
& 5 @ &LU-Pg?
Stor Q%eSIdueQevel @m’ed Samples Day 0 Average % Mean
Commodi @ exio - Normalized of Fresh Corrected
§ N ays§ ?é Q/o of % Concurrent %
< o o ~mg/ke <>@ nominal Mean % Recovery? Recoveries Recovery”
@@ Q@g < )@ spiking recovery
A level
& @@\ SIS EEE 104
%ran@mit) o @ 0.205 103 102 100 99 103
e 0.199 100
I

776

Table 6.1.2- 12:  Storage stability data for fluopyram-pyridyl-acetic-acid (fortification at @ S
0.200 mg/kg) . N
& 5 T
@7 4
FLU-PAA @’Q S Qb
Residue Level in Stored Samples Day 0 Average % @Mew@
. Stor.age L Normalized& of Fresh - ©Corrg@ed %@‘))
Commodity Period o E
(days) % of V % @’ | Concurr N @ @
y nominal Mean % Recov@ Recovefigs overs &
mg/kg spiki & L Q &” Q)
piking r@ery Q Q Q Q Ny
level QO &l A <& < 7
0.184 92 @ T ¢ @
0 0.182 o1 & R N 8©\ o IQ&@
0.180 90 T N S e S
, Jo @ Q N )
3 8122 i%’ P E S © @
. < 83 83 S 9 o 9 91
0.172 @@ 86%\ 20 Q Q
D AN ©
s | o R A
159 g S 860 O A
0452 | 276 g2 & D O ¢ N
. G O )
. ﬁzo § @ @Q D &
Orange (fruit) 12 . 118 5B & 64 9 o 7 Q 80
4 01 @QSS §& Q- &)
AN R AN X
2o (\ 12 % 6§® ®@ @Q Nl O
1 9% 6 62 é& & | &8s 73
& e § O
S O mis s S
1S 2@\ D116 ‘;§ N 57 Q@ @63 @@ 83 69
S & _Pond] « N N S
9 v 0@ |y 47 N @JQ D @
Q> 3605 957 & 4O 48 @ @%s 79 60
A @ 0969 I AN P
a Day-0 Normalized NAver reco / avérage recovery at 0) x 100%
b Mean Corrected ﬁ?ﬁ %overy ﬁan K@Zwe@ésmre Average of fresh concurrent recoveries) X 100%
v
LY
@Q @’ kN @ N
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Fluopyram
FLU-PCA @ @6
Residue Level in Stored Samples Day 0 Ave@e % v
Storage . q
. . Normalized resh C cted b
Commodity Period
% of % Concurrent A) \
(days) inal | Mean% | Recovery® ri RN°
mg/kg nomina ean % ecovery ecoveries (O ecos@e) &
spiking recove% @ N N &
level QD @) @ @ @
0.190 95 o S N Q\,E NIRS
3 0.193 97 96 @ . &@ o ZE}
0.191 05 o 2l @ &
o, %
0.191 96 - O N e N [P Y
6 0.188 94 & @ N Qil% 9 6 10%

0.196 9 S S L 6@
0.186 Rg3° \ >

S
F oS

R SN R R
LA
24 “0183 @ @9 g @Qg)o . @@6 & 95
36 - 8@? @%%42@@ o A%% o> \o@@ %, 102

a Day-0 Normalized Recovery = (A@Age ré&pvery /@yerag ;@overy@ day%i) x 100% &
0, 0,
b Mean Corrected pe @ ecove (b@w % re@very (stoxed) / {g@rage sh a&ncurren& dveries) x 100%

@\& \\\Q@
® & o éxgx@’&@&@é\
N %

&) & N S O @
S S Ve
A @ SIS

S O s & s
S N
&’ & o @ 9
e & &> S
@ O & ¢ S & o
©©©\\\°\
SN @@Q@@
@\}@é\f°@&@
& Yy e
R o
N B I A VSN
o T €S
&%% Q
v
@§§ @
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K@Q
Data Point: KCA 6.1/06
Report Author: | S @
Report Year: 2010 S V O
Report Title: Storage stability of residues of AE C656948 and its metabofftes (AE F1 A%
C657188, BCS-AA10139 and BCS-AA10065) in plantg\zj%;yrmc deep h§L sto &
for up to 36 months & N
Report No: 06-06 X Y [N Mf\\ @
Document No: M-299461-03-2 © N ﬁ&a
Guideline(s) followed in | EU Directive 91/414/EEC am%%&d by the C(@\»ﬂlx%lon dum@ 7027@1/95 5
study: (1997); ©
US EPA Residue Chumstst Guideli \OPPg@%O 13% S\@EL St@@lhty @1
OECD Test Guideline £86, adg@éed 16 @tobg
Deviations from current Deviation to OECD 50%- sap%)\i{s sp@d at %@(LO stcadﬁf l()X Niv er hc\\[acss
test guideline: stability of 1esldues<% stil] #&¥essab@at thisQevel. @ ,@\\%
Previous evaluation: yes, evaluated ar@b\fcce o @ % @ Q @
rev. 1 to Vol. }@DAGLNW Aug@ét 201 &(161‘61@%665 rétied on)QY? @
GLP/Officially recognised | Yes, conduc@und&%LP/@ﬁmal@ew%ed te@'& Ta@ Q O
testing facilities: S k < {&@ &
Acceptability/Reliability: | Yes <) S > Y o f\\}@ N R

@ o3 D )
FIIFTFa IS,
e © ¥ & @’ N

S © SR
Th itiatedas evaliste the Zabilits CQP
e study was initiateddo evaliate thestability of yram AE §65 6 % ) and 1@netabohtes fluopyram-
benzamide (AE F14%8815) ﬂuop@n-yl c&&oxy a01 18&)0, fluopyram-pyridyl-acetic
acid (BCS-AA10 8@) g@luop m 7-hydroxy (BC§@1A1 o 55) 111&matrlc@ of plant origin (lettuce head,

wheat grain, d@ea s and rape s&@d) d@g fre@g%r stoﬁ%e § l%,i@’)
& O

G 2 S O @
D N & % @Iaterlg&\rs andmethpds
&@ @© § @ . ©© IQ@ b
. °\ "\ @ v @
To determine the @ezer Stora %fablp 1@ of ﬁh@ relekant resﬁhes of fluopyram (AE C656948) and its
metabolites fluopfgram-benza 148&9 ) ﬂu@)yra@—pyrldyl carboxylic acid (AE C657188, alias
FLU-PCA), flappyra@®- yrt@}-acet@ aci %BCS 10139, alias FLU-PAA) and fluopyram-7-hydroxy
(BCS- AAIOTQS) inGhatric@s of Shant -\; head wheat grain, dry pea seed, and rape seed),
individu Q%mples (in form of g al S@ 1ﬂe “’spiked samples’”) were fortified with fluopyram
or ﬂuo@ -benzar,m@@ or opyrath-py, yl caf*boxyllc acid or fluopyram-pyridyl-acetic acid (BCS-
AA1Q139) (sodlum\@ t of /&@10139@ or fh@ yram-7-hydroxy (depending on the test system) at the
levebof 0.20 mg/kg: Afts@ t@% saes »@e stored in plastic containers at <-18 °C and were analysed
at the nominal @&rage interv. lgabf 0 , 6, 13938, 24, and 36 months.

In lettuce h (hlg%‘vvat ont%?[&\matri(@ and wheat grain (high starch content matrix) the following
analytes tesiﬁ ﬂb yram uopw@am-benzamide, fluopyram-pyridyl-acetic acid and fluopyram-7-

hydrox @
In drygﬂ@ ein e@@ent matrix) and rape seed (oil content matrix) the following analytes were
tes@d ﬂuc@yra U Benzamide, FLU-PAA and FLU-PCA.

@

&
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To demonstrate the accuracy of the fluopyram and its metabolites determination during this study, reco
experiments were performed prior to sample storage (initial method validation) and at each storage u{ al
by fortifying stored control samples with all the test items. S ) v

@
A set of three recoveries at 0.01 mg/kg and at 0.20 mg/kg for each matrix w@ conducted before
nominal storage interval of Day 0. For this purpose, control samples were freshly fortified withyluo m,
FLU-benzamide, FLU-PAA, FLU-PCA and FLU-7-hydrOX@t 0.01 mg/kg&a at 0.20 Q@kg@ agi%@

analysed. \a L \\
Concurrent recoveries were conducted at the nominal storage intervals o@ 3, 6,13, 1824 and 36 % BN
For this purpose, stored control samples were fres k@ fortified a mlxture@ ﬂué@yran@ L[K©
benzamide, FLU-PAA, FLU-PCA and FLU-7-hy X at 0.01_and>0.20>mg/ &freshly@fom
samples were then extracted and analysed concurréntl yvith tf]%con an‘*spl%g@am&@ o@ese
nominal storage intervals. @

In order to identify any degradations into KLU- yl- d%@AE @412@ thlsgco @nd was

quantified during each storage interval a Eiy is %ereﬁme prec recoye@ies on‘th yte@ve
carried out in order to assure the Vahda‘u@ of thg\esul@ No de ratlgas 1nte)\ @e&hyl -sulfoxi ere
observed during the study. ®) K é\, @\

On day 0 (zero-time analysis) threg splk&(@amw@ per@@t 1tnd 1@ co&@% ;§p e wete analysed In

parallel, four concurrent recoveries Wer&con%cted ofi at the e O 01 g/k d theee at 0.20 mg/kg.

The stored control samples gvere either an sed ectlygs cont%ol sa«g%es (eye) or t@shly fortified for
recoveries (four: one at 0.6 mg%@g and t@ree 0 g/kg) TQe fr ﬁy f@ﬁed i%f@lples were analysed
concurrently with the remgaining¢ ntr@gsamp@ an%@e st0@ sp&{e samyples. §
N NN
All samples were a@lyse@&:corekm to@? a ytlcal@m @984 ,%5/02/2007 M-283301-01-
Y
1, see MCA secéﬁ 4, ]%%) Full%etal and a“%ata &Vahd®1on d@ to support this method are presented
within docunient {@A 4©whlc® cor&g W%b thepyEU r@la‘[o&v requirements outlined within
@

SANCO/3029/99 rev v 2 SO
BN % (o >

Brleﬂy@dues were @ract@ m@ g of samp]@matef@@(S g{@’straw) by two successive extractions

using a high speed bi% er witlra mixture @cetor@rlle water (86220; v:v). After centrifugation the extract

volume was adjus henythe acts\\@re d%h}ed ten timesYby adding the internal standards:

e dilution %rfo y@ cgn?éhtlonband r@ured in negative electrospray ionization for

the @mu@@on 0 {@A

o dilytion performnd tbasic dltl® d@easured in positive electrospray ionization for the
am
@n‘nmatlon f fluopyyam, bet@amlgfand FLU-PAA.
0%

*Due totts instabili %e anal 1ca1 S anda@of fluopyram-pyridyl-acetic acid (BCS-AA10139) was made
avzix%ble under its.§¢ 1u%%lt fo@ (BC@AAJ\ 9) which was used as reference item.

. o> V&

@ o @@ Q& II. Findings

No 1nterfe@ces §1seater n the LO@were observed in any of the control extracts from any matrix.
Summa@s @ curr@@rec ries Coiducted as a part of this study are presented in the Table 6.1.2- 14
to Tabfe 6. 1.219. The ¢ fained mean concurrent recovery data were between 70 and 110% at each

Q%eptf@y

fort{%”a‘uo@@v@l
Q @&@U -benzamuai@n rape seed at 3 months : 124 % (20xLOQ level)
L

U-PCA in rape seed at 24 & 36 months 64 & 66 % (20xLOQ level)
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This results show the accuracy of the fluopyram, FLU-benzamide, FLU-PAA, FLU-PCA and FL S
hydroxy determination during the conduct of the study. The low method performance for FLU- PCAK Q
and 36 explains the low residue measured in stored samples at these timepoints. &) ) v
Moreover, the overall mean concurrent recoveries are in the acceptable range of 10%, with the R

20 % for fluopyram, FLU-benzamide, FLU-PAA, FLU-PCA, FLU-7-hydroxy,sand FLU- met@l su@mde
(AE 1344122) in all tested matrices (lettuce head, wheat gra1@ry pee seed, tan rape seed%
Summaries of the residue behaviour in stored samples are p%sented in table 6.1.2- @to @e 6.5:3- @
24. & Q
e For fluopyram, uncorrected mean recoveries %@all tested m@%mes s,how ablllt}lQper@ of é
months for deep frozen residues (mean rec ies ranged\betweeg, % — 108%, 9@ —
)
103 %, and 95 — 115 % in lettuce (%ad) %hceat @m),&&ry pe@{see@ arld%%’i) ({&d)
respectively) @ S R
e For fluopyam-benzamide, uncorrect ean@ove@ in %S‘[«%d@éltrlce@ho stability periad
of 36 months for deep frozen res1{%s (méan r Nerle nge etw %, @%,
83 — 96 %, and 85 — 124 %, - e tt l-%wad@wheaﬁg gra@s drz@gea (s@d) @@ rap@eed)
respectively. @
e For fluopyram-pyridyl- ace ac1d @morr%eted ﬁ%ean over@ in aldtest atr@ﬁs show a
stability period of 36 m &1 (@p fr n resfdues (m¥an re@ven@@ang etween 73 — 95 %,
SOQ\

82 —-95%, 77—-90 %, % (hea®, wh (gralé d a ( eB rape (seed),
€ S

respectively. & &2

e For fluopyram-7-h oxy @co reco@rles in lett@ (h @and@heat (grain) show a
stability period of ths for% n@sﬂue@(‘ineaﬁ%ecov@es ed between 95 — 104
% and 94 — 10@@, re ctlv&l% Thé@abl@ of r&@iues%f fluopyram-Zlydroxy were not tested
in dry pea (5¢8) and rape §¢ed) & & é S

e For fluop -P@A, urfeorrected mean recov@les 1@@‘@ pea seedsshow a stability period of 36
mont @ dee@} rozenﬁ’emd&es (mu rec%\%rles ranged Wotwe — 101 %. In rape (seed) the
residu able ©ver l@non@@ (un, Mecte@}mea@oveﬁ%s ranged between 87 — 101 %)).

At %4 and 3 mon s th@@unc %ecte ~ican overyQ)ver % and 70%. As the concurrent

@Very mean af, 24 a s is qdite low (64 66"/@3espectlvely) the low value measured
1 the stored s@lple 4 due to the poor ef@ ency Of the thod the day of analyses. The stability
of the ﬂuo@ m- R(; re@cues no‘g%%stedg&elther gxlettuce head nor in wheat (grain).

< v O
S ~ ML @oncl
Residues of g?opyra% ans @ m ;fboht gu nzamlde and ﬂuopyram—pyrldyl acetic-acid) at 0.2
mg/kg wesgystable over 3 @s sted matrices, i.e. in lettuce (head), wheat (grain),
dry pea{seed), and r @(see@ moﬁ{hs) o\%

Re&éues of ﬂuopyé% rox@ere @ble 1@ttuce (head) and wheat grain over 36 months.

Residues of ﬂuop%rram -pyridy Narboxf@c-:aw@vem stable in dry pea (seed) over 36 months. In rape (seed),

ﬂuopyram-p){@y carboxylj wed® 18 months stability. The results at 24 and 37 months at 67%
and 70% re@ctl\gl%c explmped by the poor efficiency of the analytical method the days of analyses

as the cong er@ecov S v§e qui w (64% and 66%).

Q
v S S
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Assessment and conclusion by applicant: @ @
The study is acceptable. @,Q
Residues FLU, FLU-benzamide, FLU-PAA in lettuce (head), wheat (grain), dry pea (see@nd rape (see@% 0. @
mg/kg were shown to be stable for 36 months.
Residues of FLU-7-OH were stable in lettuce (head) and wheat (grain) over 36 mo L%m storage. \
Residues of FLU-PCA were stable in dry pea over 36 months of stgc and overﬁkS\\’ ths in rape@ced)@)@ &
¥ @ S & @
& S 9 § INERS
Table 6.1.2- 14: Concurrent recovery data for ﬂu@ram Q& XS Q @@ @QZ}
Plant Fortification | Storage Interval pyram M@@ @ @mdard <
material Level [mg/kg] (days) Single Recoveries [ %}y o Yo [ %] eviatiée @
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<© \% & % @ 86 86 - -
L - e
o @§ @ N 89 89 -
PO SN 36 104 104 - =
< - 0 91;91; 94 92 1.9 1.7
(’9 ' 3 107; 100; 106 104 3.8 38
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Plant Fortification | Storage Interval Fluopyram Mean RSD | Standard °
material Level [mg/kg] (days) Single Recoveries [%] [%] [%o] deviation | @
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Table 6.1.2- 15: Concurrent recovery data for fluopyram-benzamide @ S
‘. @@
Plant Fortification | Storage Interval FLU-benzamide Mean R Standard 2
material Level [mg/kg] (days) Single Recoveries [%] [Y] deviationg @®
2\ N
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Plant Fortification | Storage Interval FLU-benzamide Mean RSD Standard | @ @6
material Level [mg/kg] (days) Single Recoveries [%] [%] [%@ deviation ®\ 0%
O 2 @
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Table 6.1.2- 16: Concurrent recovery data for fluopyram-pyridyl-carboxilic-acid @ S
. . Storage N @’Q
Plan.t Fortification Level Interval ) FLU—PC{& . Moean l;g Stal.ldilll‘d 2 @
material [mg/kg] (days) Single Recoveries [%] [%] dev1at;(ln& ] IS
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Plant | Fortification Level ISt;’”‘gel FLU-PCA Mean | RSD | Standard | @ @6
material [mg/kg] nterva Single Recoveries [%] [%] [% deviation D 0%
(days) S SN
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Table 6.1.2- 17: Concurrent recovery data for fluopyram-pyridyl-acetic-acid @ S
. . Storage N @’Q
Plan.t Fortification Level Interval ] FLU—PAz.& , Moean l;g Stal.ldilll‘d 2 @
material [mg/kg] (days) Single Recoveries [%] [Y] dev1at;(ln& ] @
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Plant | Fortification Level ISt;’”‘g"i FLU-PAA Mean | RSD | Standard | @ @6
material [mg/kg] nterva Single Recoveries [%] [%] [% deviation D 0%
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Table 6.1.2- 18: Concurrent recovery data for fluopyram-7-hydroxy @ S
Storage N @’Q
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Table 6.1.2-19: Concurrent recovery data for fluopyram-methyl-sulfoxide (AE 1344122) @ S

<
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Table 6.1.2- 20:  Storage stability data and concurrent recovery data for fluopyram (fortiﬁcatigy S
at 0.200 mg/kg) N
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Table 6.1.2- 21:  Storage stability data and concurrent recovery data for ﬂuopyram-benzamid@" S
(fortification at 0.200 mg/kg) N

S @
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Table 6.1.2- 22:  Storage stability data and concurrent recovery data for fluopyram-pyridyl- @ S
acetic-acid (fortification at 0.200 mg/kg) N
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Table 6.1.2- 23:  Storage stability data and concurrent recovery data for ﬂuopyram-7-hydr0x3@° S
(fortification at 0.200 mg/kg) N N
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Table 6.1.2- 24:

Storage stability data and concurrent recovery data for fluopyram-pyridyl-

carboxilic-acid (fortification at 0.200 mg/kg)

O \J)J
FLU-PCA N @ )
Residue Level in Stored Samples Dav 0 %
C dit SPtor.a%e Norn?ghzed {(‘:ﬁ ll%‘%ih @%;\freean
ommodity ((‘;;;OS) % of @ % < oncurrent: N
mg/kg l;([)):llllillllzl xgggey Recovel‘é@ Recoveng} R&Nery
level § Q @ @ f\%
o Q 3
& SN R
Lettuce (head) @Not determin% Q\@ Q \@ o @K
L O W v
Wheat (grain) & % \ N t%e%rml@dQ %6 ©@ & @ @@&
@ @ S X
5 > S @ = @\ @@Q O
0.182 ]
0 0.188" % go\’ §@10®© @Q 8@@ © 103
LD Pv 2l & 4 O N ol
87 ° 9 v <
3 S0, 209 & 1%& &@Ql 115 éloo é 101
4G 021@ 106 Y & |92 ¢
97 S N N &
Q{\ﬂ 188%@7 o 6@ 95\© w104 Y §88 108
& »? @4 E B
Dry pea (seed) [ < o N . 8 g
@(@ 13\ 3%17% Ug Y Q@ $@&96$@ 85 102
D 0.17 A
. @% 7 o %&870 & @ SS9, 89 98
N RN D 96> o >
A ] @© ] @186 93 ( 9§ S 102 87 107
QY ¢ Q>89 °
o4 1N 8 ®) 7
g 3@% ﬁ\zw@v 63@7 S 88©® 97 90 97
9 O K 0.113@ o) s
8 92
@ %/2@ 167 @%Q 08@@ @égg 100 99 89
. Q0.178 R <>§”
%G N 0 N 86,
N > 3@@ %Q@i Q@ S 87 99 92 95
@ D177, | 89
N S 080 | Qo4
Rape (S@ §%6 § 0%4 @ 92 93 106 91 102
o g 20186 P 03
<O D™ 0.187 94
g\ﬁ @@ @13 § 0.193 97 95 108 97 98
N o [ N | s 93
@;@Q 18 0.194 o7 101 115 102 99
0.207 104
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FLU-IéCA S
Residue Level in Stored Samples o 2
c . Storage Notaalived | e%ge‘;h/o ci‘fé@a ©
ommodity Period % of % ?@urrent 4 C@
(days) K nominal Mean % Recovery?* overies Re%wet; N
mg/kg spiking recovery % é
level 7 . Q & S
0.135 67 & Q & N E
24 0.134 67 7 76©Q 64 @ §104 5,
0.133 66 @ & v e <
0.130 65 ~) R o & N < 23}
37 0.133 66 @@7 N 80 @ | Res © 106 g
0.155 78 G &° @@' N |y &\ %,
a Day-0 Normalized Recovery = (Average recovery / avéshge redé¥ery y 0) x400%, 43 S Y

b Mean Corrected percent recovery = (Mean % reco%y (stor@/ Aveggge of @ conclirent rec@@&%ru—:&@§< 100%%
% o

& N
R S ©©\}© %
@o%@@@Qé@@ §©®© ©@ S
?§ 'S T @Q SN
e & & v v 2o °
° AN 9
N A Y N SR S
v S e 0O > .9 « V\ﬁ@@
< @’%@ S N © & N
L o § & v $ N
SO AT L9 @ e
F D S NS Y e
S @) ©§§ NN § X
o T N o S SN
S S Ve
A @ SIS
o\ o\ % @ W\ﬂo
ST S S
RS o o
@ O & .o & & &
@ Q) Q \\ N
N O K 9 O
S P L9 @
& ®@Q @@@\&
> Y
o i, & L
S %% % @
& N -
NSO ©@
@ (RN
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@
Data Point: KCA 6.1/07 o N
Report Author: | S )
Report Year: 2010 < &w @
Report Title: Storage stability of residues of AE C656948 metabolites (A¥ 1344122 and BCS- N
AA10065) in dry pea, rape and orange during deep frccz%storagc for ué§24 AN)
months {" N e ©
Report No: MR-10/045 X Y > N\ @
Document No: M-389465-01-1 © N ﬁ&a
Guideline(s) followed in | EU Directive 91/414/EEC am%%&d by the C(@\»ﬂlx%lon dum@ 7032R1/95 @.5
study: (1997) & ©
US EPA Residue Chumstst Guideli \OPP @%60 13% S\@EL St@ility @1
OECD Test Guideline $86, adogpd 16 @tobu‘ﬂ\z%() VO
Deviations from current Deviation to OECD 50%- sap%)\i{s sp@d at %@(LO stcadﬁf 10X. Niv er hc\\[acss
test guideline: stability of 1esldu?§% 5tlll§@’es<ab@at tln@vel K @& @
Previous evaluation: yes, evaluated and dccepte @
rev. 2 to Vol.3 }@;QDA(&NW Nox@nbel ’2‘5@1@7 (Iﬁemewehed@ @
GLP/Officially recognised | Yes, conduc@und&%LP/@ﬁmal@ew%ed te@'& Ta@ S ®)
testing facilities: S k < {&@ &
Acceptability/Reliability: | Yes - <) ; S @ (‘(\? @V ®© @@ LN
FITTTFES,
LN O & & .9 Q
2 @ NG Q2 o
& o A
The purpose of this @y wasgo det&y%l‘))nne tl% st es 91‘[}/ resigues of t@ﬂuopyram metabolites
fluopyram-methyl- s@%md{ (AE andxﬁuog@n CStAA10065) in dry pea and
orange (for 25 m s) &1@ rapg@for 24§mont<1§) ungl reeond{uons appbout <-18 °C.

\\
©©©%©é&@’&

@ RS Ng{%}lal@d M@l§g @

v

To detéﬁmne the free@@? stofage sta@y ot; the Var%%md of fluopyram metabolites fluopyram-
methyl- sulfox1de ax@ﬂuopx?am- *&h;ydro n dfxpea e (seed), and orange (fruit), 10- g aliquots
specified as sp1 i (%1;’&1 sam ] w@ ortified with 100 pL of the spiking solution at 20
mg/L, resulting ina n of yl-sulfoxide or FLU-7-hydroxy. The plastic
bottles were a@@o in fr cor@tlons@nme ely after the fortification. The boxes containing
the sampl matenal for @ mpl ere@iso stored in frozen conditions (at < -18 °C) and were
analyse@ he nomin, tora @ ter ’:Qﬁ of£,09, 7,19 18 and 25 months for orange, at 0,4, 7, 13, 19 and
25 months for dry pé nd at 05 3, 6 1 @d ‘\ onths for rape seed.

Cor@%‘rrent recovety exp ent@er 1§Y @d at all storage intervals by spiking control samples with a
mixture of FLU-methyl @t’llfox@ and droxy at a level of 0.01 and 0.20 mg/kg.

On day 0 (zerg time @nalys ghree@plked@mples per test item and one control sample were analysed. In
parallel, fo@onc‘mf nt Verlé§7wer%onducted one at the level of 0.01 mg/kg and three at 0.20 mg/kg.

All sam@s We ‘\- nal d ac dmg Sthe analytical method 00984 (I, 05/02/2007, M-283301-01-
1, € TQCA S8 10 A 2) 1 details and acceptable validation data to support this method are presented
ent , which comply with the EU regulatory requirements outlined within

s@ CO{@ 9/99%ey 4@
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Briefly, residues were extracted from 10 g of sample material (5g for straw) by two successive extractigps
using a high speed blender with a mixture of acetonitrile:water (80:20; v:v). After centrifugation the& act
volume was adjusted. Then, the extracts were diluted ten times by adding the internglstandards: @®

e dilution performed under acidic conditions and measured in negative elgptrospray 10n&at10
the determination of FLU-PCA. @

e dilution performed under basic conditions and meas in positiv e@@ctrospray mQQatloI%or thgﬂ@
determination of fluopyram, FLU-benzamide and FNU-PAA. @

*Due to its instability, the analytical standard of ﬂuopyr -pynclyl-acet@%cnd (BC S-]O]ﬁ wa@aadu $
available under its sodium salt form (BCS-AA10189) i &f ich was use@s reference é@n Q @ é}
II. Q7 Fmdmgs N N @@ R &

In control samples, residues of FLU-methyl-sul ide F eémxy e% LG\@Sm}'@%ﬂes
al@ res

of concurrent recoveries conducted as a part % T 6.1.2- 25 and Table
6.1.2- 26. The overall mean concurrent regoveri @’f F meth -su ng;/mde d FL@%-h@(y wefe
o fofa 1 t@@ed analytes @i-two

satisfactory and were in the range of 7%2}110 % w1t@£he RSD
fortification levels. Q ‘&

Summaries of the residue behaviour Q@FLl@lcth}i%lfa&ﬁ: Q@L%éﬂydlﬁ 1 @red %lmples are
presented in the Table 6.1.2- 27 to Table @) .2-28, @ @ ®
e For FLU-methyl- sulfox& unc%gﬁ’rectedé@nlea covc@cs i %’angc@low tab ty perlod of 24-
25 months for deep fr%zen &du§%ean recovcri rang bewgyeen 85= 99%°91 — 96%, 91 —
103%, for dry peg (§oed), répe (s §range it), resp@vely&@
e For FLU-7-hydroxy, u m:cte recosferies @‘branﬁe sho%@a @?ty period of 24-25
months for de txfrozez@ﬁes;d&@ (rnca rec rleso% ed ‘b@twccn -96 %,91-103

%, for dry p@sce@ rapefccd@d orayee (f res ctlv &\

©©\& \\@&@@

Q N
& © ©
o S & K Ilf(a:onlon©§

Remdué&ﬁf FLU-met@g‘f-sui@de § FLU-7-h xy @tlﬁ @at 0.2 mg/kg to control samples were
stable in dry pea gﬁ) a@b 0ra§¢ (fn@ fore % mont S a&i or 24 months in rape (seed) in frozen

conditions (T < - @ \ @, @
% @
@ @Q SN @i@’ NS
Assessment anid corfelusionchy appt ant\w o7 @

@
Resid U, FLU é&ﬁyl su@mde Fl@ hy;@bxy in dry pea (seed) and orange (fruit) at 0.2 mg/kg were
shown to be stable N &

Résidues FLU, 1=Lf§¥?:11et5@§,§ lf e an@U @ydmxy in rape (seed) at 0.2 mg/kg were shown to be stable for

®®/
@

S
The st:g@iacceptablc §

24 months. &@»‘* @ @(7;) &
N
O < Y
Table 64,2- 2@@9 Confurrenfrecovery data for fluopyram-methyl-sulfoxide (AE 1344122)
O fr\ .
R Nominal
ant @%m@ iopn l§evel Storage FLU-methyl-sulfoxide Mean | RSD | Standard
atel@ mg/ Interval Single Recoveries [%o] [%a] K| deviation
A (days)
O 0 92 92 - -
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Nominal o @
Plant Fortification Level Storage FLU-methyl-sulfoxide Mean RSD Standard | @ S
material [mg/kg] Interval Single Recoveries [%] [%] [%@ deviation D 0%
(days) A& ) S
4 87 87 p - N
7 89 89 - - N
13 3 7T Q (§ &2
19 83 838 [ - ° é\a
25 84 & - @ - @ @
Dry pea 0 82 ;904100 Ot 9.9 9.0 é% ©&
(seed) 4 80\%4 N 82 3.40 RO &
0.2 7 29798 00" | 9% [ c07 b @
‘ 13 W4 ;111 . 148 2 | O49 @
19 S 91 Y (w92 P08 Y 0RO
25 106 ; 146 ; 109@ IS EEES 35 v
Overall Mean, RSD and stan@rd de\é@\' on [‘3@ Q s 109 m&m 1 s o o
0 94 S | o4 - - @
3@ - 1 <« [ S107- 7 - & - §
001 6 AR > A2 1221 ] & g
' 12 Q93 ol & | & &L
W g 1R O | g &
U] & & gD 9H M S
Rape 0> [ 95904180 o 100 | & | % .46
(sced) ol O gume & [ J6 o [Vl
N 6 ¢ 104; 112 Ol 529 57
0.20 S) S
v, &) 12 | o @iy 108, | 2% 2.8
NERCEN N TN 1.4
@ SRS RS N09; 14957115 o, Or113 2.9 3.2
@%ve@meam{\ﬁsD and$tandixd dew'g\?i%n [%H 1060 | 1.7 8.2
S S L7109 Y S| 400 - -
Yy & o & (@ (Y~
. o % | 3 o 1Y & [,101 - -
- 0.01 t4\\ig 7 % @\ ®i > v 91 - -
N ¥ & 1 & 90 9 90 - -
N, O TR AT S 103 - R
) AN @ S
o N ENE Y 100 - -
range ) (2 NSy
o @ @QV 0> 100;700; 199 100 0.0 0.0
©© S S B A9 S 103 7.6 7.8
Q 020 ©© 7N S 169; 109 109 0.0 0.0
S ' N 28] &7 gy 120 2.4 2.8
& 2 o TR N0, 0l | 14 14
S
% & 25 @125 120; 116 120 | 37 45
N Ov r@é@ﬁean@én an@stana@ deviation [%] 105 | 9.6 10.1

RSD: relative sta
If sample size (0= 2, thep sta

Fortification

g\ﬁ@@
)
@& @

&

(O

rd deviation
nd %ewa

=

o

TS

LU&Q
v

& ©§ ©
SN

%onmderatlon, only the mean is reported

%@Z@IS r}o@)

xide “&detern@latl n as: FLU-methyl-sulfoxide ; calculated as: Fluopyram

776



B Page 59 of 801
BA¢ER 2021-02-26
E Document MCA — Section 6: Residues in or on treated products, food and feed
B Fluopyram
Table 6.1.2- 26: Concurrent recovery data for Fluopyram-7-hydroxy e S
&
Nominal N @
Plant Fortification Level Storage FLU-7-OH Mean R Standard J@
material [mg/kg] Interval Single Recoveries [%] [%] deviationg @Q
(days) - & @
0 90 90 ) - R
4 88 (D 88 - s o 2 é\’@
0.01 ! 87 g QS @ @
13 81¢ &3 @ -S| B &
19 & & 9% e RS @Q ‘5&©
25 %@ N 8¢ &1 o - @
Dry pea 0 99; 100 @ | 33 | 032 o
(seed) 4 o 98:g0. O [ 04 68 N\ 647 | O
02 7 o 95 = 94 N L5y ™4 R
: 13 96,98 O W opV| 1% < 14
19 w ) e 97,160 ° X 99 [ XR2 [ O210 &) &°
25 . 01; 92,95 @ B 0224 S | @
Overall Mean, RSD an@%ndﬁ&}deVIa@n [%’]\ O 93, M 5f47®j S §
0T LS N g a0 & [ g
I©) © 83 N RSN
0.01 5 6 D 9 o a7 108, 87 - el oY
Q7 12 Y B @ & BO] O
L I8 S 85 N @V &3 SIS
Rane & SN EN - -
(Seé’d) DNy 0 ¢ ,§ 99:.96; 99 s N 18D 17
% S 3 2 A @795 Q@ 96 I 1.4
%, % 6,90~ K| 93 @p 42
@ NI Y N 94393, N N4 0.8 0.7
) & o U8 W95 @ 95 0.7 0.7
$) 10,96, 9652 oY 89 [ 30 2.9
D7 Oyexdll Mean, RSDand stafigard deviation [%] § 92 7.6 7.0
RN & W 90 - -
. P « 2 3@» S @ @\\’J 3 G5 - }
7 99 99 - -
&@ ?'0@© i 2 a 83 A 83 - -
Q\ &\ 18 A 102 102 - -
Oranee N N 25 oy Al 101 - -
(ﬁuif) 2 @ 0 T 101399; 10% 100 12 1.2
@ O @Q SN S 95 0.7 0.7
N @0)2 Q N P e 94,94 94 0.0 0.0
2 S
A > 12,9 9 9100 99 22 2.1
@ @@ 185 | 2 ¥03; 99 101 2.8 2.8
N 25 Q299 107; 106 104 42 44
o \é’veraljsMean, @D and@%andarh@evnatlon [%] 97 7.8 7.5

RSD>relative standard aaewa@
If sample size (n) 5,2, then standar (@2’1&10%18 not a (@151derat10n only the mean is reported

Fortification as:

Table%@.@?.z-
{4\? @
@ &

&

(O

{ -7- %ﬁ detggnyinati
< S

@Q Sto@age @)

0. 2®§g/kg)

TS

@

-OH ; calculated as: Fluopyram

ility data for fluopyram-methyl-sulfoxide (AE 1344122) (fortification
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FLU-methyl-sulfoxide )
Nominal Residue Level in Stored Samples Day 0 Average % Mea
C dit Storage . Normalized o@esh Cor@:@d q
ommocity Period %o of . % Cppturrent AUA Qb
(days) mg/kg nominal Mean % Recovery? Recoveries | Recove b
spiking recovery % ® @
level @ & o .9 b,
0.195 98 4 O
0 0.201 101 % 10@Q 91 @ §109 %@
0.196 98 @ & S L N
0.158 79 ) X | & < )
4 0.162 81 ”\b)@? 81 N 82 @@ Qs O e o
0.165 82 . O N oy &
0.206 1030 @ [ . N %o
7 0.203 19% %100 O (&1 é@ > g %)1
Dry pea (seed) 0.193 S - © @ Q L Q & S
yPp 0218 NNV SIS AN Y,
13 0.199 Q@ o | 03 o Wy o esS
0.202&> L Sy IR & L g9
0.186 ° % ’
19 01782 6% ¢ B § 9@@@ @Q 2y | &vf)) 99
e e I
192 &
25 27“’0.19& & 96% &@ 97 © 104 & 92
D 010 @94 @ g(\\ 0 9
o1 | 2 94 & NS
& @%06 G 10 ®@100 @Q g 100 X @Qoo 100
o> |PoaEs|  loa S O N
NN ) NMos S S O
QQ 3\© mﬁ %@10& Q06 off ql06 g 106 100
S @h QM% R N S
D 0.21 6 =
U6 0206 03, ‘\6 ®$ 104 108 97
9 % N
RSl wo | 0208 1 104y | @ %y
ap@ée ) O 10217 @ﬁff 100l 77
9. D0209 5 O 169 Q" 109 109 100
SOV &y o | O3S
N 196 [N 98y | ©
g 1@% S 201 Y 10 L 99 O 99 103 96
Q@ Q 701900 | Q95 A m,@
NS 196 [N\ 98 °,
% 24 © %&%9 AR 1(%@ @©104 104 13 92
& o |S028af A
D> 0.199 L9 2
*v %@0 SYEKC @} 101o\© 100 100 100 100
S oo | 020 4 108
.21 168
&@ %os 0.2@‘@ @03 105 105 103 102
Oran e(@it) S 0209 @ 04
g@§ L O =077 113
@) @ 0.204 102 107 107 109 98
§ S P 0210 105
& @@ QY w0239 119
5 2 0 1@ 0.229 115 115 115 120 96
N 0.223 111
(O

776



B Page 61 of 801

BAYER 2021-02-26
E Document MCA — Section 6: Residues in or on treated products, food and feed
' Fluopyram
FLU-methyl-sulfoxide ©©
Nominal Residue Level in Stored Samples Day 0 Average % Me@ >
. Storage Normalized o@esh Corggeted
Commodity Period %o of | Mean % % Cppturrent AUA ®
days nomina ean Yo Recovery? Recoveries covery?
(days) mg/ke spiking recovery y % @Qﬂ @ )
level < & 2 .9 b,
0.201 100 & Ol & @@ @
18 0.207 103 9 99@Q 101@ § 98 %o S
0.187 93 @ & S L ‘5&©
0.221 110 ) N o & < & @
25 0.225 113 i N\ 112 @ Qi20 © & % @&
0.225 113 o . © N oy &
a Day-0 Normalized Recovery = (Average recovery / avetpge rec@%ry a&@a\)jf 0) XQW)% Y @V N R

b Mean Corrected percent recovery = (Mean % recovery (storgdy,/ AveE)S’c of fré& con nt red@yeriesyx 100%
&% ARG Q & @ S
N NS 0o @

@ N @ & N N
Table 6.1.2- 28:  Storage stability fo%@op@ﬁn-@dm ©(B(§ Al@@iﬁcﬁ§ at
0.20 mg/k S R
meke) R
@ O @®

N4 q @
. S
§ * FLUZ-OH K @Q S ®© &
Nominal Rese L;@@h Sto Sampjes &, Day. \0@ @Verage@. Mean

. Storage:_ | Normlized ° of Fégsh Corrected
Commodity Perigd @ % % @ Q% s%% z§ C@rrent %
(d@ @’m y %»| mnominal Q/Ieaﬁ\“;? éecovg&ya o\@overies Recovery”
& | TS| hing S recdyery o
Y @@ %\ % level Q @@J & @
196%
@ [P 0200 o g S g0 98 101
& 0498 99 S P L@
QO S 173 47 86 o @
A 2 $7Sé <38 b w1 O s6 94 90
§> & 0462 \@ 81 , N
91 o5 | ©
@ > ©~ §§g195 o S o 9(@6 97 94 102
S < D oag¥ | O @
Dry pea (see S @197 SEE S
@ 13 7188 @fF 90 x@ 95 96 97 98
R
% 0 92
% @
h o> coiss R > 93 94 99 94
@ 0.192% | <9
S [ X° § 09 | Nos
@ § 25§ 0192 J© 96 95 96 93 102
@} ~ Cy §0.187 P o
NN D 0.195 97
@Rﬁ”pe (s@ @ 0 %§ 0.188 94 96 100 98 98
@7 0.197 98
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FLU-7-OH @
Nominal Residue Level in Stored Samples Day 0 Ave@e % Ko
C di Storage Normalized resh C cted C@
ommodity Period % of % Concurrent & A) \
(days) " nominal Mean % Recovery?* ecoverieso eco% &)
me/ke spiking recove% & N N Ky
level ©@ < @ @
0.182 91 @& O w, Q@ NS
3 0.175 88 91 @ . &@ R 8 b
0.189 o4 2| © A o g
0.180 90 . AN NN S
6 0.183 91 & @o_, N {?’ ar \\6 ° 97§
0.181 o P~ S 4 S| @ & ——
0.182 %gl? °
12 0.187 | @794 « > @\ & % . S ES @9§@
0183 4R W | & & SN, & O
0.185&, (2 3 N
18 01882 92 o) § 9@)@ @\} 95§@0 ws@ 98
L6 [ 93 7| & @5 o« P &
w0191 9% SN ) o S &
24 o ool RIS R I N R 97
S8 | 69795 & 4 2
x| @98 & 99 g > « YA
§ @’0.2%& 00 os | Q° 108y o\@loo 100
o] 0208 |saToo O & Q
SR T NN NG (PN
é L 01805, & 91 @91§ 95 96
. 2 0.182 91 of O §
. %9 99N [ @ PSP
QY @?’ @%9189 95© 97 0| @7 94 103
A & on SESE BN
. ° . : Q96  { R S)
Orange (fruit) @% < 0 @ Q%101 ~
N N LN B N
o 12 01 s« 6o ©101® 101 99 102
@ R 02059 w03
A\ 18O 2 Q109 @©100 100 101 99
@ & |Lwi19sg) .97
S o. 17 Nos
Y =, 25 @ @ 10r \© 103 103 104 99
@’ }202 R |

a Day-0 Norma¥#ed Recover
b Mean C@ed pe

O
Q@} @Q @©
Q&% @@Q @%\% ﬁé\
I

vera, cov
an % re

average recovery at day 0) x 100%
very (stored) / Average of fresh concurrent recoveries) x 100%
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@
Data Point: KCA 6.1/09 o N
Report Author: [ ] S @
Report Year: 2004 S &w @
Report Title: Final report - Determination of the storage stability of AE 438206 and the N
metabolites AE C653711 (BAM) and AE C657188 (P@% in grape, po& cap\ige
and wheat grain {" N °
Report No: C045739 X 1Y [ @
Document No: M-237350-01-1 & © 9 Sy A
Guideline(s) followed in OPPTS 860.1380 %@ @ Q R Q X
study: e &’ S & ¢ 9
Deviations from current none o
test guideline: 5 @o Q@ ‘”\\_,\ %@7 %é\ . &@ m@
Previous evaluation: es, evaluated and acceépted @
DAR (2005) %\f’ @g@%’ @© Q@ S NS
GLP/Officially Yes, conducted &\\{u (ﬁa@*/()ﬁx\lly 1L®gmsud§§,stm( cilities Q
recognised testing @ @ @ BN é\’ %G §
facilities: @Q (54\\%% S {Q\\ A é}” & < ®)
Acceptability/Reliability: [ Yes &S KN R MESNEIRN @{&w

Oy

= S
This storage stabilit Qudy wg@{ cgo@cted@)r th@)opl@lde p@]ecta\s fl opyram-pyrldyl carboxylic-
acid (FLU-PCA ali @571& @mon met e be@veen ﬂuopyram and fluopicolide this study
is presented in thi¥EU genewal dossigr. \\ "\ NS @ @@

The ﬂuopicoli@ ren@l is c@renﬂ@)ngcﬁ@@?an%ﬂae presgnt st@ was ‘Submitted to the RMS Austria.
For a sake, o@:larlty, only\;[he re&?@s fon%uop)@m @1 car@myk&@amd are reported below.
Execut@@summary @Q $ Q Q@ \@

The study investi th%*stablhiy of plc@i@e (A%’ C68§@06) and its metabolites, M-01 (BAM,

AEC653711) am% -02 188; E%?U yl-ca oxyllc acid) in grapes, potatoes, cabbage,
and wheat grain urider storage d1t1 at <N %or a p d of 30 months and residues were considered

to be sufﬁci@ overcthis pel@)d

Portions q %untreated subi§rat re t;_?}ﬁed @;ﬂh tl@analytes Separate batches were prepared for the
ﬂuopic@% and its me@bollt he gybst é@wer&'fheat grain, grapes, potato tubers and cabbage leaves
(head).

O
Thfséértlﬁcatlon lével Wc@%t a @mn@co tration (fresh weight basis) of 0.1 mg/kg. The fortified
specimens werg stored ia fre@%r at T<-18

Fluopicolide énd it tab es WEre ana@ed according to the method 00782 (Il E., 13/09/2002, M-

217563 0@ ton 4. N) Fgll details and acceptable validation data to support this method are
present 1th1 t M”@A 4,Nwhich comply with the EU regulatory requirements outlined within

SAN
§ues @ed %ﬁ acidified water and acetone. After filtration and concentration, the solution is
@wnh B@nd an aliquot of the MTBE phase is evaporated to dryness. The residues are
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dissolved in methanol and methylated under acidic conditions. Then the mixture is cleaned up on a can@‘e S

and diluted to be injected in the LC-MS/MS system.

FLU-PCA was analysed after derivatization as methyl ester using FLU-PCA-meth§d-ester (AE 89&
as reference item. However, the residue concentrations were calculated with respegt to FLU-PCA.

The residue concentrations of the analytes in the specimen extracts were calcul&gzd from the @cto@nal

(peak area) of each peak by means of a second order calibratiG curve. & BN w\j

The limit of quantification was 0.01 mg/kg for each analyte? Q@ @@3\9 ©\ @Q
Findingﬂ é\g QQ @éﬁ

At each storage interval, fluopicolide and its metabq ere determ%ed m s@ed cogitrol sargf)les &1@

in the stored spiked samples according to the following method @7 \ \ &@

Freshly fortified specimens with a nominal cm@ntrat@n of @wl mg ‘ g W, t&anal d convurrently with
each set of stored specimens. The results of &%ese capcurre@s recory es a@prese edi he@e 6.1.2-
29 for each of the tested matrices. The céﬁcurr%ﬁb rec&%rles @ee‘c th%acce@mhty criterdgy’ the @ean
recoveries are within the range 70 - 1 100 for anal@e / métrix c@bmatﬁgn andrthe %RSD V%@S are
<20% (where applicable). These res «m» defnonstrage acc@ble@ﬁ c@erf(@m@@d support the

analytical results obtained for the fo@ﬁed d@f)—fro%en samiples. § § @@ S ©
© ”\y

Summaries of the residue behaVlQS’ of F@%-PCA@ﬁ sto@ san@es a@reser@d lné®© i«
Y @

% o
o@é@@@@}@&@\@@
RPN IS
g o FF T4
& 2 & & 9% o
N N @@QD
RIS I O M- O G
O D N N O Y @
©©©©K@7%©§%
P %
@ @ °\©©@
S S Ve
A @ 9 @%©©§§
§\©§’©&\% S
o & & & O
RS o o
¢ O &F.O & & &
RSN NN
) ¥ o 8 &
@\}@é\f°@&@
& Yy e
> " ¥ @
h @%@@@} Q&
&%%K @
&@‘Z%\@&&@@
@ O N

776

@
&



B\ Page 65 of 801
BavER) 2021-02-26
'-\\\‘Ej} Document MCA — Section 6: Residues in or on treated products, food and feed

- Fluopyram
Table 6.1.2- 30. @

30 months for deep frozen residues (mean recoveries ranged between 74 —@’7% (wheat)
(grapes), respectively) @

e For FLU-PCA, uncorrected mean recoveries in potato (tuber) show a %blhty perio @ 12 @nhs
for deep frozen residues (mean recoveries ranged betggen 77 and 87°%. The low recove Gevel in
the stored samples at 18 months can be attributed t&a poor perﬁ@ nce of the ly‘u@% met@ﬁ @
the day of analyses (concurrent recovery mean at70% only). It ggconfirmed byahe rcs&;s at &
the storage intervals of 24 and 30 months were {1 stored san%es show rem@ leve@at 7Tynd ?&@
%. It can be considered that fluopyram-PC able 30 months mﬁpf}tat%ﬁ T=48°C. © @

e For FLU-PCA, uncorrected mean recoveries’in cabbage oW ‘K Stbil erg\(:l@)f 12@9‘101‘1% or
deep frozen residues (mean recoveries ragged een an{&ﬂ%

&y & & "G o %
@ CQNCL!;NON@ S S %© & ¢
Residues of FLU-pyndyl-carbOxyhc Q& m gt r.@ntrok@m@wer@ abk@r§rheat
an nthg 1

rain), grapes and potato for 30 mo cabbiee) imFoze T <-18°C
(grain), grapes and p ng @g@ )§§?’ = @gm )

e For FLU-PCA, uncorrected mean recoveries in wheat (grain) and grapes show a stability gz%od of@,Q

o

O .
@ S) o &
S - il @: 2 & & O
Assessment and conclusion bﬁﬁgh%nt C}\ g @ @ @ ~ 9
The study is acceptable. @Q @ @ &)
Residues FLU-PCA i 1n wheat grai Sk Wi Eown% be ﬁe fi months at T <-18°C.
Residues FLU-PCA i ln &g wer¢ sho be{ le fs 5,12 onths at By -18°C.
S Q @@ S S
@ @ o\ R N

Table 6.1.2- 2@» Curr@t recé%rv gﬁ% for@hmpgam (A&ﬁSTlSS)

2 &pmin
Plal@ Fortificatio vel t’\9Stol§ \ FL@PC @” Mean RSD [%]
mate (mg/lg Q) Inteival Sing ecuwﬁ@s [%& [%e]
: N (months) S
@V Q70 . w99, 94593, 85,8% 90 4.0
9 & & 3% NN 80 :
@ @Q N i 73,80 77 -
Wheat Q@ ©© 2 P .0 & 85 -
grain @ A 18 O &) 77 76 -
@ 5 N 247 |, @D @b, 74 75 -
Q 37 o V78,75 77
R ﬁeralk@!ean %@D an(b&ﬂndara(@enahon [Ye] 82 92
@, 0Q | 90,82,93,96,91 90 5.84.0
@° o 3 O 78, 80 79 -
& N RN 68,77 73 -
& S §j 12 87, 89 88 i
Grapes& é\g ® L, 189 75,76 76 -
9| @ O S = 75,75 75 "
S O1—2 :
S S ° 30 92, 84 88
) %@ @’Ovej§l ean, RSD and standard deviation [%)] 83 9.5
%ﬁ 1 0 71, 83, 87, 90, 81 83 88
biFr ‘ 3 72,73 7 -

65



B\ Page 66 of 801

BAYER) 2021-02-26
\ E Document MCA — Section 6: Residues in or on treated products, food and feed
e Fluopyram
Nominal N @
Plant Fortification Level Storage FLU-PCA Mean RSD [%] . @ S
material [mg/kg] Interval Single Recoveries [%] [%] ¢ D 0%
(months) Ir\b @ @
6 79, 87 83 D - A
12 96, 83 90 - QO
18 e 76, - \© , @z)@ y\ﬂ@
24 73,68 (- i O & @
30 86, 89 O @ § AN
Overall Mg@% RSD and \& 81 Q @Q g&©
0 85,8893, 98, 93 9%° | 66 © K@
3 14,70 > | P N 6 @
6 L N SN A Sl O
Cabbage 0.1 12 97,73 O @ B0 @
leaves 18 REECTEAEN BN Q ) °
(head) R LS - @ @}
24 o> 28 O [I5, D §
FORS) I (DR SIS P S ST
Overall Mean, RSD@E(JI stan‘é}rd dw%tion @ @ @9 @70.4 @

RSD: relative standard deviation R < N
- o 202 conpBation Oy 1o i« Dot N
If sample size (n) < 2, then standard devigtjon is %tj con ratlo ly Q&l Pean ort @@9 N
Fortification as: FLU-PCA ; determin¥€fon as:* -PCA-methylgster ; cateulateds: Fluop¥ra
rbfon as: KL PQa-methylster ; gatculatedy LN

\@&@@@}@’&

@ NS
B LD 0 @ -
h o 9F
@° < &
<§& \%%é@ ~ @Q
R
@ ¢ & ¥
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Q £&&°
& S
N © @@\ @§\
Table 6.1.2- 30:  Storage stability data for fluopyram-PCA (AE C657188) followu@ s&age @&& Q $ . Q@
11iC P - <\© Sl
FLU- PCA Q »‘& @X
Nominal Residue Level in Aor@ Sam@ @\i) % I Avera o of %@
Commodit Storage Spike level V) @ R ay \ o ' ma 1zeQ &Fresh ll\@%d y
Yy Period (mg/kg) °%ey om' aﬁ% n@o Re 2@3{ 3\ @oncu @Qecover bo
() meke kingg%ye Govovery ) P R Rediyeties K@ ’
N _ X R U@ S S
m@@ 85 R, N\ >
*@»098 S 2 % I &
0 0.09 K\s;‘ @N@ @3@5@\ @@’@@ @@Q N e 100
@@’ V@@%O% o~ 9;@& o oM oo U@ L ©
N P 0 NP O i S B
D \ NN O oo S <5 )
Wheat grain 6 [N @ @@%4 o & O%&%Z&?@ < \ng \§ © @%8 S Yﬂ\\ 87% 77 101
\\ 89 86
N . R S AN 27 S| s 85 114
LRI R i N AN 7 o4
9 P O 0.082 790 ©$ N
S % . 0.082\ 4 80 . 88, 89 75 107
S . O 71, Y
%@) QDQ v\>@ ?{}}.079 < t\;g&@ @\\@’74 82 77 9%
. G 008587 2
o ~ e ©© Q\\ No. O N T
o 095 - 91 90 101
o &K\\ 3 Q\> @FQO %%\ ?%x
R \ 96
Grape @ @ 1@ \\(}085 % 82
q S0 \\ . &Q Q@& 0 0@@\ ZZ 84 92 79 106
%@@ﬁ @«\»&\ . {&Q@ &\ﬁ\@ @ to; o 87 96 73 119
0.087 84
S @©©> O S @ T oo o8 86 95 88 98
@@ @)@5} y\?@\\) e
P R 6
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& o
© O o
. FLU-PCA @ &ﬁ\ ? A\ @@
1:(:;1::;1 Spike evel Residue Level in Stored Sampl% Day 0 ]\@@ahzed Aveégi&g&@ f 9@ Mean
Commodity Period (mg/kg) % of nomina n % g % &@ncurre@\ %ed o
(days) me/kg s‘;)iking -@%ér; Q& = ecw%x O Rec & tanery
0.077 4 .
0.079 @Q 76 s;x\ @n\\XS Q & @\@@ . @)@ 4 99
0 090 R \ D 7 N
\@‘ S e, 91 @% @&% RONERS 71\» 119
S %08% 93%% @ 77 \@ x@l&gs f@@& % @g @& 88
0.07® N1 [ QO (O N Q)
& 084 »@\BQ 81 ﬁ@g <° ©©©' N4 o
0 NG 2> 01086 &2 ® 8 N & ©\> S 83 99
< 0 S @7 < % RS @@ °\%
3 >© @\ O ﬁ 907 @{(\% N N \\)%
0.081 ° N
=) D O s &6& 3 S K . A %9 72 11
8 7
Potato &K} @?@4 & 0.081 %\? R %@ 7\1 O IAN @4 83 93
% 0, 2 80 &
12 \\)}3\ ﬁ\@&\ «Q&% %\% ?é}»@ @&(&\1 QP 99 90 90
0.058 X
g?@n S Q% @@@y 0@% S5 e Q\75@ 70 76 75
) D 0078 [N 75 D
P~ Ei © ©\> @»&0 082, %§ 79& . ©\ 77 94 71 108
N SN s C% N
X 30 o Y®\ 0882 ¢ 7]\@ 78 95 88 89
ST sl
40 @\% ) ?X < (@7 93 90 91 99
Cabbage (Q& Qs @ 4 \@@ 009@\ gg
x@@ﬂ @ﬁ\% 3 ;@@ &@@ S %EZ% ?3 73 81 72 101
$ X @
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S _ &
& & o
FLU-PCA ‘\\ﬁX S S ,@@5
Nominal Residue Level in Stored Sampl @ Average %)of
Storage Spike level % Py 0 ]\?{Qahzed @é& ‘\ D@C o Mg:d o,
Period (mg/kg) " % of nominaly % \ %mv%x @x@ncurre@ covery
(days) mg/kg s piking el &l@%'ery \3 Q Reco@\% Q% &@
0.080 o
6 0.084 @Q %ﬁ\x\ %@H\XQ & Q @@ @@§ X %% @Q 105
0.079 DR < A
12 (‘&?@ Q e 96 . &\&5\ O&% 84 ©& 72\» 101
I 69
18 e %O%? \i@s y d 690 \\@’ Q\@}?W{@@& @2 < ol 96
0.0 G X
2 & 0,087 %\BQ 83 &Q@@&Q @ \)@\@ _ @§® 111
2> 02062 [y O |
30 v@{@ 0%9@%% ot 67 | 750 L7 g0 80
ccov

a Day-0 Normalized Recovery = (Averagd
b Mean Corrected percent recove

el

* The analysed concentration wa&

QO

ean %

3

result s consuz}ired as an Kloma y an@s theref

/@\/erage r \/ery at 0) x &
very (sf@r d) / A r ®g]f fr &ncurr t@%\g&?)&%@’/ \% S

> N & @K
R NS N

xcluded§o th%&%%l stability data.

&\@

69




B Page 86 of 789

BAYER 2021-02-26
E - Document MCA — Section 6: Residues in or on treated products, food and feed
' Fluopyram
New studies \@
((\@ @® S
Data Point: KCA 6.1/10 @ NIES
Report Author: 1 NN
Report Year: 2017 & N > - S
Report Title: Amendment no. 3 to final report - 7??}/5 freezer st(@ée stability s with ¢ fere@@
combinations of a total of 61 ana&tes (parent an tabolite mol@ules) fiv %
matrix types (high water / acidi@f starch / protein / oil) (f\{\a Q r\
Report No: S13-03307 o) R e < <O @
Document No: M-480441-06-1 N9 N @ Q Q ¢ o>
Guideline(s) followed in Commission Regulation(EU) h@ﬁ44/2@§fof LQ?Iune 2@’1 im mentfﬁg N
study: Regulation (EC) No 1197/2008%f the'Europez P y& @f the &unmf%s
regards the data reqa%emer@for agggye sub 1@ ces EPA duéChe y Test,
Guideline OPPT

X
80: Storage Stahility D OECP estG eli LoD
adopted 16 Octgher 203(;% & a& % é@
Deviations from current none ©Q K&& é\a @ % é\y @ QS ®

test guideline: & S L0
Previous evaluation: No, not previously submitted D O o O <7
Study @as noﬁ@%{nd iQPAR/E "‘ %@e Adggda L© O

GLP/Officially recognised Ye@onduc%d un@ GLP/d@Timall%g recog@%d testing factljfies &

testing facilities: N & oo & . -
Acceptability/Reliability: Yds @}f §@ Q 76
s N
s S8 & &S
N (og v S ‘N © & o
Fe §F 8, o
& N o @
Maals %&9memods \ N @% &
A study was @etern@e tl‘iQ stabj of@sidu§of ﬂl%pyram (AE C656948) and its
metabolites @uopyram—benzamld@AE 488 ram—p@ridﬁ%@rboxyhc acid (alias AE C657188,

alias FI@CA) and ﬂu@}%rra -hyt@ 0 65)§@ fortifigd control samples of material of plant
origin (tomato (fruit) eat( en materiap),grap unches), I@t (grain), potato (tuber), peas (dry peas)
and oilseed rape ( @) dlﬁgmg s@%ge feva p@&%d on& hour§%{ +1°C followed by 7 days of storage at -
7°C.

This study Wa@ondu@’d 1@& er t ove@ﬁrozet@npere exceedance during the sample shipment of
residue trials. N

The spl@olutlons Wereépre@d m%gtonﬁ@@‘fe fo@%opyram in acetonitrile/water (1/9) pH8+ammonia
for Flu am-benzm%’)de afid for opy@m %@droxy and in acetonitrile/0.5% acetic acid (1/9) for

ﬂuopggam—pyndy]@@b;@c am@

The Sample materials gem@d in utter with dry ice. Individual aliquots were prepared by
filling 50 mL @atstedt tubegiwith 32g of specimen material. Samples were fortified with 1.0 mg/kg of
fluopyram it n%tab . Sg e othet aliquots were not spiked to be used as control sample and
procedur I ecowg%es. st&age iners were labelled with a unique sample number, the study
numbe .amp atel@ stotgge interfval and the compound analysed and then sealed and placed in a
freez&t &@ 1 dlat fter the fortification. After 8 hours the storage containers were placed in a
fregber at fO@ ays”\a
(% day Q:(zero-time aﬁ§y51s) five spiked samples per test item and one control sample were analysed to
confifiyrthe fortification level and performance of the method.
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At each storage interval, one stored control sample and procedural recoveries were analysed concurrei@ly S
with the stored spiked samples.

Residues of fluopyram in/on plant material were determined by HPLC-MS/MS ac @ding to Bc@ﬁth d@
01207 based on the QUEChERS multi-residue method (I S., 11/12/2043, M-424756%02-1,
section MCA 4.1.2). Extraction of residues was done with acetonltrlle/wat (4/ 1 v/v) by&haki

aliquot of the extract was taken and, when relevant, 1ntern@table labelle&%andards We add§ Th%@
solution was subjected to LC-MS/MS. NS @ @ @

9y \@
Quantification was performed with matrix matched calsgbrahon solutl S and doubl@mjen ofeach &
sample and calibration solution. The Limit of Quanti 1on (LOQ)@ BCS Metho@%lZO@s de@sled aﬁs%
0.01 mg/kg as validated in the original report S10-( N @f@ &
After the day 7 analysis, a decrease of the recovegies 1n the stored®amples was gpse @or t&l%)ato t)
wheat (green material) and peas (dry peas); this@as no@the case of the fresh fortifigations. Rollowiag this
observation, an extended extraction time wa %g)phe the red @a ples@vhlch @’d to hetter n%overles
Therefore, longer extraction times were a&f&hed Oraddj tmnal % 1

and_¢Onfirmation 2@@ys
storage at -7°C for wheat (green materlg’nd after 30 @ 50 ora®at 7‘4@@? t@mato gmlt) @peas
(dry peas). QS & @ @

Residues of the metabolites ﬂuopyra@benzaﬁlde (%E F148815 \ﬂuop;@?h—p yl-c oxyl@amd (alias
AE C657188, alias FLU-PCA) g@yra G-hydoxy %§ %*fn/ ant %atenal were
determined by HPLC-MS/MS @ordmgkkfo analytlcal@ tho 20Q7 M 283301-01-

1, see MCA section 4.1.2). EXtt%’CtIO&Of residires was done using ty suco@swe extracti@hs using a blender

with acetonitrile / water (8/2@v/v) K¥ter @nt§l th@extract VOlb@ as. Just%l Then, the extracts
ard %ne figst dilution w Wdong Yiader acidic conditions

were diluted ten times by adding the inte

for the determination éﬂ m-py dyl chtb @Anoﬁh@r dilution wasyperformed under basic
conditions for the d u&tlon o@luo ami ge; and opy@lﬁ lg%lroxy These extracts was
analysed by HPL

Quantification @@s p d&um cah 1on s@’utlon%}l 74 oni ?@/ water (1/9, v/v) pH 8 or
acetonitrile/ 0.5% ac /9, V@ andthe mt@?ﬂal s@dard R\ the @ame concentration as in the sample
ex-tracts (4 @/mL) @

v
The Lmaﬁi%f Quantlﬁcéén (J@) of{@ method 00@4 1s ned%@ﬁ 01 mg/kg as validated in the original

report.
Prior to the stora ab1 }%est %ethah@lon \@ perfﬁﬁned using BCS methods 01207 and 00984.

R
Repults sm i
Resy %@@ ns " &S
The pei@moe of the a@ytlcag}leth was good during the conduct of the whole study. Indeed, mean

concurregtrecoveries \égre de@ %&p ablé&g tw@n 70 and 110%) and RSD was below 20%, as shown
in Table.1.2- 32.

Fo fhe untreated s§ple wel@)r th@eate@@amples a sufficient number of samples has been tested
for each storage perlod@n th ntrol@mp , the apparent residues were below 30% of the LOQ. The

results of the @ked store gples @x Su 54, arlsed in the Table 6.1.2- 33.

Fluopyra weke sh 0 be stable in all tested matrices during storage after 8 hours at
+1°C followed t le days at g\

ot g g

& & S &

SN
T@@Ie 6@@? 31: @7 &emdue relative decrease (%) compared to initial analysis.
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Commodity Sample FLU FLU- | pLU-PCA | FLU-7-OH &
category material benzamide N @
. tomato 3* 0 5 N @7 o

High water green material 10* 1 -3 v @& \Q
Highacid | grape 4 % @ 1 4 2 O \<§ &@
5 @ v N
. wheat grain 19 2 - 0 < @
High starch KR o |
potato 15 l%g} -&© -%% Q@ @@ K@
High protein | peas 7% @@ ) 9 M & © K@
High oil rape seed 7 q& O¢,° Q@I -y\;\ oy -l%\ ! v\ﬁ@ %@@
*: The extracts were shaken for 15 minutes o day 3 K@mpa to 2@iin n d@% w&ich le%to better
recoveries. This longer extraction procedurewas apptie {4l sa rf‘%les hcreaf@ O @ @} o
SRS O
SRS %@} NI s&:\ @ §
Conclusion @ NS w\’

The storage stability demonstrated tl% thegprent @mp
¢ foi'fluctudtions

FLU-PCA and FLU-7-OH are

one week in all commodity categorigs. ﬁ’hcre@re no

N ”\,

@ac&tlon es

as 1@@1&21 ite ﬂﬂﬁam%enzamde

ebe

cn+

1S e)@ctc

Snd -72C for at least
hen fluctuation

of temperature occurs due teglefro cleﬁff2 h@ﬁreasc@? durin tht@@rage 6y the %ample shipment.
S 9
= ) &\\)§ (}0;& O & "@ &
W Ant: S
%\ @ K o\®
) o &

The study is accep O

Residues FLU-be

7°C during one @eek.
S8 O

%3
=
%
g
!
3
&
‘e
=
\g@
:
:
g
g
%
g
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. . . . "é@ §
Table 6.1.2-32:  Concurrent recoveries of fluopyram and its metabolites frontdifferent m Q;’@, es.
. . . g % @
Matrix Spike level Storage Sample size |Individual Mean Q N
(mg/kg) Interval (n) ﬁrocedural %% +RSD . O § &)
(days) Syrecoveries (‘@ (%) y\ﬁ\ N &’
fluonvram (AE C656948) < R o P é\y@ &@
1.0 0 5 o7 [93.839897.96 2160 Q S &
omato (friy |12 7% 2 QF 997 @’ ‘W & EN
[4
1.0 30* X 6 (932 O LT o) L% N
Overall Mean. RSD and standqd%éviaﬁg%[%]@=9) @ h@’ @ +5.0 %
1.0 0 co s ST[BL T 82,88 1000 |88 66 4O A
D) )
Wheat  (green|1.0 7* i Y N @ &é\,}él (@& N &Q& ,§
material) 1.0 2% OF 4p &7 ghragy @ 495 o o
o S A @
Overall Mean. RSDaad stagndard deviation[ %] ( n—® S > |89 ﬁ& % D
1.0 @® . B S %95&@ 97030 |or1s™S
Grape (bunches) | 1.0 NT o f,@ 2, v S 95 9@ & q 3 (éx

Overall Me&. RSDnd s@%ard giation ?%1 (n=7) @ 2 9%52.3
1.0 A o D @ 49697959898 (87413
Wheat (grain) 1.0 @Q o7 % 2 @Q ‘N 85@ N 0 ©4’87
rall Mean. R @nd@%ard dviatighV%l 67 [94456

AP0 D 0 o ads S Soomnoxed’  [92+16
Potato (tuber) S 1.0@§ Of; © K@ 2y O 9696 96
2 OveraIIMean. &S@@ am}%ndaro e?ziati@r [%] (n\g)ﬂ &w 93 +2.3
A o ¢ af & SRS 88%@%0.89.81 82 +8.4
Peas (dry peas) IQQ\ &\ R . ©© 2\\/ % &L\éS 83
e A%0x o> B2 O [99.92 96
@] Ove@RMephORSD @i stagidard de@tion 16 (n=9) 85 9.2
w 1.0° 5Ol A s s [95.93.89.86.89 90 +4.0
82:3:)‘1 ST o N gF 9@ 90.86 88
O@ll MggaanSQ and st@ﬁard @mtlon [%]1 (n=T7) 90 £3.7
Flilopvram-benzamide (}@?ﬁms@ém & A
@0 &o o 7 95 106.104.103.104.105 | 104 £1.1
tomato (frui %@ 16\ m@ N 106.107 107
f®ver31§eanm\[{SD aandard deviation [%] (n=7) 105+1.3
210 © & 5 97.95.81.79.84 87 +9.5
Xgﬁil) (@“ «1@ 7 2 78.87 83
(@\ gvera@/lean. RSD and standard deviation [%] (n=7) 86 +£8.8
Q 1.0 E 5 98.97.93.88.102 |96 +5.6
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Matrix Spike level Storage Sample size |Individual Mean . @ ©©
(mg/kg) Interval (n) procedural SD N 0%
(days) recoveries (%) @ @
S
10 7 2 98.96 o7 47 S
Grape (bunches) — S ® S
Overall Mean. RSD and standard deviation [%] f=7) %, 96 +4.4 ) &@2
1.0 0 5 V19896988002 97448 K S o
. < \
Wheat (grain)  [1.0 7 2 \} 94.100 O 97. @ §D é\y ©&
Overall Mean. RSD and standard deviatieh [%1 (n=7) Q Piqq Y ©© é
J
1.0 0 s O 100:117. 94071041 0607 ¢ o
Potato (tuber) |1.0 7 A9 931105 o x\h@’ 9@ o §
Overall Mean. RSD and standagd dev%ﬁpn [%1%=7) 0 é@j 04 .4 N
1.0 0 RN 1;*1#97%0795@ 100@1 & >
N>
Peas (dry peas) |1.0 7 @@ pN @ 84.90 & N ,§
Overall Mean. RSD a@@tanq% devidtion f‘mn=7)@: © %8 iﬁ ©
g
R I 0 Qo s s |sorn g @@@ 76544 P
(seeds) il 0 Ké@ " £2 @/}7@ ﬁﬂ{\& @ @2 \
Overall Mean. RSD @and stané%d deyiation [%1n=7 )@ S 76 i@
AE C656948-pvridvl carbqg(\%)ic acu@ AE & 188V < \ @
1.0 0 & &S @ & 9;&ooﬁ’1 87@ ﬁé%iéé
Y o,
tomato (fruit)  [1.0,0° 7 @ 1287 o [o3qs & 01
I \®)
oﬁm Moan, Rgﬁ%nd@dagd devi tq@ﬁw @n 95 47.9
whet ¢ @ﬁ% o PNEIFNE O V91888789 86445
eat gre (S P
material) 2 1 0@7 v |7 5 2 /(\6 @9 @ 85
N OveralltMean I@% an@nda@ewau@i [%4n=T7) 86 +4.6
1)
A 0 @ oo € 5 O 50T 100300.100.102.95 99 +2.6
Grape (bunches) 1®\ &\ Z&? 6 N Q6.99 98
@@\\{era}@@ean &8D an&}and&r@’dewa@n [%K(n=7) 99 +2.5
\Y B
&L oF Mo & & 5SS S [93.87.84.89.90 89 +3.8
X
Peas(drypeas) (1.0 o0 [3° & 8 o |94 93
& Over%Meap\%ﬁ D a@%standa% de\g@@on [%] (n=7) 90 43.9
AE C656948-7-hvdroxv (BQS\XAI{L%S) S D
N v S0 @ @@ s 104.108.106.107.94 | 104 +5.5
- N v @ @
tomato (fruit) @41.0 2 110.110 110
@ Q\%;all l}& R@and sta*%ard deviation [%] (n=7) 106 +£5.2
wh @@ A0 O 0 5 98.96.92.95.95 95423
ea.t%},\ (gg@ 10, ° o7 2 94.101 98
mategial) S
N @, @all Mean. RSD and standard deviation [%] (n=7) 96 £3.0
O o 0 5 109.109.110.105.106 | 108 £2.0
Grape gunches)
1.0 7 2 94.108 101
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' Fluopyram
Matrix Spike level Storage Sample size |Individual Mean . @ ©©
(mg/kg) Interval (n) procedural @SD N 0%
(days) recoveries (%) 0) @ @
. D AN @
Overall Mean. RSD and standard deviation [%] (n=7) 106 5.2 A N
1.0 0 5 109.111.110.104.108 | 1082250 & 2
Wheat (grain) | 1.0 7 2 \Y]106.111 @ 109 & > @Q @
Overall Mean. RSD and standard deviation$%]1 (n=7) o 108%2.4 @D’ & &
1.0 0 5 N7 ]109.99905.105.107 {05 +3.6
Potato (tuber) [ 1.0 7 2 11@10 @ e & o
Overall Mean. RSD and standard ﬁ&viatiqf@%] ( n@) RS @7 1@3.% % §
1.0 0 S S }@7107%@06 02 4.1
Peas (dry peas) |1.0 7 %W ?\\ N 1@({-%1 Sl 104 © 5@9 @
@’ N & pJ o
Overall Mean. RSD and g darg ﬁewat;,p@f%] s © S @ 3.9 ,§
Oiseed  rape 12 o O @§5 . @104@@9&@90@@8%@@ | ©
D
(seeds) 1.0 7 R 108109 o3 Sl [T
Overall Mean. &@ ani%andardé@éwa@@ [%] @) S @gﬁ +6.7°
*The extracts were shaken ry\fS utes day 30 ¢ red tg@ s o day 7 (hich led to better
recoveries. This longer extraction p a & ph r all samp
% @
S @ S K )
Table 6.1.2- 33: ability of & @ue }@ﬂl{pyral@d lt@@letabo tes ln%lfferent matrices
770 N
¥©©foll 1ng @s)t&raggilt 7 & &\ @ @ @
Spike %rage‘&w Individual Relative
Matrix vel |interyal {i@wdu%xlcgolé% reﬁ@ > Me@@ recoveries Mean |decrease
“(ling/kg) | (dass § & & 2| @ (%) o
fopyrim o @‘* YRS
Tomato |1.0 2 0. 2@, 0. 8@@0 927@\}973 @63 0.926 93, 83, 93,97, 96 92 -
(fruit) Q
9@ |70 Q@%r; 083, 0,&38. 0 ( R 0.84(%@ 0.819 |79, 80,84,82,85 |82 1
&\);0 30%* @ 0.8§7{%\0.92(®93?,@®\852,K/®57 0.887 87,92, 93, 85, 86 89 3
wheat £$1.0 [0 & [0807,0.867,0.82070.872,0.996  [0.874  |81,87,82,88,100 |88 -
(green S
matgrtl 10 R o.e}q%evos&n&&@m, 0.653 0.693  |66,71,74,71,65 |69 22
10 [22¢% 0296, 0.7930.79 0.794  |80,79,79 79 10
Grape 1&“@ 0. A@wmﬁ%a 0959,0.971,0925  [0.956  |97,95,96,97,93 |96 ]
(bunches) v
’ D0 o7 070949,0.89820914,0941,0920 0925 [95,89,91,94,93 |92 4
Wheatc | 102" [0 @ |6965,0973,0.946,0.980, 098 [0970  [96,97,95,98,98 |97 ]
(grajtty @@ % _%.[10.793,0.779, 0.768, 0.810, 0.801 0.790  |79,78,77,81,80 |79 19
Q(Ol 0 0 0.903, 0.934, 0.915, 0.926, 0.940 0.924 90, 93, 92, 93, 94 92 -
@
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. Spike .Storage Individual recovered residues Ind1v1dl.ml éJRela@ge
Matrix level |interval (mg/kg) Mean recoveries MeaQ deégse
(mg/kg) | (days) % &> |
Potato |10 |7 0.774,0790,0.774,0.774,0814  |0785  |77,79,47,77,81 |76 47
(tuber o R (§\ &
Peas |10 |0 0.879,0.723,0.796, 0.888, 0.812 (90820 88,72, 80,89, 81 |82 7 |5 -
(dry . ps AN
by L0 |7 0.789, 0798, 0819, 0791, 0634 |0.774 &(@@9, 80,82, 7957 |9 & 5
*
10 |30 0.907, 0.817, 0.945, 0.840,0((%5”5 0.881 |91,82, 94,8489 Q 88O | & &
Oilseed [1.0 |0 0.946,0928,0.894, 0.85€.0887 01003 95,93, R8s, &) |90 4 -
rape S B & 0 bog O
ocgsy |10 |7 0.834,0.814, 0,859, 0828, 0.867 . 0840, 83@%@@86,@87 NN ;
- N A :
fluopyram-benzamide t,\\% . @ Q a ® f(‘@ &
Tomato |1.0 |0 1.061, 1.044, P33, 1044, 1G5 D045 < P1og foa, 10%04 105104 7] -
i \9)
(frui) — F 5 1.054, 0.91®\§.04}(§.1g3,@~§063® 1040 @5’ 9K 10 0
Q RN NN~ LT @ N
grheia; 10 o 0.97499.955:0808, 74, 0@@3 @§®.87Q4§ 97&@5 81,99, 84", [87 ]
AN
tortaly |10 |7 03847, 0834, 0.8100.867, 6(.”92%7 0.&@}0< R @87 & |86 1
Grpe |10 |0 b7, 0.972, @927, 6380, 1020 [0.955°C 08e97, 9.&5@ 102 |96 -
(bunches) %,
oo |78 1@ m\\ﬂ@ 108@1 00@9@961 023 ;ﬁ;n 1\@\108 101,] 102 “
4/\@ < r‘\ «\ @ Q
Wheat (10 0 ©[0.979,0.956:0.983,0.895, 1@19 510.966  |9896,98,89,102 |97 ]
(grain) 10@Q 7Y |@911,0877,0,909.0.875:1.046 |00  [91,98,91,88,105 |05 2
Potato  |1® |07 *1000@1 1700939 Q@o 1@ §I.O6£@ 100, 117, 94, 117.]106
(tuber &%\ &l & & _ @ |104 i
Y%
10 7.7 10:887,0.923, 0081, 0,99, TN @9 89,92, 98, 100,86 |93 12
Y4 ) ™)
?(;arz;s Lo o " 1.@@%905@.97;@074,@54@ 1001 |110,91,97,107,95 |100 i
100, |7 0:373, 1,088, 0.9427 0.968 0.98 0959  |87,103,94,96,99 |96 4
) [tag 3 0 R om0
Oilseed  |4.0 0o O O.%}O.W@ﬂ%@\%& Qg75 0.763  |80,77,71,75,77 |76 -
7 2 T
gy St 7.9 0309, 0.@?0@@, 0.734,0.738 0756  |71,75,85,73,74 |76 0
%f(\\ & M@/\
N ME c@ws (@uopy@im-pykidyl carboxylic acid)
Tomato [10 g [0 [0549,0997.0.9080.872, 0.881  [0.929  [99,100,91,87.88 |93 -
i) g [B {99670955,0.967,0999,0.081  [0.978  [97,95,99, 100,98 |98 5
Wheat 410 0 O |0907, 0.8%3, 0.871,0.886,0.816  |0.863  |91,83,87,89,82 |86 ]
(green> [~ Y
motgial) | & N 5@883,0.941,0.871,0.864, 0.880  |0.888  |88,94,87,86,88 |89 3
Gabe 910 D0 & [1.000,1.003,0.998,1.016,0.948  [0.993  |100, 100, 100, 102,[99 ]

(bun%t§ 95
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. Spike .Storage Individual recovered residues Ind1v1dl.ml éJRela@ge
Matrix level |interval (mg/kg) Mean recoveries MeaQ deégse
(mg/kg) | (days) (%) KS) o
10 |7 0.983, 1.005, 1.038, 1.012,0.979  |1.003 |98, 101@%4,101,98 b0 42 -1
Peas |10 |0 0.929,0.872,0.842,0.890,0.899 _[0.886  93,8% 84,89,90 ¢80 O | e
(dry ) Ny
10 |7 0.927, 0.939, 0.947, 1.000, 0.932 | 0.949 +94, 95, 100 ]
e il ) R S
fluopyram-7-hydroxy &Q (%\9 Q ﬁ© g&©
)
Tomato |10 |0 1037, 1.083, 1.056, 107%@‘38 1{37N %@f 1@106&07, 09 (@
(fruit) A @ :%) &2
10 |7 1054, 1071, 1.063. 1076, 141 @Yms@g 1()%107,@@6, 108, [107% ,
. > @ & B T & | |
theat 1o o 0.976, 0.964, 0922, 0.949, 0949 @952@§ 98, 9@%2 95, 95 <§ ,§ ]
green &
oty |10 |7 0.923,0.94@@.924&?503,&924 0943 92@4 {9&@ 9 )
Grape |10 |0 1.091, K93, 1 101 1 %54 Logl 4980 @%9@?9 1@105&%@08
bunch q SIS -
(bunches) @ go\j @ @nb I &
0 |7 1:029, 1{57,1.06@1.085, Poaz <] 1.038 6}03 10@ 1066\109 106 )
P i i Sl ol Pl
Wheat |10 |0 1.0%1.115,?101@)44,@085 Sposn 1000 118310, 104,108
(grain) (gi\” . Tos O ]
\©)
S 1038 1995 %@1 1(@ 1 @1\.683 11042109, 111, 109,]108 0
R ol « |1&
Potato |10 [0 @)89 0@8 10@10&1&10% g& 109, 99, 105, 105,] 105
(tuber o @ @, | 107 )
N
&@ko 7 £ 1@4@ 1(@065@099 1“@'49@@ 1&@% igg, 107, 107, 110,|107 R
. | & o
Peas 1.0 §®\ ?01@?003 @)73 @»72 1@0 @1.024 101, 100, 107, 97,]102
(dry SN 106 -
peas) N
9@ |79 @@32 1@93 1@9 1%&»\1O§§ 1.060 }83, 106, 103, 109,] 106 B
PN
Oilseed @10 [0 o | LG40 ggﬁ) 98421 029@895 0.982 | 104,96,99, 103,90 |98 ]
rape N
o) |10 [ 1\657%090, @%1,{71@5, 1079 |1.080 | 106, 109, 108, 109,|108 10
S RS A 2 108

‘o7
*The extracts @?e shaken f (m@f)S migutes ©day 30 compared to 2 minutes on day 7, which led to better

recoveries. This 1@ )@tlon@%cedﬁ% was applied for all samples thereafter.

sk, (1_

sl

n/

§Jlal ré@%/ery mean) x100
O
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h@o
Data Point: KCA 6.1/11 X
Report Author: ] > @“@5
Report Year: 2020 @§ & (@\%
Report Title: Storage stability of fluopicolide metabolites AE C657378§ and AE C656948-methyl-
sulfoxide (AE 1344122) in/on sunflower, dry bean, cugumber, strawber®y and$g &)
and AE C643890 in/on barley durm@ezer storag&for up to 24 m@g?hs Fina QS
report O Q. @
Report No: M-754395-01-1 &Y ) YN
Document No: M-754395-01-1 Q RS R 0O
Guideline(s) followed in OECD Guideline for the %ﬁﬁg of Chem%ﬂs Sta@g@ty Of@tmgﬂ{esmu&” in « <
study: Stored Commodities 506. 2007-10;16; @7 & @@
US EPA OPPTS 860.!?0 tofe S &Elty N
Coordenagdo Geral de re%gggao d nmetp%\l IT— LA @% @
Deviations from current None o @)
test guideline: {x’ §\ \\ @ % @Q @
Previous evaluation: No, not previgasly s itted. @ S @ Re
S e @ P A S
GLP/Officially recognised | Yes, con@ted un&gr GLP70f 6 re msed@mg @Thtug@ S
testing facilities: &
Acceptability/Reliability: | Yessy~ - . R @ .
y\’ & @ o U @

@@@Q@&@’&§

This study was condu L& rant® of th@§ hde &E 638206%pr0ﬁ~§1t is considered to be
relevant for this fluo en@l as @E 13@@ 2 Q@ias Fl@z)pyrﬁ met ulfoxide) is a common

metabolite betwee ese degs%
The purpose of stu@xwas t&det mlne the Storag stabs@% of @}mlu f fluopicolide metabolites AE
C657378, AE 1344 aha@luop@am—&@l - @) and § C64§9890 in fortified control samples

of plant orlg@ (Sun er (s ed), @ry bean, Cg%ber &g@ut) @awbe@y (fruit) and Barley (grain)) during

freezer s@ge at<-18 g§9for (@
For the purpose of th\@dos&@ the fOIIOV@g sur@ry %$ gl esults only for FLU-methyl-sulfoxide
(AE 1344122). &\ (5% RN

@ N >
@ @Q @ N@%ena]@@nd k@hods

For the pugpose of thls 1er the fol ing @?mma@g will give results only for FLU-methyl-sulfoxide
(AE 134 )whlchl com@ m@%boh,te@fﬂ officolide and fluopyram.

Samples of sunflo eed (Iﬁh il matr )§ dr ans seed (high protein matrix), cucumbers (high water

mat(iX), strawbe %ﬂ n@rlx) @rle aln (high starch matrix) were fortified with fluopicolide
MOS5 (alias Fluop ﬁ:}/ram r@thyl@lfom s AEA344122) at the level of 0.1 mg/kg and stored deep frozen (<
-18°C) for a ;{ d of 24 m, @ @

Portions 0«§ntr§\€te suliStrate weére faptified with individual analytes The fortification level was at a

nomina t10n@esh ight g%ls) of 0.1 mg/kg. The fortified specimens were stored in a freezer

at < -f® °C.d ter %oml 30, 90, 180, 360 and 540 days, three fortified per analyte and one control

I€s O@h tegted plagt material were removed from the deep-freezer and analysed using the HPLC-

S @ethod%078@‘\/[006 (I 2017, M-610859-01-1, see section 4.1.2). Full details and

acce[@% validation data to support this method are presented within document M-CA 4, which comply
with the EU regulatory requirements outlined within SANCO/3029/99 rev 4.
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Residues are extracted with a mixture of acetone/water adjusted with sulfuric acid to pH 2. After addiggn
of L-cysteine hydrochloride (250 mg/L), the extract is made to volume and an aliquot is concentrate df he &
aqueous remainder. The solution is again adjusted to pH 2. NaCl is added and partitiopgd twice witBE.
An aliquot is concentrated to dryness and dissolved in methanol/water before LC@SEMS analysis’ @Q

The limit of quantification (LOQ) for FLU-methyl-sulfoxide was 0.01 kg for all rlce@\The
metabolite was not calculated as parent equivalents but the@ncentratlonﬁ?’? expressed ag FLUJ- @oth&
sulfoxide itself. The limit of detection (LOD) was estimatedYo be < 30% @ e LOQ. é} @
The linearity was demonstrated in each analytical batchéuth allxw i@ted cahbratgg@cu@cstal@ﬂhed
with at least 5 concentration levels. Correlation coefﬁnts were abo@ 0.99. & @ @
The quantification was done by external standarchz using matx mat@@ed sté@iard@ % @K
Analysis was performed within 24 hours after ¢ .\ CHO @ @ &&\ v @ \&

@

In order to assess the accuracy of the resi %l:a\l?sscs I%Qovcr s%er dcter ed by@nal@g fr

fortified samples alongside the stored fe@ edﬁa ple@ At all tor@@ s e pt for e§ two
concurrent recoveries were determmcr@@a ley 111 diti l cop@irren cov s were
determined on day 0, since there wgke five @ESthomﬁ%d sto% @’ﬂ ecoverics
meet the acceptability criteria; the méan regpverigsare within t ng 0 fo <ich aalyte / matrix
combination and the %RSD vqh&’s 35&%2000 @her, ppli ese m‘ rcsulﬁ demonstrate

acceptable method performan%can suppo e analytlcal%esult@) tal d for 1ed deep-frozen
samples. Summaries of the wsidue dehavi -me@'yl sulfo X1®n stgré’ﬁ sar%les are presented in

the Table 6.1.2- 35. ~ o @
e For FLU-me -Sulf tde, &i%’brrect@l @ re \@ne % & or ge shov@ stability period of 24-
25 months oze me COV: es ran een —97%, 87 — 101%, 96 —
109%, 90@ 39@ A:t@or sunflow ed g@y pc&(secdbcucumbcr (fruit), strawberry
(fruit) agg arl (gram{%b res&ctwe@ \ @
& 2 ° o @ §

@c)nclu@ihn
chresﬁﬁne plant céﬁno s ( su@ﬁwer seed be@@seed \gucumbcr strawberry, and barley grain)
were fortified at 0. 'k &q mthyl- Foxi he fo 1ﬁeQ©s>amples were stored at low temperatures
at-18°C and anal et intergals. The reco@cs s@v thafresidues of FLU- -methyl-sulfoxide are stable
for up to 24 months in @test m@dlt;c%

Y U & & &
Q @) ®) AN . ©
Assessment and conclusi@b 'ca S ($3
@ @
The study is acceptab’l{@

Residues FLU-meth%sulf @mﬂ seed*@g( bean seed, cucumber, strawberry, and barley grain at 0.1
mdkg were shown 1o be e fe& mo, at @ -18°C.

N °
N ”\\.,
Table 6@}2 @é\ﬁ Su@an‘y gﬁ conéfivrent recoveries of FLU-methyl-sulfoxide from various plant
K ices®
&S S
> P @
@ & S
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. . Individual ‘
Matrix Spike level Storage Sample size p:oéz:iulf;l Mean . @
(mg/kg) Interval (days) (n) . o N
recoveries (%) @ @
Fluopyram-methyl-sulfoxide @ S s @Q
0 L 88 .= | 88 S @@\
30 2%~ 83,3 79 37 @é\’
71 | @mw @) 5 &
Sunflower seed 0.1 183 m@% 2 QSS, %o &96 @© @E}
A Y % R oq O SN
387 2, ® 798 “o 2 @
se8 O @ o] adLagy [ @ N n
& &
7524\\% > %@ @Q 76,77 R 770 @ @}
@ NI S
S S v
NIRRT S 2 O
Y QO S
Rw g4 o & W O 8] <
Dry bean seed 0.1 @g o<$82 K& @7@1 &@V)) @)& 81 >©\8)1 . >
% @
. K300 & 2, 35,@2/70 e | 769
SR L2 en| s | B
& P16 O [ 20 [ 8 Qs
& & O P Y o 6 | 96
5 A° < N
§ D w 30 \ R 88
. O[O T & S 960 %
Cucytber & @&@ G O Y2 | aosess 86
A T Vs, o 2y O 9w 96
O S o \
N - Y 87, 85 86
q S
T m@ ©§ o | 2D 84,74 79
Q| o @©@ ~ 00 WP 104 104
@ . S &% 67| @2 84, 83 84
& N %8@ K 2 100, 101 101
i D P g
“Strawberry NN Jh 2 88, 80 84
@ & ETS 2 77,76 77
@ S o B67 2 88, 86 87
e & & & s 2 99,98 99
S ©
%, 0 2 82, 92 87
S @@ @ , ‘Z§
Qﬁarleggam N 31 2 93,92 93
@@ 91 2 83, 85 84
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. . Individual S
Matrix S[():Ill(e/::: \;el In tesl't\:):laga 5) Samg:; stze procedural | Mean 0\@ N
gk y recoveries (%) @ @ v
183 2 83,83 @ 83 S @®
D
360 I 78] 7 | &L e
@ - °\@ NS
540 2 ¥ 88,\)@ 91 S ESI.
758 'y %3 S & &
2 & Q Q @
A\ Q () Q" &
> o & o O @

N L@ R O ¢ o
< @
Table 6.1.2- 35:  Stability of fluopicolide M-& (FL@%eth&@ulfoﬁﬂ?} rezs\\ig%es @ari&iﬁ matrices
Xy @)

. 180 @
following storage at -18 A oS Q@’ > o &

Actual Residue Le?}x{n Smﬁi Saz}\}les S Q&@%ay:%e©&% Ave::\i‘;o’ioﬁ Avey
Sample Storage oDof A <> rmalized oF
Material I[’(e;riO(]l mg/kg S§1M§ re%,%ff; &Q?;ﬁg@;\\/ Rﬁry @{%ncu@:::@ @e[cg\iﬁl‘y
ays Mn%evel A (Vo]x < A o] < A %7 Yo
AE C656948-methi§l-sulfoxide ¥’ @G D &(\ N
0.093] K\%Q@ N TR @ o @ é&
00957 96 S
0 Q0957 © %? g\@ 96 o 1.9 @100\@ % 88 109
N L VAN
0.09 e Y @ ©© TN
00 5 98@ g\\@ % N Q
0878 o
@3@& @ 833\® \:2%\ os@Q @@a o 9(@& 79 109
Gﬁ g 0.%7& 5 88 N NN > \s@
S 0.08%1 8 G
o 970" | (9833 4 pé;;% @ 85@@6 2@§ @ 89 83 102
Sunﬂ(@ P0-087%, & o~
@f 0.0 NYP) S
(seed) I 190921 4 9@@‘* O N 0| 9 86 107
@@ s 0930 -9 &S \§> S
10.09 99 s YN
ﬁ@ 3%@@ 0 0 @@193@\% ©©97 @Q>6.1 101 84 115
.08 R MRS
@ 56%\@ 090§§§ @%’9()9 N O\\z&% 7.7 100 83 116
N : L)
N O IS
756 ©°0.088% s § 90 3.6 94 77 117
@* 00044 | @ 94 &
§ T
@@ﬁo P o.o% QE; 93 2.8 100 81 115
N
$ed) Sl S zg?%\.\%z,s 93
QQ <) @2 3 0.0899 90 91 1.9 98 84 108
§ $0.0904 90
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95 °
96 95 95 0.0 102 87 J& @6
95 N S ¥
92 QS 9
182 87 88 4.1 o5 U s O L&@Q
85 @ N% @Q § ch
105 SE %
392 102 o1 [Xas @ X A ETSN
Q b @
96 o O @ Q@ & &
95 S Q Q
573 90 z 3 |9 9%° 8Q_ G109 @65
76 QL N R 0O @ @§
86 N 91 S (OO LN GO
761 86 [0 79 |20 S wyy 1S s S| Moz
8 v & w
80 | @ @ @Q - SR L.
TN S o
@ |, & | s X
0 39 1 S 965 03
EL RS Ak
< on o O > @QQ S \%@
30 . 93 g3 | 100y Joo 88 113
0 j&@@} ELidR
92 2
93 %Q §@ 100 17 (S0 | (D96 104
02§ @@ S R k\
Cucumber . N 97 ¢ N
(fruit) 17 . S 95D S 10| Sor O 86 12
s Sy
- e BT i e
® . 108 2
073858 09 §11%@ é§109 S 0§ Y10 96 114
\@’@ 1%9 é; § © @
@ ©3
&@ 567 @ 9 ©®7 &f L) 98 86 113
§\) 9{§ S 1S
. 8 3
D52 . 2903 O B 93 79 116
2 04> |
@ %é%ﬁ & &
0. 954 o\moo 8.7 100 104 96
104 Q
N < fﬁ% ;’&Q
@ Y06 ©
Strawberry 30, 102 103 2.2 103 84 123
(fruit) @ ) 10
P QY
Q@ o> 98 0, 101 103 4.8 103 101 102
100
Q&% @® S 96
82 94 92 5.8 92 84 110
ST
7O 86
N\
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0.105 105
386 0.106 106 95 19.8 95 77 J\& @6
0.0728 73 5 S ¥
0.0869 87 S KA
567 | 0.0928 93 90 3.4 90 U g s 1&3@
0.0914 91 AN St 4
0.089 89 @ v N el A
755 | 0.0918 92 95 8.9 @ O Q\ %> | @
0.1045 105 < O @ S q)&
0.0844 84 %@ @ Q R © &
0.0854 85 @ &° Q e ©) &@
0 0.0877 88 s L9 \%0 \@ 5 108
0.0854 85 § ol | = &@’ D \& %@
0.0844 84 oINS @ | S
0.0916 2 N . P T Y NS o
31 0.0805 80 [« 086 <N 78y | Yol @Q 9 <@ g
0.0847 @ﬁg‘? . RN RN @@”\f &
0.102 2« O Q
91 0.102 Q& 102 © o\ﬁ @3.3\@ §§2 § {@ 4 124
0.108% %? g\@ @@ @? &(@ @\J@ U@ %
Barley (grain) 0.09 . @ Q
183 o.o&g%\ s o] oF ks @e 407 >y & 110
04878 S %@ S @ 8 NG .
“Q,0856 .
391 vo.o&@ 81 <§§ é@& AN I N 109
@VQ 0.0 g & : &N oo .9
0966 ¢ 1 Y
B &073 \b $ 9@@ de3 o 108, 91 99
O 00965 | « 96 N] > ®
SN AR DS S
5 758 | o 902 ¢} 0 @ 8%§ Q| @15 83 107
N 400 & @ %

B N \1
Mean values were calculated Wk@ounde@es. Therefore mi@éﬁviakim@lay occlgyvhen theues given in the table are used.
IS 5

v
a Day-0 Norm Reco%ery =, @Averﬁgg\ Rec%xery [%)fg\/ Average recovery at Day-0 [%]) X 100
b Average Corrected Régpvery = (Av, eRe%«);ry [%% erage (@onm@ent Recoveries [%]) X 100

3

@©©©©©\©©<§
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S @
Data Point: KCA 6.1/12 & PN
Report Author: [ | v S 7
Report Year: 2020 L &
Report Title: Report amendment no. 1 to final repgfty Residue anaj§tichl method 0] 594 an(@hort
term storage stability of fluopyram C656948) its metabo $ 12881 5
AE C657188, BCS-AA10189, B S.AA10065 a E 1344122 i ho y
HPLC-MS/MS "@ § % .
Report No: M-681002-02-2 f\% . o)
Document No: M-681002-02-2 Q?y @ Q O N
Guideline(s) followed in Regulation (EC) No 1 1%/2009 %g the @ea Pﬁrllam@:t and Cmmff of 24
study: October 2009 concerni@g the placing ¢ p @otec ﬁprom@@s on the markétand
repealing Council Digectiv / 1 | 1/41GEEC .
D%g v & & o

Guidance docu 13% 1due lytl @wthc@% /82‘&00/rev @ §@
European Co .3} iss c%%, 1re§grate @eral lth a o@er P@echox@

16/11/201
& vy S E e
i aRe
Europegn Co n%)ssm 1da@)ocnt f r@ene@@ng an epof&@g Methods
u

of Aﬁ@ysm 1mSup rt of Prc@egls N on @ Req @ nex IT (Part A,
Section 4 and Al I @art A, Qgectlon I@JUVG 91/414, SANCO/3029/99
. 4,1 @7/0@@ %

% & Q° Xv
l’,@ 06,2007, GBCD Gy ehne@)r th Testlng &Che@als Stability of
esticid

v
Q mdu@m St@ Co@odﬂw@ @ \

& & o

@Q DSAI\@E/U%%/QOM%W @ ¥C) @

Deviations frorb@trren(@g n(@e é& @7 & @ ’§
R >

test guideline:

Previous e\@@lanon. x| No, o%rewe&gly SLgamtted 3 @ @y%

INAN

< &
GLP/Officially recogr\ééﬂ Yé@condu\\ted %der GL@\Ofﬁm@ rec@ised testing facilities

testing facilities: D @

Acceptablhty/Rel@ﬁ’ilty Yes & \ @, O

o D
%1 Im;@lod 01594 and short-term storage stability of
C 48) and its metabolites AE F148815, AE C657188,
AA10065 and AE 1344122 in/on honey by HPLC-
2020; report No. S19-00990, document No. M-681002-

@Q @gulatﬁ? (EC) No 1107/2009
N A @@ANCO/SZS/OO/reV 8.1, 16/11/2010
$ @@ &P v, SANCO/3029/99 rev. 4, 11/07/00
& Q@ v &> OECD Test Guideline 506, adopted 16 October 2007
69 SANTE/11956/2016 rev.9
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Deviations: No @ S
GLP: Yes S ® @7©
- S @ S
Acceptability: Yes @ & IS
QS
. @ %% O @@ &@
Materials and methods x> \ Q
The storage stability of residues of fluopyram (AE C6569 8) and its met@ ites ﬂuopyl@cﬁ-be mld@E &@
F148815, FLU-benzamide), fluopyram-pyridyl-carbo @c acid (AE& 57188, FLY-PCAQ) fluggyram. O

S
pyridyl-acetic-acid (BCS-AA 10139, FLU-PAA), pyram-7- hy CS— 1 OOQS LW57-OHyy

fluopyram-methyl-sulfoxide (AE 1344122, FLU- me%yl sulfoxidéywas 1n@&st1gat h@ney. Ehe co@ct
of this study was integrated in the analytical met‘h@d 015%43 (M OO BQ 2 @ secQ 04\)§&nd r&%ﬁed

in the same document. @,
Honey control samples (1 g) were separately:{o tlﬁe\f@n &’h ana@te g (10 &O@d staréd
frozen at T<-18°C for 1 month (28 day 3 m&ﬁhs ( day nd 6§ n;h 181 days) ied
samples and two control samples were r.» édon the day 0&% nltlaigy n ( erq ubs ently,
three fortified samples per analyte ang trol- é%pl% re aI%%/se ach time point,
with two freshly fortified concurren‘@em}%ry sa%)les %cover am% wer rt1f§eltl:§~ @mixture of
the analytes, each at 0.1 mg/kg. @ RN @® @

t§ \ @ T @Q @ K

N & <

Samples were analysed us%f@the vadidat ®n§a1 mefHod 01§94 @@020@M 681002-02-2, see
MCA section 4.1.2). Honey samples weré ex d full tiorkwith ﬂ@ext fion solvent, shaking
with acetonltrlle/water@vl V@ﬁ% @@é @Jﬂ % §Q

e An aliquot @ dil ted Wi @djus 8 Wltl‘@&fl’lﬂ&l&) as‘@’ analysed for fluopyram ,
FLU- ben@nd @U AA and\¥ OH, b PL%—‘(/IS/%S in pgsitive ion mode.

e A sep ﬁ ] d1 d Wl@v 0.5% ace c?md \Q‘ an@%r\sed for FLU-PCA and FLU-
methylsulfo b LC S/MSin negg 1ve mo

The Llﬁq Quantlﬁcag&n (I@Q 1r@ey @ 0.01 %g/k@or ﬂl@yram and its metabolites, expressed
as fluo N

O
The quantification @Dne @ms@aatnx@%tch&&sta a;%s
The linearity wasgdem n%grate eac@lal ti€il bat€h with a l/x weighting calibration curve established

with at least 5 @ncen@ els. @rela’a@n co@ﬁmen@were above 0.99.

The extracts@ere ar@lys e 1th 12 da Qter gxtraction. The storage stability of honey final extract was
demons@%ﬂ in this stud%i @ys a& 1%% 1n dark.

Results™and dlscussQ @

Nogésidues of ﬂu@&am@ts @boh@} w%g%tected in the honey control samples used for the storage

stability study. N

In order to as& th a%ccur of 2SS esi analyses, recoveries were determined by analysing freshly
fortified sapples alo e st&ed (@1 ied samples. At all storage intervals except for day 0, two
concurrelﬁ @mes v@; det@mme@ a level of 0.10 mg/kg as presented in Table 6.1.2- 36. No

add1t1 <3t co @rrent were determined on day 0, since there were five freshly fortified storage
sam nt r@@verles meet the acceptability criteria; the mean recoveries are within the range
O‘V QJ ea 07 matrix combination and the %RSD values are <20% (where applicable). These

ced ’} results dem strate acceptable method performance and support the analytical results obtained
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for the fortified deep-frozen samples. Summaries of the residue behaviour of fluopyram and its metab

in stored honey samples are presented in the

o
& (@)
Wy LS .
® 79 <
\@ %&\ & ®
s Yo, 72
7 (V) @)
%y o
% @@Q % U Sy
Vs 4 2 7
oy o Yo Y, 4%
S y
o D, 2y, 9. &
%& p\@ S @%@@ @\ %@ @@@ @\@ Y, 7 @@
% 9, T B, S, " 4 o/
(o4 /o @Q@ %@\\w D\Q@ ) o o &@@& %@\@
. @&@@ @\o@ % L, @@\N @, o
Qg S, % T, ¢ @@@ “ue G o B Y,
& Ay Wy U / © ®
0, T Wy, W Tde 7O o, "4
“ T, o\&x@ N Y5 Yo s S % m\&@& p “Ss N@@o@@
<, Do 9 o &Y, ‘O, ¢ 4
@Q@ @%\ @@ 7, T @\% \@NT O Q@
Q@ @% @@\ S, A @\\ 7z 7
Yo TYap v s U, n, o, " 2,
@\ n\@ £ o\o\ @@@ @ &g @@ W
°&©\©©&©@%Q @@%m@@ Y
U, ® Tl o Ay, T, g
@@@ @@ % . \%@ Q@
2 S ® y @\w
S, @% @, b
Z €, 3, S,
V7
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Table 6.1.2- 37.

e For fluopyram, uncorrected mean recoveries in honey show a stability perlod of 6 months f& ep@,
frozen residues (mean recoveries ranged between 103 % and 110 %).

e For FLU-benzamide, uncorrected mean recoveries in honey show a stabil@ period of 6 fﬁonths@@
deep frozen residues (mean recoveries ranged between 89 % — 108 %

e For FLU-PCA, uncorrected mean recoveries in honeyshow a stabllgvperlod of 60@9@5 for degf?)
frozen residues (mean recoveries ranged between 76 — 98 %).

e For FLU-PAA, uncorrected mean recoveries in haney show a su;y penod&o@f» mc@s fc@deep
frozen residues (mean recoveries ranged betweglt 84 % — 92 %

e For FLU-70H, uncorrected mean rccoverie@’honcy shq\la slat@f@y pe@d of &nonths@for d&&
frozen residues (mean recoveries ranged between 99 % y @

e For FLU-methylsulfoxide, uncorrectcd&can oV argg in 4 @ S abilit§g periad of 6

o =10

months for deep frozen residues (mea% reco@es r ecl een %@% N .
\ \ > &
The data indicate that fluopyram and 1ttahe&hztes a&c‘d{ @m ho for@%least@nont@s whe§tored
frozen at -18°C or below. . @ @%ﬁ <
& S \ O S @
Q S e S 7
C 9 9 @ @ O @ N
onclusion v S @? A >
The storage stability study @onstr%ted t resiies ap ﬁ ﬂuopyram@@E ©656948) and its
metabolites fluopyram-benzamide 81 &FLU@gnza pyr -pyrm@-carbmyhc-amd
(AE C657188, FLU-PCAy, Tluopyram- @rldyl cticzacid (BCS U@AA) fluopyram-7-
hydroxy (BCS-AA10063, FLUG: H)@;luop yl-s E 13@ 12 \( P .U-methyl-sulfoxide)
are stable in honey for& montfis w@stor@ froz <-IR°C. @
SRS NN SERN
> Q- Q @@ &
Leanclusi Applicant: \ &\ NS @
N>
The study is aceep b§ © K S § o

benzamjdgy, fluopyram-, dyl@boxy cid ( U-PC@ fluopyram-pyridyl-acetic- ac1d (BCS-

AA 1 FLU-PAA@ fluop$pm-7- (BC 10065, F %Q-OH), fluopyram-methyl-sulfoxide (AE
1344122, FLU met@sﬂfo@?le) ar&stable (g%éoneNor 6 months when stored frozen at <-18°C

@@@@%9\%@©®

R ; :
residues pf%arent fluopyram (AB%C@S) n@ohtes@luo -benzamide (AE F148815, FLU-
C 7188

Table 6.1.2— @Qc&é? regg% erie @n hm@v for'fluopyram and its metabolites
@ B %§0 @é\ﬁf O %tualf% sz;urr:jn: Recoveries [%o]
S Analyt stor g .10 mg/kg*
\% :Q\ @ . % m@\i“te'% 4] | Single Values Mean
@° N 5) @ - -
& fop N Q28 108|112 110
& N fzzé@irﬁ“ﬂ @l 89 108|111 110
o Sl & O w s [io 108
NN o I E :
$ @ 4 DFL U-Benzamide 928 102|106 104
<« & m/z30 — 170 89 107|104 106
@ 181 108 [107 108
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0 _ _ °
FLU-PCA 28 108 [95 102 \@ @6
m/z 224 — 180 89 87 |90 RS @ v
181 |94 |87 IS < @Q
0 - IS
FLU-PAA 28 91 6 ﬁi\f °\© . (§ v\,@
m/z 240 — 194 89 |88 \(]92 @ 90 O N
8 |9 |96 S %5 P & S &
N O - O N ©© é}
FLU-7-OH 28 @108 [114 g2 110" | & g
m/z 413 — 173 89 |04 (1@ R~ 16§ <2 ¥
189 @l 10 & oHo & s 0%
N o Q1Y _TI$ & o
FLU-methylsulfoxide |« ° 28> [K0%® [183 B 16p @ @
m/z 252 — 61 o & P 86 o 8 o] = &
LOT A8, o1 _9[80 o | O 8689 |an ©
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S £&&°
52 3 &% @
Table 6.1.2- 37: Storage stability data for fluopyram and its metabolites in hor&ey tT<-18°C &‘& Q @@
@ o
Fortification | Storage stored residue Mean stored stored M E%red Mean co ent Dav-0 no &Eﬁ d ean corrected
Commodity level period (mg/kg) residue recovery %-’ overy very rzco m} (%) % ored r@veryb
(mg/kg) | (days) v (mg/kg) %) &1~ (%) %) R DN _qi%)
Fluopyram (AE C656948) L9 9 @ L2 O oY &Y 4
0.109, 0.110, 0.105, 109,411} 103, N X q \}
0.1 0 0.115,0.113 0.0 | =15, 113 e 186 @ﬁr&‘ ® \@i"o © @&Q
Honey 0.1 28 0.109,0.107, 0.111 0.109  aN109, 19°AJ b1 109 Q- 1N A 99 D S 99
0.1 89 0.0996, 0.105, 0.103 0.1038 ] 100505, 103 ¢ @ 103, © 110 0> 93 RN 94
0.1 181 0.110,0.108, 0.107 2,108 1169*108 10R] &\Mos O 8 98 101
A
Fluopyram-benzamide (AE F148815) A R R %% v\\\ X (@
0.105,0.108, 0,1 Qa’s 11 ©> Y
0.1 0 0.107, 0. 10‘&% @&08 %\107 107@» A @\@@' ) @ QO 100 \@g\ )
0.0984,.80977, = - ¥
0.1 28 0. 0983% , 99 98 @ 1 94
Honey Qﬁg@ 9 ff§ b < @Q @ @@@ﬂ\ %
4, 0.0873, k=) \
0.1 89 888 Q 90, &7, 89 106 82 84
NSO oo o @?‘3@9 RV Sl
0.0 .0100 ° N
0.1 1 0. 100 8 108 91 91
&, 20.0977 A, ¢ b o5, ’\j@ m% © _ S
Fluopyram—pyridyl-carboxﬂg&cid (AE C657188) O @n\p\ RS @ @K . @X\
0.085%, 00795 RN <
0.1 0 - 69877, 0@ 0873 o\é@\%& 88@ @%7 2 - 100 -
9 ) 8 O AN
Honey 0.1 és 9” 0.09 60929 @93%6,9@ g B 102 106 91
0.1 89 - S 5, N 0.0 3.76.78, N 76 89 87 85
o Yi84 ¢ K .
0.10% 181 0. @zﬁ 0.19030.T01 | ~0.0981 _ [ 93, 100, 81 98 91 112 108
Fliopyram- pyridyb-acetic-acid (BC§ A&10189) 0" o\~ . © oS
AN 0.0883, 0.09571~ 5 o
0.1 %’ \%90916 0918 @%’?0923 @388’ 96, 92,92, 92 - 100 -
@ o %&Q 0. K o
-
Honey 0. 1@@ %8% {(@270;8;)9@’ X&Q.Qm 91,93, 88 91 94 98 97
N0.08559.0849, « M
K\ 0.1 @'@ 89@ o8l R 0.0840 86, 85, 81 84 90 91 93
@ S\ 2
D O

s

89



Page 90 of 801

B
BAeER 2021-02-26
E Document MCA — Section 6: Residues in or on treated products, food and feed
R Fluopyram
N &
& &
Fortification | Storage . Mean stored stored Mean stored\%ean concurren . Mean corrected
Commodity level period stored 1/‘le(s1due residue recovery reco recovery @{&%aym norn;ailzt@ st@re@%overy b
(mgkg) | (days) (mg/ke) (mg/kg) (%) y . r“‘””i\;‘ 20 )
0.0939, 0.0933, 0 °
0.1 181 0.0939 0.0937 94, 93, 94& % 94 @5 ; @@2 V\\\ {(\%9@
Fluopyram-7-hydroxy (BCS AA10065) . O @%° 2 ®%° ,{(© @@ ,»\\4@ o,
0.374¢,0.111, 0.109, 3745, 109, LX A} X < q \
0.1 0 0116, 0.11 0.110 @fij%, NG 11((%@&» @\{& N cfoo 9 f\\©
Honey 0.1 28 0.114,0.102,0.103 0.106 T4, 1925193 6 QY 1% O 96, 9 <7 96
0.1 89 [0.0996,0.0951,0.102]  0.098%% ] 100595, 102 § @ 99 O 1068 > 99 R 94
0.1 181 0.100, 0.0994, 0.100 | 0.0998 106799, 00 180 R ITIIR N 91
Fluopyram-methyl-sulfoxide (AE 1344122) @@ 5 &% e “&X @&\\) Ro\w) ~ (&@ﬁ
0.0972, 0.0811 97,9102, O = G
0.1 0 0.102, 0.102, 0?@9% (3@%63 ~M102, 99 @© @@' i Q& 100« @ i
- 0.1 28 [0.117,0.09F,0.0914Ly  0.100 .~F° 117, 92,91 <500 <Y > &Y 10407 94
oney 0.1 89 0.0808.0850, 0165 0.0896 65,103 74y 90 &% OB ¢ . 593 109
920, 0.0845, - 2 Q@ s 49 SHERN
0.1 181 | &% 00 @\@%0874(0> 092, g@% PR 86 O « 91 103
2 Normalized Recovery = (Average @ec@Avera&e\%%c%ﬁy at da@y 10020 @\ 7
b Corrected percent recovery 3\(1%7erage 0 cover@ Average % of fr@&h concun@&recove@s) X 100%g &%
¢ Result excluded as an outok& R @) N\ o @ @ K O
R AR N NN
A T
L \
e” b & ™. O @ &
@ @Q @ o\ AN “&@ \@’
< G O S S
@ ¥ L x @Cv\\ K\
% S SRR Y
N N\ O Q °\© \
© YR Ko
R % @, g @@
@° @>© . f@\ &@ o R
& N ©\ Q@ . ©\
AN MR
@ & O &
A\ @@ ®) R )
O <
O (O @% @@
ot Tt
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CA6.13 Storage stability in sample extracts @ @

In most of the studies, the time between the beginning of the sample preparation@ the sample@%ly
did not exceed 24 hours. If not the case, the maximum storage period of extract¥’is covered b%’ stability
experiments conducted in the course of the analytical methods validations pres%lted in secn§CA @2

e (00984/M003 (M-467323-03-1) for plant materials VC@ @K v\ﬁ\ \ é\’

¢ © @ @
e 01594 (M-681002-02-2) for honey. N @Q @ § X S

@
Fluopyram and fluopyram-benzamide were found to table in exn@:ts of matri @of pla@ on@ foré%
least four weeks at 4 + 3 °C which was tested withifXiie Vahdatlon\of me 00 /M(@ @§

For honey samples, the extracts were analysed within 2 day% aft@xtra&t?%n Tl@’smr@ stability ofkdney
final extract was demonstrated in this study for @ay%@ 1 to@@"c 1@‘&16 d%@@ S s

& <o
”\y% : @ © f\@ o
Data Point: KCA 4.1225 o o &@ ) .9 w §
Report Author: [ ] Q K X N SN @5% g\ a
Report Year: 2015 V \\) Q7
Report Title: Modlﬁca@n M(Q@(B of the resi analy @ for \aete%%)latlon of
AE C(@6948 Aafs meta&te 148 and ebuco @le 1 @n oranigg (fruit),
gralnkwhe straw), Bean (seed), 1 e (he see and hop (dry
cone by }@LC ]\&48 and a cr@s Vath (gf e ana(%/tlcal m@lods 00984 and
. o984/MOD3 Y &
Report No: [00984XM003 ES & A

Zq
Document No: MA67323.02-1 © @ b O

Q LN ©)
Guideline(s) followe@ Regulat@fEC Ro 1 1(@%{@@%@ Eu@bean&rlian%m and of the Council of 21

study: N &ctob T cerning the ing o@plant protection products on the market and
41.4%
Q) 6\ repe&hng gxuncﬂ I&\ctlve‘sg /11 @ @%91/EC

Y
Europ n Comm%%smn Gaidan @ocu t fo@enerating and Reporting Methods

of AL% 31s i uppo f Pre@glstranon date,Requirements for Annex II (part A,
Annex 111 (1@{1; A, s{&fon &@dlrectlve 91/414, SANCO0/3029/99

11/0 /00 &S R
% @ °\

Gui Qe d Ment @’remd@ ana% cal methods, SANCO/825/00/rev. 8.1,

@ ©® \ﬁzn&mb&l n, D{@ctora@ eneral Health and Consumer Protectlon
Q O CQ%@11/2

@
@ e US@A Rt‘%e Cl@nlstry@éest Guideline OCSPP 860.1340: Residue Analytical
Méthod S
eviations from cu, - AN SN @
tes%guldehne gﬁ <% O Q@

Q %(\\
Previous evalu@&n

S o
@@@é

GLP/Officj rec&gwsed é@es, c&@duct@ under GLP/Officially recognised testing facilities

testing fagilities: A YW

Accemg?hty/@lablht}w aQY
SN

&N
&@ Y
& & T

&
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This residue analytical method is fully summarized in section MCA 4.1.2 but additionally the part deakipg S
with the stability of residues in sample extracts is presented here. .

The stability of residues of fluopyram and fluopyram-benzamide in plant final extr@ was check@%
tested sample materials over a period of 4 weeks. The following tables show thie recoveries é%mga@
initial day of analysis and analysis after storage of the final samples at 4 + 3° C%nder dark c@ﬁw@ver

the given periods. ©) & \

&
All analytes were found to be stable in plant final extracts f? at least 4 @eks (with tl@@xc@n 0£%p
cone dried). @ ?”\9 Q Q K®
In hops extracts, the results show that ﬂuopyram—be@ﬂe were sta% t@r ‘4w, s Ouly the r@éults 6
fluopyram show a deviation of 24% compared to th 0 Val tis tO\a@alyse@sam & of
hops within 24h after extraction and so will be r@m@ed & g n@lﬁca@ M@ of F&C%Od& 84.

&%ﬂé’%@Q @ @7©@&°

\ @
Table 6.1.3- 1: Storage of quopyra{g@n pg\sagt ext \s (Mg@s Téﬂ%ltl&@@97 &208) §
. “Mean
Sample FL* & (RN oo
Material [mg/kg] o Q S @g@ 5? Re@rery @?es @ ©©% r@ﬂte[\‘:/:)?t:g n
S inital anglysic 93 Q@s \‘% 95 n.a.
Lettuce head 010 %% 4 week rﬁws& g& 9@@ 94% 93 & SR

. @h.t.a 95 90 17 90 | na

Orange fruit 010" Ad week e §Q 88 91 ‘05 of % 90 | 1%
ifral ana\%“ﬂs.s &7@) 95%, 94 96 93 n.a.

el H&’ekg@naws@ 89" 09 98\ 9§\®;2 93 | 0%

O itial analysis {84 @7 89’ 88 88 [ 87 n.a.
Wheat straw g, %@ 4 week reanaiysis| 89 <990 <80 B9 89 | 89 | 29

IS N O  igitial ar@lysisy 9 90%, 92 92 | 92 n.a.
Rape seed 0105 Aweek}%anaw@s §> & 92 91 91| 91 | 0%
odo iniiahanalysis  [093 @ 9 @%5 93 95 | 94 n.a.
o2 A} 4 reanalysis®>| 940" 89,795 96 94 | 94 0%

@\0 &> 1 &mhal@%aly%& 63 70° 69 64 66 | 66

Wheat grain

Bean @eed

n.a.
. 752) a) (812) (762) (782
Hop cone dried b 0.40 49 %Q %4 % 5 ‘80| s2 | 24%
Q @ 4 w@ﬁ re%%ly&% o
@ ®) 12@a (972) (1212)(1222)(113 2 (46%)
* FL = Fortification @/el ¥
> n deviation [ i@l a SIS @days of reanalysis. For the calculation of the
an deviatiofpas |t ea the le akgve, unrounded values were used. Therefore, minor
dewatlons oc ur between th ea@ewatlon shown above and when the values given for
\Y\? the mean%@ ues he t e ar@ ed°§gr calculation.
a Values before %rrec sample used yielded residue levels of more than 30%
(O. OOS@mg/k of t %d th ore the recovery was background-corrected for this signal
B Th val are geviating By 24% compared to the day 0 values, therefore it is suggested
t& aIy oftgops v@h 24h after extraction.
@ Q@Q @
S &S
@ .
Gl

<

&
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Table 6.1.3-2: Stability of fluopyram-benzamide in plant extracts (Mass Transition 190 > 170) g’

3: It?:iI:I [mZI;I:g] Recovery Rates [Z‘\%@ Mean @lﬁ%ﬂ
oo | o | TR w = w B e
Orange it | 010 | 4 wock rommoiveis | 96 o2 o8 o4 ors| o) %‘?‘?
Wheahgany | 10,10 4 wesk ?é!:riﬁ;ssm f\%@\\gg 1?2@2? o7 $30 %\3 <©©;%}©
) X Wb R F Sl S P
GREshsl | M0 o ??:%Iyms.@, I gj@@ g;\@%gg@@go @’88 K )} Q% 0%

e | 0w | megers (e g 2 F O ¥

Hop cone dried|  0.10 4%%\;%&%55&@ %> 32‘% 95@ 9@ Ng; ¢ e
: FL = Fortification Level ~_ S N

2
w4 Mean deviation [%)] bet@én ipitial anal@’ls a@?jays@ea yS|s eéﬁlculaﬁbn of the

mean deviation as it appears m he table above, unfound s were (3ed. Therefore, minor

deviations may occ betw an ;atsat@show&abov% d v@en the Values given for
a <
@

the mean values i et b Ic auon 9
! & @ %,
X

Am O N

Assessment and cong@sion by a t: § Qt'& @ é& &\ <
The stud § S g % @
e study is acce@ N\ \@ 2 @
&

Plants extracts un:& be sta%le fo@our v\%(s N §@} &@
. Q @%@
AN

o\ N

Storagg@lhty in start@olut@ S S
N N

S NSRS S
@ O & .0 o o &

o
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Data Point: KCA 6.1/13 &°
Report Author: [ | &
Report Year: 2019 Y
Report Title: Determination of the standard stability for prothioconazole, J&U 6476- dest%@ @

fluopyram, fluopyram-benzamide, JAU 6476-alpha-hydrox¥*desthio, JA <
hydroxy-desthio, JAU 6476-4-hydroxy-desthio, JAU 64% 5-hydroxy- &h ﬂ&) %
6476-6-hydroxy-desthio, 1,2,4- tnazo@trlazole alam{e\’trlazole acetisacid an K@
triazole lactic acid X ey N @
Report No: P602176032 & (@% @ MEES
Document No: M-654837-01-1 R Q o

Guideline(s) followed in European Commission Gu %@é Document f\ﬁGen@ﬁtm Re rtmg Méthods, @

study: of Analysis inSupport of P Reglstran@ta Re ementsSor ex llgpart Ag,

Section 4) and Annex IEk(part A@ectlo of dg ctiv, @’/414§ANC%029/®
Guidance document o@res%&anal@fcal gﬁaods S CS/OO rev. 8. 1, >

European Commlssq§§1 Dlr®torate@enera ealth and Con er&otec@%l &- N
@

11-16 \ % @
US EPA Resjd@g ]%9 1stry "l@s é\z W\, ,§
Guideline @PP 134@§Res1 Anaé?cal Q
OECD (2807). GédancéQocumegt on @mdu@ly@ Me(%ods

Enviromeit NoZ2 and Series Westlg@s No

Deviations from current none @& ”\, @’ Q @@) @Q @Q

test guideline: < @7 & oQ K

Previous evaluation: 0, not v10$ 1 & Q@ 2 @
of Study was not R/M and the Ad@da N

GLP/Officially recognlsetd% Yes@duc%d und LP%@%lal@cognf%d tes&ﬁ}\g fac@és

testing facilities:
Acceptability/Reliabj(l@ Yes NENYAR X ~ S &

(@

D Y @
SN Q
& \ °\ @ & @
@ ®\ L RN v @
SO 9 e &
The stability”of fluopyram (AE\@65 ), ﬂ@pyra mlde @7@ C656948-benzamide), and other
compou@@i’n standard @§=Putlo as yzed over @stora er1 f 184 to 404 days. For sake of clarity

only the results comg Hu pyram and@uopyr%—be&amlde@re reported here.

Table 6.1.3- 3: @lht&n ste@rd&&luhoméﬁ’ & A
QX 4
@D CQ @ % Qo tigated storage .
active su“nce@ -analyte @ . O dat<6°C Id devation [%]
N @© \} (@\ @\ %%e od a [days]
K2 Q\}ﬂuop@%m &@ @ 205 3.9
flliopyram @\ @
N Qﬁuop;@n-ber@mide\ 205 43
deviation [%] = 1@& couﬁ% per@g/L)fr n /?cour@ per ug/L)aged X100)
Different sg § SO %ns W@e stored for 184 to 404 days at T< 6 °C until analysis. The
standards ere d analy by HPLC-MS/MS for fluopyram and fluopyram-benzamide
(transm@% m/@%lh for 90>170 for FLU-benzamide). The standards solutions were found
to be& le &b el Vestl@d storage period.
)

F@\e 2 1n ofthe standard stability, primary standard solutions at 500 mg/L in acetonitrile were
drtuted 4id secondary ndard solutlons in acetomtrlle/water (1/9) were generated. Internal standard was
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Since the internal standard is not part of the analysis of the standard stability in this study and the resulggf
the internal standards were not reported, information regarding the internal standard solutions is noi\ Ve @

in this report. S @

The secondary standard solutions were stored at < 6 °C for 184 to 404 days. fbr the detenn%anm@@
standard stability the aged secondary standards were compared to freshly pre%ared second@ sta;@rds

diluted from fresh primary standards. VCQ @} &\ \ @
AN
©Q @Q © %@ &@
y N S 8
Table 6.1.3- 4: Stability of fluopyram and ﬂuopyrar%@enzamlde @%tandard so@ﬁon Q c&
> Come & ((30 ou)
— oM D @ |R @ance%{ - @K
date of : © an GRS tion 6 unts
naits prepara-tion [:iI:nnyZ] Keak aré{co:;@ﬁ @t}g@ ég%ntg& ;&&\@ analyte f::pg;l
<< Qp \\22@ ®) (S} - &[HQ@ R
1161107 41141608 184 @
2017-06-26 Gha0e | (221500 @531\( 348 10,005 St15305
55 11416520 | 11400295} 1120041 g Sl |l J
fluopyram 1269884 | Wo0283s | bersan ] s IS¢ &
2018-01-17 & > 1@109@ 603 10080 | 119011
| @133m ] 12m9882 £T13553 | 7 O] L] N
N § d&iaone] & @° o O & 3.9
2 | 2Mass P 21@ 718482 N
2017-06-26 | 9 . @089@\ @L@ 47716 | 46294
o218 | @ivsezd 226805 R
fuspyain: 205 236044, [V 234430 e -
bepeammice 2o1e-o1$ S o 3\:@ TS | bo0s | 28 | 4ve9t | 48270
& 1y 2691 237235 P 223640 | @
IS S O O (Suation%] 5, & N 43
Counts per pég. = me n

(coun\g)fcc@:entr jon of the analytestug/L) @
dewatlon@s 100 - ((co @{Lfr‘as unts\ger pg/Ljaged XE§0) @%ﬁ

o AN
N, A N, O .
The standard solut weﬁﬁoun@o be stable f@%the lnvesti gated storage period.

S & o P Oy

C%

@

Assessment \Yian lignt: &> @,&
The stud \\ N D
y acceptable Q @ @@
Standar@lumns are und stab@fbr 205ays af@<6°C..
@Q & N @{,
S S S
%o LA SN
AN i § N Q §
CA 6.2 &@ &gab m@&nb@on and expression of residues

& @
& &P $ 9
CA @1 Q@ %etat@m, distribution and expression of residues in plants
S
S
Data @deress this point were presented in the dossier submitted for first inclusion in Annex and were
deemed acceptable following evaluation and peer review at EU level (2013).
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Additionally metabolism studies using [phenyl-UL-'*C]- and [2,6-pyridinyl-'*C]-labelled fluopyram @‘e S

conducted in seed treatment (wheat) and rice.

For details of data submitted previously please refer also to the Baseline dossier C

a summary of these previously submitted studies are included below.

@2 For comi@%ne@j

Data already evaluated during the first EU review process for lnclﬂs%bn on Ann@ L (1&§new@g)

studies) ) S t”\ﬁ\ S
& &9 e
& 9 2SS &
@ & ¥ NS

o . o R Q Q) Q" A

Metabolism in grape (foliar spray application) o &° & < @) @
NG RS g e
S &2 N o QB
Data Point: KCA62.101 N\ @& @ K © VN A L
Report Author: - S D AN A S @
Report Year: 2006 RN @ AN (®\ ‘N N S
Report Title: Metabolism @prhah&?UL 1@1AE®%) W) gra %aftu@l ay gfpticatio®d
Report No: MEF-06/08& ‘o o k@ S
Document No: M-28217701-1& @ @ Yy o SO NN
Guideline(s) followed in | US @Q()P TS 860.f900; Garadian@MRADACO &F; EUGT/414/EEC amended
study: by 86/68 /'E(& (@ S (OA@@ Ca % ;\\X
Deviations from current e Q U N fog ) N 7 G
test guideline: 12 @Q @ @ N 9
Previous evaluation: % | Vs LV luat@ and @pt @ %
5 revOl to }ad.3 of DAR B ugus&,() 2 ((&M renges 1@11@@%
GLP/Officially rccoqéﬁ//cd Qus u)@ctu@\ﬂu (f@/()ﬁ S ly l@u)gmsu@cstm(ﬁau ities
testing facilities: f§ . @ 2 @
Acccptability/&g@l@@\[")ilitm YLS G 2D & @ f\\@
© N © O« N >

O N é\@ S O @

Execut@ummary S @&’ @ @ @
2 .9 F S o
MR S

The metabolism @f [ph yl—U@]ﬂgﬁ%pyrar@’forn@lates a SC 500 (Suspension Concentrate), was
investigated i ingrape s folly in@@fee f@ﬁr spiay applications corresponding to a total application rate
of 500 g a.s¥Qa. Th&appligations® Were e rme(@at

100 g a.s.

the last lication.

harvest 1nterva@PHI)

were apphe

cu BBC

roh stages BBCH 17, 71 and 81. Approximately
%a s./ha for the second, and again 200 g a.s./ha for

first @atm 20
E@ @ @9@@

71) e anﬁ@sed as an intermediate sample on the same day of the
es were harvested at maturity of grape berries with a pre-

re ctlvely

<

Leaves of the sun@
second application r@m
0 P19 (@ys
”\\.,

The TRRSpf th @ible
cut leges a
rad Q activi

g ofdy mm(@ am
extra@ ere quantlﬁed by HPLC.

C(

at ha

1% of

es) Was 1.86 mg eq/kg and was considerably lower than those of summer
t (28.55 mg eq/kg and 48.06 mg eq/kg, respectively). The major amount of
the TRR) was effectively extracted with acetonitrile/water from all RACs
ts < 6.1% remaining in the solids (PES). Parent compound and metabolites in the
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@

&
A total of 98.2% (28.03 mg eq/kg) of the TRR was identified in summer cut leaves,gﬂ% (1.83 mégeq/kg(@@
of the TRR) in grapes, and 93.9% (45.10 mg eq/kg) in the leaves at harvest. S S

The unchanged fluopyram was the major compound (>90% TRR) detected i 1% 6@[1 matrices paﬂ{ m

parent, the residues consisted of fluopyram-benzamide (M25) and fluopyrams7-hydroxy i® gra@both@’@

<.1% TRR). In the leaves at harvest, the 7- and 8-hydroxy bolites, an@&he glucomde@%np&&te of tg%’
@

7-hydroxy were also detected (all <1% TRR). @
ydroxy ( ) & K %@ @ & &
s @, S Ve
The metabolic reactions involved: \ @ Q é % @K

@0
§ & o F oS
e Hydroxylation of the ethyl linking grqup of @mm %}’ or @ydro@f me bohte%

e Conjugation of the fluopyram-7-hydroxy wit glu&o Q> O
e Hydrolytic cleavage and a subsec@nt 0»@41&0@% t& opg@% n@drmgg @

RS ® IS
Q@ &S N §© Q@ & o
I %ater@s ant@’[eth o < N S

9

8
s
A. Materials o
1. Test Material: N
Chemical structure@ FO
N
€
@© y
* position of the
radiolabel
Comp;;@ Y & QDAE 5o @ @
TUPAC name . 9@ [©) -{2-[ 3-@10r0- -\bmﬂm@methyl)pyrldm 2-yl]ethyl}-2-

Q\ &\ D rifluGromethyl)benzimide
CAS name @}} % @ W Benggrhide, 12| ﬁ\ﬁioro -5-(trifluoromethyl)-2-
Q D @ | pytidinyljethyl]-2<#ifluoromethyl)-(9Cl)
CAS# O & O 7 [ ©8066354 @

Radiolabgl position & O Q Pher@\-UL—j;@
Spec@adloactlw ty © @© @ 3}@&5/ MBq@fg (104.2 pCi/mg)
Pugit 99% (MPLC)

u&y %@ @ N @ D> 9 %C)
Chemlcal Pur{u;y% v Q @A) (HPLC)

)
) g@@ N
2. Sml onh 2” §andy leam fr@ Germany), pH (CaCly) = 6.4, 60.0% sand, 28.2% silt and 11.8%
clay, k@k& orgﬂlc car on, c@ on exchange capacity (CEC) of 10 meq/100 g

& @ @ &
3%1%§@Grapevme (Vitis vinifera), variety: “Mueller Thurgau”
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S
& &

) . itions: S
1. Experimental conditions @ & @g

B. Study Design

The grapevine plant was grown in the vegetation area (building 6682) Bayer Cro@

Metabolism / Environmental Fate, Monheim, Germany, whigtyallows plan&@owth undem%a ural g@nhgl%@
and temperatures, with a glass roof that can automatically cl5§€ at the begi@ing of a rain Th‘&p ant
cultivated in a 35 L bucket with a surface area of 0.125 n&z filled with sg ndy loam séal. T ere &
sprayed with [phenyl-UL-!'*C]fluopyram formulated as %@C 500 (Sus@nswn conce te) affd the s§, 1
was performed using a graphic spray pistol. ©°

& QS @
The metabolism study simulated the envisaged uge patte@eand @ ba,s%%l on a@rz@applm@ 10n of

500 g a.s./ha as three sprayings. To compensatéJosses@uri pph 1onsg, o excess of ato*s was
applied. Three applications were performedé% gro stagd 17 19y BBC dB
application rates of approximately 100 g agtha, 0°®> ga %a a @%s /h spectlvely s reéﬁ
in a total application rate of about 504 g a&/ha after sub@actlolﬁo the ses inthe ripges. T e tlme erval
between the first and the second a;g&tlom%as &L day@d f}gwdays@étwe the ond @nd third

application. N N ©
Vo o 5 & @© SN
@@ N @’ S @ $ D 0 S
. Ny > @7 & @Q @ N
2. Sampling & & (c’@ Q
Summer cut: Directly aﬁ@é@drymg of @? of the second a@@icat éﬁ fowth stage fruit set
(BBCH 71), the grapevine plar@s p@ned a§ % ag ltural practicg. Th ves and stalks of this

summer prune were @to stitall p were euised @Ph liguid nltr% using an Ultra-Turrax
homogeniser. The § ete‘%homo§ﬁse ant n’@enaéﬁs u@d for e@ractl&g
< \ & N 9 e N @
o O Loy LY @S
Grapes: At ma@rﬁy@BCk&%de 8@and ‘RHI of@ whun@\es of grapes were cut from vines,
and the si grapes wege cut g@l th repr ntativali of the grapes was surface washed

and use@r extrac‘uor@@ @mm@’rapes W@m@@mhq&%’ét ca. -20°C.

@\ O o \ \
Leaves at harvest ne y af })es Q@? beerfRampled the leaves (at BBCH 89, PHI of 19 days)
were cut fromgfhe Q\ pres ativ@ iquofof thée leaves was cut into small pieces, and was

homogemse@llth ligid nity é ing ag ltrax % mogeniser and was used for extraction. The rest

of the leaves were stored @
@ O

@\ S
C. A}?alytical Pro‘éedur@ \® Q@& \©

The grape RA@s were extra%@ﬂ andzthe e&t@cts were analysed by reversed phase HPLC and TLC. The

1dent1ﬁcatl@%f parég’ﬁ co ung@%d mefabolites was based on co- -chromatography experiments.

% @

@} Q Q & W
@ © @

1. Exffaction);

I%@ eral, @&mpl@aof @%rape RACs were extracted 3 times with a mixture of acetonitrile/water (8/2, v/v)

a \ ltra Turrax.“Fhe extracts were separated from the solids by centrifugation. The radioactivity of
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the extracts was determined by volume measurement and LSC. The solids (PES) were air-dred, S

homogenised and weighed. Aliquots thereof were combusted and measured for radioactivity by LS(“& Q>
O D v

& O

Grape berries were additionally surface washed prior to homogenization. After gxtraction, due g high-sugar

content, a phase separation acetonitrile : water occurred. Hence, the phases {organic and &queoys sugar®
phase) were separated using a separation funnel resultmg@the combi acetomtrll@h l§&&and @’

combined water phases after all three extraction steps. Prior to HPLC an@/sm an ahq@@of t om@éd @
acetonitrile phases was concentrated using a rotary eva tor. & S N
Q © Q (O N
> © @

N
The '*C-radioactivity of liquid samples was d termln@ by 1d &mtlllat@n C(%ltm @%C)@smg
@

Quicksafe A containing 5% of water. The radloa@lv arnp &s Was asu coﬁabustft‘}ﬂ The
released *CO, was absorbed in an alkaline se%tlllat coc Q adlo @ayed

L%§
& N @} QD % @ §@
de@% $ rnat1® of the
ue |

The total radioactive residues (TRR)@@ theikAC@f gk@%s
radioactivity in the combined aceto@nle/w@r exfracts afid in the E s argyexpressed
as parent compound equivalent @ W@ght %he @@blﬂ@@xtrz@s Wi an ed B§w HPLC for
quantification of metabolites. @ D & @Q & @ “

Q& O K @ 8 9 ©
2. Identification and chaﬁcter%atlon © § @& Q° R < v

NS
Identification of m y\iltes ‘ewas g—c@amg@%hyé&smg@PLC 48d TLC methods. Each
metabolite was co- omatograp elt withwits ntlc@%t ren&2 confpound and/or radiolabelled

metabolites, Whlc@%er%@tam&d\m the“plant ‘sgudy a@ymg@ 1% -2 6-1‘@] fluopyram to beans.
Q K @ AN
S @ @ N ‘”\y § %
3. Storage @blllty @ % @ 6§ %

@
Rﬁ@é?were extr@%d ar@anal d within a@v de?@ aftéisampling. All samples were stored at
temperatures <-18IMWA fewdayswafter e@ctw& earliest metabolite profiles of the combined extracts
were obtained using a prelimin, PEC me é%the fifal profiling method for the use in all plant
metabolism stud1 ailgble. T@ extraéts wer