Page 1 of 463

Bayer CropScience

B

A
BAYER

E

R

Document Title

& $
B, A
@ Y r&.& \@ ©
0L 7S
@,m\ \@@ &

0@& and fee

Summary of the residues in or on treated products, f
Prothioconazole

¥-10-L210¥S-IN



B . Page 2 of 463
sayer) Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

OWNERSHIP STATEMENT @ ©©
> SE
@
S NP

N
This document, the data contained in it and copyright therein are OV%% by Bay @?} S@Q ©
s eg tropsaence,,
No part of the document or any information contain@uerein maybe disclosedé’go anNFird @§ @
party without the prior written authorisation of Baye CropScie. @ § )

> & 9§ &
The summaries and evaluations contained in this\document af@based-on %publ'@hed © @
proprietary data submitted for the purpose ofjtlte assessment undéttaken by t &regulatory @
authority. Other registration authorities shguld nq%)gran e@or ggﬁéw gis:{%tionggg the
basis of the summaries and evaluation of ubli@e(]léﬁopri (@ y ined in this

co
document unless they have received the %ata ohic e sugimari an&evaluﬁhn @ a,°
NN N
. S

either: X S
& @8 s &
. From Bayer CropScience; 0®Q (&K é\” Q\ f@;\’

. From other applicants onthe pé&viod ofdata ﬁrotegfon h@@xp@. S

7
@ o
@&@@@JJQ@@& ©©©©©K\
S @%@Q @)
S é§©@@x@j NN <)
\% @§® @Q%"w@@
v .o O ¥y .9 & )
F TS e & %
@<§°®§ NI
@Q\ &\ \\Q@@
©@’©&© o5 & o (@
2 W LAY Y e @&
& FEfos T
@9%@%& (S
QRS T LS
@ 9O g © o .0 @
QOO O N O D
¥ o K & e
=) % S @ %
& SRS &@@
= §@°@JQ@@
S @ﬂ&@\ O
@%
@K\%%é@@@f
% Q



B . Page 3 of 463
sayer) Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

Version history o & ©©
NS
Date Data points containing amendments or additions' and 9@®1©>ment identiﬁ@r a-@
brief description version n@lber ‘N
b
=) )
9 2 R & @
Q i Nl P
!'It is suggested that applicants adopt a similar approach towing revis}@% and Versiogiistory@j outlimpd in ¢
SANCO/10180/2013 Chapter 4 How to revise an Asses%nt Report Q & < g Q) &@
N L@ R \© % U
X N - T AN
& &) NN IS S RS
%o < o S <\ <
SRS S A
CRRNIIR NN RN SO S
ST & & vy o & o
S ARNRENN A I
Ve o > & 9 .9 &
o &N S @S & 9 «
R & &
e QO N O Q Q
S % %9 § @ IS v
v e O ¥ .0 & O
F TS e & %0
@ S o © @© @ @
S QO NTN N o 9 N
F D Ve oo 80 §@ <
& £ .0 O « SIS, @
(N S O
2 & % N 04 X
S & & TV
A& 2 O & O 8
SEN®) S
§ RN > & >
@ 9O g © o .0 @
QOO O N O D
¥ o K 2
A\ § .90
& L2 QYL
N AN L9
o LS IR S
N (g @\ R Q)
@" N >
s A &S R
& o &
& & T
Y <
{x’ O @ o



B . Page 4 of 463
sayer) Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed

Prothioconazole
Table of Contents .
CA6 RESIDUES IN OR ON TREATED PRODUCTS, FOOD AND FEED.............. \@ §§
CA 6.1 Storage stability of 1eSidUES.......ccvveiiiiiieiieiieieceecee e, 0 R @ 5
CA 6.2 Metabolism, distribution and expression of residues.............. @;@ .................. Kervenns :
CA6.2.1 PLANES ..ot Qoo @ 26
O T T o Qs G 392
CA6.23 Lactating ruminants.............ccceeeeveerenennns @@&@\\ ...... Q5
CA 624 PIgS.merernernsensiorsensessinsen N IS S—— L S
. — D R e TR
CA 6.3 Magnitude of residue trials in plant% ................... ROM o Egrrrenen s Q... @
CAG31  Whealo oo @ SRR S0~ I SN 2
CA 6.3.2 Barley......oooveueeeeeeeeeeeeeeeee e I '@}@ ..... &\ ....... ... @\ ..... e Mg 161
CA 633 Oilseed TaPe ... EN < - S A 248
! ; A O e A

CA 6.4 Feeding studies................. e QZ}\\%” ...... @Q ..... Qe AN é ...... ... 248
CA 6.4.1 POUIEY oo SR I N S W SR G5
CA64.2 Ruminants.................. @§ ....... e, @}@% ........ é ......... é\g ...... Ryeereer, ..254
CA 6.4.3 Plgs©Q ..... N S, G S 9255
CA 6.4.4 TS o= ST W A %}@@&@ ........ 255
CA 6.5 Effects of proces@g oy Gyevere Qpoenee § .............. @Q. ..... J S YT N 256
CA 6.5.1 Nature of the regjidue.%.,........ Q... @j@ ...... @D e S @© ..... T 256
CA6.5.2 Dlstrlbutlon.gﬁhe re?ldue\@bpeel and pulpr....., DG, (@) 257
CA6.53 Magnitud%) resjeues in oce@d corfitnoditie @ ..... 96@. ...... o S 257
CA 6.6 Residues 1t rotational ¢zops.. &...... &@%% ...... o Qﬁ\z ........................ 281
CA6.6.1 Metabglsm ipgvotatiogal craps ... 357, Q... Gaggeereeernenienes P RO 281
CA 6.6.2 Ma ifitide dBresigies in gotatio ﬁcro s§ ........ Qo N PR ———- 293
CA 6.7 sed{emdu ﬁnf’@ns an m r@ldue levels e 303
CA6.7.1 @@@p Eresidiio dofinftions ... s ... B SO </ 303
CA6.7.2 TO M Ls an&usnfr&lo%ﬁﬁthe cep§ty of'the levels proposed........... 306
CA6.73 Ls and justi &4 1‘%@ the levels proposed for

& 1mpo prod @(1 ........ Q- ereeesensesensesi e 307
CA 6.8, D Propo safl 1nte .............. Qe S AN s 307
CA6. ‘ﬁ Es‘uz 1onog e&)tentla@?ld act al expOsurgthrough diet and other sources....... 308
CA 6.10 R O 313
CA 6.10.1 cct oythe @due#vel ip lle&and b&@roducts .............................................. 313
Appendix 1 T@r 1 su@arl@ .............................................................................................. 314

N N @\ @
% ¥ o & o
2 SEN AR AR
@7 N Q @ D
Q AN N @& 9
h p v o @ &©
WOV A
& S @
% Q



B . Page S of 463
sayer) Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

CA6 RESIDUES IN OR ON TREATED PRODUCTS, FOOD AND FEED

A dossier on prothioconazole (CAS No. 178928-70-6) was submitted February 2002 by @yer@b
CropScience to the EU RMS United Kingdom for agricultural use as a fungicidg. Prothiocona@e wald’
included into Annex I of the Council Directive 91/414/EEC by the Commissiéirective 2 4%@3
published 4 April 2008, with an entry into force by 1 August 2008. 058 N

3 S & e
This Supplemental Dossier contains only detailed study s aries of additional smdiewhic}x%ere
part of the dossier during the first Annex I inclusion?@rgrothioco @zole and wer¥, tl@fore,ot @
evaluated during the first EU review of this compoung. The summan the rele®nt e@oin@rere Q
taken from the DAR from the first Annex I ingdmsion underEC 91/414 &dd its Addenda a@%
supplemented with additional information (additiopgbstudies, add%n IEpefer s, fuither comments).
In order to facilitate discrimination between Qe ditional apg origimal information, t]gg ..\.? al
information is written in black letters whereasigrey le€gpis desdribe, the o@ml idfmatisn. %>

All studies which have been already submitte@by %aer C@Sci@e fopthe firdbAnnex I incl%sion arg

content of the DAR from the first Annex@cluosi%&ﬁ’un ¢2EC 9114 an its@@ddend@and @j incl@%d

in the Baseline Dossier provided by Bayer’Cr ienge. . %y
roidediy BugrCimine” & 0 0 & o

@ N o %, S Q
Synonymous names for prothiocone at &er@cati@% in (his S emeqiary @j)ssier are
JAU 6476 and PTZ. § TS S O F OO

o © O § O 9 O

v S $ & 8)
CA 6.1 st ibility of sidhu S @l ©
. orage s 11ty 01 re es 7
oesbilol iy, 7

©
The storage stability ‘mf@ prq‘[hiocon@ole—@thiq&has Qe%n e%luapsgb\\ fo@le EU review of
prothioconazole in theDraft @CSSlﬁ@nt Rc@m, @%C&Q@j D arc%by th&@/IS UK CRD. Studies
demonstrate that thgg siduc@inst %@hioc@dzolgécsthio is stalde in dbep frozen wheat matrices
(grain, forage and raw@r greatet thag 540\days (&ort 2824@0). ~i&@def summary of the results
is presented in eyl & & @ &\ V §@ %
Sy & O O« & O & e
This storagg, stability study wa@furth% ext@ed u@§ 3 mont%(report MR-354/01) without any
indicatiiigor degradat@ of con@md. This s@plen’?@tary ta was not peer-reviewed during the
evaluation of the Ap%@( [T dossier, for pr?)co% ole, aYrOT(’i is gimmarised below under KCA 6.1/01.
NOREEEN ~ &y 5
The storage stabity fi ro@ona@le-de%&hio ] als@xamined in canola (seed, pod and straw),
spinach (lea@, su eet dy,{gﬁ)f Witﬁ\oo‘g c6llar), t8iato (fruit) and pea (pea dried) for 24 months
(report MR-07/282). heatere n@peer@vie during the evaluation of the Annex II dossier
for prothjgconazole, th%efore they arg,Sum %sgd\s{hereafter under KCA 6.1/02.
D
For éﬂprothiocon&%e—d@%nio—@roeta}é@lites storage stability up to 24 months was tested in 5
matrices (oilseed rape, o@ge @t, p atd , soybean and tomato fruit). This data was not presented
in the Annex gossi%r%fog hio@azol@nd is therefore summarised under KCA 6.1/03.
A

§%©©%©@
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Table 6.1- 1: Summary of storage stability of prothioconazole-desthio in plant
Compound Plant matrix Stability Storage conditions Referen(l@ @
_ Wheat forage Already @uluate@?
Protlg(g:gll;zzolc- Wheat grain At least for 18 S @@ KC/‘@%O/()
TAU(4%( Jesthi months (540 days) -0 Q .Q.@()Old)
(JAU6476-desthio) Wheat straw Rep 0.)&@}—282@)
Prothioconazole- Wheat forage At least for N ‘”\a\ N S @
) - @ < 6.1/ G
desthio Wheat grain months (1088%o S@QOC @ 135 | ©&
(JAUG476-desthio) | Wheat sraw 1128 é) & 8& £ U©®2 N
Canola seed 23 S N
N L @ R \© 9 @
Canola pod . A I I RS <
SN SO S S
Canola straw Q @ S & g
Prothioconazole- Spinach (leaves) %A v ] &? Q IS K@%
desthio Susar beet (bodw |7 Aluast fordd I3, gﬁsoc O |uo :
. ugar beet (bodyd| | \nont@ 4 S S S 258955-02-1
(JAU6476-desthio) S . N &
Sugar beet @?f qix é\a < S W é
with root golfar) |gp"  °x 7, \@7 @@ @@ §y %@)
Tomaty 2 2 &) § ) Q (OJERN
1 - @ N @ $ @ 63
Flel«@gga, d‘rqé%’ ~ o4 & @»Q S (é&
Prothioconazole-a- Ovi\}éeed%%pe <) N Q AN 7 .9
. S @ KL N <)
hydroxy-desthio, T, L%range\izruit 9 § & s Ry < N
Prothioconazole-3- | — S @ @Q RS o)
hydroxy-desthio, & PP@ tubép > o é RN
Prothioconazole- Soybsai U At ‘™ f0§4 (? JUREEN KCA 6.1/03
. < S Q @ - <-18°C
hydroxy-desth S R monti) % § @ M-405410-01-1
Prothioconazqfg=5- & \\ é\ S @ X
hydroxy-desthip, an§> T@mato fiit G > § r\g
Prothioconazole-Gpy |« L9 o Q @
hydrox§zdesthio 9 ﬁ\% & v a (%\/
o X ISR
A .9 @@y)@ RN
Lo N
The new studies t@\v)vere%ot e ate&%r th@U r&ew of%rothioconazole are summarised below.
9 > S
Q : SEEN
@ Q Q (g
Report: QO O - : 2693; M-081351-02-1
Title: % stgb@@t of t&idues of JAU 6476 and JAU 6476-desthio during
@ . Cfroze tb@o\?ﬁces
Report No.: N MR:3 &7
Doctiment No.: %y 135 f02-1 @ N
Gu%‘eline(s): Co@il Directive &14/EEC amended by the Commission Directive 96/68/EC
@"° UsS Regidde C istry Test Guideline OPPTS 860.1380: Storage Stability Data
Guideline deyiation(s)Y)” nog8pecified
GLP/GEP:S > @
SO S S
< O

)

Az

As gz\é’nt p@io !
§ gfm
as me&@ only stora

follow@ summaries.

oléis not to be regarded as the residue of concern (relevant to MRLs and risk
g§stability results conducted with prothioconazole-desthio are presented in the
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Material and methods .

& 5
A deep-freezer storage stability study was conducted with prothioconazole-desthio in/on Whﬁrage@
grain and straw) for 36 months. Individual aliquots of homogenised sample matgials were fo d
prothioconazole-desthio at 0.50 to 1.5 mg/kg for forage, 0.10 to 0.15 mg/kg for grain, and 0%0
mg/kg for straw samples. The fortified samples were stored in a freezer at%lnus 18 °C (@%elo r U
to ca. 36 months. Control samples that had not been fortl@d were stor nder the sg\@e coﬁd,mon@

allow procedural recovery determination from freshly faftified sampis Q’ Samples @rse%&er
nominal storage periods of 0, 30, 60, 90, 120, 180, 36& 540, 720 a&@l 080 days. é\g §) q&
@ @

Three stored fortified samples (except for the da@ samples where ﬁv@sampl@h @Jeen @pike @%th
prothioconazole-desthio), one stored control s ple a@ﬁtwo@red @%trok@lpl@%shk&%mf ith
prothioconazole-desthio at the same level as the stor@d for@%d s&@plesbﬁre ang yseifor e@ matrix
at each of the investigated storage perlods;% @ \ Q % Q> @7 @§
~ 6 @
& N D
Residues of prothioconazole-desthio re a&%lysed%@écoml%ng t IQetho ﬁy H@C-M@MS in
erf:

the multiple-reaction-monitoring méde (J@M) s?@lg an, ec&&%r%@@ fter@@xtractlon,
filtration and dilution (please refefo Se@tlon 4% 1) S @Q @ \

@ .~ ® X < @ S
The analytical method Wass%hdat\ priQr to analys1s§by ingéa set o twoSrecoveries with
prothioconazole-desthio at the 11@ @n‘ut@%n (0@1 mg/kg f@@ra%@nd 0.5 mg/kg for green

material and straw, respe&twel% 9 S @} ©©% o . §
Findings % © @Kﬁ@ @ §© \”;\ é & §\
8 @ & ) § @© @ & @

A
The analytical é%tho%\vas Vé%hdat% pI‘lO ana@ysm bﬁu a s&?)f recoveries at the limit of
quantitation (@)1 rr@@tg f&a@ram 905 rf%g/kg f@;?fora §i§) @ addition, during analysis of the
stored sam@es concurrent rec&ﬁ ies % e d@rmm@’ at @@50 to@ﬁ mg/kg for forage, 0.10 to 0.15
mg/kg \gram and @ to 75 n@g for strawQsamples. B(@» validation and concurrent recovery
experiments show @ 0.1- 2 e Nr OHQQeP% b@ spiking two control samples with

prothioconazole-@no at%ac rag&perlod@, Q
& o &

For method at1 @reco@rles v@re e@orme@at theﬁpectlve LOQ of 0.01 mg/kg for grain, 0.05
mg/kg for forage an%)str \ In ma%@s t éﬁeco rates for prothioconazole-desthio were in the
range ot@o 108% (s%gle Ves) legding4Q meanwalues ranging from 72% to 99%.

For concurrent rec 1es, ol\ampl% ere%@ﬁ’uﬁed at 0.50 to 1.5 mg/kg for forage, 0.10 to 0.15
mg/Kg-for grain, atid,0.50400.7.5 @g/k r st@ The recovery rates for prothioconazole-desthio were
in the range of 67 to 1(@4 (si@gle 1ues) {@dmg to mean values ranging from 76% to 100%. This
demonstrates @ acc rac 1§ e aﬁ@ytlca@etermmatlon

Table 6.1- 3 mount’of p \'@ hioconazole-desthio recovered in the stored samples after the
various s@sage n@erva]@ he @‘Ues presented in these tables were neither corrected for the concurrent
recoveties at t@@fesp%‘;lve %@'\rals nor for the recoveries at day 0, since the mean concurrent recoveries

are wathiin a@ge oE70% Aad 110%.
S

This steftage stability study revealed that residues of prothioconazole-desthio were stable in a deep-
freezer Tor a period of 36 months, in/on wheat (forage, grain and straw). Mean recovery rates for JAU
6476-desthio were between 86 and 117% (normalised to day 0).
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Table 6.1-2: Method Validation Data

Mean of recovery rates from Mean of recovery rates fro@
. two freshly fortified samples two freshly fortified sample
Sample Storage interval (%) (%) S
material (days) Levels Method Validati Levels @g Concurrent
(mg/kg) cthod Vahdation (mg/k Recoxerles§©
0 0.05 87 0.
34 0.05 (%50 \@;3 a\@
57 0.05 @ @50 &Y BN @
97 0.05 3 Q0.50 I S
100 0.05 N 93 D050 | & Q6 $
- @ SRS ©
Wheat F 121 0.05 A7 89 Q H50 4 ¢ 100 ©
saLTorage 169 005 |oP 94 50 Y S e, @
393 0.05 L2 @IS L5y | ) L8 N
576 005 & @@ 89%© <’ SR 7
763 0.05 %, %% @ 95 [0 & 88
1022 0, GRS N s o] 93 o
1126 Qgg%s > S0 o . L,sﬁ© & B S
0 D01, > 9 g Q" o 5 O
23 oo™ | & "séé\ > | 8o 49 Ly
53 S A I LR do S e
2 N g0 &4 D9 S P 0%9 OEY)
122 @ [ =001 O & 8@ g o bO 08
Wheat Grai 1975 ™ .00 9 @ .10 O’ 84
cat Grain 327 & (%9 S e S 180152 o w7
%% Qo1 & o e 048 |7 86
1 e 001§ 6@ 1 o | O § 76
@%975@@ L7001 | & 86 Q| 0I5 83
& Q S S g |QoasS 92
g . O 20201 Q 7§§> @@g o\\5 ® 90
d NS 0.05x, 9 < 0:50 90
S @© ¥y O oqgg@ O S| S0 89
v st | 005 9 S8 O @050 89
9 296 05 O o1y @ 0.50 91
QO 120 § 0.05 S § o | 050 93
whéatstraw | - @ 167 0w 1O ‘< 0.50 93
D 3% & L5 o &8s ) 0.75 91
@Q 75 @ % 0.05. 9 85y 0.75 81
Q762 g@’ 0.@ ©© 0.75 96
| & %§ : 6 0.7 89
1 A &5 D ﬁ© 88 0.75 90
*only on@unent recovery QQ @ "@Lg Q\%
T ¥ &
S ¥ & Q
8 & @ S
@ N @ Q
S % %,
@ @ ® ©@
& & ¢ &
& N) % S
S SIS
S
€ &
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Table 6.1-3: Stora:

e stability of prothioconazole-desthio in/on various wheat matrices for up to 36 months

. Storage interval Residue level in stored samples Q1S
Sample material (days) Mean* (mg/kg) RSD (%) %ofdaggr S
0 1.6 8.4 10
34 1.7 9.8 @6 %” QQ
57 1.7 22 @ 10 N
97 1.6 27% &9 DR 2
100 17 e e &
121 17 g @& & @
Wheat Forage 169 16 Q 6 @ . é
393 1.3 &©3.2 qr Q93 (§
576 1 Q 42 & o 99 &@
763 & « @ R|°O & o
1022 8 . o N1La p L NIBSS
1126 5199 Y 7sn S 7Y
0 Yoy O ooy O & .
23 ﬁ 2 (@] R a3 o | © @
53 LSS S S 101 &
92 @l (02 N 906 of & 1008
A RN &
Wi . 197 & | "e23. YN 7 @Q S ;%
eat Grain 350 Q c > ) o A 5
b 602 P o 0.%@) los
5350 N @ o Q 329 of « 97
Sl 0200 S| @ 199 Q" 86
975 & O g2 @ s Q0.0 N 97
87 2 0.2k L w1290 93
- 1;>§ _ S S or- & o«
N '~ | © RN 100
@p@ 2 G2 0S4 Y6 S 101
S S w209 o & 4y%§@ 101
O A% [ AT R V1 @& a3 100
ol O (O S S 114
D & 8 © 02 5.
Wheat Straw’ | & 67 ¢ o\@z.()@@ SRS 103
L9 « 3927 & O 1970 g @ 22 08
QO (O & & O 2 93
AN 9 g SR 25 101
SR ITES SR RN TSN £ s 101
Y 11 O LT 190 33 99
:*I\f/le:;l ft{roor; @‘ ﬁii?ﬁ?pl@exci@g day SN her @e sas have been spiked)
\ ~ >
AN SN %’Q & @
Conclu@ .9 QQ @ @ o\%
< S & 9
Thlwy\\t’orage stab11® st @strat@that thioconazole-desthio is stable under deep frozen
storage for up t@% mont n v%@t m@ces (forage, grain and straw).
%
@ Q S & <
NN
< & QD ©
$ & e s
&< &£



Page 10 of 463

B
Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed

Prothioconazole

Report: KCA 6.1/02|E; 2007; M-258955-02-1

Title: Storage stability of prothioconazole-desthio in/on canola, spinach, sugar beet, gf

tomato, and pea during freezer storage for 24 months o <

Report No.: MR-07/282 S (©) ©

Document No.: M-258955-02-1 IS &@ ©)

Guideline(s): not specified (o8 O\Q

Guideline deviation(s): not specified % o L o

GLP/GEP: yes % S P

R v Y &
> >y R O &
Material and methods < R o S A &
& R O @

N
A deep-freezer storage stability study was conductedayith p&ioc@zol&@és‘c i \n/omwc\émolﬁﬁed,
pod, straw), spinach (leaves), sugar beet (bm@ lea&@ith r@ coll@, to@o (fré@ir), and fieldea (field
pea dried). Individual aliquots of the homa%enise@’san;g@m tels ere foified with 0. mg/l@&of
prothioconazole-desthio which corresp -~' tg%h% 50-Jeld lilg%of %@%ﬁt 9‘1 of, re@@ue ar@tical
. S o
method. The fortified samples were 3 ed fn a freggzer at gbout mynus @QC orBelo r up {9 ca. 24
months. Control samples that had @@oee@rﬁf itmothi%@na@—des@o wefe storedunder the
same conditions to allow procedu@ recgyery @termi@tion fréshly é‘fﬁed@mpl&g
Samples were analysed after @inﬂ\&orage@riod@%f 0&@ , 6@@, and24 m@hs. %
% AN @ ©

- . St e i ST L9 % . .

ree stored fortified sampjes (exTept fodthe 0 samples where fiQe sariples been spiked with
prothioconazole-desthio)None %red co%rol ple@ﬁd t %red%éntr@@am@reshly fortified with
prothioconazole-desthie at t@am%@vel as@le stQeed fosgitied @npl% weresanalysed for each matrix
at each of the inv ated stora, perQ@. In @diti@@%’the @mlytic method was validated prior to
analysis by runnig’a set©f twisecoveries atthe li%ﬁ@of q@tita@n (O@ng/kg).
Residues of éﬁioc zole-&esth wera@’etex@med ccordigg’ to ritethod 00647/E001 by HPLC-
MS/MS in th ul&@e—rm\g@on—mnitor&g mdde (MRM) uging an@lectrospray interface (ESI) after
extraction, @ltration, an%diluti%l@(Fo tails®\n met@d 0@H47/E@1, see Section 2 Point 5.3.1).

S| & & L& e
Results and discu%gn &\ %o § N . g\
S SN @
The analytical m@@thoc@s 1dat rio&yt%’ analysis nning a set of recoveries at the limit of
quantitationl nyg@gghddiﬂ@n, dl{@g a@@sis of the stored samples concurrent recoveries were
determined, at 0.50 mg/kg>Bothcyalid a onc@nt recovery experiments shown in Table 6.1-4
were pe@ned by spiking tv@on‘[r@ san@les w@fﬂprothioconazole-desthio at each storage period.
S N N
In t@é’case of recovery er@@ﬁts @@meﬂ@d validation, recoveries at the respective LOQ were
performed at 001 mg/kg. Th@@eco‘@y rates for prothioconazole-desthio were in the range of 84 to
111%. For coﬁgurre%ﬁeco'es,@trol s@nples were fortified at 0.50 mg/kg. The recovery rates for
prothiocon@e—d\%ﬁhlo @"f gg the @%e of 84 to 107%. This demonstrates the accuracy of the
analytica@eteratiox@ N
Q & S

Tab @\.91—5 @© ises theamount of prothioconazole-desthio recovered in the stored samples after the
Va@(ous s@ge intervalsSThe values presented in these tables were neither corrected for the concurrent
recov at the respective intervals nor for the recoveries at day 0, since the mean concurrent recoveries
are in general within a range of 70% and 110%.
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This storage stability study revealed that residues of prothioconazole-desthio were stable for a deep-
freezer period of 24 months, in/on canola (seed, pod, straw), spinach (leaves), sugar beet (bod@eaf ©©
with root collar), tomato (fruit), and field pea (field pea dried). Mean recovery rates for prothioc%azole@ﬁ

desthio were between 94 and 107% (normalised to day 0). 6§ &@ @@
Sy
%% \©o@y\a@
Q @@%&
& Q) % L O
@ & & VN O &
S) Q@&&@&
& <~ @ R 9O o @
RN I NS
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RN o > § o O N
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AN @%@Q é
" & &)
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v O & .9 o O @
Q OO O N & D
&7 R 2
3 S g 2
& AR - N
Q\%\&OQ
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Table 6.1-4: Method Validation Data (Fortification levels: 0.01 mg/kg for method validation and

0.50 mg/kg for concurrent recoveries) @f @
Mean of recovery rates from two freshly N <
Sample material Storage interval fortified samples (%) > @@ @&
(days) Method Validation | (2nCWTentes < ©®
0 % 90 2 S S
“ NI S
Canola (Seed) 32 éé & %6 @@ § v\g@ &@
336 92¢> &© 89 & R <§ K®
735 90 Q g{) . @ & @) &@
0 o7 @
64 v B N T A b&@ &
128 - Sog S
S TRy
Canola (Pod) 174 Q Fng g}ﬁ > @)} ] & % .
336 %o@\@xQ nm o |9 & &
735 @§ \1025 D 6%9° S S o $
0 ¢ S 9&: N 9 N S)
s K> & T s e Sleo
Canola (St 128 & TN NS 0 &7 Y%
anola (Straw) 174 R e & 99 O @) &©98©© @@ N
B L T o @ 89 o «
cE SN RS ot @ﬁ L g 1O
0 00 @ 05 2
2 64 @> §@ - & L1 b
e @ § g N
Spinach (Leaves) é\g @ %@) S) RN é% tog \Q
L 36 S @ SluS 4 Yo
éni % 19@ I Y
9 0 N S
©© @6 @®3 & G N S § 96
L9 & P %,
Sugar Beet w27 & N @ w. 98
(body w1737 o) O og @ @ 97
S e s s
. 7 {Q° 2 'Sy 96
S ) 3
T o S 2
¢ % @, N R @ @
Sugar Beet (legf ©Q 1957 <) ©\ @ 95
with root c&@@s (@) 3 RS °\©38 > 101
83360 %§ £ 1045, 101
T e E 0
N 101
% S ¢ > @ \@9 102
AN Y Sy g § - 99
@ @)
Tomato (fruit) 1&3@ @ N 103 106
& A R o 100
L Y G 105 99
@& i3 @© 0.5y N 106 95
& a8 : :
. 7 - 92
le@{%‘ea (@) @Q .73 94 94
& 9 < 336 102 100
<
O 734 97 90
)
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Table 6.1-5: Storage stability of prothioconazole-desthio in/on various crops for up to 24 months

(Fortification levels: 0.50 mg/kg) <@° S
) Residue level in stored samples <§ §
S ! terial Storage interval S (/Q»
ample materia days) @U @ @
(day Mean* (mg/kg) RSD (%) g %of\\dayOOQ
N
0 0.433 5.4 100> 2
64 0447 2%7%% D 1@3%@ QY
128 0.454 5
Canola Seed 174 0.425 ¥ ©Q@7 & 8 é\a@ o
336 0.45 & 2.9 & ngs@@ 8
735 04 Y 9
0 4%3 N L C@%@% ~ \@{\ €0 @
64 w050 g 03 T B N0 N
Canola Pod 128 SO N 10% o
o | Q Q N
336 = 0408 < R E S §
735 & \o.@ g8 06 & o 99()@
0 0. N 2 10
o OF %" ol N 2 § § & o
128 & T st S Q4 O S Wl
Canola Straw 174 Q 4 9. :g\© @g &©1.1©©> @@ S 95
360 ] © 0493 O Q 0sY ] & o7
35 O s pass S D g O 96
0 Sy @515 0 NEENEE 100
\@64 © Y §0.49& of 1.@ i 97
S 1 o | © 0 LO| o« 167 O 97
pinach Leaves é\g w, 09 ° ) @W N 97
EREEN @7 Wsny & 1S 100
o OB o.4§§ 9 & 052 94
0 & 047 x4 100
¥ @@6 @ O %}487 Qb ©§ o3 102
Sugar Beet ™27 ¢, KN\ S 488 s, 0.6 102
(body %, 1 0489 @ U 17 103
W e FASEASE | B
"3 s N 0477, S 0.8 100
0 N 0474 3.0 100
4 S 62 s < o @b 28 102
Sugar Beet (wigh @Q T o S &8 @ 5.1 101
root collaf) | © &%3 S 20469 2.7 99
O36y N 0488 1.6 103
& 7 | g6 1.9 98
) °\% 0 506 1.0 100
%, "N 63 > @ (20496 1.4 98
St Fruit @ 2% Y oos 1.2 103
omato Frut 173" £ 0.505 2.8 100
SOl 6 0513 1.6 101
L £ S 0.487 1.9 9%
o . & 0447 33 o5
. 7 0.457 3.5 97
F‘%@ea’@;@%’ § °§r\’173 0.451 2.1 96
&7 & 336 0.505 1.6 107
/9 734 0.465 1.8 98

* Mean from three analysed samples (except at day 0 where five samples have been spiked)
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Conclusion

The results of the study demonstrate the stability of prothioconazole-desthio residues upon dee@roze
storage for up to 24 months in/on canola (seed, pod, straw), spinach (leaves), @r beet (bod@ e

with root collar), tomato (fruit), and field pea (field pea dried). @ Q\Q
3 S & o
& SN
© &\ NS
Report: KCA 6.1/03 ] 201 1; St205410-01 Q 2

Title: Storage stability of prothlocona@le -a-hydroxy- a@@hlo prothlcgc\\g%azo -hydfxy-, ©

desthio, prothioconazole- ﬁxy -desthio, thloconazole@hydrox de@), an@

prothioconazole-6-hydroxy hio in/on toma frlﬁ@ pota@ be1©%oy ean, orar%Q
fruit and oil seed rape for onths @\

Report No.: MR-08/024 RN Y 7, 6
Document No.: M-405410-01-1 S & & @ C ¢§ S
Guideline(s): not specified % QZ}\\/ @ Q @ é @7 & °
Guideline deviation(s): not specified 2, N N 6 % § @
GLP/GEP: yes @} \\ @} & & S é’ Ro §
Q Ty o &g °
Material and method @ @@\6 > ©@ S’ @Q\%
aterial and methods
&@ g @ @® S ©© N

S & >
Report MR-08/024 describesvthe tablht@ re&dues the me abe&@s prethioconazole-a-hydroxy-
desthio, prothloconazole-@jhyery e%@ thloconazole 4- h@xy@sthl%%rothloconazole 5-
hydroxy-desthio, and pr\thm&églazo -6-h d@ hio fo 1ﬁed cdhtrol ples of plant origin
(tomato fruit, potato e fruit 011 eed rap@ dur g freezer storage for 24 months.
The samples were 1ﬁe Wlth @tontaﬁ?ﬁng e a@lytes a alevel of 0.10 mg/kg each (each
expressed as par eq i ent S @@
The samples @ ambe lass @tle é‘?— I °C o§elow%d were analysed at nominal
intervals of 0, t@ 36% 540 an 7gf@ays@ Q %@
@ @’

S5g ah@s of the h gen d cor@i rnagenal&ere t$ ghe@mto the bottles. These samples were
fortified, resultmg Vel °0f 0 g/k al}xﬁ»atrlca&s Aft%%fortlﬁcatlon the solvent was allowed to
evaporate for ab @1 -30 mlgéng agddition @reate@ san@les of each sample material were prepared
for control and recob 1rne @’ S b@eq tottles were closed and deep-frozen until
analysis. San@ es Were an ed i"mt e 24 hourg{o lo‘%mg their extraction.

SRS @ @S@ @
Residue the hydrézy m@boht@ of @mthlcéﬁ’nazole -desthio were determined by LC/MS/MS
accordlng to method@% 00 leas@sefer {3Bection 4.2. 1).

SN GS

\ > N
Q) Q
Findings @° @ N
RSN
N o . : .
The analyt@ Vq{lﬁdateor to analysis by running a set of recoveries for method

V&lld&th@In a@mn Quringanalysis of the stored samples concurrent recoveries were determined.
At ea@to 1nta§§al th@> samples for the determination of the method performance (concurrent
rec?ﬁes m@@d v %datlon) were extracted and analysed concurrently with the control sample
an@t e spked stored sa§les.

In the €opitrol samples (at each sampling event at least one control sample per matrix was analysed), the
residues of each analyte were always below 30% of the LOQ.
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Overall recoveries for method validation as well as overall concurrent recoveries were within tlle

acceptable range of 70-110%. Overall RSDs were below 20%. @ ©©
;@\ (g

Recoveries for Method Validation:
To demonstrate the accuracy of prothioconazole-a-hydroxy-desthio, pr@oconazole %hy r@y—
desthio, prothioconazole-4-hydroxy-desthio, prothioconazole-5-hydroxy- d%thlo and pr 10%1@12 ole(@
6-hydroxy-desthio determination during this study, a set Gfjtwo recove&%xpenment&%vere or

for each plant matrix at the nominal storage intervals of\0, 30 (exce mato and séybeand) 180&%0
540 and 720 days. For this purpose, control samples wre freshly fortefied with a s~ tur@ nta@g a‘&@
analytes at 0.01 mg/kg each (expressed as prothloc% zole-desthiéquiyalents nd t n analfsed. "&@

obtained recovery data for method validation ar@sented in lee 6.@0 to Table &@10 ©
N 9 SRS &@J N
Procedural (or “Concurrent”) Recoveries: O @ N & @

During analysis of the samples concurre&’%recm@’y exl@rlmef@ W § perf@sned (D) spl@ co@?ol
samples with a mixture containing all &&alyte%\Con‘&grrent @COV% we@ co cted in eacliyplant
matrix at the nominal storage interva Q) 303@0 9@ (exce oran&ﬁe@an §ato) 0, 3@ 540@nd 720
days. On day 0 (zero time analyses)@@npl@%\/ere a%lys% ur n@he stor san@es Since
these samples are recovery sampls, it_was n nec ary é; clu@ conéh t&ov@%s For this
purpose, stored control sampleg,werereshlycfortifi ed witlya re c@tam@ allggnalytes at 0.10
mg/kg each (expressed as pr@iﬁoconholeﬁ@sthlo equlval%nts) @e freshly f d sainples were then
extracted and analysed c%qcurr@ly the@&)ntro@énd splke@m les”of these actual storage
intervals. The obtained c&ncur%lt reco%ry are@xesen@fm Table % to@ble 6.1-10.

@)
Table 6.1-11 to e 6. 1@5 §n rﬂﬁes tl@ am t o@ each @othlo%onazole—hydroxy desthio
samples

metabolite recov in @% st &f\er th@@rlo Eptoragl int s. The values presented in
these tables weé%ot @wecte&&for the conggixrent Il%gcov riey¥ at tisrespective intervals.
After a deep- feveze ra&g@enod@f 24%0nths§hea cov§ rategsfor all compounds analysed and
in all plant ggatrices ran%ﬁd bet\&@h 71 %d 10@6 No@gra@tlon d@fmg the deep-freezer storage could
be observed. @ &
It is concluded that %UCSQ%YO&IOCOI@QIC e@ydroxy des&mo prothioconazole-3-hydroxy-desthio,
prothioconazole- %irox%des pgothw@hazo@ -hydroxy-desthio, and prothioconazole-6-
hydroxy- desthlo@@re s fo lea@%z4 m%nths @gder deSp-freezer storage conditions in samples of
plant origin e mb@ed (@ange{gﬁt @to tuber, tom@t’o fruit and soybean).
Y ¥o 8L

Conclus & S @ R

& NN &@ J
The_Tesults of the?sﬁdy @ons@éw ; sta@ty of residues of prothioconazole-a-hydroxy-desthio,
prothloconazole 3- hydro@if desthio, > gro 1%@[132016 -4-hydroxy-desthio, prothioconazole-5-hydroxy-
desthio, and p@ iocqnazol —hydi@(y deSthio upon deep frozen storage at — 18 °C for up to 24 months
in all tested@trlc&& or1g1n (r%@ml seed, orange fruit, potato tuber, tomato fruit and soybean).

@ @ @
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Table 6.1- 6: Method performance for prothioconazole-o-hydroxy-desthio

St Method Validation C0ncurrer§° S
orage Interval .
Date of Sample [days] [7o] Recoveri g §
, X FL 0.01 mg/kg* FL 0.10 *
Extraction Material ) . i Single Q)
nominal actual Single Values Mﬁn Values& M
2009-01-16 0 0 9% 97 N9 | — § 2
2009-01-06 30 35 (@ 91 96,94 | 80N [ =&Y
2009-02-02 60 62 T — @ | — |& @x @ | @
2009-03-09 Rape Oil 90 T | - S| = %00 9 | doo |
2009-06-09 seed 180 106 Q&m 1000 94 Q97 @© 9% g
2009-11-30 360 3 89 S 95 % @% 81 | B4
2010-09-06 sa0 | Deas | 10y a0¥ 08 N0+ (03 | <4
2011-01-05 720 766" | s 4.%1 Dot oo [0l
Overall and RSD [%] N %;9 98 07 0V @ s& 78
0
2005-0107 Tl SRS A N S
-01- 807 N S R Sl LI
2009-02-03 Qo W} 8T N o & ] 898793 O ot
2009-03-11 NSRS N o8 $ & 5| -
2009-06-10 | OrangeFruit 4 1807 | Sig 108 § @7 [N04.,95 | 100
2009-12-01 @ S8 o 3@ g? Aol @@ 99©©J 99 100 | 100
2010-09-08 N ELS G 4 98 @ng@ 999 | 106> 108 | 107
2011-01-06 > 20" | 764 gp| 838 = % .96 96 | 96
OverallandRSD [%], @ © o~ &7 9 <Pl © L9865
2008-12-08 QY 00 & @ @\95‘& 97 9%y - | -
2009-01-08 | & B k30 SN IS I I
2009-02-06 @ < é V60 | & 0 - o193 96 | 95
2000-03-11 £ Fito 5[ 90 is@ 98 589 Q@ 04 | e |
2009-06-23 & ¥uber & 180 197 > 0L 96| 93 | 97 93| 95
2009-12- @@ %© O 360, 1 ©7359a7| 98> 1@l | 100 | 97 93| 95
2010-167 9 0 &y 668 |J05 597 100 | 97 101 | 99
2011:81-06 & | Lo 59 ~O108S, 110 | 109 | 105 103 | 104
Ovefaland RSD [%] .. N 99~ 6.5 97 4.0
2008-12-09 §* SRR X ES oéx 114 | 116 | - | -
2009-01-13 b @ 30 w35 (S SR — |91 94| 93
2009-02-09,, ©Q @© & 605 SRR S— — [ 110 95 | 103
2009-03563 @Om@mi\ T A — | 106 104 | 105
2009-06-24 4’ 19 94 99 97 | 99 98 | 99
2000203 | & QQ D360 | - 399 83 98 91 | 92 100 | 96
N
2010:10-07 | S L 540, | Q667 96 98 97 | 92 103 | 98
Joo01-10 | & LG 75 762 108 106 | 107 | 104 104 | 104
OverallandRSD [%] ¢ © _ =~ © 101 10.0 99 6.0
2008-12-1Q A SENES) 0 105 98 102 | -~ ] -
200901@ N § ) 33 — | 99 98 | 99
2009-02°09 v ©© S 8o 61 — | 9 96 | 95
20-13§» ot O 90 93 | |97 98| 98
200906257 | POV 180 197 101 9 99 | 101 101 | 101
QY R
9-12%9 | v S 360 364 105 119 | 112 | 120 117 | 119
Gorgaor 540 666 87 99 93 | 95 100 | 98
20€1501-10 720 761 92 101 97 | 92 91 | 9
Overall and RSD [%] 100 8.6 100 8.5

* FL: Fortification level expressed as prothioconazole-desthio equivalents
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Table 6.1- 7: Method performance for prothioconazole-3-hydroxy-desthio

Concurren®’

Storage Interval Method Validation [%] Recoveries %] S
Date of Sample [days] FL 0.01 mg/kg* «
Extraction Material S FL O'IOJ@/kg
. . Single Y %
nominal | actual Single Values Me&}ﬁ Values& . Medan
2009-01-16 0 0 99 102 401 — @;Q — &
2009-01-06 30 35 By 96 |94 BTN 5@
2009-02-02 60 62 - - & - &3 d
2009-03-09 | Rape Ol 90 97 - @Q %@bz 0 101 §
2009-06-09 seed 180 189 | @ 98 95 @92 Q%@} 9%}
2009-11-30 360 363 5% 95 92 @S@Q 94@ 80 &
2010-09-06 s40 | 63U 101 597 o A0S [ |« Ts
2011-01-05 720 | G S @% 85 "~ 82 v 84
Overall and RSD [%] Y 1% o7 1w &Y O . 96\ | .
2008-12-03 0 =) 0 N 7{@ ) A 7@@ ~ & @
2009-01-07 30 4 35| o &6 S BTl T R
2009-02-03 60Q@ Cii@ S O St & 90 95Q 93
2009-03-11 . © 98 . N 9 L 9
2009-06-10 | Orange Fruit o [C1s § S92 @@? «f 100 *&9@89 99
2009-12-01 o, 3602 QB 5D 998 | o 9 95(&\93 94
2010-09-08 540y | (644 D101 < 1@% ., 101 9 109 111 | 110
2011-01-06 No@o 0716l Ty S 7% |90 91 91
OverallandRSD [%], @ © 7 §U 90 112 s 4,97 17
2008-12-08 N é% 0, | & §@101 o %990 N
2009-01-08 O b, Ny & & | 9 100 | 100
2009-02-06 o | P g 0] S —~ 97 99 98
2009-03-11 | S'Potaf®” |’ 90 v | 95 Os@s é@ 9@& Q94
2009-06-23 )?  Taber 18Q 97 96 § o 96 97 93 95
2009-12-02> @J@ %© £ 359¢ '{@ S @ 99 96 95 96
2010-1047 N %@540% 6 w5 g 104> | 110 | 112 116 | 114
2011£3-06 Y 1 12697 759 leoa s o 95 103 99 | 101
Ovefall and RSD %9 . > 99" . 63 101 6.8
2008-12-09 | O° LT[ &0 . @ﬂ éﬁ 96 96
2009-01-13 @Q AN @ 3087 3 Qb 92 98 95
2009-02-09) ©Q VLB |56 @@ S 111 98 | 105
2009-03-18)"  FomatgQ | 90 IO S 108 105 | 107
2009-06:24 Frui @180@ 1é? @5 99 97 99 98 99
2009@ 3 & <§ 3660 | {359 o[ 84 92 88 | 103 102 | 103
2010-10-07 | S 540 667°%" 100 105 103 | 106 115 | 111
2010-01-10 | = & . G0 &F 760 | 95 93 94 | 101 100 | 101
OverallandRSD [%] ¢ © _ ~ M 96 5.8 103 5.9
2008-12-10¢ ' A € Qo 86 75 81
2009-01§ N § 0 @ 33 102 103 | 103
2009-02:09 | & ©© & 60 Ql e 98 97 98
200%@-13 @z?» Sovboanc D 0 93 9 97 97
20090-06-2655 § 180 197 | 102 100 101 98 101 | 100
9-1 TS 360 364 | 106 115 111 | 110 110 | 110
010.10%07 540 666 96 108 102 | 108 113 | 111
20@§?—10 720 761 81 84 83 90 90 90
Overall and RSD [%] 95 13.8 101 7.1

* FL: Fortification level expressed as prothioconazole-desthio equivalents
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Table 6.1- 8: Method performance for prothioconazole-4-hydroxy-desthio

Concurref®’

Storage Interval Method Validation [%] Recoveries %] S
Date of Sample [days] FL 0.01 mg/kg* 1701
. ; FL 0.10@yg/kg

Extraction Material \ T @

nominal | actual Single Values M@ Smgl& n

Values
2009-01-16 0 0 94 95 1395 — Q" - & -
2009-01-06 30 35 & 93 > 91 i N
2009-02-02 60 62 | o= — @ - |8 §%2 @1
2009-03-09 . 90 97 @Q — @00 D700 L2100 Q)
Rape Oil seed 4 Q o d
2009-06-09 180 189 @ 94 @é@o 97 Of 927 98! 9§§}
2009-11-30 360 88 4 @@f 8@ 76 | 98
2010-09-06 540 4 90 Q} 102 6 ] 102 %@@8 «@@f”oo
2011-01-05 720 w764 @ 82 & e 82 &P 85 82 b 84
Overall and RSD [%] P Y ) a7 Y O 89 108, | .
2008-12-03 0 00 | B N4 . 4 -
‘”\ﬁ N N > % §4 @f g@
2009-01-07 R A S N S P
2009-02-03 @'7’ > 61w ] -2 %.@.- Y 8 890 87
20090311 | o | O90 & 0sS | B3 JOBS ) ey | -
2009-06-10 £ § 180 189 NP S ©@6 @®99 \‘”\96 98
2009-12-01 @ 2363 o 96@® @g 797,00 90 V93 | 92
2010-09-08 Q7| 540 6440 1000 @98 % 106> @ 106 | 105
2011-01-06 Nk 72007 4 |73 S oy g |89 93 91
OverallandRSD [%], @ © 7 §\J J 89 . 1Y o «l74 72
2008-12-08 S 0§ 029 B w91 P %y | - | -
2009-01-08 ‘”\ﬂ ¢§ wf%o 3@@ S QNS 95 97 96
N @ & AN

S
2009-02-06 PNETS A ER S y— S| o4 93| o4
2009-03-11 § S P 95..F b (D o
@ O%Q uber

2009-06-23 ¢ o |8
2009-12-02] § . 360 | 359 93§ % | 9% |91 93| »
2010-1047 9P s Sees b o9, B8 99 | 96 100 | 98
20114306 & Lo 759 | 1@ 05 106 | 102 101 | 102
Ovefaland RSD [%] .. > L, O ] Yo7 o Tsa 9% 3.7
2008-12-09 §\ N S S0 93 97 96 | - - [ -
2009-01-13 |&” & @ 307 v 735 1@6 — |90 93| 9
2009-02-09 ) R @© SLUNS & | & — | 104 93 | 99
2009-03- 1D T%m@it A T — | 106 102 | 104
2009-06:24 © S 397 @ 9 97 95 | 99 98 | 99
2009@ 3 2 Q7 %o & gy w2 92 87 | 90 96 | 93
2010-10-07 | Q) 5404, 667 88 100 94 | 89 98 | 94
2010-01-10 | 5 S O 7287 | 62 106 102 104 | 99 97 | 98
Overalland RSD [%] © . © > 95 7.3 97 54
2008-12—10&@ & <o Qo 89 78 84
2009-01-§ o "~ 309 33 — | 98 97 | o8
2009-02:09 | & S & 0 61 — |91 94 | 93
200946813 RS 90 93 — |94 94| o4
2009,06-26 @y \29@ 180 197 | 102 95 99 | 95 97 | 96
1 TS 360 364 | 106 107 107 | 113 115 | 114
010-10:07 540 666 91 96 94 | 96 99 | 98
201¢P1-10 720 761 89 94 92 | 89 88 | 89
Overall and RSD [%] 95 9.3 97 8.1

* FL: Fortification level expressed as prothioconazole-desthio equivalents
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Table 6.1- 9: Method performance for prothioconazole-5-hydroxy-desthio

\,/

Storage Interval Method Validation [%] Concurrent Rec@erlesé

Date of Sample % [Y6]
Extracti Material [days] FL 0.01 mg/kg FL 0.10 @{g

xtraction ateria

nominal | actual Single Values Mean@ Smgle Vak@e% n
2009-01-16 0 0 99 98 999 &~ -
2009-01-06 30 35 87 92 | ¥ 80 @ § &
2009-02-02 60 62 -£9) N
2009-03-09 | |90 97 N Q@ @) @oo Y00 «
2009-06-09 | oPe L See 180 189 | < 89 100°] 96 § 9©
2009-11-30 360 363 {2 89 90 O 7 ’@ NG
2010-09-06 540 643’ 91 (9 gf 959 @02 @102
2011-01-05 720 764 83 W | 8 | asd v 83 0 84
Overall and RSD [%] a @?9%) 7 «g;g }*@m% @@ 89& 1%5
2008-12-03 0 0 7 1 D4 - P
2009-01-07 30 @ 3«5\@ Ny & 57 é 9.
2009-02-03 0y | -8 | &7 o |~ Q86 =, 98) 89
2000-03-11 | (i | 2R SIS S 0es e 091 4 g O -
2009-06-10 s 80 g 1ses] st %7 S 88 o | s
2009-12-01 oo ¢, | 363 | 92 ®® 980 7 2790 | 94
2010-09-08 @ 546.° | ©i4 @@100@ S D104 107 | 106
2011-01-06 g 7% 764 73S @ g 71 8" 89 | 89
Overall and RSD [%)] D & o | 119 - 2| o4 7.6
2008-12-08 o 09 & 95 o b g@? N
2009-01-08 W & m |03 O s |- D 97 97 | 97
V| 36 S © >

2009-02-06 N 60 g 6 G — O] & 93 95 | 94
2009-03-11 ﬁto Sher o/ 90 § 95" (M7 @@ %P | H
2009-06-23 | \@ 7 1807 | W97 T 95y @ 1100 97 93 | 95
2009-12-02.O ©© o | @0 073590 92 g v 95 94 93 | 94
201010075 @ =T | 540 6% | Q06 O 9%@ 102 96 101 | 99
2011-016% 7200 | G 8@ 9 | 9 99 97 | o8
Overaftand RSD [%f ¢\§ Q RS <, 5.0 96 2.6
20081209 | o N a 0 Y 0N RS 97
2000-01-13 | 97 & o 3087 @5 |© = 8 92 | 91
2009-02-09 | @ § @ |62 o e - 106 95 | 101
2009-03-13@) . OF LG © 40| @ 104 103 | 104
2009-06-2% | P IS0 187 | B4 97 | 96 99 98 | 99
2009-12393 \@ 3607 |, 39 D 84 97 91 100 99 | 100
20104%9-07 o\@ Q| 540 @66@ 91 98 95 90 100 | 95
2010-01-10 | & 720 g 762 100 100 100 97 93 95
Oxerall and RSD [%] o> S QL 95 52 98 5.3
2008-12-10 ¢ f @ |80 92 82 87
2009-01-1 Q° § ﬁo Q33 97 98 | 98
2009-02 O S 60©@ 61 93 9 | 95
2009-p3+13 S Soyblan 90 93 94 94 | 94
2009996-25. %y ©© 180 197 101 94 98 100 100 | 100
200912 SHIE 360 364 108 107 108 106 110 | 108
@0-1@@9 T D 540 666 86 93 90 96 99 | 98

0114110 720 761 89 90 90 85 87 | 86
Overall and RSD [%] 94 9.1 97 6.7

* FL: Fortification level expressed as prothioconazole-desthio equivalents
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Table 6.1- 10: Method performance for prothioconazole-6-hydroxy-desthio

Concurrefd’ >

.
Storage Interval Method Validation [%] Re coven& ARS

Date of Sample [days] FL 0.01 mg/kg*
Extraction Matell?ial . . & FS{Jng 10@p/kg* @
nominal | actual Single Values M@ﬁ Values n
2009-01-16 0 0 84 88 %86 & ---< &
2009-01-06 30 35 & 84 81 @y
2009-02-02 60 62 N - @& - @7 |©
2009-03-09 90 97 R @102 D101 %mzé
Rape Oil seed AN O
2009-06-09 P 180 189 @& 86 & 87 Of 2R 9 9 9@}
Q o
2009-11-30 360 3 83 30 P 8 @zs
2010-09-06 540 64%) 87 @ 85 6 2 %@@8 90
2011-01-05 720 Wed 19° 0 S %@0 @@ 74 75 % 75
Overall and RSD [%] S 83 \)@*’.5 T @ e 1 i
SN 0
2009-01.07 mel SIS & 5 €S
-01- & 0&5 @} ---& é N Qv 77% - 77
2009-02-03 @ % 61 S ;\9 8> 870 86
20090311 | it | <D0 b o5 & 39 oS § & o | -
2009-06-10 180 89 B 9B ©@5 @%0 \”\992 91
2009-12-01 a 3 34 82@® @3 @88@© 8 85 86
2010-09-08 1 "s40 644 U a3 @92 ¢ 93 @ 101 | 100
2011-01-06 oo 16 | g2 S ] . & L7576 | 76

OverallandRSD [%], @2 © 7 § N i
2008-12-08 QY S0 & 168" 108 TS 108y | ——
N ST - N .

v | A0 @

8
2009-01-08 Q 37| (- | 98 98 | 98
2000:02:06 | & & 60 60 Q@ T TR
2000-03-11 | S @ube & 9B |95 - ¥ 929 e 1B |~ |
2009-06-23 ¢ ﬁ@% W80y 1974 ] L9 L 95 97 93 | 95
2009-12.085 N Se0 | 359° ©§oo 10@ 100 | 95 99 | 97
2010-1047 %’ 540 8 [ 99, 4? 94 87 99 93
20114306 &y o 759 9 A\ 94 94 92 9 | 9
Ovefalland RSD [%] .. >, O] Y7 7.1 95 3.9
-12- X N © - -
ol S S A S A R
2009-02-09 D ﬁ & s ~ — [105 93 | 99
2009-03- 1@@ S 0@% N 90 S %& S — | 103 102 | 103
2009-0 S 1&@ ag97 @ 93 98 96 9 98 | 99
2009@ o Q| 0 B39 76 88 82 9% 101 | 99
2010 < N ) 660 | 94 89 92 8 93 | 90
g@%o-m-lo W LT ne?| @ 89 87 88 87 85 | 86
OverallandRSD [%] ¢ © _ ~ M 91 7.9 95 15
2008-12-10¢ N <0 R o 91 81 86
2009-01 @ \% 3%@ @| 33 98 97 | 98
20090209 | & O 6 61 89 92 | 91
200966813 @lfea SRS 93 95 95 | 95
2009-06-26) @y < 180 197 100 94 97 | 103 103 | 103
1 o 360 364 100 107 104 | 105 106 | 106
010-10:07 < 540 666 80 87 84 8 91 | 90
201@1-10 720 761 80 74 77 82 84 | 83
Overall and RSD [%)] 89 12.1 95 8.0

* FL: Fortification level expressed as prothioconazole-desthio equivalents
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Table 6.1- 11: Storage stability of prothioconazole-a-hydroxy-desthio in/on various matrices for up to 24

©

months é@ @@
Date of Storage Interval Stored Samples o
Extraction ﬁzﬁfil:l [%lays] FL 0.10 mg/Il)(g* S I\EI(;?]H @@R;OZD CJ'@
nominal actual Single Values [%] & ff\\@

2009-01-16 0 0 91 96 98 8 98| 9 -3.0
2009-01-06 30 35 88 9l 95\ | @§ @Q.s 2)
2009-02-02 60 62 8 88 99¥ - I 730
2009-03-09 | Rape Oil 90 97 W02 100 o4 gy 2® | @
2009-06-09 seed 180 189 g 97 97Q%97 - g ©@.o S
2009-11-30 360 363 %@ 89 78. ---&@- 83 ¢,767¢
2010-09-06 540 643 @71 102 _ 9 D (5 99 o 28>
2011-01-05 720 7647 92 @ 95,90 gw- | 027 | 97
Overall N 2 Y A % | 6.6
2008-12-03 0 0 % @ G T8 83783 582 g 3.4 ¢
2009-01-07 30 ﬁ 35\@’ N3 o 88 802 S [T 94 ;e
2009-02-03 60 o 6% o 9l T 92 T ey | 93 3.4
2009-03-11 |  Orange 904" | 98 & $ 107 16} & @@02 O 0.6
2009-06-10 | Fruit | o 189 4 (001 . o7 fST1019] 25
2009-12-01 Q0 ) 363 |y 94 &Y 930798 & of 93v | 28
2010-09-08 @540+  @s 99@9 10@---@@ w99 1.5
2011-01-06 S 0 w64 Y b8 @3 @3 P |OU00 | 77
Overall N &S .2 ¢ 95 8.2
2008-12-08 N 0 9 § TS 8@91@9 90 1.8
2009-01-08 5 4\% 30, | O3 f O w94 977 Q| 96 2.2
2009-02-06 &g g 08 w95 ©O03 f93 > | o4 1.2
2009-03-11 @otau& S U 05 @©99 @ 102 7995~ | 100 1.7
2009-06-23 b@T & &\180% \\97 : 9@ 8 o0n - | 94 5.4
2009-12-02.Q Qb o 3 ©359: 5| 79 8 B0 - —| 79 1.3
2010-10-0 > | 5 668 | 92 © 94 @98 - | 95 3.2
2011-01%06 D0 B |0 995, 987 95 - | 97 | 21
Overald O X & INSEIRNEE 93 6.8
2008>12-09 c\\‘” ‘T w0 § O ‘&67 096 92 86 89| 92 5.0
2009-01-13 § S K30 e &y o9 91 100 - - | 94 52
2009-02-09 & 605y | . 62 o @ 97 96 - | 96 0.6
2009-03-13g T@%to F W 0o @3 103 101 — — | 102 1.1
2009-06-29 QFruif@@ ~J80 Q18 [B1or 101 98 o) 100 | 17
2009-12403 §360 Ab 659 %@ 94 92 89 - | 92 2.7
201%@-07 2 Q 5402 | Qe67-] 102 101 99— — | 101 1.5
2011:01-10 | 20 47609 93 95 100 - - | 96 3.8
Oyerall NN S 96 4.9
2008-12-10 ] « oY oog | 0 91 93 74 67 74| 80 14.4
20090112 8= § V'3 101 95 99 - | 98 3.1
2009-02@ O 0 ©@ 61 90 96 95 - | 94 3.4
2009-0%:13 | 1@? S 90 93 98 102 103 - - | 101 2.6
2009566-25, Soy n©3 180 197 99 101 100 - - | 100 | 1.0
2@9-1 @ w360 364 114 109 99 - | 107 7.1
@10-1 T D 540 666 98 99 95 - | 97 2.1
011410 720 761 74 8 88 - | 82 8.7
Ovekall 94 12.0

* FL: Fortification level expressed as prothioconazole-desthio equivalents; RSD: relative standard deviation
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Table 6.1- 12: Storage stability of prothioconazole-3-hydroxy-desthio in/on various matrices for up to 24

©

months & @
Date of Sample Storage Interval Stored Sample: Mean O%D c)>§
Extraction Material [days] FL 0.10 mg/kg S [%] @%
nominal | actual Single Values [%] &S & ff@
2009-01-16 0 0 96 98 100 99099 % 4.5
2009-01-06 30 35 90 92 93 % D A2
2009-02-02 60 62 N 85@&
2009-03-09 . 90 97 1 102 — | ©T02 .
2009-06-09 | RapeOlseed |y 189 o ?7 94 § % Sy & o
2009-11-30 360 36%@ 82 73@ 76 - §© 77 @©6.0 @
2010-09-06 540 @ 104 103 1047 - Q- o2 el 205
2011-01-05 720 83 °<¢9 -@J — N\ 80w,
Overall A o2 & 9 10.0
2008-12-03 0 N % @@ %ﬁ 69%75 %@’7 N & 3.é}°
2009-01-07 3 . | o
2009-02-03 o |61 @ %ﬁ) N --Qv 9%, §§2
2009-03-11 . é% “«> 9 1% 101¢ 3% Q@ Oo.6
2009-06-10 | OrangeFruit Oy og§ £§§ O | LT00. G 35
2009-12-01 Q 3% 6363 ) 81 @8 ©@ @ 84| 3.1
2010-09-08 @| 840 @ 644 10@%02@105 & @Q @%3 1.5
2011-01-06 SO 20| 76 1h7 9y -~ —=| O 7.9
Overall N O o @ N EY 12.7
;ggg-(lj-gg N N & §0 & | e 92 %89 w:ﬁ@ Wy 91 1.8
-01- W O 630§ RO 9w 101 - &) 99 3.6
20000206 | & @ & 60, | &0 96 6 g§ - |96 1.0
2009-03-11 e D I s 799 @102 100 G | 100 1.5
2009-06-23 S °<® ubz\ ¥ 1o 107 940y 966 | 97 3.7
2009-12-0 S &360 © 3% |79 80 - | 79 0.7
2010-10- 3‘5 @,@ %© 540 | 68 <§03 4 @ - | 106 3.6
2011-04506 4 57759 O 925, 92 588 - | 91 2.5
Overald @Q § S NS 94 8.1
i O YR ] A
D (SN -
2009-02-09 & <\ a0 L 6 189 100 101 - - | 100 0.6
2009-03-1, at t G0 o <§ @2 101 101 - --| 101 0.6
2009-06% | Y S 197 101 100 99 - - | 100 1.0
2009-13:03 § Rz 35%?@ 8 84 80 - -——-| 83 3.7
o007 | .2 Q7| B0 & e 116 116 12— | 15 | 20
2011-01-10 [ 7208 .92 |93 91 100 -~ | 95 5.0
Oyerall NN - S 95 12.2
2008-12-10 T @0 & o 77 77 64 59 65| 68 11.9
2009-01-& & § §3o RI 33 103 97 100 — —| 100 3.0
2009-0 @ 61 96 105 100 - - | 100 4.5
20-13 Iy sggea& 90 93 [ 96 108 101 - - | 102 5.9
2009:06-25\ ©® 180 197 | 102 101 101 -- -—-| 101 0.6
ﬁe@lz@ @ % 360 364 | 109 108 115 - - | 111 3.4
Q@mo- (GRS 540 666 | 109 112 106 -- - | 109 2.8
201401- 10 720 761 | 73 81 87 - | 80 8.7
Ovekall 94 17.0

* FL: Fortification level expressed as prothioconazole-desthio equivalents; RSD: relative standard deviation
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Table 6.1-13: Storage stability of prothioconazole-4-hydroxy-desthio in/on various matrices for up to 24

©

months é@ @
Date of Sample Storaﬁiea;rsnferval E?Be?OS;I;E;: Mean | <RSD C)Vo}@
s : ° o 4o,
Extraction Material nominal | actual Single Values [%]@V %l & & A}@
2009-01-16 0 0 94 95 95 95095 95 95
2009-01-06 30 35 | 84 86 86 <\ - 86" @§4 2
2009-02-02 60 62 | @ 84 90 —| B 6.5
2009-03-09 . 90 97 %93 93 - | O 1P |2
2009-06-09 | Repe Otlseed | gy 189 < | 84 86 X @ se> o
2009-11-30 360 3630 | 85 81@ 80 - §© 8% S2 ¢f
2010-09-06 540 97 96" 97 — Q- 95 o 2.8
2011-01-05 720 64 | 85 QY0 T gy D 84u.| KB
Overall N2 Y O o S 8% 6.7
2008-12-03 0 & ¥ 6471 H SO @b 4
2009-01-07 3@ o 3 69 % --©©--- 91 @ §@
2009-02-03 LS 61 g 89791 $94 -l 9L '8
2009-03-11 . «[> 9 4 96, 95 e O11
2000-06-10 | O] Opgo s | gy g9z Y S 0 @ 48
2009-12-01 Sy 39 o308 &y 2 & O NI
2010-09-08 @ 840 @ 6445 9@y 96@ 99 & @CQD %7 1.8
2011-01-06 L 20| 76 5 8® 11, - -= | Q03 14.1
Overall N &S .2, 89 13.4
2008-12- N 1 4 2.
008-12-08 NN G &0 S| B8 “81 86 8dy 8 6
2009-01-08 W S 60 g WO nr 95 - & % 23
20000206 | & @ | &T60g, §o o1 81 g | 90 1.3
2009-03-11 @ G DI 95y 93, @95 94 oo | A 1.1
2009-06-23 (P °<® ubz\ 50 Sb 19 47 84g) 87 | 88 5.8
2009-12-020°| O o &360 @ @9 81 § P — 80 4.0
2010-10-69 @J@ - 540N | @68 401 D1 @6 - | 93 3.1
2011-0606 K 759 O 905, 913586 - | 89 3.0
Overald o X NI 88 5.9
2008-12-09 c\\‘” NN 0©© 0 | 84 8379 76 76 80 4.8
2009-01-13  § S 307 35l 9 89 98 - | 92 53
2009-02-09 & <\ @ 50 6 97 96 - | 96 0.6
2009-03-1, Q%to Qit © 90 O 95 96 -~ | 96 1.0
2000-06:5% | © 6& > G197 3 93 90 91— | 9l 1.7
2009-13:03 § Kz 35%@ 94 96 92 - | 94 2.1
201@’0-07 o\@ Q7| %0 & 67 [100 101 98 — | 100 1.5
2011:01-10 | <© 7208 L2 |92 88 98 - | 93 5.4
Oyerall §” ~ Q X 92 7.7
2008-12-10,,, ™ 0 0 78 78 65 59 63| 69 12.9
& @V
2000-01-12," | A §3o RI 33 100 95 99 — —| o8 2.7
2009-0 @ 61 | 91 97 95 - | 94 3.2
20096313 o O &4 09 93 | 90 100 96 - | 95 53
206-2§@ S@’be%@ 180 197 | 93 96 93 - | 94 1.8
-12 @ RS 360 364 | 117 114 111 - | 114 2.6
Q@mo-@j7 S 540 666 | 85 91 82 - | 86 53
201491-10 720 761 | 71 82 8 — —| 79 9.3
Ovekall 89 16.4

* FL: Fortification level expressed as prothioconazole-desthio equivalents; RSD: relative standard deviation
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Table 6.1-14: Storage stability of prothioconazole-5-hydroxy-desthio in/on various matrices for up to 24

©

months <@ S
Date of Sample Storaﬁlea?;;erval E‘?Be;lﬂsf::;l/pklge: Mean SD C)Vo}@
. . b o 40
Extraction Material nominal | actual Single Values [%] @V %l @ A}L@
2009-01-16 0 0 [ 93 95 98 970095 %6 [ 29
2009-01-06 30 35 |83 87 84 & | 89 @?5 2
2009-02-02 60 62 | 8y 85 98 (% — | 89 N 8.4
2009-03-09 | o 90 97 | 189" 101 'C‘Q@ — - (g NS
2009-06-09 P 180 189 |97 95 @9 - x| 9@3 (§ Q
2009-11-30 360 363 %9 8 80 @76 e §© 81° |c,6.2 @
2010-09-06 540 437 101 98 96 D Q| 598 o 2.6
2011-01-05 720 4 | 86 8 76 gy ) 84.] &Y
Overall N2 Y SR 8.8
2008-12-03 0 0%, 6%59 68Q@ 65 72 10 | $69 o) 38
2009-01-07 30%% 35 | & % &S| ! §g@
2009-02-03 N6 90 o S - 7
A o O %, Q
2009-03-11 . 98,4 102 101,03 e @ 1.0
2009-06-10 | OnEeFmit | Ofgo S 159 | 1ag 1079 99> - S |02 & 25
2009-12-01 Q 3%) 363 200 X ---@§ 92| 23
2010-09-08 @ |. @ (oL @ 01 & D] w9 2.0
2011-01-06 & | w20 764 7] 101N 84 @89 ¢y - = 1 9.6
Overall N &S 2 4 90 13.4
2008-12-08 N @ |0 48 86 W84 ¥ 88y 86 22
2009-01-08 “ @ 30 @ 3KY O3 97 = & | 95 3.0
2009-02-06 | & T v 60g, § 9 907 9 S | 93 1.1
2009-03-11 @i,ot W Tu & o 5 2 W4 102 | 103 1.1
2009-06-23 (5 0 b@ T80 N 197071035998 @0l & — | 101 25
2009-12- S o &360 @ 3@} 36 8§ /AR - 86 1.2
20101007 |5« sa0S | 668 |97 @ 9 - | 95 32
2011-0606 2 B |S759 [092 5,96 @1 - | 93 2.8
Overgl o XX & ISR 93 6.7
2008-12-09 o\\g o } 0@@ Q\J/ 85 % 82 78 79 81 3.5
2009-01-13 S8 a0 335 S92 99 - | 94 5.0
2009-02-09 & <\ @ BP0 . 02 96©©97 97 - | 97 0.6
2009-03-13 (@Qma @?uit" G 90 O] 9| 1@ 103 103 -~ - | 103 0.6
2009-06:2% g@ < 1@ 97 |04 101 100 - - | 102 2.0
2009-£2-03 § 360 |9359, Po2 89 91— | 9l 1.7
201650-07 o\@ Q| Ba0 & 6677 100 102 97— | 100 2.5
2011-01-10 | A 7268763 [ 90 83 95 . | 89 6.7
Overall NSNS 94 8.6
2008-12-10 | @0 0 [ 81 79 64 58 65| 69 14.5
2009-01-12 " | & ° :@ 30 R 33 100 95 99 o | o8 2.7
2009-0 %? 61 | 91 95 96 - | 94 2.8
2009:83-13 & @©be S 93 | 98 104 102 - - | 101 3.0
200906257 Y Q@ 180 | 197 | 100 101 101 - - | 101 0.6
069-12-09- @ RS 360 364 | 111 105 108 - - | 108 2.8
¢32010-107 O 540 666 | 97 99 93 - | 96 3.2
2014501-10 720 761 | 70 81 86 - -~ | 79 10.4
Ovekall 92 15.6

* FL: Fortification level expressed as prothioconazole-desthio equivalents; RSD: relative standard deviation
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Table 6.1-15: Storage stability of prothioconazole-6-hydroxy-desthio for up to 24 months

Date of Sample Interval [days] Stored Samples FL 0.10 mg/kg* Mean ] @
Extraction Material | nominal | actual Single Values [%] [%] Yo N
2009-01-16 0 0 82 86 88 89 87 86 3.1 v
2009-01-06 30 35 73 77 70 - 73&@ 4
2009-02-02 60 62 73 72 92 - |79 7| 143
2009-03-09 | Rape Oil 90 97 88 91 91 &y - @ 19 ¢
2009-06-09 seed 180 189 87 @6 93 Ru aem o 89 . @40&
2009-11-30 360 363 79 =08 74 @ e N /- W
2010-09-06 540 643 94 92 85Q - @ 2 ©&
2011-01-05 720 764 708 80 - I O E
Overall Q N 82 410,99
2008-12-03 0 0 |86 91 86 @ 95N 9&@ N, | 4B
2009-01-07 30 35 83 . 89 7%7\ & | .8 60
2009-02-03 60 61 & %ﬁ @J& a7 | 88 |"s9
2009-03-11 | Orange 90 %89 @Z}% @@ Q@6 S @@’ § 97 ;lzé
2009-06-10 Fruit 180 8 99 94 -S> P9
2009-12-01 360 <363 LS 8 840 gy O | s S
2010-09-08 540 Deags] 980 .95 wx gt | Q96 724
2011-01-06 720 Y 764 é! 8 81 O & @84, | 10.1
Overall N NN >y Y SF 97| 15
2008-12-08 0 |0 & 1(&@ 1097 105 106 @@5 07 1.9
2009-01-08 @0 , % 31 Y %" @ Q. O |5 97 0.7
2009-02-06 Se0 | s B OB o~ TP |18
2009-03-11 |  Potato 9 §>5 o 98 @101 > 1008 <2 e| 100 | 15
2009-06-23 Tuber\@ 1 5197 103 o MO S AT | 99 4.6
2009-12-02 60 | 35 ) 95 B § 88 6.6
2010-10-07 é\a § 5407 66 ©§7 89 ©93 &, N - | 90 3.4
2011-01-06 | @ 720 | %59 180 92, 86O S 89 3.4
Overall NERNEENEES QL o & @ 96 7.6
2008-12-09 1G7 o | S0 o 1}@ IR §@1 « V85 88 | 90 3.9
2009-01-1%3 IS 5 300 2,89 & 88 96 | 9 4.8
2000-02-09°| @ 2 .2 94 96O %% ] 95 | 12
2009-03%3 | Tomatg, &%8 S oo OF 1007 109 ® - | 100 0.6
200@24 F@ §180 § 197 6’!} Q% 95 | 9 45
2009342-03 . o 360 @@9 L7 90 °x, 92 e = | 93 3.9
2010-1007 | Y & s&’ 067 S 96& 95> g9 e = |93 4.1
2011-01-10 @Q o 1629 3 5 84 81 6.1
Overall & TR 8 g NS 93 6.9
2008-12- < N 88 82 70 59 70 | 74 15.4
2009-01 i;@ @© Q\ 33 @@9 9@? 94 96 | 96 2.6
2003@9 % 0 G 6 .89 92 93 | 91 23
2009903-13 | oo 0 Q90 : Q97 102 100 | 100 2.5
2009-06-25 agbe A\ 7 4 Y98 101 101 | 100 1.7
2009-12-09 | ¥ § °36 Q364©§ 111 108 108 | 109 1.6
2010-10-07 45 « &@%40 @ 666 90 91 86 89 3.0
2011-01-;(5 R &@ 72&@ 78 67 77 8l — | 75 9.6
Overall @ 90 14.8

* FL: Fortifigation | expre&ded as ggthiocoﬁ@zole—desthio equivalents; RSD: relative standard deviation
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CA 6.2 Metabolism, distribution and expression of residues .

CA 6.2.1 Plants . @ @b
N @

Data to address this point were presented in the dossier submitted for first inclugipn in Annex@\da h
2002) and were deemed acceptable following evaluation and peer review at E@evel (2007)% @

Additionally metabolism studies using [phenyl- UL 1Cl- and% [3,5 trlazol@QC] lled%
prothioconazole were conducted after the dossier submisgion on reque{%f US EPA, The metd

studies and an amended Annex II Tier 2 summary of th&&ection 4, Pof#its IIA 6.2 a@” 6. refer@ce
M-301848-01-1) were submitted at EU level to the R%S (UK PSD) @May 2008&@@ odtive @h &

For details of data submitted previously please%@fer also toQ% a;sehn&@oss&r CA ®6.2. {@
completeness, a summary of these previously su@ftted studle%re inctuded belo w

b
The metabolism of ['*C]prothioconazole was fgvesti d 1n$ea *ﬁ&eamx@@’nﬁar bests aftéespray
treatment employing the phenyl- as well as tI@trl ed C pOL y ingwheat %ﬂowmg

seed treatment using the phenyl-label Wd%llso c@’ldt ct@d Ad@lo Iy, th@rldzol@ldbc@{ c@ilo
derivative of prothioconazole was use B a ke com ound %t mn@bolisq study afteispray
treatment. A summary of the main pa@ete@g@f th@\?}%tudﬁg ar%@mm@m@@abl@low@
< % & &
Report Crop Forn@atmn g[freaér\nent % @pllc@n r.}@ Ha@&t g&bel
A A o % N
KCA 6.2.1/01 wheat EC@50 L% spu@’trualt &@%20@ a.s. /K> Z@ays phenyl

@

& AN @ O
(2000) @;\’ & \§ & o | S §@ 3 o
M-041657-01-1 . o & < SRS

KCA 62.1/02  |wheat, [SSA80 & [si@y treggrient O 178§+ 292 ¢ . |@Ddays* |triazole
(2004)& @fQ v § 7 $ §9\ @‘;j é \
S o @ @
% . 9 N
M-001524-01-1 @@ Q O N RN K

& AN
KCA 6.2. 1/03@ wh@)f A Q s&d tr%gmem@ 2@&@.5./@00 kg [153 days [phenyl
@

0010 % ! (O
N R
M-030412-62-3 SIS @ @
R Sl & & @@
KCA @/04 whe&d o 25 @gxay}r@ment& 2.X950 ga.s/ha (48 days* [triazole

B (dgho S P O oy N

(1993) P thiog S Q@ © S
h %G QO

M-008633-01-1 @ona@% @ N

> o N (CZ@? M\ f\\Q @/§
KCA 642.1/0§@\/ pegput C%C 258, spray"%gcatm%t 3x297 gas./ha (157 phenyl
I 2001%) N @@ S & @ days*
M-03305 -2 2 |S @ @ Y
KCA 6.271/06 pc@t §EC 25%} @%,praxt\?@tmcnt 3x297 gas./ha (148 triazole

2003) | %o & g & days*

M-103268-01-2 éﬁ\
@° SCZ R PR
KCA 6.2.1/07.8 sug%%ccé@m Q sPray treatment 4x288 gas./ha |7 days* |phenyl

-&ﬁ N @
(2004a) S O & Q
<
O

M- 001%@01 1@
—
2004b

M- (m 01-1

sur’beetIN/A spray treatment 4x 289 ga.s./ha |7 days* [triazole

*After last treatment.
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For convenience, the executive summaries of these plant metabolism studies are again provided in the
following chapters.

. N
Wheat @ o
& s
P S8
Report: ke 6.2.1/0 1| I 2000: M-041657-01-1 § §\ &
Title: Metabolism of JAU6476 in spring wheat (after foliartapplication) °« N X
Report No.: MR-198/99 « @ g}a @\ @}@ @
Document No.: M-041657-01-1 @ S v o
Guideline(s): US EPA OPPTS 860.1300; EU$1/414/EEC (F{Ql e & «Q S«
Guideline deviation(s): not specified % Q . & <© @
GLP/GEP: yes Q')@‘ N @@ QR o o @}
RN I NS
& ) v é% N S S
N (o3 >
R & &
Executive Summary W\% N \ AN ©@ @? @
X

The metabolic fate of phenyl-labelled @dthi \nazo@was ﬁwestl@ ed @r tw, ra@pplic ns in
spring wheat. Wheat was treated a Wl Stag lllCN@ (B@ Sale 3%37) full, flowering
(BBCH code 65) allowing a 17 d tlm&@’Cl‘lOd\thWC\%ﬂ th \ﬁwo %@ ati e\\ ang\p 48 dgys interval
until harvest of straw and seeds. Fach @gatm 1f0 he lab d pfbthioconazole
formulated as EC 250 at a ra@ 2()(§§’ewtlvc bs ce (& /ha

%

Total radioactive residue (TﬁR) lwcls‘@ﬁmag Nhay, gaw an% grafg,were @.45 @g/kg, 8.90 mg/kg,

26.74 mg/kg and 0.08 m&ﬁ@g (a. s@qul nts spc&t1vcly©% % @&,

Identified metabohtes«;«gl the 1@ réf@ﬂtura@mm1t1<£\Q{A(;g) ac%&unted @73 1% of the TRR in

forage, 64.7% in h 6.2 and@3.7% gra

Major mctabolltc@ dcntﬁ?cd n\t e diﬁfcrcm\RACs@lcl t\c’l JA 647%%5%0 (M04), (as the main
metabolite) an atlves%AU $Q476- @thlo &}yd oxy (M& NJ isespers (3- and 4-) of JAU 6476-
desthio- hydrc@y (M. M]@ and @c cd&gcspo@fh osi (M@ 23). Two other metabolites of
prothlocon ole we 1dcr$14\\ffﬁcd@’@s JA%647 Sulfondgracid ( 02%end JAU 6476-triazolinone (M03)

(pelcen%ges of TRR @ m§ @Valent g @ the etai% ites are provided in Table 6.2.1-1

f é/

belowyAS Q°
§\ QO éﬂ o\@ 6§\ Ctg %
9 @ SR (S
QS L LS
o O ¢ .9 o O @
A N
S\ L & 9 @
& @ @ 4 Ov\a
& SRS &® Q
5 NS & &
S 5 &@\ O
@%
@ - § < @Q
%o Q

' BBCH Code (1994): Compendium of growth stage identification: Keys for mono- and dicotyledoneus plants
BBA, IVA and other members of the BBCH
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Table 6.2.1-1: Parent compound and major metabolites after spray application of phenyl-labelled

prothioconazole to wheat (in % of TRR and mg a.s. equivalents/kg) @o

Parent compound / metabolite Forage Hay Straw Graigy o8
%of |mgke| %of [meke| % of @kg %of _|@nib/ke,
TRR TRR TRR & TRR i

Prothioconazole 3.3 0.35 2.6 0.24 3.7 0.98 S @1 2

JAU 6476-sulfonic acid (M02) 71 | 075 | 33 | 029 | 8| 224 | -ad | Dd o,

JAU 6476-triazolinone (M03) 6.9 | 0.71 gg 046 | ant | 1.64 [5o1.3 X 0.8

JAU 6476-desthio (M04) 354 [ 370 [ 18 164 Q023 | 5.95Q 1500 ogu

JAU 6476-desthio-3-hydroxy (M14) | 2.4 | 025 [ \85 | 0.75 2.9 | 0.2 SIS

JAU 6476-desthio-4-hydroxy (M15) 12 01367 | 06®Q] 27 | &2 |« LT 1gYo }Z g

JAU 6476-desthio-6-hydroxy (M17) 1.1 |00 12 [Qil | @2 [¥32, Ond.e¢f <0.@

3 isomers of JAU 6476-desthio- 8.6 [ 09T [g26 KO24[N73 @ 198 83 | <091

hydroxy-glucoside (M21-23) &) 2 <|” @%\’ N >

JAU 6476-desthio-o-hydroxy (M18) | 4.5 [ 0474 940 0&F| & [ 1734 [ S2.8 do¥ 0.04

Sum of § comp. at maximum Z.Q\Aﬁ O".@z\?M &/ 6035 U5.8 A N1.55 328 0.(}{@7

n.d. = not detected @& @ &U @ S @ %, @

R v
N KK &S sy 0 &
Prothioconazole was extensively m@taboh@d in ‘wheat. The pmposcd@tab@& reaeSons inolved:
e oxidation and loss of suur@f the @mzogthlo@?rm&@cw%@g n©@10 mén metabolite
JAU 6476-desthio (. Q
e hydroxylation of thag bcn @cth{lcnc %ﬁomg@ﬁ h&%bxyl%lon of@lc chlorobenzyl
ring at position 3,¢,and (@ JA 76&¢esthio S @
e conjugation of a%thes%ydrg ate@ etab@%tes 10 Qi &mm@iﬁxte f JAU 6476-desthio

Minor degradation re@hons@gere 2o %\ @ C& é\
e cxchange @ulﬂ&agam Xy sy @ N
o el1m1nat@§ of&h@trla@(ﬁe moicty anﬁ\comi&ﬁ @zylp@pyldlol rest
S >

5 v N g > é&%
Report@ : 2004; M-001524-01-1
Title: AN . @ Th% abolism of@ﬁaqu ,5-14 T L&Q 476 in wheat

Report No.: Q\ 20Q733 é’ . ‘7\9 5

. \
chumpnt No.. @Q R -001524-01-1 . (o S} @
Guideline(s): QOPP 6

Guideline d on(9)® -- O 5
GLP/GEP: % ve§ S Q & @6
2 SN
& 2 Q °

N
Exé&y}’tive Summﬁy @ @\ Q §

The metabohc e of triazo ﬁabepro Soconazole was investigated after two spray applications in
wheat. The at %tre at BSCH g;op growth stages 32 (node 2 at least 2 cm above node 1) and
65 (full ﬂ atment was®erformed with triazole-labelled prothioconazole formulated as
SC 480 e t men@kate r the first and the second application were 178 and 292 g a.s./ha,

rcspc% ly. & @ % %@
tal dloac@ifc @dac (TRR) in wheat forage, hay, straw, and grain were 7.96 mg/kg,
[§ , 7.94 mg/kg, and 4.97 mg/kg, respectively.

Identi

1€d metabolites in the raw agricultural commodities (RACs) accounted for 66% of the TRR in
forage, 75% in hay, 61% in straw and 94% in grain.
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The major residues found in all matrices were JAU 6476-desthio (M04), triazolylalanine (TA, M31),
triazolylacetic acid (TAA, M29), triazolylhydroxypropionic acid (THP, M30), JAU 6476-destd@ o- @
hydroxy (M18) and prothioconazole (percentages of TRR and mg/kg equivalents a.s. of thes’e\ ajogﬁ@j
metabolites are provided in Table 6.2.1-2 below). @

Table 6.2.1-2: Parent compound and major metabolites after spray apphé@?on of trlazoﬁ%c lab\é(ﬁ

prothioconazole to wheat (in % of TRR and mg a.s. CqulV%nts/kg) ® @}@ )
Parent compound / metabolite Forage @y KStraw raig Q&
% of|mgke N of | mgkgd of | me/kg] % é & | @
() g/kg o of [mg Q o of | mg %ﬁ 0 mg(Ke &
TRR < | TRR OYTRR | 2 | | & |
Prothioconazole 5 0.3@ 3 0@76 6 Q.@ 1 ﬂ,)U %
JAU 6476-desthio (M04) 19 [waod [ 11 [1579 P9 7008 N
JAU 6476-desthio-hydroxy (M14-M17) 29 [W1629 [n.d. gPn.d.° Tou 048, | =7
JAU 6476-desthio-o-hydroxy (M18) 9 «Jo0.67 IS EMIGEl RS B
TA (M31) 12 21053 ey 12309 P4 [ d 71 N3537 .
THP (M30) X [0 D8 [Rs49 8 QV.609 ¥ < K¥0.0%
TAA (M29) ST 00T 5 0. 4%3%5 .59 0.385 19" [o&¥6
Sum of 17 comp. in maximum Y ISQ: 1. lé&@ o@\ L%@S &5 é@&ﬁ @\’

n.d. = not detected

Q&
a)= JAU 6476-desthio-3-hydroxy (M14) and LQQM% @ihio- 4’4&9/%0@/ Be15) \@ @ @Q §} 9

O O O
Following the initial metabolisgg of PFQ;@I%OC@ZOI JA@%%@% thl(@\/l()fﬂé@wo Qajor metabolic

processes were observed: o

e one major pathwa@mvol@d h §n of thc phcnyl rlﬁganc@%bcng@c carbon followed
by conjugatlon With m@somc ac o §

e the other r@ pat}@’ay @wlvc@hc r§se Q&%hc trlQOIC @ictyéﬁd subsequent formation

of az @ conjugates.
The fac &;@e 1 —trlaz\%‘le (VR3) wag oun@ an hea‘t@qatrlx suggests an immediate
ion

conj er eased azole@v
griseddy Pl S
o mipor meta@lic p%icess@; led t %thef atiogpt JAU 47@@1azohn0ne (M03) and JAU 6476-
deg%%lo phenylRysteiply (M4, con] @ {/@—?dcsthlo (M04) with glucose and
alonic a(:1dx1da®)1 of t ur ato@ of the triaz&@nethione ring of prothioconazole to
form JAU. 6- s@fomc id ( ), %N clegyage og}he benzylic group to form JAU 6476-
trlazolyl sdhano (M45§§ 1@ucos@e (M), >

N
6o X F s & &
A N
S\ NS @

Report; H; 2001; M-030412-01-3
Title: > Metabo ismof JAlL6476 #Bpring wheat after seed dressing
Repdtt No.: § ]@ @ @ Q
Doctment No.:

Guideline(s): US (@) 86@“300; EU 91/414/EEC (Final 11/97)

Guideline de 10n(s§%% nogspecified
GLP/GEP:Y . @
SN

¢ &

&

S
S D S

E)chtivg@ummary

The bolic fate of phenyl-labelled prothioconazole was investigated in spring wheat after seed

dressing. The results were compared to the results of the study were phenyl-labelled prothioconazole
had been applied by spraying (MR-198/99, summarised in KCA 6.2.1/01.

o
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Wheat seeds were treated at a rate of 20 g a.s./100 kg seeds, corresponding to 7.97 pg a.s./seed (so called
1 X experiment). In a 5X overdose experiment 40.0 pg a.s./seed were applied. @ @

Total radioactive residue (TRR) levels of the 1 X experiment were very low and amounted to 0. g/kﬁ'
in forage, 0.02 mg/kg in hay, 0.03 mg/kg in straw and 0.008 mg/kg (a. a%quwalents&a grady,
respectively. None of the extraction phases obtained after partitioning of C@ae extracts, re che\ the
identification threshold values. % @ @ @

Due to these low concentrations, further analysis for m¢gbolite 1dent1ﬁs%atlon was e@}du té@i for @e
RACs forage, hay and straw of the 5X overdose exp%ment nc@ RRs wergdete eds@ e &
0.07 mg/kg for forage, 0.09 mg/kg for hay, 0.28 mg/éfor straw a&(@) 01 mg/kg gra@

Major metabolites, identified in the different 5@‘5 1nc1uded%U €576~ h10 &4()4) %s
metabolite), its hydroxylated isomers (M14/M1 17) and theyorres @idin g es J\{f@dd

the parent compound the following metab@{ltes vayt 1dey ﬁed§7 AlGS @mr&amd %M()Z)
JAU 6476-triazolinone (M03), JAU 6476-Behzy @pyl -gl 1de$ﬂ43)@7 647 sthio-o-
hydroxy (M18) and JAU 6476-desthio-o- a%toxy 19) @e me@oollte @76 diQilfid @] ]as
tentatively identified. & \ \

In wheat grain the radioactivity c@lcer(ilils@tlon Was X W H@%g @ @a mSabolite

identification impossible. @ \

@

The percentages of TRR and m%@k%equ@@alen 2.S. o@e m@met&@ht@re py ded 1?1>Table 6.2.1-
3 below. @ N @ & @ [ é&

Table 6.2.1-3: Parent Compounéi\ and @najorNmetat@ylites Sfter §g,ppl]l,(:zif@on @%f phenyl-labelled

prothloc,or%?zole @see@ﬁes& on Wheatégi ex@ma@ in @of TRR and mg a.s.
equlvalm}s/k@% S @
5 9 Q

&

Parent compound / ggptabolitc®” QyFora@ § N eaw & Grain
o/ko o/ke. |9 o/ko |9 o/ko
S Q W@;f {g g 4 of @@gk;& % | meke [%  of | mg/ke

SR R @] TR TRR
Prothioconazgl® O ﬁ\o.4 = 000108, [0.68 [0 [0.001
JAU 6476-desthio 3294) «. > 109> 0068 |6y 605 (@6 [0.019

JAU 6476@esthio-3-hydroxy (M/[# @ ‘T4 3.8 [0.011
<
JAU 64@3desthio-4-hy@dsoxy fY5) QIO N 38 @%'Oﬁ'ﬁi 2.4 10.006 ;[;ig 0.01

JAU 6296- desthio34¥éhy (\)\7@)/ F | Y [«J |06 [o030

glucosides (M21- 2@§ S @ . S %\ S S

Sum of 6 comp. @%ax@m &0 s@ 0903 [0 &0.006 |88 10.023
A A

The follown@meta‘t%hc @ctlo NS Wer@volve} @

° ation and dgss 1 h® of trlai%)hnethlone ring, resulting in the main metabolite
p g g

AU 6476—@%10 ) S @
{o\\/ hydroxylatten of. ch{@(’)be -\,,52 m@/lene C-atom and hydroxylation of the chlorobenzyl
ring at }é;)smons@’ 4 ad6 0@ @6 -desthio

Minor degr@mn r@%@tlo ere§
N
e sulf@ agaigst oxyﬁn
° @nm@@an of tiie t% e moiety and conjugation of the benzylpropyldiol rest
<\9 @ @ Y

@ & <

&
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Metabolism of prothioconazole-desthio in wheat

©

The objective of this study was to determine the overall metabolic fate of JAU 6476-desthio (Mg anq}§

the total radioactive residues in summer wheat following spray application. @ S
N
@ S8
Report: Kca 6.2.1/04 RN “ 1993; M;O&3—@§ %@9
Title: Metabolism of SXX 0665 in summef 4yheat & PO S
Report No.: PF3906 Q@ (€ @\ %@
Document No.: M-008633-01-1 N o A SEN
Guideline(s): US EPA 171-4 @ & o R & >
Guideline deviation(s):  not specified R 2 @ ©& &
GLP/GEP: yes 99, N \@ N %@ @@
N9 YN g @b NN
L @ S o
SRS $ &

Executive Summary {\9 O \\
The metabolic fate of triazole- labelleotlﬁg%ona -de 10 (A@@) W, 1n gat ter t@) spray
applications in wheat. Each treatmd®t w crfc) Sed Wl t tcst forggulated as

WP 25 and at a rate of approxima: 250 g /ha Thc eat wa@ rea @ groy wth stages 31
(one-node stage) and 59 (end o@eadl% all y@%ﬂ r10d

wo applications.
Forage samples were collect8immiediately (day O@and ¢ day ter e seco p&catlon Mature
wheat samples (straw, glumg?’ and%ram) &ere h@gveste@% day’ afte @ghe se@qd a%)hcatlon

The measurement of td‘sal ra %actlve%emd (T in Qvage f%sult@n ! mg/kg (day 0) and
10.9 mg/kg (day 14).xThe 1@ stravl® glu@s anc@gra* werK 287, n@kg, 11.6 mg/kg and
2.85 mg/kg, respectj @ @ @

Identified metabayytes m@e rm@mdﬁltur ql\comm%@‘ues @AC cc@ed for 89.9 — 93.7% of the
TRR in foragve@% 6"/@ straw%md % 5% @gram&

Metabolites i nt1f§ in tﬂb@ dif rent R/g%s mg@Jde U 6©6- @110 (M04), and its hydroxylated
derivatives@AU 6476- -dgsthio-gfydr and AU @76 -dégthio-hydroxy isomers (M4, M15,

M1Ie6, I@ In addlthﬁmaz@acet a(:1d TA 29) ma1 etabolite in grain, triazolylhydroxy-
propioni¢ acid (TH 30¥an tr&zolyl@me Wge identified.

An overview 0% ercentages d%@’g_/,/kg @mw@ents JAU 6476-desthio of the identified

metabolites is pro 1deQ T ZQ@ZI be’lQW @;@

Table 6.2.1-%9 lder@ﬁec&?%tab@?tes er sp a@hcatlon of triazole-labelled prothioconazole-
&@% desthl()@E he§m %%7 TRB’@and n@ a.s. equivalents/kg)

Comp&}ld °\// R Fora&%ay \ Forage (day 14) | Straw Grain
% § @ 3 % @pf @gkg % of [ mgkg|% of|mgkg|% of|mgkg
o> DN TRR TRR TRR
JAU 6476-desthio (M04) & @.8 8.94 1769 8.36 719 20.61 | 2.3 0.07

TAU 6476-de&thio-3Atlroxd@@ 1451 2 012 |15 0.16 |13 0.37

JAU 6476 &8 thigwhvdrey (M15) ] 080 [0.08 | 1.8 020 |08 0.23
JAU 64768desthiQS-hyeiky AR0) | 1.5 Jo.15 |18 020 |08 0.23
JAU 6436-destli@h-6-hydroxy &17) | 0.3 003 [os 0.06 |02 0.06
JAUS476-d&hio- @drm@(ms) 1.6 0.16 [3.5 037 |43 123 0.1 <0.01

A3 0.3 003 [13 0.14 [02 0.06 [602 [1.72
P 1) 0.6 006 [14 0.16 [32 0.92
TAAQY29) 0.6 0.06 [1.2 0.13 |09 026 [31.9 [0.91

n.d. = not detected
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Prothioconazole-desthio underwent the following metabolic conversions:

hydroxylation of the chlorobenzyl methylene group
mono-hydroxylation of the chlorobenzyl ring at all unsubstituted positigys @ S
conjugation of all hydroxylated compounds S A Y S
cleavage of the HoC-N bond to release the triazole moiety leading to the @rma@n 0
triazolylalanine (TA, M31) and triazolylhydroxypropionic acid A THP, M0 andGrurtheg
metabolism of the triazole conjugates to triazol)@tic acid (T@A M?29). Thddact ﬁQ} no @c
1,2,4-triazole (M13) was found in any of the wheat matrices gests an 1m1@edlat§)nj fon
of the released triazole. @} < @ o

R o & ©

Peanut N @@ R é ) @}
: S I A
& @@ N7 IS S *
© oL -
& s O & o

Report: KCA 6.2.1/05 720 ;M\OBO@—O —2% o
Title: Metabolism of [phen LQE—M U6476 i ¥
Report No.: MR-193/01 Q

N
Document No.: M-033059- %J S
Guideline(s): US EPA

@f

X7

2%
U
Cr
&
T
$

%}6700

amend by 9@& fEC
Guideline deviation(s):  not spesitied s,
GLP/GEP: yes v % § & @ "N
@ O o & N

/414/EEC

@@ = @f
¥
Va © 2
S >
L)
@,
Q,
%,
575
m
‘¢

Executive Summ@ @

@D
The metabolic f@of @1100@%2016 was &%stl%‘wd afte@spr n pplic&ion to peanuts. Peanuts were
treated 3 times@&lowj ek ti & betwedn g three plicatiSns and a 14 days interval until
harvest (PHI). acl@reatrﬁ@nt vés per&rmed Wath pyl laQHed%ﬂothloconazole formulated as an

EC 250 a&g@ate of 297 g@a s./ba,, b\ @ \@’

L X
Total léﬁ)actlvc rcm@c (TF@) lcvc@ n geanuf Hay werts107 S@mg/kg, whereas TRR levels in

nutmeat were qu1ts®w atQ 9 g (aQ equ:&x}len%6 %
Identified metabghdes 1 era grl% ra@nmo ies BACs) accounted for 74.1% of the TRR in

peanut hay and 6 4"/@ \ § @§

Major meta@ﬁes 1§4bea @ha \lu L@476 @sthio (M04) (as the main metabolite, 28.2% of
TRR, 30, ngg/kg) and 1 ?— he &0 g0 dBers (3- and 4-) of JAU 6476-hydroxy-desthio
(MI4/A@ In additiéa to Qe par oung two other metabolites of prothioconazole were
identified as JAU@ %fomc&%amd @MOZ} Md JAU 6476-triazolinone (M03). None of these

comé%’unds were d%fecte nm@@eat Q §

The presence o@ihetabolites l”lV Q om@AU 6476-desthio and JAU 6476-sulfonic acid but lacking
the aromati@ %e%hen ng ws cogfiried in hay and in the case of JAU 6476-desthio derivatives
also in nu the &¢lin 0rt10m$%ad10act1v1ty (47.8% of TRR in the extracts) of nutmeat was
character@ged a@ﬁtural@onst@nts and identified as fatty acids.
S
¢ & T

&

7o
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Prothioconazole was intensively metabolised in peanuts. The proposed metabolic reactions in peanut
hay involved: T
e oxidation and loss of sulphur of the triazolinethione ring, resulting in the main m&@ olit
JAU 6476-desthio (M04)

e hydroxylation of the chlorophenyl ring ¢§ S . ©®

e conjugation of these hydroxylated metabolites % @ &
e exchange of sulfur against oxygen O o

[ ]

- ; : SR
oxidative hydroxylation of the phenyl moiety le@g to de- ar@ansatlon é\f @ @
@

N O\ RS
Report: _9;% G ICAENGIEN
Title: Metabolism of [triazol 76 @eanu@ O < o

Report No.: MR-194/02

Document No.: M-103268-01-2 SEENERS ) %
Guideline(s): US EPA OPP &86&&0;&@&adiQ&PMR©&Ref&>AC 16.3; @v 91/433/EEC
amended by 8/BC RS AN @%’ §9 @ &
Guideline deviation(s): not speciﬁ o8 S RN @ @Q S %,
GLP/GEP: v R o o @@ § N NI
Q@ "\% © &@ R S &
S @ ¢ ©
Q @ @ @ @ N W2
Executive Summary o\@ $ @Vw

The metabolism of p¥othi @ g@was @/est pea s fq&owmg%%ray application. The
peanuts were treatedg times \§g a3 @rek een the appBcatioffs and a 14 day pre-harvest
interval (PHI). E tre ent. e\wnh ﬁ@zole % ellé;g pro%@conazole formulated as an

EC 250 at a rate@® 29 as/Na

QY
The TRR in l@/ W@§7 3&@g/kg Qqe m in @1 me @ras §E l@yer (1.4 mg a.s. equivalents/kg).
Identified rﬁ@tabohtes 1n the Rz%@@acco%ted @77 O‘@’of tl@ TRR@peanut hay and 82.7% in nutmeat.

Major abolltes m y inclided J}AU @—d% 10 (@4) (identified as main metabolite in
peanut hay, 23. 6‘V \l 2 mg/kg) d itgderivg gtives, t&%two isomers (3- and 4-) of JAU 6476-
hydroxy-desthio ( 4/ othagmetac%bﬁltes hioconazole were identified as JAU 6476-
sulfonic acid ()%()2) 647@’ I MOH@(M()% Furthermore, metabolites derived from
JAU 6476-deg@hio (MDF) a AU @76 -s@ omc@ﬂ (M92) but lacking the aromaticity of the phenyl
ring were deiRted in he W N ptl(@\f JA@ 6476-desthio (M04), none of these metabolites
were detggdpd in nutmea Tl@ maj et Sy@lltesN nutmeat, i.e. triazolylalanine (TA, M3/) and
triazoly: droxyprop& ¢ ad (THP, M aréxconjugates of 1,2,4-triazole (M13). However, free

1,2 4$o\tar1azole (M13SVas H%t det@ed @ ma}gpor‘uon of the radioactivity (3.0% of the TRR in the
extfagts) in nutmeat Wasﬁara@lsed Qnat@ constituents, and identified as fatty acids.

f su%‘ur ogthe triazolinethione ring, resulting in the main metabolite

° ‘@OH r% lo
esth@ (MOZ), (peatigx hay)

gzd tlon $Pthe @orophenyl ring of JAU 6476-desthio (M04) at positions 3 and 4
ati ﬁ%f these hydroxylated metabolites

Prothloconazol@vvas exteg 011@ The proposed metabolic reactions in peanuts involved:

§ nge sul f agamst oxygen
Qo @Ease of the trlazole moiety, but no detection of free triazole. However, the triazole conjugates
azolylalanme (TA, M31) and triazolylhydroxypropionic acid (THP, M30) were detected
mainly in nutmeat
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A quantitative overview on percentages of TRR and mg/kg equivalents prothioconazole of the identified
metabolites is provided in Tables 6.2.1-6 and 6.2.1-7 below.

Table 6.2.1-6: Prothioconazole and metabolites after spray application of phen

%— and triazole

&
@)elle

>

rothioconazole to peanuts (in mg a.s. equivalents/k @
p p (in mg q g) @ o ©®
Hay Nutmeat v Q> @
Label phenyl triazole phenyl R Dria 06 &9@9
Parent compound / metabolite _ (o extraction 28 Yextraction [ ‘S
a.s. 1.98 3.1 X Y O | © Y &@
Metabolites common to both labels: & © go\\h@ y NS C&©
MO02 2.28 1.3® A <0.00 ey @
MO03 1.72 B 9] © A . Y
MI11 3.48 55 NEE NN NS
¥: M25, M26 7.89 078" N N &, &2
MO04 3037 _ONkl9 f @& & O 0.0 .
M14 781 | @3 O] R & Ol &£ g
M15 2.10v 140\ S O O w
M14 or M159 @ N Y © o & O
T M21, M22 RN ISR R T
T: M54, M55 JE TS0 YIS Ol S w7
M24 Y15 9 O [H003Y 90020 D
¥ M47, MG4 &> oy PR TS
M64 v, .| 13.09% |, 002 , D @04 Y
M44 . A S @nIs 9 NN
Metabolites specific to tlistriazode-label: 2 $’ S QD {L@\’
M31 NEEEES L s . D 0.67
M30 S U & g 930 =, N A | & 0.34
M29 & O X 03 @ | ] 0.02
(@) > B &
M45 e & 0786 @ N
M46 Q O @ | 091 N
Mlyacds® @ % o J? £ 194 @ | o 0.04
Total idextitied R A 0.20 116
TotalAQ¥oactive resid@y (TR [ MW7.5L o [4D38 %, Q9 0.30 1.40
a.s. = prothioconazole . AN R AN M26 = JAY$476-dihydroxy-olefin-sulfonic acid
MO02 = JAU 6476—5ulf(@\a>cid AN Q o\© @,% @29 = triazolylacetic acid (TAA)
MO3 =JAU 6476-tr@non&% @ Ko % M30 €Jriazolylhydroxypropionic acid (THP)
MO04 = JAU 6476-desthio Q @ @ N @ M3 I@lriaxolylalanine (TA)
MI11=JAU 647@5ulﬁde® < N © Q . @) Ma@= JAU 6476-desthio-phenyl-cysteine
M14 = JAU G@dcsthi(@-hyd Q) \\ A N\ 45 = JAU 6476-triazolyl-ethanol
M15 =JAU 476—deslhio—4—hyd@y @ Q @® 46 = JAU 6476-triazolyl-ethanol-glucoside
M21 =JA 76-desthio-3-hydroxy-gladpside @%:' ° M47 = JAU 6476-desthio-dihydroxy-diene-glucoside
M22 = J&J?6476-desthio-4-Iy 1'oxy-@cosidc @ © M54 = JAU 6476-desthio-3-hydroxy-glucoside-malonic acid
M24 = JAU 6476-desthi roxy ienyl-cy%:ine N . M55 = JAU 6476-desthio-4-hydroxy-glucoside-malonic acid
M2 JAU 6476—dihyd@gx -diey %lfoni@id @ N M64 = JAU 6476-desthio-dihydroxy-olefin-glucoside
a) = &xgraction procedure 2 (MSP(§ N § b) = extraction procedure 2 (n-hexane reflux)
¢) = trace amounts, n@l&scriminau n be{@n ism@‘s possikle
S SR
&> <
N
< @ S
SENCNER S
<\9 @@ Q .
¢ & T
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Table 6.2.1-7: Prothioconazole and metabolites after spray application of phenyl- and triazole-labelled

prothioconazole to peanuts (in % of TRR)

o

Hay Nutmeat @
Label phenyl triazole phenyl 6 triafdie @@
Parent compound / metabolite extraction 2% e)@&:tion 1» &
TRR in mg a.s. equivalents/kg 107.51 47.38 0.29 0.30 0
a.s. 1.8 6.6 R RiNEEE S
Metabolites common to both labels: Y @7% AN Ny @
M02 2.1 2.7 Q 15 @ | A S
MO03 1.6 36D 2 A R o la
M1 3.2 Sy R el & ] © 7
T: M25, M26 7.4 T 5 | X Olg @
MO04 282 .| 23.6 O .S [ D SN2 o
M14 730l _@ 4 S @ S
M5 20, [0 & & O T ST & 4
M14 or M159 0.3 TN A N
¥ M21, M22 89 . 7.@) YOI N 34 ¥ §
¥: M54, M55 Q KN B ¢ v, e L& o ™
M24 U570 |- g, T O O v 9
T: M47, M64 G N VO Y e kY
M64 a | ¥4 of & @2 18 > 1230
M44 L N &1 @ & @ o1 Y o
Metabolites specific to the triafole-fabel: & Sy Qy SN L9 L
M31 2 S g7 § 12 S «.° [478
M30 AN A @ & . A 24.5
M29 & o 7 RN NN RN 1.2
M45 ) N &Z N5 g D
M46 SEREE % I ¢ Nz
>: fatty acids ©@ D Y N @ & N @% ol a6 3.0
Total identifitd @y =~ 740> 19770 | ©65.4 @ 65.1 82.7
Total ragig@ltivelesidUQ(TRR) 21108y Qf100.0Y @ 1000y 100.0 100.0
o2 Ay s &7 \§ T o &R LRI
ﬁﬁi AU 2132 Siiff AN ~ %\ @%?ﬂii%oiii?fffﬁi?f%‘i‘i“““ e

M11 =JAU 6476-di

%{)‘(V @ 6§9\ °\%

M44 @'\U 6476-desthio-phenyl-cysteine
JAU 6476-triazolyl-ethanol

M14 = JAU 6476-desthio- 3
M15 = JAU 6476Qesthio- @leo‘(@ o ©)
M21 =JAU 64@&31111(@ hydé‘@"lua sidd

M22 = JAU §476-desthio-4-hydfQRy-glu
M24 = JA 76-desthio-hydroxy- dlu@cvstu
M25 =, ene-sui{Qnic md

M?@%

JAU 6476-triazolyl-ethanol-glucoside

47 JAU 6476-desthio-dihydroxy-diene-glucoside

@ 54 = JAU 6476-desthio-3-hydroxy-glucoside-malonic acid
M55 = JAU 6476-desthio-4-hydroxy-glucoside-malonic acid
M64 = JAU 6476-desthio-dihydroxy-olefin-glucoside
b) = extraction procedure 2 (n-hexane reflux)

\© \
,@ @
@

6476-dihydroy
a) = extraction procedure Z@PD) .
¢) = tra&g amounts, no dw%n in m@gm LLI@)IHLIS @ (@
N Q Q

o,

N

@° o S

@&\%%é@é\@f

N O SR
& &S
ST S
S ¢
&S
¢ LTS
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Sugar beet
. &
Report: I B o004 M-001059-01-1
Title: The metabolism of [phenyl-UL-14C]JAU6476 in sugar be}? & ©®
Report No.: 200466 ‘o Q °N
Document No.: M-001059-01-1 o & @
Guideline(s): EPA Ref.: OPPTS 860.1300, Naturgrof the Residue ¢ Plants OON Q
Guideline deviation(s): - e @ Q) ©\ @ @
GLP/GEP: yes « ©Q %@ S & S
@ & o R O &
= RV e & & &
A N
Executive Summary @@, b \% o

Four foliar spray applications of phenyl- labe@d %100@&120%?@6 e to@’uga %ei@ts a&an

average rate of 288 g a.s./ha/application a t; t /ha. licati ma@' at
14-day intervals with the last applicatig %da}&prlor@ har& oféﬁg r bge tOp@ﬂd rots.

The total radioactive residue (TRR) é@ug@iﬁ}eet t@ Wa@“?ﬁ @/ kg g& i 5@%@ (@ m%)kg©

In sugar beet tops, 65% of the T@b (2. 84@1g/kg) Wa§dent1 r@ ad@lionai33%, &44 mg/kg)
was characterised. All radioacti r051 s ar rth@ %@@1 %@ were Identified. In
roots, 60% of the TRR (0.6 mgékg) s idenf¥icd and arg Q). dditional 3 8 mg/kg) was
characterised. All radloactlvv\i“esm%es gre@per tI? 9% (@011 rﬁg/k%%/ere 1(@mﬁ%

Major metabolites 1dcntk€%d in the diff2rent Cs {@sp ugaﬁ%cct %&) JAU 6476-desthio
(M04) and isomers g its h xy@lucos@es (IR I/MZ@M % 76 @thlo hydroxy-dienyl-
cysteine isomers (M2% and feeu -hygroxy-silfonigg atid gltdosidgyiM 5 %CThe percentages of TRR
and mg/kg equivalEats a. é&of the@ma@netabo it e@ prgﬁdedin Tab]@6 2.1-8 below.

- N
Table 6.2.1-8: oth onazoﬁ% ang ma eta@ﬁltes Mer n.(.zf a@catlon of phenyl- labelled

@@pro}%@econa@lc to@lgarﬁ‘b@ctg@ Z) ?@%@ Y mg/@g equivalents/kg).

Parent corffpound / metabolite Sygar be s Sugar beet roots

G *f\? @ar bediprop g

A a& @7 L of TRR | mg/kg | % of TRR | mg/kg

Prothiovonazole - \@_ V) Q° N o 0.323

JAU 6476-hydr 0X@f0n1&401d@0051@e\\%}\/!59[§\9 ;§ 3 0.351

JAU 6476-desthgytM04N &L %\9 w o Q28 1.249 58 0.068

JAU 6476-des io-hy@%&y- rl@osid@ °\ @m ers@y S 0.222

(M21/M22/ Z@ °

JAU 6476q\desth10 hyd1 ox@dlen@ystek@lson@l@ (MZ@}J 10 0.454

Sum off@mponents @ndxn@ @ ;& 7 0.24 2 0.003
< N & @

Pro«t@oconazole wa¥ extlve &r@etab@wed@sugar beets. The proposed reactions involved are:

e oxidati@ and loss sulof f@ triazolinethione ring, resulting in the main metabolite
5.
TAUGH 760N hioddT04) <
e h xylgon o ¢ phepyl riQor the benzyl carbon to form multiple isomers
o lowe@ by 58 sequgit conjugation with glucose or further reaction to yield isomers of
hio- F%roxy glucosides (M21/M22/M23) or JAU 6476-desthio-hydroxy-dienyl-
cy%@nc( 4), v

§pcet1vcly
©®
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Report: I N . 200 1-001049-01-1 &4
N

Title: The metabolism of [triazole-UL-14C]JAU6476 in sugar bee% o8
Report No.: 200467 IS @ @
Document No.: M-001049-01-1 @ S0
Guideline(s): EPA Ref.: OPPTS 860.1300, Nature of the Residue - Plants N @ %
Guideline deviation(s): - %, O L9 o«
GLP/GEP: yes @ < PO
T ¢ o 9 2
SE o &0
> y R O &
N Q O & @
Executive Summary Yoy @ Q é &

9 \
Four foliar spray applications of triazole- 1al@§Hed p@thmzol@w\/er%@’ade S sug{&beetﬁ\ﬁ an
average rate of 289 g a.s./ha/application for @1otal @te of\l15 @ s./REAp tiops wer%made at

14-day intervals with the last application 7%ays p@r to I@rvest eet@)ps an®roo @’
N s B
The total radioactive residue (TRR) in sﬁ,gar bé&t top@vas 5 @mgé&g amg@ ro@ﬂ 1wg/kg§

In sugar beet tops, 69% (3.54 mg/k@f tl@é%fRR@s 1d@ﬁieg§ T0\9dd1§{ o (1,52 mg/kg)
was characterised. All individual rgdioacti€e corfponentScont mg |§ 6% r@%g) of the
TRR were identified. In sugar Bt r@gts, 660 (0 @0 m (%@n 1dcnﬂ§10d and an
additional 33% (0.042 mg/ wa&chara@éns Al @adl ve 51d grézgter than 12%
(0.016 mg/kg) of the TRR weg dcnt}icd @10 p rccnta%?s ofK an(@ng/%cqulva@nts a.s. of these

major metabolites are proyg/ljled i ble low. y\?
Table 6.2.1-9: Prothloco\azol%and a 0r @e y ap‘i&hcatn@of triazole- labelled
protl@eona 0 % r bee (m 2 and%g/kg@gquwai& /Kg).
Parent compound /&¥ctabadite beet tops Sugar beet roots
@@ % n\® % \ . %é\ TRES | medZ | % of TRR | me/ke
Pl’OtthCOﬂdZO@D % % & 5@ 0"%65
JAU 6476- hy@oxyﬁ@fom& %2id glu%:(gslde%omer W59) R 2).316
JAU 6476@desthio (A%M) v N @ 19 5t 0.988 25 0.033
JAU 6 desthio- mon@&dro@ ’ isgers @U I |0.063
(M14%§§;/M1 oM O @ e O KL O
JAU 6476- desthlo@Iloh}Q}\')xy-@cosid@ %\som&@ A3 0.334
(M21/M22/M23) Y @ SN
JAU 6476-desthid- hyd@ dle®| cysf®me isqnYers (@4) Q 10 0.512 5 10.007
Triazolylalan@® = TAM3 I .. > . © | 0.084 29 [0.038
Sum of 6 Co}i/ponents at r@&mu% QD @ S 19 0.974 2 0.002
N4

@)
=y 0@0%

LG
Prothioc azole w@xtel%vely spetabokised ifQugar beets to numerous components; only a small
y of unchaifged paent corfpou @tcctcd The major metabolite was JAU 6476-desthio
a%) arising from oxidf®on 0@2}0 splfur o @: triazolinethione ring to the corresponding sulfonic acid
(MOZ) with s&l@equ n§ elingratiosQeT th@ulfomc acid group. Hydroxylation of the phenyl ring or
benzylic ca@n yiclding goveral %nhy@oxylatcd isomers (M14.M17) was observed with subsequent
conjugatioq 1t}@4ucos ggj’) otQurther reaction to produce JAU 6476-desthio-hydroxy-dienyl-
cystcm@f%) @

The ‘@%’zol 1et %s JI&gased leading to triazolylalanine (TA, M31) and triazolylhydroxypropionic

THIG 30) re@b 2,4-triazole (M13) was not identified. Additional triazole-label specific
metab%ﬁ were formed by elimination of the chlorophenyl moiety and subsequent conjugation of the
resultitg metabolite with glucose.

The proposed metabolic pathway of prothioconazole in wheat, peanuts, sugar beets and rotational crops
(see CA 6.6.1) is shown in Figure 6.6.2- 1.
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Figure 6.6.2- 1: Proposed metabolic pathway of prothioconazole in plants

<
JAU 6476-hydroxy-disulfonic JAU 6476- mazolyl@
OH acid glu0051de (M60) sulfonic acid. ethwol
C1 glucoside (M
N 34 @
JAU 6476-hydroxy-sulfonic

acid glucoside (M59) @ I__JAU 6476-trigzolyl-sulforfl
N acid-eth: (M61)
N’
/k o ) &)
Y ~ JAU 6476 triazolinone W, c @ ’ °\

cl (M03) S @\ &
JAU 6476-disulfide Px w, C on ) o @

Mi1)

JAU 6476-benzylpropyl-
diol-glucoside (M43) ‘_
<—
Cl /glu -mal
JAU 6476- benzylpmpyldml
(M09) §
N

w
JAU 6476-desthio-glucoside» a
malonic acid (M63) HO o
SO,H
ihydroxy-diene-
y/ /N N c acid (M25)
JAU 6476-desthio- 5 ¢ P
dihydroxy-olefin-
glucoside (M64) JAU 5 6-desthiog a
dlhydroxy Olefin (M@% on
N a
N\N
HN COOH </
—=
Q N SO,H
S @ JAU 6476-dihydroxy-olefin-
Cl % N sulfonic acid (M26)

S
%/

& o (MIMIS/M164M17) @% Cl W’ ¢
</ /N Q\) S @%ﬁc ° @ ( /g %
NJ @@Q @ &)

N\N
JAU 6476-desthio- Wy  triazolylalanine 74
S -
N =34 YM31) @ J
g N
, C

phenyl-cysteine (M44)
N AN !@ JAU 6476-triazolyl- e o
Q @@ @ ethanol (M45) \n/
» S, o
N N 9, X
J (/ \@\II)L o JAU 6476-desthio-
2 dcsth%hydroxy Q @ s, W, C
l \ ( /\HLOH JAU 6476-triazolyl-

(M21/] 23) @

SR

a-acetoxy (M19)
gluco
OH ethanol-glucoside

(M46)

& @ tnazolylhydmxypropmnlc
P, W acid = THP (M30)
Q |& 9
\J‘ @ @ £ p,w,c
JAU 647@110 hyd, \'.\.; U 6476-@@1“@0“_ trlazg_lﬁc(e;z ;)cld
diengecysteine (M | d d -
@ &SV W
v w
@ @ § \ JAU 6476-desthio-dihydroxy-
@ glucoside-malonic acid

@ (M65)

p = peanuts, s = sugar beets, w = wheat, ¢ = confined rotational crop

o

@
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CA 6.2.2

Poultry

Two studies to address this point were presented in the dossier submitted for first inclusion in A\@X I@b
(March 2002) and were deemed acceptable following evaluation and peer rev1e%at EU level (@07) v

& :
& .
3 SHEP SN
Report: Kkca 6.2.2/01 || Gz ; 2001; M 832686-01-2 OIS @@ o
Title: [Phenyl-UL-14C]JAU6476 - Absofption, dlStI’lbn excretio d @ olisiin &
laying hens & S) Ko Q ©© g&©
Report No.: MR-309/01 Q . & < @
Document No.: M-032686-01-2 r@. o2 $ &
Guideline(s): US EPA OPPTS860.1300°CAna aPM £: RACO 6.2 EUQY 14/&15% nded
by 96/68/EC .
Guideline deviation(s): not specified .
GLP/GEP: yes
&
Report: KCA 6.2. 2/@2“7J %
Title: [Trlazole@ 14@JAU6@576 Albsprpti and’ metabolism in
laym Kéns | @ (@@ N
Report No.: % 5/03 < S 2 Q
Document No.: 6%&2 @ (g SN L9
Guideline(s): EPA PPT, Qm , (@nadia@ﬁMR@ef:@CO%@; EU 91/414/EEC
nded by 9 /68/EC‘© @ O o o §
Guideline dev1at10n(s) ‘”\anot 1ﬁ @6 N Q ' N
GLP/GEP: yes S & Q" S
@ Q" &Y @
"\a N - 9 N
6\ & N N O S @ L
Do &Py F
For dCtdll%Of ddt@subm&ftcd Gyevions ase T also to Baseline dossier CA 6.2. For
completersss, a 5umm€§y of. ke rdmctms o@hcsvim@ y submitted studies and an overall
qummﬁs of the twq @tab@l@q q;g\\uﬁdle% ofgrot \(@on z0% in &Qltry is provided below.
@ IS N
\ @
@/}@ f@ Z}a &@ < kb
TN -
Report @ Ad@%ste@ @ %ab 1O ]{)@ng v Time of sacrifice Nu.mber of
Q 0u&® {(% o > animals
CA 62/01 TS & 9
- o ol
(2001) Pl%sgocogz% Pheny& 3@0 mg/kg bw/day |5 h after last dose 6
M-Q32686-01-2 | RS
Q @g & = @Q
CA 6.2.2/08]> & @ N
O NECT O e bwidey |5 after st dos
(2003) Pl\( ocoyole 11(1@6 3 x 10 mg/kg bw/day |5 h after last dose 6
M-10993602-1 £y O & | 9
il SIS,
SRR
{N @@ @ o v
S
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Overall summary of the metabolism of prothioconazole in poultry

The kinetic behaviour and metabolism of prothioconazole in laying hens was investigated, i‘§9wo©6
separate studies employing the [phenyl-UL-!*C]- and the [triazole-UL-!*C] labelgg positions @}wingg@y
an identical design: Six laying hens were orally dosed (3x) with radlolabelled tothioconazodg at a

level of 10 mg/kg body weight. The hens received the doses on three con&c ive days @nte@ls of

24 hours. The animals were sacrificed 5 hours after the last admmlstratlo&

The kinetics and the metabolism of prothioconazole wer%o@mparablgoth Studles&ile \tlc »@Qre
characterised by a fast and almost complete absor&lon process he admm@@%red@@ QVHX&@
followed by fast excretion. The predominant portlc%Qf the totall@dmmgstere&@)se was fou@% in t@
excreta whereas only trace amounts were detect@ggs (0. Ol%&and e@e Or&ns a\l@ 1ssugp (0%@&

0.9%). %\ @ @ o\%

The total radioactive residues were also well Qmpa{y@)le f@t}’lw @ 1ghtl@hlgh@g c %“\:Btratl@ns
%ble @

were detected in the study with phenyl- 1%%§led &@hl(}%) az 6@2 1)
Table 6.2.2-1  Total radioactive resnd@(TR&) dette&’l@\lmed in egg d egbie tis s of@ymg after

ﬁ@

administration of pro);@) le \@
- \5) ~ 9
Liver E@s s | M c% @ Qﬁat § %
Label phenyl trla%le henylk,| triazdle vyl Qriazo®”| phy!l [tgazole
TRR [mg/kg] 4.017 31, N0.0360 oegsb @05 9@ 0.12% [&50 %]0.290
N @ @) % ©

N
Major metabolites werg DAU 696- S@geth (M()Q JA@ 6476§I§sth1©(M0 @and JAU 6476-S-
glucuronide (M06). Also, a n er o%sulfat es o@ydr%ylatedﬁ%U @% desthio (M§82, M83
and M84) was detect&Y as a@’gn nt p@tlon 1verg[ Dabel- @emﬁé\\metagﬁltes were only detected
in the study empl g th@e%trlazo@ abe*l@d prot 10c ole @

The percentage@@f th@RR an% mge&s eqlents%g V%?S of thl(mgnazole and its metabolites are
shown inTabl&¥ 6 2@ a@%®2 239 K @ @ ©)

Major coag%)unds in both stu%s% e pa@nt c mpou @an /%@U 6476-S-glucuronide (M06). The
metab@@s JAU 647(@%—met@1 (M & JAU @7 6- de@ i0,(M¥4) were also detected in all matrices,
but were only of SOT 5@\11”1 e in@at. T\;Q} label, spe%ﬁc metabolites 1,2,4-triazole (M13) and
JAU 6476- trlazo&%?etha 01 (. @iwe{} de %d inQll mgrices in the study using triazole-labelled
prothioconazo presSpted t10 @fthe@@al radioactive residues in eggs and muscle,
but the absoi@¥e corfeent a& 1&not xxceed’§,04 mg/kg. However, it has to be considered that the
hens were §dministered § Q_ dos&@with respect to the field residues in cereal grains
and stra@more thau a@%ctor 100 @r tr@ wh:@’i shows generally the highest residues).

i N
> v\’@}é\ Q@§
" NN
2 . < Q
& IE Vo
Yy O & 9
> O o
s &
&K’@@%
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Table 6.2.2-2  Parent compound and metabolites in eggs, tissues and organs of laying hens after appllcatlon

of phenyl- and triazole-labelled prothioconazole (in % of TRR) &°
Compound Liver Eggs Muscle Fat D S
% TRR % TRR %TRR &  |%TRR @ v
Label phenyl |triazole |phenyl |triazole |phenyl &ole pheny&C ma@
TRR (mg a.s. equiv./kg) 4.017 ]3.531 0.036  [0.050 ]0.089 @’122 0.450 7|02
Prothioconazole (JAU 6476) | 24.8 30.7 3.6 3.4 11.3 2.5 3 P 4
Metabolites common to both labels Yo 2D NN A
JAU 6476-S-methyl (M01) 2.2 1.7 19 ¥ 1.2 @ 2.2 Y9.6. [28. o
JAU 6476-N-glucuronide | 1.19 | 0.2 N S %@ SEAREN
(MO5) o) 4 1 R o
JAU 6476-S-glucuronide 11.99 | 14.99 0 BTN | & k53 V727
(M06)° oL o R 9 | @
JAU 6476-4-hydroxy (M08) 079 103, o YSNE »\,} Q’@\ R
JAU 6476-hydroxy-glucuronide | 2.6 @ kN &
(M10) RS iR AT - WP
JAU  6476-dihydroxy-diene | 0.99 1> (> & > 39 § SEIRY
(M40) N P S LN Y Y
JAU 6476-desthio (M04) 42 &7 48 |2 02 = D725 2@ |0 Pes
JAU  6476-desthio-4-hydroxy | 2,70 ISR 39 \@ § S & o9
(M15) R @§ el @@ A S
JAU 6476-desthio-hydroxy- 3. 1.6 4
sulfate (M84) s g {Q\@ Y - v @’Q 4 @ @@ i@@ ®© }&
JAU 6476-desthio-3% | 2.3 > 4 .
dihydroxy-dienyl- glucmon@e é @@Q @ v b é Q@ %@
(M52) S 1N ) S LSO S B
JAU 6476-desthio-hydgoxy- Q}27. 8@ 1o [ .P & 1@ S 0.7
methoxy-sulfate N (MS@ @ @ SES © Q >
JAU 6476-desthiogfihydrag ©) S N ©© @ @
sulfate (M83) )@@ l@476- N AN N § @f S
desthio-hydroxsssulfa@RyM84) & @§ i ST S
Metabolites s@mﬁg@the y@)ole R & NS AQ e @
1,2 4-triazgle M13)7 - 1.0%\ Qr @.4 :j\y 18.7 1.59
JAU 6 ‘&trlazolyl ethphol \’ 3.6 7 .6 28.3 1.6
(M45/§ @9 @7 A @Q N o
Thiocyanate (M80), \ &\ @.7 " « | 9X 4.0 1.59
Total identified & J@T\I’ 7 72.3 @’ 428 R4 41.9 67.6 84.1 82.3
Total characteris@ . 10.6 Q[ 12.0Y @@».4 ] 5\\1’0 4 11.7 113 - 5.9
0

may conta&@@racc @??mt 0
may contain a minor amoungyy JAU
9 for the fa\\the values of 1,2,4-friazo}
9 idcr}@tion by HPLC &gy, no

posi  conj i0iRwas unassi

of uonjugal@
%spcctroscopic cg{g ce (
N

b)

e)

6- desll
1 ?)
unamo

ed n the stu

goxtiod B
647Ncsthl droxy(M14)
4 hydl@y /WI d a trace amount of JAU 6476-desthio-3

ould only be determined as the sum of both metabolites

ﬁlma&n y HPTLC (= characterised peak)

hlog a

uouséﬁ

@

. @@&Q
&@%%@@@Q
R
T & O
Q
SRS AN
RN
¢ LTS

-hydroxy (M14)

enyl-label, but a retrospective identification followed in the goat study

K.; 2003, amended 2005; KCA, 6.2.2/02.)
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Table 6.2.2-3  Parent compound and metabolites in eggs, tissues and organs of laying hens after appllcatlon
of phenyl- and triazole-labelled prothioconazole (in mg a.s. equiv./kg) &° @
Liver Eggs Muscle Fat ) <
Label phenyl |triazole |phenyl |triazole |phenyl |trigzole | phenyl azole«Z}y
prothioconazole (JAU 6476) 0.995 1.085 0.001 0.002 0.010 3 0.137¢°70.0
Metabolites common to both labels 0 o
JAU 6476-S-methyl (M01) 0.090 ]0.059 0.001 0.001 0.006 0.003 0.@8 NI83 G
JAU 6476-N-glucuronide | 0.043% | 0.006 ® 0.0%& N0 é\”
(M05) < @ Y O] @
JAU 6476-S-glucuronide 0.479% [0.5269 |0.006 0.012" 6@14 0.012@ 0.0 0@1 é
(M06)° s 4 1 R 1o
JAU 6476-4-hydroxy (M08)  10.0299 [0.011 o%\ N0.0gL¥ é § T
JAU 6476-hydroxy-glucuronide | 0.103 Qs @ | | @
(M10) U . v . @ N @y '@\ RN
JAU  6476-dihydroxy-diene | 0.0359 o | @ I & o.o%gg? @&f
(M40)" N - O S & o
JAU 6476-desthio (M04) 0.167 |12 o[ U.00%R 0.803 > 10006 §003 0.3 | 048
JAU  6476-desthio-4-hydroxy | 0.109 SN0. 031\ 0.0gN S o
(M15) GNP S 8
JAU 6476-desthio-hydroxy- 130 5 - N W \@ § 9$ & o
sulfate (M84) @ D A ¢) NI
(JjAU 6476-desthio-3,4- i.o\bz %59 | @@ Qé 000185 §U .
ihydroxy-dienyl glucuromde@ N @ @ o
(M52) N S 1.2 g
JAU 6476-desth10-hyd10x3@ 4 419 .Y v Q01 Q y\f@ 0.002
methoxy-sulfate w52), % %) @& Q° N QO
JAU 6476-desthio-dibgdroxy- ¢ | © [&F .0 & L O
sulfate (M83) and U 6478 @a @ S %, ) & S
desthio-hydroxy-sgffgte (M84) | & S N @Q @
Metabolites spegif to (ihriazghe label ™ N, oY 9 o N
1,2 4-triazole @23) D & oy IS 0065 % 10.023 0.004°
JAU 6476-tr@01y1&§anokﬂ© w29 €’ @Q 00§ | @ 0.035 0.005
(M45) ¢4 9 D Qy Ky
Thiocyagisste (MS0) & & L710.0237 | & 005« [ 0.005 0.004°
Total4dhtified @ 2.480° | 2854 @015 0.0362 [0.037 [0.083 0379  [0.239
Total characterlqe@k\\ & 0891 @425 w\\ 0.0&4\ 0.685 [0.010 J0.014 - 0.017
a) may contain a lr@ amo )t IA$ - 3 h roxy (Wl4) @
b) may contain a minor an ol J. 6476-4¢Fhio- 4°4Q/dloxy§5) an @race amount of JAU 6476-desthio-3-hydroxy (M14)
c) for the fat tl @ﬂuus )2.,4- tr@) e (M13%and thl@ydndtc 80) cou@only be determined as the sum of both metabolites
d) identificatiog’by I—II’ onl or n ll%ﬂbl" 5 conf tion bgJPTLC (= characterised peak)
e) posmon f conjugation was\sassi ﬁ@m the l y wi ¢ pher@ylabel, but a retrospective identification followed in the goat study
by sp s@ scopic eviden @ K.; 2003, amended 2005; KCA, 6.2.2/02)
Q
%, . @ N
N ) § S @Q &@@
WOV A
@ < Q & ©@
¢ & O
< O % S
{N @@ @ N
& & T e
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The consolidated metabolic routes of prothioconzole combining the results of both studies are

characterised by the following reactions: ©©
e Conjugation of parent compound with glucuronic acid either at the sulfb&(hlgh 51gn1ﬁce) o@j
at the nitrogen atom (low significance) of the triazolinethione m01ety§ & Q
e Methylation of the triazolinethione moiety Q @
e Elimination of sulfur from the triazolinethione moiety % @ @9

e Mono- and dihydroxylation of the chlorophenylé@lety of par@t compound&ad o@tabﬁ @
JAU 6476-desthio; S @ @
conjugation with sulfate in case of the @droxylated {etabolites @“ JAUQ476 @stm@
conjugation with glucuronic acid in case @@e hydroxyla& pa@gnt c@p [@x © &

e Methylation of JAU 6476-desthio- d1hy Xy (M34)® JAJ{Q47@@(,1est NS ydr@\\@—m OXY
(M28) (of low significance and was $aly p ulag@}smci% su]r%te COIQy gate of JAIN476—
desthio-hydroxy-methoxy (M§&2) was detees d) @’ @

e De-aromatisation of the chlo@en;& mom{y rent mpound b&)ﬁﬂve
hydroxylation was also detecteg¥o a hor e@nt felTowe y glimuron y\ﬁon&a

e C(leavage of the aliphatic c@on ad y@hng@e la spe«ﬁ}’ n@b @?1 2,4-triazole
(M13) and JAU 6476-triazaly-etH@nol (}43) @? S %

e (leavage of the trlazohne 10n@101e esu@ n @ fo&@mthm@é@nz: W80)

v
In conclusion, the metabohcﬁpﬁh\@\y of p@locgnazol@jl% layaQg he&s@%llo% two n@un branches:

9
e metabolic transf%l%an&ls of tlﬁ@%a@ cog@gound@ﬂder %@nser%@lon@whe triazolinethione
moiety o O « S
e metabolic tr form@on@ter e@nnat@ of § sulfu@ron‘&e tria@%linethione moiety
© @

@
Metabolic route@a rom@% arelit c@mu&d&unde@on RtiortSY the triazolinethione moiety
are mainly f @HS @azoligythi x@nm Corgpigati ith glucuronic acid, methylation or

cleavage o thls n@iety e ob@jrve to a § ﬁc@ exte@ gdroxylation and oxidation of the

chloroph moiety 1s®£m1®slg @ nce. @ \

Ehmlna on of the- %ur @1 e triazgimeth e Y i i -

@ne moiety formation of metabolite JAU 6476
desthio (M04) is t@tarm% poi of thgseco@bran e metabolic pathway. Metabolic routes via
JAU 6476-desthf® (M(QZhare 1nly@@’sed, Siv the @drox@%tlon of the chlorophenyl moiety, followed
by methylat@ oxi&@ion to.@a ogxte,n@y su@jequent conjugation with glucuronic acid or

sulfate. Additionally, elir@ f th&¥ 10@ lﬁ\mety is observed resulting in the metabolites
JAU 64745iazolyl etl%lol (JAD) an@y} 2.4 Tazo 13).
N

Accqrding to the dé@cted etab jes a coni%rmg their concentrations in the various matrices, it
canNge concluded itat t Q‘l ic rc@es Vlng directly from the intact parent compound are the
dominating oneg,The results udiegprovide a comprehensive understanding of the metabolism
of prothioco, gzole éﬂay he metabolic degradation of prothioconazole is summarised in
Figure 6.2

SR
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Figure 6.2.2- 1 Proposed metabolic pathway of phenyl- and triazole-labelled prothioconazole in laying

hens @ @@

cl HO D @
oH o O @ on @@ @® S
HO
o S8
a SCN” % § § ©

H N~ . N—
hiocyana °
a I o (L S &,
SCH, S © IS
N—y JAU 6476-S-methyl @ N > Q
</ /g (MO1) / @ JAU 6476-@@xdroxy-diene &AU 64‘@1y3«1rc®§ é}
Iﬁ S

glucuronide \

JAU 6476-N-glucuronide

(MO05)
Cl - Q@ ~
Cl
o % s © S &
=y g & O 5SS
</ J\  glucuronide Q@ ° R (4 (§ @ Q& 6 @©> EQ& S
E ) o h @ @g& &@ % 6479 hydroxy

JAU 6476-S-glucuronide
(M06) S

N O
A
(Y &

JAU, -triazolyl-ethan
(M45)

JAU 6476-desthio-4-hydroxy

(M15)
HO a
OH
HO Cl

N—
&

@@g

— & , L _
JAU 6%@65&@ -dlhydr@-dien©© JAU 6476-desthio-hydroxy-methoxy JAU 6476-desthio-dihydroxy
) % Q (M28) (M34)
o~ ISR
S L2 @
@ & &
JAl@é—desthio%,4—dihydroxy— JAU 6476-desthio-hydroxy- JAU 6476-desthio-
dienyl-glucuronide methoxy-sulfate dihydroxy-sulfate
(M52) (M82) (M83)

compounds in brackets [ ] = postulated intermediates
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CA6.2.3 Lactating ruminants

©

Four studies to address this point were presented in the dossier submitted for first inclusion in Afdrex I

(March 2002) and were deemed acceptable following evaluation and peer revie%at EU level (@07). v

& .
Report: KcA 6.2.3/01 || Gz T 2001; M-034900-01-2 § < 2
Title: [Phenyl-UL-14C]JAU6476 - Absor@n, distributio@excretion and’metab%@n iné\a
the lactating goat v @ g}ﬂ Q\ @
Report No.: MR-092/01 ©Q @ S é\a é
Document No.: M-034900-01-2 o I SEEECERFOEN
Guideline(s): US EPA OPPTS 860.1300; Ca%adian PMRARES.: %ADCO 6L; EU &1/414/]2@(? &@
amended by 96/68/EC < @ R 9O 6 @
Guideline deviation(s):  not specified . (N (0 6\ Y <
GLP/GEP: yes A A T S
Q @ v @
v @ é % &’
Report: _8; s ; ; M%6219—0§ @
Title: [Triazole-UL- 141TATRG0476: Absorp Qr@excre , ar@metat@% in
the lactating goat (&K é\ﬁ N @ @
Report No.: MR-448/02 ° @ - % O %
R | RS R
ocument No.: M-11621992-1 ) S o © @) N
Guideline(s): US EPg, OPPLS” 8604300; adia@%§ Ref. :@AC@.Z; Q&U 91/414/EEC
san:8147 O

amended by %/68/%; Japanese MAKF, 12
N

Guideline deviation(s):  not specifi @) A )
GLP/GEP: yéo &Q @Q o © QL N L9
N

Report: Q ! : 002:V8-041101-01-2
Title: @ [&henyl— U64 52 de Q - @bsm{tion, @istribution, excretion, and
N faetabolism in the lactating goat 9

Report No.: ©© OMR-091/01 & @ A N §@ §

Document No® & M-6d1101-69-2 &« @;\’ & @

Guideline(% @ UXS\”EPA@QPPT 8604800; Capadian %ef: DACO 6.2; EU 91/414/EEC
. N

“amend&bby 9GI68/EC @
S y
Guide '?deviation(s)@@l tsﬁﬁed @Q § . O
GLP/GEP: . 3 NN W D

v
@@ N @
Report: o ; ; 79178-01-1
Title: Q@ @) 64 -d%tglo: Absorption, distribution, excretion and
% S s 1 ﬁ@ go@ ubsequent identification of metabolite hydrolysis
RS
Report @7 N EF%/469 ©\

: N SN

Docyment No.: § M<%79171-1 @

Guideline(s): @ speéified Q

Guideline devia@n(s): not s&@ﬁed @ &

GLP/GEP: & %% no
N

for ot A eSS e st s
or detagy of@a SL@ﬂlttpl’CVIOllsly please refer also to the Baseline dossier CA 6.2. For
comp@ﬁgless @suml%ary of¥he key parameters of these previously submitted studies and an overall
sumilary of@e fogg ct%gi(\}ﬁsm studies on prothioconazole and prothioconazole-desthio in the lactating
gd¥ 1s prgvided below.

A recy conducted goat metabolism study employing [triazole-UL-'*C]prothioconazole-desthio,
which was not previously submitted, is summarised in detail after the overall summary of the four
studies described before.
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Report Administered Label Dosing Time of sacrifice Nu.mber of -
compound animals 2
CA 6.2.3/01 S Qy
, E.; o @® S
H., - Prothioconazole  |Phenyl 3 x 10 mg/kg bw/day |5 h afterddst dose [1 & .
L K.; 2001 S
M-034900-01-2 2 O & |2
Van & > @
CA 6.2.3/02 @ B3 2)
LE.; ¥ Q @ § S
H" B & &3 % Q @Q K
K.; 2003, Prothioconazole  |Triazole |3 x %@g/]{g bw/dagQ" |5 I after lagt dose ¢ 1 <© &@
amended 2005 o S | R G 2 &
. ) T D |
M-116219-02-1 N3 ° o
g @f»@ b «(;& @@% . @@ S N
CA 6.2.3/93 % @;\9 @ Q q ]
: s Prothioconazole- N %h N g
E. desthio Pheﬁg\\ﬁ . & 10 e/kg ‘&\@day 5 af@@las‘[ @se L §
| K.; 2002 [4°S Q@ N & @ v\a & @ § Q
M-041101-01-2
G YENIE AP = 2
CA 6.2.3/04 . D © (O ERN
- 2006 gi‘q’:&‘gconamle' Phg%l AP 100 1@g/kgdaQ 5 h 4Qer lagQse {1
- 01- ) S
M-279178-01-1 § S .. & o D
& S TSRS
Overall summary of the mgﬁabollsn@{) 0th@ona and its mﬁtab@e prothioconazole-
i) Q
desthio (M04) in lac@ang g@un& \ @ %

Livestock metabol&l

prothloconazol
ruminants.

stques us@g ph@@l anﬁrm@
% sx@oees
N © S N &

()%?)%\Vcrc&“&onduﬁtd

S

Y
The metabéjusm study w1th p&é@yl lafylled @U 64%8- -deghio
residue @ﬁvcstock fcc@mtcn@ thc@thlo dcrlv"\rc ofﬁoth@onazolc

All studles follo

thegg §m6§e
radiolabelled tes %bst%ce (p

weight. The

ats re

iocRp zo
ed e dos@@n te c@cutdays in intervals of 24 hours. The animals

g
were sacrlﬁ 5 ho@s a t@@he lase adnmglstr%@n

The kin@ and the
studies performed
complgte absorptiqy pr
preddminant portlon of Qe to@y

Also for @ st

the ad& 1stc

w1th%§> maj@ am

@ were S€CI€§

raé{oactl
(1.9%€P

the t

taboh@a of

sof@’

-lab&led othloc@qazole and phenyl-labelled
in@he lﬁt@atmg goat as a model for

conducted since the dominating

mgn@% l%ﬁtm oat A&as three times orally dosed with the

47@esth10) at a dose level of 10 mg/kg body

@%tm%@laz% were very well comparable in the lactating goat
ffcrcnt{ cls@ﬁc kinetics were characterised by a fast and almost

gn red radioactivity, followed by fast excretion. The
&ml i @d dose was found in the excreta. Renal excretion was

preferred. On }@Erac amo of %" totaly administered radioactivity were secreted with the milk
(£0.03% o@e dosg) and ectedNn ed@le tissues and organs (0.7% to 1.0%).

perf(@r©ned ¥
2 radi

ith JAU 6476-desthio a fast and almost complete absorption process of

ctivig@was observed, followed by rapid distribution and a fast elimination phase,
t of, tro}fdioactivity in the urine. Only trace amounts of the totally administered
with the milk (0.05% of the dose) and detected in edible tissues and organs
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The total radioactive residues were also well comparable for the studies performed with
prothioconazole. Slightly higher concentrations were detected in milk, liver, muscle and fat in the@dy o

with the triazole-label. 5 Q\
@
Table 6.2.3-1  Total radioactive residues (TRR) determined in milk and tiss§ of lactating%oat@s 4¥ter
administration of prothioconazole QS &
JAU 6476 Milk Liver Muscle Kidaty B o 2
Label phenyl |triazole |phenyl |triazole phen;@@ triazole | pfenyl | triazolepheqy® tri@le @
TRR [mg/kg] [0.037 J0.150 [6.092 [6.248 [0.08& [0.117 ko762 4. so@ﬂ 0. @ s@ﬂ é
& O

@ @
The total radioactive residues in the study pcrﬁ@d with JAU @76 d@sthlo@crc e hcr th%ﬁ in @c
studies performed with prothioconazole. Slgn antly hlg Conc&ftrat ons vg det&?@ed % Ghe
metabolising organs liver and kidney. @ @ &

S
Table 6.2.3-2  Total radioactive residues ;\5 rml @t ansues@f Ia tln@ts a{ter
@

administration of metabolit AlL 6 dgg (M ) Q
M04 Milk Liver & Myscle ,© idney® v | Fat S
Label phenyl pheg g&\\ %p\l’fenyl" © phéwy!l @ 4$}alenyl©
TRR [mg/kg] | 0.286 e 5 . NI @; 5 §0.23@2

Q\ O @@ SRS KA
Since cleavage of the molc%@ Waiﬁffot Vc@j pr@unc&@m Q stud1§ Wl@ 10) oconazolc the
detected metabolites and th&s co centra@s ingthe different Qatrl @orr@yonde very well in the
studies with the phenyl anéhe tri&ole | G compounds (> IG@ of ) d te@é?ted in the majority

R

=

&
of the matrices were the pa@)nt compoua c@ e te JA&K)47 glucuromde (M00).
JAU 6476-desthio ([\@ﬁ) wa«§ y@&g minent in m nd %U 6 rox 08) in liver.

The key metaboli t@ mat,rl@ %pt for fat, @647@8 glugyronide (A£06). Due to the

conjugation Wlt@g omc ﬁcld he sulﬁg\r Wa&\@bwo@ly§cct9§j\@agamst cleavage. Thus, the

metabolic ro v1 U &&76-deS@hio @)4) @ea de U@476 desthio (M04) and all its
derlvatlve%@ccount@ in éach saggple matrix lessqgpian 20 0 of@??be TRR, indicating that the major

metabol@outes are ba@i 0 mt@’parent con@@undq@ \

Thlocyanate (M80 'vs%as t m@y fapel s @ﬁc{;ﬁetab llte det&%ted and was also formed directly from
the intact parent po% a Jigjor mgaboli® in k, muscle and fat in the study performed
with triazole- labg’?led hio azol@?A ce{%spm@ing g@j@nterpart was not detected in the study using
the phenyl—l . @ ©@

Thlocyana&) is not of tox@olo rn @@1% we@ known as the main detoxification product after
cyanidegXposure?. It 15@41150 @hyslo mp nt of the lactoperoxidase-thiocyanate-H,O,-system
and ig therefore a @ral e%mpo@ﬁ 1n@ milk™ *. The natural content in milk can be much higher
thamthe amounts found ggthe @%sente@stuc@ Moreover, FAO and WHO recommended to add and
adjust the natu@lly occurring&sub cyanate and hydrogen peroxidase of the lactoperoxidase
(LPS) syste@\ ra@ﬁk @nsﬁwam@ purposes. The method of activating LPS in raw milk is based

> O & Q

(1980) in: Spencer P S. and Schaumburg, H.H.

XY of the lactoperoxidases-thiocyanate-hydrogen peroxide system of milk against Escherichia coli and

pathogens; Infection and Immunity, 13 (3); pp.800 - 807

Thiocyanate mediatedantifungal and antibacterial property of goat milk lactoperoxidase; Life Science 66 (25), pp. 2433 - 2439
’ H (1997)
Natural thiocyanate content and optimum conditions for activation of lactoperoxidase system in raw buffalo milk; _

Sci. 25 (2); pp.241 - 252
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on increasingly insufficient levels of thiocyanate present in milk up to about 15 ppm and subsequently

adding an equimolar amount of hydrogen peroxide®. Q@
A comparison of metabolites detected in the milk, tissue and organs of t e lactating @@ aftef®
administration of prothioconazole (phenyl- and triazole-label) is pr0v1de n Table6& @

Table 6.2.3- 4.

Table 6.2.3-3  Parent compound and metabolites in milk and tissues of the l&%tmg goat ad@ml te@ﬁ wkt@@
[phenyl-UL-1C]- and [triazole-UL"C]protiftonazole (mé(@ of TRR) s« S < @
Compound Milk Liver Muscle &~ | Kidney o s
% TRR %TRR & | %TRR ,Q° | % TRRY, &&T N
Label phen. | triaz. | phen. kg. phen. iaz. | pheng Phriaz, phe@y] tria@
TRR (mg/kg) 0.037 | 0.150 | 6.092 Jas»48 [ 0.088 [ 0.1159 6.7Q° 4.8 | 0,169 | oiv4
prothioconazole (a.s.) 09 [32 129 Y168 | 13@ | 73, | 169 |s\\5 @3 Q¥.1
Metabolites common to both labels N @ N &&’ v {g\\vj
_S-methyl (M01) > tz\Q\é R A AN Y
“N-glucuronide (M035) | 13 53, Pro DLl o O [ &
-S-glucuronide (M06) 120 [44 Y108 o] 14Q 182 [3%3 w39 1001 &89
-4-hydroxy (M08) 320 [ L9 | 3 aye & Q83
-hydroxy-glucuronide B gl Q0 R34 Q;\?’4.7§ 74@ 6.@ 3¢, | 112
(M10) &SP - N @@ @@5 N kN
-4-hydroxy-glucuronide 9| 249 O |2 . 6 N5
(M69) RSEIRICS N
-hydroxy-sulfate (M79) | =, N 6.5 < 2 ©
-lactoside (M78) EYVIR ‘0] & [« | 9
-desthio (M04) ° 2.2% 149 § 1@ | x| B9 i@ # 0 19.0 | 15.1
-desthio-4-hydroxy = © s
(M15) S | > ] \gé}%@ S Al >
group of M38 40 S
M49,  M74 M9D \C ‘Q@ N \Q Q@@ O @
(dienes, zglucw:x@?nde@% 10% G @% L §\ N
group of 138, M52 [|O S) 6. 2K @@ S @
(dienes, @gcumm@’@) ¥ & N ap %y
Metaboia{\eq specific to /ﬂ% triazle labg@f\b @ A ﬁ\@) ‘T
thioldsiate (M80) @” | &y [4v1 | .0 Q9.6 9.0 12.4
Total identified Q;;\\ 99.2 4613536 @ | 448 70.8 52.4
Total characterised” 3890 1L | 137 | © [12.0 7.1 8.5
% T
M38 JAU @desth@ﬁyd@y-m@@? BN § @E@
M40 JAU dihygyoxy-
M49 JAU 6476-desthio h@mxy@mo Qluc lde
M52 J@d% -desthio,3,4-di oxy@ nyls ucuroo
M74 6476 dcqthag- -hyd gcuro ©\
M91 . JAU 6476- dcﬁs\g -3 4&5hydr gluQ omd@e%
> Y &©
SIES é@ N
@ < Q & ©@
¢ & O
< O % S
{N @@ N N
& & T e

6

FAO/WHO (1991) Codex Alimentarius Commission; 19" Session of the Codex Alimentarius Commission, Rome, 1-10 July 1991.

Alinorm 91/13
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Table 6.2.3-4  Parent compound and metabolites in milk and tissues of the lactating goats administered

with [phenyl-UL-"C]- and [triazole-UL'“C]prothioconazole (in mg a.s. equivalents/kg)/@&° @

Compound Milk Liver Muscle Kidney Fat . > 4
mg/kg mg/kg mg/kg mg/k X mg/l@ O
Label phen. | triaz. | phen. | triaz. | phen. | triaz. | phegy] triaz. pl;ke@ @
TRR (mg/kg) 0.037 | 0.150 | 6.092 | 6.248 | 0.088 | 0.117 | 6.782 | 4.507 | 0.169 74
prothioconazole 0.001 | 0.005 [ 0.788 | 1.047 | 0.012 [ 0.008 215 [ 0.879 §\0.022350.028%4
Metabolites common to both labels s Y ’ N q&\’
-S-methyl (M01) 0.035%F @ Sl | @ | @
-N-glucuronide (M05)  [0.001 0.170 | 0284 1 0.001 | & [0.179 L0@55 [O001 & &
-S-glucuronide (M06) 0.004 | 0.007 | 0.610 | 0679 | 0.013 [ €016 | 2.321 &7.526 .01 0.058
-4-hydroxy (M08) 0.005 | 0.092 [6\86 NR.ooed N o1& Mgl
-hydroxy-glucuronide 0.005 | 0.30R)0.315 0.0 006871 0.50% @\2@5 0905 f&@w
(M10) w L el 1O Lo [ IS
-4-hydroxy-glucuronide odre | @ [a02 5@.004%@’.271@%.250 o.o%
(M69) N N I A ; Sl & <
-hydroxy-sulfate (M79) REE 0.408, (($ N Y
-lactoside (M78) 0.08% | . @ AT s N §§
-desthio (M04) 0.001 0@@? %076 | 8309 °°&003« é}gomm 0879 0.1355) 0.0322] 0.026
-desthio-4-hydroxy &U 002 9. 17% N § @@ § %@
(M15) NN ISR NP N Sl <ol SO >
Rl I N Pl ) S S
o - N @ o @)

(dienes, glucuronides) v Q,,Q Qﬁ iy S @ & &
sroup  of M38, M52d q .39 D
%dlenr;s glucuronides) °\) 9 S Q° R AN S
Metabolites specific tethe tng@\% lab& © S 2 A & W D
thiocyanate (M80)a> RY.061 @ 0.1 ooy | &7 0406 0.022
Total identified & o.Q,lﬁ 0.09>7 3.265 3§ 0¥ [0.075 |@,786 [ 3.790 [ 0.089 | 0.131
Total chdracterkﬁf ~o.ar3 001% Q339 2093 [H011 [@°013K0.482 | 0.363 [ 0.014

M38 JAU 64des
M40 JAU £476-dihydroxy- ene
M49  JAH 6476-desthiofgdro eth %:lucu ni

M52 @6476 desthigy3,4-diggdroxy>dienyl- glucur
M74 JAU 6476-desthio-4- ywdroxysgucur
MO91 JAU 6476-d

10-3,4° 1hy
additional stud
@ O @
QO : :
The main gctabolltcs dc@vcd @Ectl}g\\? @par@compound. The main metabolic routes can be

summarij as followsg@ Q

§@
%eé\@\

o

@oxy d@le K@ %’ & @$ @L\’
N

(théﬁyd ylation positions were determined in an

COH_] ugat10ﬁ® thetgaren mp@d w@lucuromc acid at the sulfur (high importance) or the
mtrogen atom (1 tance@)f th 1azolmeth10ne moiety
e Cleavagg~of the tri @ @K)ne @mety of the parent compound resulting in metabolite
th10 natg @gﬁ?()) %
o hyd{pxyl n ofthe ch@rophenyl moiety of the intact parent compound, followed by
Jug n wi glu nic acid or sulfate
li uo.@\g sul@rom the triazolinethione moiety

A@%scr abo@i cmﬁlgation of prothioconazole with glucuronic acid at the sulfur atom of the
triazoljshione moiety was the dominating metabolic reaction. Due to this conjugation, the metabolic
routes via JAU 6476-desthio (M04) became less important. Nevertheless, JAU 6476-desthio was formed
and several metabolic routes can be derived from this metabolite.
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The most important metabolic reactions with JAU 6476-desthio (M04) as precursor were:

e Mono- and dihydroxylation of the chlorophenyl moiety of JAU 6476-desthio; (:011]ugat;0§it1}@>§6

glucuronic acid was observed to a high extent. > @@
A further minor metabolic route which left the triazolinethione moiety intact \& the methylzfﬁon oﬁ‘ns
moiety. The resulting metabolite JAU 6476-S-methyl (M01) was detected qnly in very 1§ ts i,

liver. Conjugation of the parent compound with lactose mzas detected Ty in milk. B@th m«gt 01@
were only detected in the study performed with triazole-Nbelled prothigonazole. @@ @ ?”\7 &@

Additional minor metabolic routes with metabolite J@U 6476- des@@ as precursgrweré@e fO&th&
of JAU 6476-desthio-hydroxy-methoxy (M28) U 6476-déShio- @jcur ide %%371 ). IR

@
desthio-hydroxy-methoxy was detected only inAces as gluonlc #id ¢ njug on he
chlorophenyl moiety of the parent compound or &b JAU®476 Hesthwﬁ as &l,so ofSminor
importance and led partly to de- aromatlsath As a co@equ@ ral dRne égmp @s were

detected. To some extent, these dienes w&%conj\@ted\\@[h 5 01%0 acub@ @§

In the study performed with JAU 6476@esthf@>\/l()4@10 siffgle ma me{g}oht @mtab e was
detected covering all matrices. Bemd@Qhe fagt subs@nce ?@mly@nju@s of &rdro ted%AU 6476-
desthio were identified. Since th etabo@e pat‘% he 10u trlc@@ wergyuite somplex, an
additional way for the characte, satlo&@ me oht c\- rou@ a abhsh\d by treating
the extracts with boiling hydi‘@ lorl&am%l" he au@éf thkhydr v is s to ¢ Ve @ Jugates and to
convert non-aromatic co ounds arorgatic co@poun&% Wi %known@truc@ges As aresult, up
to five relevant marker ¢ ounds wer@ﬁ urng ac&ﬁeatm@nt Tﬁ@naj@ﬁy of the metabolites
could be traced back%o the low@gg co@)ou =\J JA 476@esth10$%M04%JAU 6476-desthio-3-
hydroxy (M14), 647@‘3de -4-Igydro § JA 647 esth@ 23,4-dihydroxy (M33),
JAU 6476-desthi d@gdrogg@/fs,@@qd JA 4§es —glu{urom@(Mﬂ) JAU 6476-desthio-
glucuronide is a g%urom&e Wfkh is n@gcom I%tely Dave de@ conditions applied.

The hydroxy@ion @1&0&9& JA@ 647%destl@ 3 4@ydr@;y an@of its corresponding glucuronic
acid conjougﬁte were asg@ned 1&% @uﬂ@ an a@mo@l stuy (- E., 2006; KCA, 6.2.2/04).
The mgi@Polites desc d @AU 6-desthio- dr ﬁ (M@? and JAU 6476 desthio-dihydroxy-
glucuronide (M72)'sq all "l\vesto% stu W%i& as 1gned rgﬁsospectlvely to JAU 6476-desthio-3,4-
dihydroxy (M33) L&J 47 Sthl@e?) 4-diry droy- qu&Jromde (M91).

A comparlsm@of m, 011 & detey '%? 1®\the @( tv@e and organs of the lactating goat after
administratid®of phEhyl-14de ICQ%thl@naZ@ and@nenyl -labelled JAU 6476-desthio is provided in

Table 6.2.%5 and Table 62.3 A=
9
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1

Table 6.2.3-5

phenyl-labelled

(in % of TRR)

Parent compound and metabolites in milk and tissues of the lactating goat administered with
prothioconazole and phenyl-labelled JAU 6476-desthio @4) S

&

Compound Milk Liver Muscle Kgdpey @

- as. | M04 [as. [M04 [as. [Mo4 [ & [mo4 kas o4

TRR (mg/kg) 0.037 [ 0.286 | 6.092 [8.421 [0.088 | 0.266 [6.762 |18.9%] 0.1 0.231
% TRR %TRR _ | %TRR  « ] % TRR o~ | Y@ARR «,”

Prothioconazole 0.9 12.9 134 [ o [180 [& 133 & @

-N-glucuronide (M05) 1.3 2.8 NS 26 Q@ RS

-S-glucuronide (M06) 12.0 100 S 14.8¢ P A Qliw | «F

-4-hydroxy (M08) 1. Q | o« | o @) @

-hydroxy-glucuronide 2@ %.0 @J/ N O @25 @

(M10) . . g@ ’ ?53: RIS RS

-4-hydroxy-glucuronide 4 g 21.08 Y 4.0 2.5

(M69) Y O o & ® | o SR

-desthio (M04) 2.8 S [0 30 [ Q3 [¥7 9.0 @°13.9

-desthio-glucuronide (M71) PO BN 19 362 ¥ 244 ST 4.29

-desthio-3-hydroxy (M14) 59 REEE Vi @ 1 [ ©

~desthio-4-hydroxy (M15) REERNEESIEN RS = 14.6

-desthio-4-hydroxy- @ 519 28 1S @8 & D3, 4.7

glucuronide (M74) 9 9 O DY o 9 A S

-desthio-3,4-dihydroxy 0 . Ne ¥ o 2.1&@ Q17277 & | & 5.36

(M33)" o S, 27 9 ©

-desthio-4,5- dlhydloxy © Q 1@5\) @ VR @.8 N

(M35) 9 & 4 o4& N N &

—deqth1o34d1hyd10@§g— & 24 d H120] &« [367 [ |16 43

diene (M32) o N o § @g\ S) éj\x >

-desthio-3,4-dih Y% 0.9 21.0 22.9

dienyl-glucuronide (M@ :\® ”\i@b RS \?@ S ,\&@

-desthio-hyd m@oxy- 0.0 AN > 59,

glucwomg@@%&}\@ y@ O K@ g;}\’ A@ f(§ @,

group ogM86, MB7, MY | ¢ %6 5\ 7 L 4.9 5.3

(glucurqpides) Ko ) Qy ~ «%@ Y

grov@of M82, M8@ ) MB4Q)y 44&% S

(sulfate conjugatesdy, ﬁ\ %, Q) S e N

group of M38 @ﬁo SSERN @4 o)

M74, %{ @ S o @

(dienes, glu@;romdt@ f“> <© (Q)\ Q (04

group ofQ MY, M@ l&ﬁ“ NS ®\ >

(dieneq.%ucuronides) S ,A\F,Q C )

Total id@¥tified 9 ) 9.2 V581 536 1532 [447 494 [708 |58.0 |524 [6038

Total a%drdctemed\(\, N 3 &i 1397 [ 177 [120 276 [7. 284 |85 233

)

2)
3)

4)
S)
M
M
M
M

%slgned as JAUS%476(§$H

separate qtud@
co-clution JA 647

&
1ydr0@ n

E.; 20Q6TKCAZ)6.2.2

MS83 JAU 6476-desthio-dihydroxy-sulfate

JAU 6476-desthio-hydroxy-sulfate

&report, identified as JAU 6476-desthio-3,4-dihydroxy in a

6- de@t io- d@droxy glucuronide and JAU 6476-desthio-hydroxy-glucuronide

JAU 6476-desthio-4,5-dihydroxy-gluc.

JAU 6476-desthio-3-hydroxy-gluc.

thiq: ghicuronide possible
co- elutlo@mthNAU
poqqlbl%
co-¢ @@AU 6@6 d io- hydloxy methoxy-glucuronide possible
co-glition 476 ‘@thlo 4,5-dihydroxy-dienyl-glucuronide possible
38 NAU @6 roxy -diene M84
@ 476- dlhydIO diene MS86
52 6476-desthio-3,4-dihydroxy-dienyl-glucuronide M87
82 6476-desthio-hydroxy-methoxy-sulfate MO1

JAU 6476-desthio-3,4-dihydroxy-gluc.
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Table 6.2.3-6  Parent compound and metabolites in milk and tissues of the lactating goat administered with

phenyl-labelled

prothioconazole

(in mg test item equivalents/kg)

and phenyl-labelled JAU 6476-desthio @4) S
, N

Compound Milk Liver Muscle Kgdpey g@ o

- as. | M04 [as. [M04 [as. [Mo4 [ & [mo4 kas o4

TRR (mg/kg) 0.037 [ 0.286 | 6.092 [8.421 [0.088 | 0.266 [6.762 |18.9%] 0.1 0.231
mg/kg mg/kg | mg/kg %ﬁ mg/kg - © On@kg &,J

Prothioconazole 0.001 0.788 TV0oo2] g 1215 & 0022 @y @

-N-glucuronide (M05) 0.001 0.170 0.001 |Q 0.179G)° P0.00%, S

-S-glucuronide (M06) 0.004 0.610 AN 0.013 P 23%] Qlowy | «

-4-hydroxy (M08) 0.09. Q | o« | o @) @

-hydroxy-glucuronide (M10) 038G Q005 | @7 | B03.]Q°  d,0.005¢

-4-hydroxy-glucuronide 0.1%6 | . §@’ooz° GO27RY L O.QQ@

(M69) @’ < S ST S

-desthio (M04) 0.001 005157801 040 [ 093 | 0.187 [ &454 8932 ] 6.032

-desthio-glucuronide (M71) 00| .. 9 [ 7 00097 IS %567 @.010"

-desthio-3-hydroxy (M14) I NI JO T 400 Y AN 0231 D

-desthio-4-hydroxy (M15) 4 092 [71.542_ Mows | @ [0S0 [ © [0.034

-desthio-4-hydroxy- @‘0.06%} ES ogﬁ @ |ayte § gé@ss 5 0.011

glucuronide (M74) (@% @\ o5 § J@ Qig M}

-desthio-3,4-dihydroxy @04 396 O 0.0 0.012

(M33)" SR - sy Ll &

-desthio-4,5-dihydroxy N . 0.0g@ g .8%87 & @07 2 o

(M35) . ol 1S |@ ; S G

_Qesth10-3,4-d1hydroxy-\ % @OO7Q§' @%213 Q° N 0,0@} Q7| 0.307 0.010

diene (M32) 4 Ch QS ey O] « ©)

-desthio-3,4-dihydrRQy- X X 0.6 | & KOO | O [&os6 3.992 0.053

dienyl-glucuroni@@\/[ﬂg § N N N 9

-desthio-hydrox@met& s T oY § @} 0.@”

glucuronide (@%@9) A D AN SHES

group of N6, 1\%\7@ 1\@&@ V1088 | & &@64 S @ 0.933 0.012

(glucuropides) & N o L

group “ef "M82, M83 Xw[84 &a é@a‘mé [~ & o.o@ \@f

(sul%&onjugates) @ S N Q R S)

group of M38, , Médx | 0. N

M74, O M%l gﬂ \@ «& § ®$

(dienes, glucur@ides}% s @\,4\\/ . ¥ @f§ @\Q

group  of @ M38Q M5, . @) . @

(dienes, gﬂ@;@u‘onic@ﬁ) @@ N [(§\© Dy

Total ides\ified 11 Bev66 B 265 ©9.805 | 0.040 | 0.131 | 4.786 |1.013 ] 0.089 | 0.141

Total g&¥facterised .= D D0.015 0.0 0.839] 3.251 | 0.011 | 0.074 | 0.482 | 5.378 | 0.014 | 0.054

)

2)
3)

4)
)
M
M
M
M
M

co-clution wigh AU 6476-degthio-gl@uronidg
co-elution %f@[h %b} 6 '-de@-dihy@)
N @

possible
co-elutiqn wit

38 QU6 desthiy-dih

4(§AU @ 6-diprirox -g\ien
Q JAEA76-desthio-33-dihydroxy-dienyl-glucuronide M87
82 6476-desthio-hydroxy-methoxy-sulfate MO1

6476-desthio-dihydroxy-sulfate

83

. Q
asaigned as JA %@76-@]11’0@@&07( %n thixgeport, identified as JAU 6476-desthio-3,4-dihydroxy in a
Separate study ( 2006KCA,

xy-diene
e

R.2/0,

possible

xy-glucuronide and JAU 6476-desthio-hydroxy-glucuronide

M84
MS86

i -hyd@y-methoxy-glucuronide possible
i0-4,5-dihydroxy-dienyl-glucuronide possible

U 64@-des
co-c%én w;’@ AU 6#76-d

JAU 6476-desthio-hydroxy-sulfate
JAU 6476-desthio-4,5-dihydroxy-gluc.
JAU 6476-desthio-3-hydroxy-gluc.
JAU 6476-desthio-3,4-dihydroxy-gluc.
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The metabolic pathway of JAU 6476-desthio (M04) in the lactating goat was characterised by the
following main reactions, which were already observed as minor metabolic routes in the s@ies

. . . <
performed with prothioconazole as test compound. @\ o3

e Conjugation with glucuronic acid forming the O-conjugate of JAU 64%Q desth10 ©®

e Hydroxylation resulting in the formation of the isomers JAU 6476-desthio-3- h)@mx 14)
and JAU 6476-desthio-4-hydroxy (M15) followed by conjugatg%% with glucu@mc &d a@
sulfate @ \ @ @

e Further hydroxylation of the chlorophenyl moiety’ leading to isomers of@A U @6 dei¢hio- &
dihydroxy followed by conjugation with glu@'omc acid agd sulfate. é\’ R @© KN

e Oxidation of the chlorophenyl moiety of thi&JAU 6476-de hloé@ydro metadolites 1cadin
de-aromatisation. As a consequence, JAT476- desth 3,4 2) (%t;d &g 76@@5&@
dihydroxy-diene (M36) were forme& The &Rida 6% ca %*se folewe co atioly with

ydroxy- (M36) Jl owT cag be fofio ug

glucuronic acid. @ @ S o
S . @ N o & ¢

There was also some evidence for the @}urr&%ﬁ of@U 6@ de@lo h%d,roxy thow (Ms an
intermediate prior to conjugation w1@luc§§smc @d o~

@ N %)
A proposed, consolidated path@ of pro éconale m®dm® S(?‘ m@%olm%utes with

metabolite JAU 6476-desthio (@4) ecurgpr is sRpwn @ 1gL§6 2.3

% & &
@&@Qﬁj@?@’%%{\\@@
SN §@}©@ S
%@@%@J) ©©©o\é%q&o\
o §FTF o 0
@é"\ RN Q@& @
(CIEENN AN S @ X
©6§&©©K & o @
N &@’@@&Q@@@\é}
N
A \@ \@ . @@% \@ %o §\@
FEFETF s
@@%@%% (S
QS L LS
@ 9O g © o .0 @
@Qﬁ@\\\g@\@
S\ ©©%§@ @
& @@‘7 R
& SRS &®@\
5 %@@O@Q@@
S @:&@\ O
@%
&§§©%©@
& &S
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Figure 6.2.3-1 Proposed metabolic pathway of prothioconazole in the lactating goat (consolidated results of

the studies using phenyl and triazole-labelled prothioconazole as well as phenyl-labelle U @
6476-deshio (M04)). N @@
cl — § ] @@
OH HO & @@

Cl
OH Cl o
% ot 3 P S
N P - %

SN
~N X @ N

g~ glucuronide glucur%@% § E &l 4 @@Q é
Q & &_
JAU 6476-S-glucuronide* (M06) JAU 6476-N-gl nide (M05) &, JA 6-dihxy&l\@l) %) @}
- PO NS
cl JAU6476-lactoside (1\@&) L@@ NN @%7 JU\6476 o
OH o \ O ] 6 o3 A %y roxy-
A (] @ Q QE ucu@d M
CO o ‘
N\N Q‘
74 £ ™ ° R
(A, S
3 S
JAU6476-S-methyl (MO1) D 9

& ©
6476-%droxy 4M70)

inly @647614\—7 droxy
JAU 6476-hydroxy-

b i\
AN glucuronide & -sulfate

@ o (M10 & M79)

SRS, 5
o % @ :
&Q\ \ & . /@ > N .
AU 6476'%§}lgu%?ide éﬁ ° JAU%7g'de%“ 0 %(JAUJ?Egilzg;gieos.t;l.iﬁ;}cli};gfgx(yM14)
)

@6 & JAU 6476-desthio-4-hydroxy (M15))
v

l \ JAU 6476-desthio-

hydroxy-glucuronide (M75)
& -sulfate (M84)

Cl
OH
Cl
HO

HO
e S

N—

N

< ¢ _
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% I —

JAU, 76-de@t§%-dihy@§@y-die§g JAU 6476-desthio- JAU 6476-desthio-dihydroxy (M34)
JAU 6 esthie®@4-dihydroxy-didad (M32)  hydroxy-methoxy (M28) (JAU 6476-desthio-3,4-dihydroxy (M33)
& JAU 64 —des@4 5-diydroxy-tiche (M36)) & JAU 6476-desthio-4,5-dihydroxy (M35))

$ 2 q
g 4 l |
& &
@AU 6476-desthio-dihydroxy- JAU 6476-desthio-hydroxy JAU 6476-desthio-dihydroxy-

dienyl-glucuronide (M73) methoxy-glucuronide (M49) glucuronide (M72) & -sulfate (M83)
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In addition to the goat metabolism studies summerised above (KCA, 6.2.2 /01-04) a metabolism study
with prothioconazole-desthio labelled in the [triazole-UL-'*C]-position (JAU 6476-desthio, MO@'

©©

conducted. This study is described in detail below. Q\
@ @ @
& ©.8
Report: kca o.2.3/0¢ TR 201 . M-404996- @1 < &
Title: [Triazole-UL-14C]JAU 6476- desth1®Metabohsm inthe lactatlng g@@ \ X
Report No.: MEF-11/011 < o S @6
Document No.: M-404996-02-1 Q ?”\g
Guideline(s): OECD 503; US EPA OPPTS 860.1300; Healt ©hnada PMR@Ref E@CO ;
91/414/EEC amended by 96/ £C, Appendi %" < @) &
Guideline deviation(s):  not specified Qﬁ‘ Q Q @
GLP/GEP: yes . > \@ @ 6\ &@ Q&
A A T S
Q @ X @% v @y
A & & S S o 5 @% %
@
&% \\ \\ 6 &% . Q w §
Executive Summary @ °\ @ |5 @ w\?\ N éﬁ Q

> \
Prothioconazole-desthio is the malﬁ@rop &taboﬂ% of the trw%@me@ne whrgicidé& prothféconazole.
Since the metabolite was detectedh s1@1ﬁcam@amm@s in @sw ofeed @ems, the kinetic behaviour
and metabolism of JAU 647 thl,o%vas 1n@’stlg§d in, (B lacfating goat as @Q‘lod& for ruminants.
The goat was orally dosed fixe ti es n 2 int rvals ith 10@% trla@)le @}, 1] J@U 6476-desthio

per kg body weight per da@(corr@)on 28 mg a.s. /kg dr *@ed/@s) an%@crlﬁced about five
hours after the last dose. Total %dloaCtIVlty red o- depender&lay n @k and excreta, and in
k

liver, kidney, muscle@nd f ‘b sa@gﬁ ce i le Oﬁgans t1S§E@S anthurine were analysed for
@ S
prothioconazole- d@alo aid met@ht
S . & & @
Recovery < ©\ & \ &\ N3 @

QY
The overall r@)ve Qfas %@6 % che%@tal dése ad1ste§ Th@missing amount of approx. 30%
at sacrlﬁce@my have ‘Q&en sti <f?re @m tl&astro@fntes@ml tr@’ Up to the time of sacrifice, the
excret@accounted f0§69.7 of't tal dose. §ﬁ gl@mo@ 44.40 % was found in the urine and
25.31 % in the faece% he’sumulative ul@ry and faegggl excrgﬁon was characterised by a more or less
linear increase duipg the whol stm@perlod@: Q @

The time course of tl@adi 1V1tx%nc@$ratlo§ froe evening and morning milk pool samples
after each doSing showed @¢ a&d%urn Ne atte@The@mdues increased significantly during the eight
hour perlod%after each dosing f@) y a déprease® approx. the original level measured prior to the
dehver)@ the next dog@ A p@teau wis re@ed S§E>out 24 to 32 hours after the first dosing.

N
Tot{i\radloactlveq@mdu@%n m@ angﬁ or@ls and tissues

Q
The TRR-valugg,m milk sam §£ ra@d frofn 0.109 to 0.224 mg/kg. The highest value was detected 56
hours after\@ﬁrs‘[ adminigitations Jh terms*of amounts, 0.04% of the total dose was found in the milk

during the whole @mg 10d£001ep1es of morning milk (TRR: 0.126 mg/kg) and evening milk
(TRR: 8 @kg) @vere@@draeted for metabolism investigations. At sacrifice, the highest
concen tim@ve &geamﬁ@ in liver (14.850 mg/kg) and kidney (6.618 mg/kg), which shows the
mgr@canc §ans for metabolic conversion and excretion. In relation to the totally
a 1nlst@ed dose these values corresponded to 0.544% and 0.039%, respectively. The concentrations

in the different types of muscle and fat were significantly lower and ranged from 0.247 mg/kg to 0.331
mg/kg. The radioactivity concentrations in the total body muscle and total body fat were calculated
assuming that 30% or 12% of the body weight were represented by muscle and fat, respectively. The
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0.153% and 0.070% of the totally administered dose.

residue concentrations accounted for 0.267 mg/kg (muscle) and 0.306 mg/kg (fat), correspondgfto
<

Metabolism @ @

For identification and quantification of parent compound and metabolites, mil@%rgans and tl%suqs fere

°® v

extracted consecutively with acetonitrile/water mixtures and in the case of fat additionall@ith lf@ane@

The post-extraction solids of muscle, liver and kidney~were additiogiatly submitgi& to exhaust
extraction steps. In total, approximately 74% to 96% of tie TRR was @racted, the @@ﬂu@em@i\g@hg

in milk and the edible tissues muscle and fat were beéo?%w 0.05 mg/k&@ % QQ L

Q Q X
All extracts were degreased and the resulting p asys were anal@ed loy "HPLS or RLC usigﬁ rad{g@-

detection. Label specific metabolites were 'ted and ntifg by H L&@nd/&@T%@o—
chromatography with authentic reference compounds 6p by dirsct C comgparisety, Noiwlabel $pecific
metabolites were identified based on the meta lit&@%igmﬁ}ﬁts @duct@n thd@oat metabo st&dy
using [phenyl-UL-"“C]JAU 6476—desthi&%€013§@on%% rga olif prot@ of e@ch rix_fcre
compared before and after treatment of the ﬁm@aque@ extracts withshydrec lori@ﬁcid.@he h@&ysis
step was performed to reduce the h @:7\ nucgiﬂser ofthe d@cted n-lg@l@spe@c cg@oun to five

common moiety products coveringgiic major partof the*PRR. & N 9
N o @) N O\W\a
All findings in the present smdy@orreg&@ded@y w@@ wit@)se &f the s@y ;%&rmed with [phenyl-
UL-“C]JAU 6476-desthio. THeTollowing amounts SFIAW6476 @gsthip and me bol@% - expressed as
% of the total radioactive %;%’due (‘0' as iva@m co@ntrati%n (I%E;Akg) X Rere @md in milk and in
edible tissues of the lactatirig goat tollosging entional extraction;” O 2

A @ o S

N
, .6 O -

Q

S - %
@ N @ | Mopning dnilk O] Evéhning milk
A .9 C [%TRR | pdks < | %WTRR | mg/kg
- N S .009. @D
JAU 6476-desthio 6\ & N 7.2 IS .009 §7 0.002
1,2,4-mazole§© S o © Q{@ 3267 y] 00 21.6 0.045
-triazolyl-ethanol ~ @y R 5.6@ <[ 0.606 y\?@ 10.6 0.022
-3,4-dihydf&y-dienyl-g%uroni@%1) S 003 @ | 4.6 0.010
-3,4-woxy-dienyl- duro (D@ 28 & R0.00 35 0.007
3 d-dihydroxy-dieng (B1) . (DT &2 O % 0.003 3.1 0.006
-3 4-dihydroxy-dies@D2) &7 &, O | = & | 6.7 0.014
-3-hydroxy-glucysshide/ @ %\ @ O
-3 4-dihydroxy-gltcurofide/ & O« [72 & £0.009 5.2 0.011
-4.5-dihydroxilucyfohide C; \@ Q] .9 %
_glucuronide S FC S SR Y 7.6 0.016
-4-hydz§¥1ucuronide@ » o §@3 <2 | 0004 7.1 0.015
-3,4-dil§roxy . Q M2.2°, 0.003 2.4 0.005
-4.5-dihydroxy QY KNP o 859 0.011 1.2 0.003
-4hydroxy NS &7 | 0.003 1.5 0.003
Total identified KRS J91.8 0.090 75.8 0.158
Total characteﬁ%@d o) S Ql 20.5 0.026 17.0 0.035
Total extrac\{@? RN @@ 92.3 0.116 93.4 0.194
NS
& &S
@’ @@ N o

S

@

&
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Muscle Fat Liver Kidney
TRR (mg/kg) 0.267 0.306 14.850 6.618 é@f N
0, [ 0, [
’[@RR mg/kg ]{ORR mg/kg ’[@RR mg/kg ]{ORR @ mg/k
JAU 6476-desthio 1.7 0.005 12.9 0.040 25.9 ¥4 |76 N 0@@
1,2,4-triazole 17.0 0.045 620 | 00190 | 11> f0162 | 93D -Q.616"
-triazolyl-ethanol 8.3 0.022 3.8 0.011 39 | 0.583 § @@1232@@
-3,4-dihydroxy-dienyl- 3.3 0.009 5.8 @018 1207 0172 o575 70 73
glucuronide (D1) ' ' ’ c%é ' < ’ Q\ @
-3,4-dihydroxy-dienyl- 5.0 0.013 9.4 0.029 @Q 0.4@9@ Y @59 S
glucuronide (D2) @} & Q k
-3,4-dihydroxy-diene (D1) | 2.9 0.008 1337 1 0.004 Q 1.5 o 0@@3 {13 @ 0.08%
-3,4-dihydroxy-diene (D2) | 5.5 0.015 @ OOZG\ 14 @14&@ Llg) | 0@71
-3-hydroxy-glucuronide/ . S @ D | <
-3,4-dihydroxy- 9 Voo, S S N
’ . Ql,,@ N 4 o &
glucuronide/ 2.0 0.005 L9, @}06 @ 4% |08 454 0.355
4,5-dihydroxy- A | @ N s 9 & o
glucuronide g\ﬁ > N (S} &% .S kS <§
-glucuronide 1.4 §@04 37,97 00 35 <O @ 28 §0.186
-4-hydroxy-glucuronide o (5% Q @ % O ég %
-hydroxy-methoxy- 0.7 £]70.00" |™9 woo& @ 02450 1807 | 1.193
glucuronide R & ) &) @ Q G | S
-3,4-dihydroxy 0.6 | 6001 © 13@,@ 0@% 05 O @ 1.0 0.067
-4,5-dihydroxy @@ V.00kes | - --@ O
-3-hydroxy 14 %Jo. @ Q 0.007& @7 . JO10%, |07 0.048
-4-hydroxy %93 © @% 84, |0.056 6 0 0.825° 97 0.648
Total identified 593, 0058 D1 75® | ex32 . [ 587 [spo [ 752 4.977
Total characterised Y | 206 «| 0.055 B9 N.0390° [ 184 [NI989 [ 212 1.404
Total extracted @ 81.8 ﬁ 029  [96.0 &§P0.294 3.6 10.928 | 96.4 6.454
T I I
) = coeluting withtriaz alaniite S %
2) =no unami :7\? s id§§icat®n fra@on w&g@elatc%\&o the @aracd @mpounds

pat %/s 1d§t1ﬁ

All maine @@tabollc d

ere §

02 @tabohsm study with [phenyl-UL-
with[triazole-UL-"*C]JAU 6476-desthio.

HC 476—desth1 in the pr
Additionally, cleay3 of fhe molecule dg{j&cted esultnl&\m the label specific metabolites 1,2,4-
triazole, triazolyl &#ning and J 64£Nesth@trla@ylet nol

<)
Thus, the mall@wtab@ reaeﬁons @rla@lﬁ UI®@C]JQ§ 6476-desthio identified in the lactating goat

WEre:

§g and dlhydroglat@ of @%Qh]m@)he oiety
. om

atisation of the @lorophenyl@)let By oxidative hydroxylation

;o\]subsequent cﬁ@hgaﬂ%n @ hyd@%;ylatg metabolites with glucuronic acid
N conjugatlonv\fth poum@vﬁh curonic acid

. cleavage@ﬁthe test cor@

. conjlﬁon o%‘ﬁ égﬂzol@@um (275
& v\ﬁ Q S Q
o & © &
< O % S
$ Sy
@ & <

und@gsulting 1n 1,2,4-triazole and JAU 6476-desthiotriazolyl-ethanol
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1. Material and Methods

A. Materials S @® @é@j

1. Test Material: [Triazole-UL-'*C]JAU 6476-desthio § S RS
Specific radioactivity 4.24 MBq/mg (114.6 uC@‘lg) ©@ @ %
Synthesis code KATH N \@ éw
Radiochemical purity >99% radlo HPL@ g}f NS @
Chemical purity > 99° o by HPLC (I@detectlon at?@10 n§ é\ﬂ é
CAS No. 3-64-4 & é”‘ R O &

) @
For administration, one part of the test substan s radlod ute @ 14 p@ts of@)n T olab@d
test substance. The resulting specific radioactivi % the admj @strah&n susmsm as 0.39 M Bg/mg
(10.7 uCi/mg). The radiolabelled test substaée d t%& r§§aque(}1s tragacanth
suspensions for at least 4 h at room tempe%cure 48sho @ ana @ae e@tlo&af
the chromatograms resulted in a radlochqg al pg ty @& 90 l%ses
o & o ©§

2. Test Animals

K\
oate (g%pra @rcusg\@ @

Species o
Strain ¢ Deutsche Edelziege!d N
Breeding facility @
Sex and numbers involved§ Fentale ,ne animal
Age % é%) mo@s @ @ N 2
Body weight N 2 kg%t ﬁr@dmn%stratl@a 40. 1& g af@cri@
Acclimatisation . @ X
Identification & g 1ng @dw}gﬁal cag@ car(b &\
Housing @ < dur@ the period e g accl@latlon the @Hnal was kept in a raised
©© \© \ st;ﬁ? W1Q\a rneta{ grid as Shase d str@w and hay as bedding.
©© S @ @ e daygprior, &the *rt of tud}%a?nd during the whole duration

@J@ % o of thﬁextest @@e an«@aal wad @n an electro-polished stainless

.9 s w,” St met@)hsm@’age dor farr@» animals allowing for an almost
QO @) § arate and qantitatiVe colfection of urine and faeces.
N Z ° {he ca %as ipped’with.a variable restraining device and was

§) N @upph'\g by,
D & &
Environment@) condibions ¢

©

A@—con@%one\(@@oom@@
tur 29 -28°C
@hu?;%dlt&% 75%
12/ 12 hours light / dark cycle
@‘; T ch@g 10 - 15 times per hour.
Durif®) the ole residence time, the goat was fed ad libitum with
@° & h‘%@ ap and supplementary ruminant feed. The feed
& %% §/ %7 sumption was recorded by back-weighing during the experiment.
ap er was offered ad libitum; water specification were in

accordance to the local drinking water regulations.
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B. Study Design and Methods

1. Dosing regime @ IS
. . N g
Administration oral S @®
Dose rate 10 mg/kg bw/day S & ©®
Feed consumption ca. 4.46% of body weight, correspondin t@ 224.28 m@a.s./ odry
feed/day in the diet ‘&% Q ¢ \25@
Vehicle 0.5% aqueous tragacanffsuspension @& %\ \O\ @}@ @
Timing once daily Q @@ § 5
Duration 5 days @} &© é\g §) § q&©
Q %" @ & @) &@
2. Sample collection Q) @ Q\@ . 6\ %@ @@
Milk collection twice daily& @@Q %Q &% @%7 IS T
Urine and faeces collection once dail% R @Q Q@ < © ©§ % &’
Interval from Ilast dose to @ < @7 @
. 5 S O
sacrifice ca. 5 Hours, \ .

: : @gﬁ N
Tissues collected at sacrifice 11V WltHQut g la uipe (@mle @ an)three different
and analysed t use , ﬂ Ky thregydift é@s of fat
erirgnal, o ntal bcut n@ous)¢cgall bladder é%pt 1 analysis
@@5@ 1&5@@}@@ ©@©@f
3. Storage stability of sampﬂﬁ . @ & & @ @ %

All conventional and ex@ustwc@extr@go perlglents su@que@ana @s of the resulting
extracts from milk, muscle, fatsliver,and k\§; y&be pe ém w1th1n%pro ately 3 months after
sacrifice. An excep@h wagy the*ﬂ\e?h tive -r~ i of @ sos of, ‘muscle remaining after
conventional extr hese ds sgere exlﬁcted@a l@months after sacrifice. Analysis of the
extracts was not «@s ®31nan y rﬁmor F&dloac@ty @unt@%ere@%ased and the concentrated
sample was to oud rHP ctlon@ %& B

sample pre ration. Hy@golysvs%of t nal eous extre@)s witihydrochloric acid to simplify the
metab pattern wa rfo 1 weeks a san;@ pre@%a‘uon HPLC analysis of the purified
hydrolysed samples"fg owed ca. 4@ 5 d atef quant1$ation of test compound and metabolites
was performed 1 ca. 3>monhs afteg sacr@e (caresponding to approx. 2.5 months after sample
preparation). Al@we@ 10 n@bolﬁelde@ﬁcat were also performed within three months

Direct ana %%es of t@ con‘&entlo%al ethliiaCtS L ‘@ TLC@veformed within 1 to 6 days after

after sacrlﬁce.@ @ @ @
Hence, 1n\%t1gatlons on@o ra tab res1 s in the samples were not necessary. It can be
conclud at the me@bohc ﬁle nt th&remdues in the matrices and analysed samples at
sacrifice:
\
4. %actlon of re%idu i <
By ?f @\ o
All sample mat@pials were e ted-¥i th onitrile/water mixtures and in the case of fat additionally

with heptan onvex%lon olvem,e traction). Exhaustive extraction steps (microwave extraction at
slightly i 111& sed@\emp ure follow& in case of muscle, liver and kidney due to an insufficient
extractiom efﬁ@ﬁcy &tter §§entional solvent extraction (< 90% of the TRR was extracted).
Degr ﬁ ofithe conyentiefial solvent extracts was performed by solid phase extraction (SPE) using a
C18-gartrigdgn tly aseo oftmilk or by liquid/liquid partitioning with n-hexane in the case of organs and
tl@%. T, aqueous ph@s of the SPE and the partitioning steps were concentrated and analysed by
radio-%ﬁ?C for metabolite profiling. The hexane phases after partitioning were analysed by TLC for
metabotite profiling, if the radioactivity in the phase exceeded 10% of the TRR.
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5. Identification of metabolites

Metabolites common to both radiolabels were identified based on the metabolite assignments pr(&ed &
in the goat metabolism study with [phenyl-UL-"CJJAU 6476-desthio. (KCA, 6.2.2 3 and
KCA, 6.2.2 /04). In this study, identification of metabolites was achieved by, cture elucf@ati lonyf
isolated and purified urine metabolites using HPLC-MS/MS and NMR specti@scopy. The is latedgnd
identified metabolites were used as reference compounds for HPLC and HRTLC co- chro@tog y 01

comparison when analysing the extracts of milk and tissueg in the study, @escribed here, alk tra
the presence of major metabolites was confirmed b 0 1ndepen<®%t chromat@ap meth @
However, the metabolic patterns in all matrices were quite complexand severa@mn 1tes©

(conjugates) were present. Therefore, an additional ¢ &erlment foaractensaﬂc@andl tlf 10n %%
metabolites or metabolic groups was perfomed:@ﬁnal aqueou xtr@gfs of§ lces Wer tre&
with boiling hydrochloric acid. The aim of the fydrolysis W@“ e c nd Sre-caert
non-aromatic metabolites back into aromatic @Qmpm@is withy om strugt reﬁ facf@e&désvsome
minor components, five relevant compounds @wo j @f 1@7@76 thiodihydrexy, tw: 1somers
of JAU6476-desthio-hydroxy and the test comfibund @AUM% desthlo) re fdemed
hydrolytic treatment. Based on this add{%@nal %rm&%ﬁl a lapge ngiber (@nln%metabo ites §rtly
combined in metabolic groups) could & tr: ba ® a f&% baa@truog}es 1S ap ach also
utilised in the residue analytical met (;;?z fd(gﬁ%e ge@nmgﬁon O@AU @g@ io @due@@m animal
matrices & S D

Ve 6 » & &.F & °\

o v ¥ S @ @ &7
BRI SN AR

II. Results and Discussion *v N & o © &

RS @ D
A. Recovery and distrilg@on o@esi@ § IS $ Q‘&
The overall recovery %&gclud Ay exgr I@a ml@ or s a c@lsm@ unted- (%0 56% of the totally
administered dose. n51der1ng - & urv1 per@d after the la&? dose%nd the low quantities of
radioactivity dete; med estimg d m@ody&msclei@d fa%? signifi can@'non of radioactivity (about
30% of the tot. oseﬁvas as&med@o be st 11 pre&}nt t g§fo intestinal tract of the animal after
sacrifice. O @J@ %© N (C’@ Q

The total- Q@retlon amounted 9. @of tl’@tot f%yse 4409 o@iereof was excreted with the urine
and 25@% with the @ces @p extremely low an®unt (ﬁ@ﬁl% &Pthe total dose) was secreted with the
milk. Only trace a@an‘cs @81‘7@3&!&6 found g@the e‘d%ble orzgms and tissues (Table 6.2.3- 7).

2og

@%@@ﬁox@@b
@

é@
@
@7@@
//
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Table 6.2.3-7 Recovery of radioactivity after oral administration of 10 mg/kg b.w. triazole-labelled

JAU 6476-desthio (M04) to a lactating goat on five consecutive days. @f
Time after the| Administration no. % of the totally administered . N
first dose [h] radioactivity @@ v
Urine 0 r @v & @g
(plus urine funnel | 24 2 9.48 v 4 &
rinsing) 48 3 10.51 S\ o & @
72 4 (pro-65 Y SRS
96 5 oY 11.07 @ & D @ @
101 sacrifice 260 R @ SIS
subtotal %@ 44.40 @ &(@ R @© é}
Faeces 0 I |- 2 & &
24 > QF sy @ N \© s
48 3o o c@j%@ O WP @6 N
72 4 Q @~ 1688 @x CHS AN
96 5 S g © &> & &
101 @%iﬁce\ 131 S @
subtotal % . @ B@%l (<$ L;\ S g\g ©§
i Q N NN
Mk g &©Q 1% °\© ”\%9“0.0%@7% §© §y §? 9
¥ R e bW o &
32 > & |@00s Q& (3 D«
RN ENS Td000sgS S
56 Y o | @ & @ 0008 T 9 o
ne o |w O 0006 & Q
o o P SS Jaws Y
96 ) 95 O \%.00 N \@
D101 T & @erifieeS 200008 &
subtotal ST & .9 ™ © |p¥4 @
Totally excreted’)” - . D 069.75.@
Estimated resitRie inds Q @\ KN S 0.8@
edible tissues % B D 9 < S) @
Recovery 2 o o © v l@ose @
T s

The radioactivity l§s mgasurediin the @k simple%re rec@ded inTable 6.2.3- 8. Concentrations of
0.192 pg/mL and$:222 pg/m re 1ireasuregrin th©milk 8 hours after the first and second dosage,
respectively. Thé& co tr s deglined from 24 s after the first and second administration
to values of Q@09 aig 0.1 SQﬁlg/m@ res @tivel}@T his finding indicates that there is no risk of
a significant bioaccumul ofiresidues'in therhilk @fter repeated dosage. The highest concentration
0f 0.224 L was measured @56 @%ﬁero g@‘linis\{%tion. In terms of amounts, a very low fraction of
0.044%%f the total d@%%was @uni in the @( c@ng the whole test period.

N ~ @ T Q@ §

© @

Q,
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Table 6.2.3-8  Radioactivity in the milk of the lactating goat after oral administration of 10 mg/kg b.w.
triazole-labelled JAU 6476-desthio to a lactating goat on five consecutive days. ¢

Time after the first | Dosage no. Concentration % of the RA|% of the RA o §
dosage [h] [ng a.s. | secreted per (cumulati&ej) @
equiv./mL] fraction I & ©®
0 T e e o
8 0.192 0.003 0.003 S @)@ 2
24" 0.109 0.005 . ° o @
32 2 0.222 0.0 @13 ol © @
48" 0.125 0.00 A0.018 9|5 & o
56 3 0.224 6,005 70023 o |R O X
720 0.130 -$0.006 Q %%29 @ & SIS
80 4 0.202 ~910.006 35 Ol o @
96 0.142 v 0.005 D . o.0a0% D | "N
101 5 0197 & @ﬁ04 " < Tomwr 6@ > A
1) immediately prior to administration @ @ ¥ S
S @ Q O & ¢

corresponding concentrations are sunagy ar15é@§n T 6.23- 9. ﬂ} leV @ere afPclearly
below 1.0% of the dose for each or; anssu 10n red@ the liver
(14.850 mg/kg), followed by thap obt %ned for the dney ﬁl@fﬁ esu t%’eﬂects the
significance of these organs for@xcret& and etab(@sm ‘gpou@ h entratlons were
followed in decreasing ordetGn ontental fat (0. 339 mgrkg), s ous fa 0 3 mg/kg), round
muscle (0.270 mg/kg), pe}gﬁ‘enaio\fat (% 6%1{5;) @ank rﬁuscle%@ 258@@1g/k% and loin muscle

(0.247 mg/kg). o\ § IS v\g %@ kS

Table 6.2.3- 9 Remdu&kﬂradlo@%\'lty@l the@dlblé’rgans@and Stissues of a l@htmg goat after oral
adminiSiration ®f 10.pig/kg hew. tri -labg ed JA@ 647 esth&%n five consecutive days.

ue/o@ggan KRR Y ntratién % of the RA totally

O ‘&% N §gas eqdiv./kgl® | adwinistered
Ol Liv @ 485 544
o Km§£?y RSN 3 61@b ©§ @0.039
© Round mgiﬁg@e %(sam@) 0. 2% @ ¢§\§7 --------
S |Flankey’ cle £ (sample) | €258 S |

&@ Loid® o cle (@mplg 0.247 % R
™ bodgy @msc 02672 0.153

‘@rlren t \(sa . T P—
ubc %eou l&ﬁle) 0323 @6 ________
@|o @tal @ fa& (@nplg{@) 331 @
9 | Total boPhat) " O 0305 0.070
@ Calc%ﬂa)ted/ey@ated @f?’ dug@gﬁhe edible tissues/organs | 0.806

1) @lculated frdm t]xbody we&ﬁk asm@ 30% and 12% of the body weight for total body muscle and total body

The mean recoveries of the totally admij terg&aﬁ%@ﬂwlw @edl rgacgs and ues.along @1 the

% respedtively
2) welg@%g meangquivale ncen ns of the three different types of muscle or fat
- Rl il

@
B. Extract@@efﬁmeﬁcy, ntl@IO@% identification of metabolites

For the 1d§gtlﬁca®’n of the test mpo@d and metabolites, milk, organs and tissues were extracted with
acetoney e/wagf mixtures in the case of fat additionally with heptane. These conventional solvent
extraéﬁ‘on s@ @%lememperature released between 74% to 96% of the total radioactive residue
(TRR). T creas@’the@tractlon efficiencies in muscle, liver and kidney, the remaining solids were
addlti(@ﬁ-l submitted to exhaustive extraction steps (two microwave extraction steps at 60°C).
Exhaustive extraction of muscle and liver released only small additional amounts of radioactivity
(1.8%), whereas 10.6% of the TRR was exhaustively extracted for kidney. As a result more than 80%
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of the TRR was extracted from all matrices, except liver. For liver, the total extraction efficiency
0,
accounted to ca. 74% of the TRR. @ ©©

The conventional extracts of milk, organs and tissues were degreased by sohd@%nase extracti «’% SPE@
or liquid-liquid extraction (LLE). The resulting final aqueous extracts were @ sed by rano -H
Hexane phases resulting from LLE were analysed by TLC, if the radloactl in the pl@se e@eded
10% of the TRR. \

& \ @
The label specific metabolites 1,2,4-triazole and JAU 6476-desthio-trigZolyl- ethanol@/ere@ntlﬁe@m
each matrix, triazolyl alanine was only identified in fa&and kidney. é@ 6476- de&@@o tr@lyl ©~«‘i an(%%(@

was identified by HPLC comparison. Q &

Identification of the test compound and non-labe QO ecific methte&‘ﬁs p%rjfo @y F@parhe
metabolite patterns with those obtained in the&gorre ggndlnﬁoagtabmm st ~ w1fh§[pheﬁ§81 UL-
YCJJAU 6476-desthio (KCA, 6.2.2 /03 and KG@ y, tl@’ metabolitepatt grns
corresponded quite well for each matrix, @ougg e C@Q@en‘t %‘IS of the m‘i». bohte@dlff &l§ﬂ
cases significantly. However, it has to consNered@ﬂt th elve‘d\two a@mon@ dosesdf the
test substance in the present study and<hat ttﬁWast ‘- ntlﬁ llte ere co%ugates
which could have been cleaved to @%e exggnt diing sa‘mple § para an@&mly

A successful approach to overc@n% tbé@dlff@@)ce to @Ve e m@tu%f% compounds in the

extracts into a few aglycons8y an ‘eidi drolys@éj stephas de@ be n B.5 naly51s of the
hydrolysed and purified extracts $howe @mlp@ed patterns of on few %ajor@ompounds These
major compounds wereo'é@ntiﬁe by pa‘&son ith themorres@nd@ ydrolysed profiles
obtained in the goat ;gﬂetabo s study W1t® phegy -UL AU 6476- esth@ (KCA, 6.2.2 /03 and
KCA, 6.2.2 /04) a@dmo@ﬂy HPL&; comgpatis with au@lent&efere@\ce compounds. In doing
so, the assignme d@m the%n— rol§e @V ctstere agdlitionally supported by the
aglycons 1dent1f 1n$ ydr&lyse&aque%@ xtr&c § %

1. Urine @ @, «;4\? K

The urlrr@fs’)ample col@eted@athm @ hou@ af ﬁ a{@imstratlon was the basis for the
1dentlféﬁon of met@ohtes@l the tab(@sm S w@l [phenyl-UL-*C]JAU 6476-desthio
(KCA, 6.2.2 /03 a@CA&}2 2@%) Tl@‘efom}mn ample%were also analysed in the present study.
Comparison of t rln§am§coll&ged \&ft@in 24 Hoursiafter the first administration showed a very
good consistenge of t PI@) ngmt SFhus igjwas onstrated that the less polar — and therefore
non-label sp&ific pait § e JK@% est}% resigyes corresponded very well. The label specific
metaboht&}represented 0 on ¢bthe yifie residues. Two polar regions were isolated from
the urm@ﬁmple col]&@d fre@ 96 to 101 @Hs ﬁcr the first administration and were analysed with a
zwittgrionic statm%‘@ phasg, Cor@nso@%&/lth authentic reference compounds revealed the presence of
1,24 triazole (eluting 1@ @md Vo@me)§d other metabolites, which could not be identified
unambiguously@i the ba51s the_a¥ilabjereference compounds. Probably, triazolyl acetic acid was
one compo§ % regidn. Another potential component is metabolite JAU 6476-desthio-
triazolyl-¢ a.labelespecific metabplite identified in the laying hen metabolism study performed

14
with [ t@lyl 7@§ c U 676 (KCA, 6.2.2 /02)
2. E‘@ing@k

A%tal o@% 4% of the '1% was extracted from the evening milk in three subsequent steps. The extracts
from thg first two extraction steps were combined and purified by SPE for HPLC analysis. The
quantification of the metabolites is presented in Table 6.2.3- 10.
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All metabolites identified accounted for about 76% of the TRR (0.158 mg/kg) and all characterised
compounds for about 17% (0.035 mg/kg). The main components were 1,2,4-triazole (22% of the@l{, o
0.045 mg/kg) and JAU 6476-desthio-triazolyl-ethanol (11%, 0.022 mg/kg). All other mefabolitey
identified were non-specific to the triazole label and corresponded very wegtPwith the m@aboli
detected in the goat metabolism study with [phenyl-UL-'*C]JAU6476-destlinio (KCA, 6%2/0{§nd
6.6.2/04). Each of them ranged from approx. 1% to 8% of the TRR. Ses%n minor cogpou Q%@%Nerc@
characterised by their chromatographic behaviour. None ofghem exceed%&% ofthe I@l (a{mox Oc@ﬂ @
mg/kg). Q @ y\g g
.M . . & Q) R QQ < ©
. Morning milk @ & @ ®© @Q}
A total 0f 92.3% of the TRR was extracted from orning k in th@%subs@uent@teps All e%@ts
were combined and purified by SPE for HP C analysis. T e ﬁantlﬁ@tlon theo thetab s is

presented in Table 6.2.3- 10. @ LN S @

& B
All metabolites identified accounted fon@%@ut i@) of\gfe R%(O 0m ) an(@all c@jact @sed
compounds for about 21% (0.026 mg/kg).of th%morn@ ml]{ ool. By farthe ma@ﬁom@und cted
was 1,2,4-triazole (approx. 33% o kg) o OW@“ by @R 6- des 10-4,5-
dihydroxy which accounted for ab(@%% @he TRR. A&othew mp@n ed @nd 7% of

the TRR. None of the characterlse{@co oundggxce @d@y the TRR rox. .01 mg/ke).
grundseeled 6765 s TRR @y D01 uke

@ &
S @8 g é
Table 6.2.3- 10 Summary of characteris @ﬂentlf@ﬁtlon (% metz lltes\%> the @yilk of the lactating
goat after oral admlnlstégfaon §10 mg/kg b@a[trlaMe-UL@C]J@vM% -desthio on five
consecutive d 2
> A M«@mng nﬁ=l>k @ Evg,lﬁng milk
@Q 8 @ %IRRY [ mgks | % TRR | mg/kg
JAU 6476-desthiay” ©° ' v (72 .Y G009 5 ﬁi@ 0.002
1,2,4-triazole O ©\ S« @ 32. 6& 80,04 1.6 0.045
0

triazolylethinpl & © O @ g§§ a | 10:6 0.022
-3,4-dihydroxy dlen@’ gluct\zﬁonld 1) %@ @, 0. 4.6 0.010
-3.,4- dlhyg%xy dienyl- gkaguron (D2 % 8 @004\@’ 35 0.007
-3,4-difiydroxy-diene & 0.00) 3.1 0.006
-3,4-dihydroxy- dlen% 2) \ --—\ - 6.7 0.014
-3-hydroxy-glucur e/ S éﬁ \© >

-3,4-dihydroxy- g@curonﬁﬁe/ @ @%ﬁ @72 @009 5.2 0.011
-4,5-dihydroxysglucurgpde " ;7 ¢ @

G S . Q

-glucuronidey @) ® N ~ | % 9% @ 0.004 7.6 0.016
-4-hydroxy-glucuronide & <& %Q @? @ | 0.004 7.1 0.015
-3,4—di@xy 2 N @ 0.003 2.4 0.005
-4,5-ditiydroxy N ) @ 8. @ 0.011 1.2 0.003
-4-hydroxy A D @2 0.003 1.5 0.003
Total identified SRS R Aﬁ 8 0.090 75.8 0.158
Total characterisgd &U @ 20.5 0.026 17.0 0.035
Total extracted, s & N N 923 0.116 93.4 0.194

S ds &
4Mus%@ @Q © @

From@he (_m 1 7&?& of the TRR was released by conventional solvent extraction. The

OQﬁne @xtracts v ere@greased by liquid/liquid partitioning, resulting in an aqueous and a hexane
phase.@) aliquot of the aqueous extract was analysed by HPLC, whereas the hexane phase was
subjected to TLC.
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Extraction efficiency was moderate after conventional solvent extraction (79.9%) and was not improved
significantly by exhaustive extraction under microwave assistance which released only in the ﬂ@ of &
two extraction steps an additional small portion of 1.8% of the TRR (0.005 mg/kg). An analys@of thQ@
microwave extract was impossible since the resulting extract contained extregigly low residées b@

high matrix burden. The residue level in the post-extraction solids was below/®.050 mg/kg. O\Q

As for the milk samples, a first assignment of compounds and an 1nd1cat1ggﬁ%f1abel spam@c cor@ﬁoun%@
was possible after comparing the fingerprint of the met te profile @the aqueou xésitraot\\f m@ @
with that obtained in the study performed with [phenyl— 14C]JAU 6-desthio (RCA § and &
KCA, 6.2.2/04). In total, 81.8% of the TRR was ¢ ctable fron muscle 59. @Was%ent' @%
20.6% was characterised. The main compounds 1d ﬁed were 1,§ tr1§@ole ( TO %7% of ,
0.045 mg/kg) and JAU 6476-desthio-triazolyl- etfia

ol (approx%i%, OOQ rn othe&g mpeg nts
ranged from < 1% to 7% of the TRR. Appro:%matel @vo t irds o ﬁ‘fe ch ka cterl TRRwwas (f%fected
1

in the aqueous extract and ca. one third in t nalﬁhgexan @xtra@ﬂer @mtlon@g %& l<@t5 were
analysed by HPLC or TLC. Thus, the unknown n&e@bok&es orfractio wereé%ll characte yWeir
partitioning and chromatographic retel@\@n b@wou@}l’ he qyantlf@atlon of the <@ntlﬁgd mehtes

is compiled in Table 6.2.3- 11. ©Q (5% @ @ 2@;\9 @ @
5.F s © \ % @ <&
. Fat Q @

9

The fat pool was extracted c utiox@ky with@’n a mtr wa ?nlxtu@ afte@ddltmn of heptane to

dissolve the fatty matrix. In tstal, 96.0% of the T&R wa extractg th @ay Asgproximately 7% (< 0.03

mg/kg) was partitioned ip the @eptapedphagel leavmg ca. 87% ﬁ‘@the bl%@ acetonitrile/water
e S L

extracts. Due to an addiﬁonal%legreasmg fon 0 @ co@ln%ioand cBacentrated acetonitrile/water

extracts with hexane,@Vo p s for gnalysis resudted. Amahqu@ f te degréased aqueous extract was

analysed by HPLC@here@s the @ eg@ase wak aed l@ TLC

As for the mu ple &}rsgxasmgnm\ent (&f\com@md th ﬁ%ndlcatlon of label-specific
cornpounds pos@e after con@mn& e ﬁl{%ﬁerprm@)f t @\ eta@hte profile of the final aqueous
extract of fat with@hat (%‘tam@ in the study perfosimed Wltﬁen}ll -UL-"*-C]JAU 6476-desthio

(KCA, %2 /03 and K&A 6@ /04¥&Direct com@rlso th LC profiles showed a very good
corresff%ndence In go@rast t&the metabo]@@proﬁ@s of ﬁ%flk a%c@he other tissues and organs, the label-

specific compoun@ere fiot pre@@mm\@ n % @

Additionally, theAssi @%&nt eta@?ﬁtes wis cogfirmedaiter acidic treatment of the aqueous extract.
The majorlt;‘{ theqgetec mRoun @as o@ve (@]0 the common moiety products JAU 6476-
desthio-3-hydroxy, JAUS 47@65'[11%2@4 hyé@xy,U 6476-desthio-3,4-dihydroxy and parent
compou@rothlocona@)le C cémparjgen wjthhauthentic reference compounds provided the basis
for the 1 entlﬁcatlo@ the %)mmgg moiety prodédts in the present study besides the comparison of the
me&ﬁohte profiles‘ef the@ rolx@d e@@cts@

In total, 96.0% @f*the TRR abledtom fat. A portion of 75.7% was identified and 12.9% was
characterise @%y tlﬁ% pﬁnin& and/or chromatographic retention behaviour of the unknown
compoun ons prox«g;natel&% of the TRR was assigned to five unknown compounds, the
largest stltu@ acco@htln r ca. 0.01 mg/kg. Approximately 7% of the TRR was recovered in the
heptaﬁ@pha dugé@g conventional solvent extraction. This phase was not analysed but it can
me @at 1t@)nta d the test compound and JAU 6476-desthio-4-hydroxy as the hexane phase
ﬁobtamed after partitioning of the concentrated aqueous extract in the degreasing step. The
res1du 1 in the unextractable solids was low and accounted for 0.012 mg/kg. The quantification of
the identified metabolites is compiled in Table 6.2.3- 11.
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6. Liver

©

In total, 73.6% of the TRR was extracted from the liver sample, conventional extraction releasedoaﬁox. N
72% and subsequent extraction under microwave assistance only ca. 2%. The &mbined contiona@
extracts were degreased by liquid/liquid partitioning, resulting in an aqueous@nd a hexanesp hase

aliquot of the aqueous extract was analysed directly by HPLC. The hexane phase was not a@alys ince

only <2% of the TRR partitioned into that phase. It was assumed that — ils%%alogy to th{@exgn@nhas&sﬂ
analysed for muscle, fat and kidney — JAU 6476-desthigZand at leas@})ne of the nifenoh %xyl@?d @
metabolites (most probably JAU 6476-desthio-4-hydroxy) was pres@. The micro®ave §act§§were &
combined and analysed by HPLC as well. @} & é\g R ®© @Q}

: , X e &
As for the other matrices, a first assignment of combunds and de{c@n of fabel s@1ﬁ0@mp0®1s
was possible after comparing the fingerprint o{il;e metabolite ﬁlgg&f the sg@eou trac\?ﬁ@f li\@%vith
that obtained in the study performed with phen L-é@ JA47 @esthi@%(C@, 6.2.2/03 anfl
KCA, 6.2.2 /04). Comparison of the metabglite pt@?“iles shiowed@good rre onderfCe - t@ n-lgbel

specific metabolites were dominant whilgbhe la{}@k spe%%'c fri@jon \&a%ins%@ 1ca§a(< 5% of the LRR).
A confirmation of the assignments f@@th s‘&?on- el gé@iﬁc Ce:@tab@ﬁes v@po e aft@ acidic
treatment of the final aqueous extract. Th@ajority of the coun@vas conve toig@ common
moiety products JAU 6476—des@io—3@—dih dyoxy JAU @6—@hi -dihgdroxysJAU 6476-
desthio-3-hydroxy, JAU 64@6&]@%@4-hy oxy gnhd l@’ﬁ ‘«‘Q\: -des, agyalsotshown for the
hydrolysed liver extract in*the g&at metabolism study performed \{{@1 [p@gnyl—U]@MC]J AU 6476-
desthio (KCA, 6.2.2 /03 and KCA, 6.2 /he metabolite JAT 64@&des%%>—glucuronide was
D
©b

o Y %
assigned based on its HPIC reténtion time inHPL %ro grams befoke an er acidic treatment.
oy Ghrorgdidgrgr i

In total, a portion %.7%@1‘ tk{%’i’RR@/as i@tiﬁe@k}n live©andé§.4%xwas characterised by the
partitioning and c¢hrom rap&@ret@@on behaviegy” of unknown @pmpounds or fractions. A
significant portigy of RR&(ca. 26%) W‘ag\ﬁou@\in thepost- act@§solids even after exhaustive
extraction stgpy, as @%ﬁn abserve® for @{@r s%’ﬁples CFhe ntitve data of the analysis of the
convention% and th@’micr%ave@xtrac% of 1i§{ are piled'in T 6.2.3-11.
7. Kidey® > & & s &y

- Kidgey o O Q =« ,©

BN

o o,

@ o
In total, 96.4% of @TR&\\WS @ac@e@romﬂ}e kidney san@e, conventional extraction released ca.
86% and subsegﬁnt %tract' und@} mi&@wave assistance an additional 11%. The combined
conventional %tracts@re eased)by li@id/li(@ pamitioning, resulting in an aqueous and a hexane

phase. An aliguot ofhe a%®ous§%tracs an%ysed @rectly by HPLC, whereas the hexane phase was
analysed by TLC. L 9 %@

. 2 o TR . .
A first ‘assignment @com 0 ds\and an I dlf@ﬂ of label specific compounds was performed by
co ing metabolite pr s.. Direct pa@n of the HPLC profile of the aqueous extract of the
kidney sample of the prédent s@}dy 'tthe&@f the study performed with [phenyl-UL-"*C]JAU 6476-
desthio (KCA& 2.2 03 an A“@.Z /6 revealed a very good correspondence of the fingerprints.

The metab@ pa&\g s wgee almos id%gzical. The label-specific portion was of minor importance.
QO &
Assignm@% of § non-fabel @@ciﬁc compounds in the aqueous extract of kidney was performed based

on th etab@e p @lees obtained in the goat metabolism with [phenyl-UL-'*C]JAU 6476-desthio as
me@ned@ove &e isqmer of the glucuronic acid conjugate of the hydroxylated test substance was
theé¥nain fetabolite detected, followed by the isomeric glucuronic acid conjugates of JAU 6476-desthio-
3,4-di and JAU 6476-desthio-4-hydroxy. The unchanged test compound, which was a major
compound in the metabolite profile of the goat study performed with [phenyl-UL-“C]JAU 6476-

desthio, was detected as main compound in the hexane phase of the present study. Thus, adding the
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metabolite profiles obtained after conventional extraction, an excellent correspondence was observed

between the studies with both radiolabels. @ ©©

The assignments for the non-label specific metabolites were additionally nﬁrmed aftcidig@j
treatment of the aqueous extract. The hydrolytic fingerprints showed very consisteneg wit
fingerprint detected in the study with [phenyl-UL-“CJJAU 6476-desthio (KCA, &2.2 /03 and
KCA, 6.2.2 /04). The majority of the compounds was converted to the common moieot@rogu@s J
6476-desthio-3,4-dihydroxy, JAU 6476-desthio-4,5-di oxy, JAU76—desthi £3- ydm}y, @J
6476-desthio-4-hydroxy and JAU 6476-desthio, which atcounted ilb@tal for nearl® O‘V§ th

7o

detected. @15 métbolif®was

Additionally, minor amounts of JAU 6476-desthio-®curonide \@f
major compound detected in the study with yl—UL—”C]J 6@§6—d@§hio, @gen after ac@i;kilc
treatment. Y @ \@ 6\ 95@ Q>

©

additionally improved by exhaustive extra%’on yr@'r mic@pwavéssistarice. Two extfaustiv racfion
steps at increased temperature (60°C) @ease&%n ad@ﬁona@orti&%of cdO11%:(0.704 mig/kgh>
combined microwave extracts were & ce{fmtedi% ar@?sed &y HR«L,% pre@inin polar
fraction was detected, which was elufing il}%he Vpi@/ol@ Thiffractipyr wa lat@nd apalysed by

TLC. Co-chromatography with l@Hriazo e, i}zolaceti@id a@ triayl a@ne o&&aﬁrmed the
presence of triazolyl alanine (mgjn cm@mnd&nd %ﬁ@es of 2.4 tkiazoled ©© .

In total, 75.2% of the TRR v&?ﬁﬁd tiEed i@@idﬂ@ and 1%% wga@s)cha{@teri@d by the©partitioning and
the chromatographic retestion béhaviourof §unknown compouids o@acﬁ%@ The two biggest
unknown compounds ac%unte% for approx. Vo %% @e TRR, altsetherimknowns were below
2.5%. The quantitatixé&lata kidne are@sumrn@%%d {gi\T ableéé\.’z&é%l. N

@

Q @ % ) o, %
Extraction efficiency was quite good after coé%ntio@%7 sogent e ‘(:)3 cti5.9%§f tlg %RR;% but was

g .9 O
IO
® o &8 oo &
RN 2 & o |9
& 2 5 & © >
N N A g
& S5 s
ST &S
5 & & & = S
QS O L S
@ O ¢ .0 © .0 @
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Table 6.2.3- 11 Summary of characterisation and identification of metabolites in the edible tissues and
organs of the lactating goat after oral administration of 10 mg/kg b.w. [triazo@fl‘- @
N

14C]JAU 6476-desthio on five consecutive days. .

Muscle Fat Liver Kidney®y o
TRR (mg/kg) 0.267 0.306 14850 &7 6.6189

% TRR | mg/kg % TRR | mg/kg % TRR {ang/kg | %TRR [-mp/kg
JAU 6476-desthio 1.7 0.005 12.9 0.040 25.9 3.849 | &b @@3.504@@
1,2,4-triazole 170 | 0.045 6.2 019 | 113 7} 0.1622 K93V - 0.616Y
-triazolyl-ethanol 8.3 0.022 3.8 011 3@ 0.583 @ﬂ3.5©\ 0. &@
-3,4-dihydroxy-dienyl- 3.3 0.009 58 o |0.018 @Qz 0.19%@ D 9377 O
glucuronide (D1) @ < S Q D b
-3,4-dihydroxy-dienyl- 5.0 0013 | 94) | 0029 NEpox @463 490 9 0595
glucuronide (D2) % N @ S & @
-3,4-dihydroxy-diene (D1) | 2.9 0.008 3100 L5 @p0223) | 13,7 [6os4
-3,4-dihydroxy-diene (D2) | 5.5 0.015 6.6 .2 00: M0 o5 10, N N0.071

. Ql @ O | oy

-3-hydroxy-glucuronide/ % QZ§’ @@ Q@ & @é @% o
-3,4-dihydroxy- S @
glucuronide/ 2.0 0%6\5’ 1.9 N 0.00& &%9 . Doz, |54 @355
~4,5-dihydroxy- @ - @, S Qq SO IR S
glucuronide @Q &L < @ O @ ég %
~glucuronide 1.4 &]0.0040 |37 \0.01§ § 05205 28,7 | 0.186
-4-hydroxy-glucuronide Q © 2 6 % q @) @© (@) N
-hydroxy-methoxy- 07 | 6002 D 1.9@,@ 0@06 < 6.9 1@ 180 | 1.193
glucuronide § S ' S 2, 2 Qq
-3,4-dihydroxy 06 % 0.0 3 @470.004 &S . (2067, | 1.0 0.067
-4,5-dihydroxy . @04 Ol § O Tre L N |-
“3-hydroxy > é@ @3.004 S 249 07 o |07 (@ 07 | 0.048
-4-hydroxy A 025 4 RN056Q° | %6 QR25 |97 0.648
Total identified @) 593 L7018 |95.7 §p0.232 59.7 8710 | 75.2 4.977
Total characterisedy”  AY 20:6 2 | 0:055 12997 0.639 134 @[ 1.989 |21.2 1.404
Total extracted €y 8K8 0.218 960> | 6294 Y 736> |10.928 | 96.4 6.454

1) = coeluting tria@%;l al@e Q ‘&

2)=no unar%guous i@ntification, %ction %Was re%{a
o Lo R

C. Bioj@\sformatm@@ath@ . § § @\

The present goat @boﬁiﬁ stu@pegf@?ed;@th [mgazoleagi—”C]JAU 6476-desthio confirmed the

metabolic reacti&]@@ identified #@the goat r@g@bolis@ study, with [phenyl-UL-"“C]JAU 6476-desthio.

Additionally, cleava, thigtest, Qibstance w dete; 4ed yielding the metabolites 1,2,4-triazole,

triazolyl ala andeJAU %76-%5;[ io-t&i@oly&]&e anol.

AN
The maindyetabolic reac ons§ [Ui@a}%@é@%@&@U 6476-desthio identified in the lactating goat
@ "\

were: .
N
<\, mono- an%ﬁyd@quti@of t @}:hl F ?enyl moiety
A

. dearom@@sation@f th&@hlor@heny&@oiety by oxidative hydroxylation

. sub@:ent\ eéﬁﬁu@n OQJ@‘JG h@%{ylated metabolites with glucuronic acid

« coy gat@a of %@test g@mpoﬁ% with glucuronic acid

Y @ . .

. %@eav&y of ‘% test@pound resulting in JAU 6476-desthio-triazolyl-ethanol

Q§ cl@age he tgvt\gcompound and loss of 1,2,4-triazole

SO
to tharac@rize%mpounds
v o @

sequent conjugation of 1,2,4-triazole with serine to triazolyl alanine.

The proposed biotransformation pathway is shown in Figure 6.2.3- 2.
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D. Conclusion .

A lactating goat was orally dosed on five consecutive days in time intervals of 24 hours with [{riazole- @©
UL-“C]JAU6476-desthio at a daily dose level of 10 mg/kg body weight, corre@onding to 2 (5 g/kg

in the feed. The goat was sacrificed 5 hours after the final administration, the edible &issues

organs as well as the milk collected during the experimental phase gﬁr analysed @or residues.
Identification of test compound and metabolites was performed in each gatrix. The ki{@ic Ob@aviog%@
was derived from the excretion parameters and the secr of the resi@es in milk. é\a \\ @§ @

o . . . ) Qo in thedPonti SN
The kinetic and metabolic behaviour of [triazole-UL- {C]JAU 6476-@esthio in theda tatl@goaé@n b&@
) © & @

characterised by the following observations: %@ Q & g

$ &
* A significant amount of the administeradioactivi%(ca.c 7@%) %@S@e &&e@ed g@urind
faeces. The cumulative urinary and $aecal @@cretﬁwa&%mae@n%@ a Haoear ifterease
© o & TS
I T N I
* Each dose was almost completeg\a S({b@d f]@ the @strok@%bstma@ acty,

S v
* A very low amount of 0.04thg§@nin§g¥ed @e W@t@@ecr@d w@e )
» The total radioactive resi@es in fRilk showe Niul@l patt@% A@tea vel w@a)s reached
between 24 and 32 hours after%he fi (Z;;’? dosing, w (-z)’r% wag@ldi@d béﬁe decline of TRR-
values prior to the delivery Gi&the ext dos&fo abou th@gme %evel m@ure@m the previous

day. These findings \tsglaioweQ that @ﬁg radctivi%ﬂis noﬂaccu@g ating%n th%@milk after repeated
administration. \@9 © %o @ X

> Q0 TS
» At sacrifice, the resie\?/g@ in m@, as @@ﬁ asg@tiss&s were signoi{@ntly lower in relation

to the daily@ose level withvexcefffion afithe @ifdue evels ifthe mistabolising organs kidney
and liver 1dne®how§ cment&%ion of 9618 ng/k%gyhile gﬁthe liver a distinctly higher

conce ion@ 14.850 mgikg %g-- serv%;}. T e%sid congcentrations in the different types
rrov§
@
&

during investigation.

of muSele a@fat @éﬂ@lell a$ih mitk werej@% th nge@f 0.1 - 0.3 mg/kg.
. 23 92 & & @ N
It is impertant to note that X (o
S MO < o
A an exag&ated\@se Y]gvel of@ 293 m&@g téze&”da}ggas administered,
S . 2y
- the %§nal %as d(@ ﬁv&gﬁmes% ftime @terv@ of 24 hours,
- thg sacri W@ hp@@fte@le la®%0se,@<§e. at a time of relatively high concentrations
i the tlg’%ued organs Q\ &
. o @ o .
@rder to faeilitate, etab@lite charactetisation and identification. Hence, the determined
sidue conggltratiqns in the orgass, tissit€d and milk do not reflect a realistic exposure situation.
N si@i S w0 o .
S Radioactive resu§es v@m efﬁé%nﬂ@tracted from milk, edible organs and tissues (approx.

74% to@6% of the TRR). au@e extraction steps with the assistance of microwave at a
slig in&re\%fed @ermre of 60°C were only efficient for extraction of the label specific
mgt olifgs triaggtyl algnine~and 1,2,4-triazole as shown for kidney. Non label specific

g&m&@ s wefe releaydd only to minor amounts, although it can be assumed that they formed
sthe r@r p@pf t@on—extraotable residues in muscle and liver.

Sy @
@ [gﬁzole—@i—m@]AU 6476-desthio was metabolised extensively in the lactating goat —more
@an twenty components were detected.

*  Metabolic reactions detected in the lactating goat were:
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- mono- and dihydroxylation of the chlorophenyl moiety .
- dearomatisation of the chlorophenyl moiety by oxidative hydroxylation @

- subsequent conjugation of the hydroxylated metabolites with gluc@nic acid S
S0
g .
N
S > £ o
- cleavage of the molecule yielding JAU 6476- @azolyl -ethangland 1,2,4- twolec\

- tion of 1,2,4-triazole with ttR Iy1 alaning G
conjuga 10n O r1aZ01c W1 Serlne (0] az0 Yy a an @ § R

- conjugation of the test compound with glucuronic acid

* 1,2 4-triazole was the main metabolite in @z and musc‘@»anging fron@% 17%in micle @
ca. 33% in morning milk. Although Q(7 centage proportiofis” e@h @e co%espon@ng
residue levels did not exceed 0.045 mg/kgy YConsideringythe fact, thatgll ra ctlvegemdﬁ@ are
calculated as equivalents of the activ, ubst@e t@%ffe Ve cofigentrafjons ot\l 2,4- tifazole
are by a factor of approx 4.5 lower and acgbunt féfn ly cA>0. 01 @ k@ﬁ“hus spltgdf
the apparent selective transfer o e ; etabohte\nto n& W&%ffect resg\ﬁues resufted. Q ,4-
triazole was also detected 1t h%}r an@}lqdnﬁy ac nt1 4%3d % @J 1%,
respectively. Co-elution wit]@azqg alan@ Wa@ove@br allShree s@@? haustlve
extract of kidney reveale @Amajor Gmounts of try?fzol@alamr@ ca. 0) 1(&5@:‘[111& at 1,2,4-
triazole was transforme@(} ﬁ@ .-’? or@@@&@%hb@@naz@l al@ e (ﬁ;o%ﬁlcﬂltate fast

excretion via urine. QS o

JAU 6476- desthl%tr&ljazo&} et}@l W& also@ maJor m@boh& in nfdk and muscle. It
represented ca. ‘8% of ¢the TRR in @scle nd approx. 1% i %enn@ milk. However the
absolute resi lev %ere@%w ((@2 r@ ) iv./@in Qgth mag%s or ca. 0.01 mg/kg
considerin molecul 1 @ the@ tab@t ).

Additionaly, it @ to ‘Q ns:lgered\hat th@emduﬁ@ con@ﬂra@ of free 1,2,4-triazole and
JAU 6 de@m trlzféolylcs@hann thegorg ns, t1s andt“\l;mlk do not reflect a realistic
expo@e si ShentiShed é(’sove Myst prebably@pne ofghe metabolites would have been
det@gtable in the edlble tfesues %‘E@der hstlc@’)ndl@)ns -\

@e unchang@f)est o@ypou§ %@476@&1@%3 praminent (> 10% of the TRR) in fat and
liver, JAL@% @%thm@shydr@ny 113§ﬁat and JAU$476-desthio-4- hydroxy-glucuronide in
kidney. oth r me llt%\ler%@’esentgt lodyer percentages, the majority of them as

conjugates o @ he Ciase e di ydro@tedfﬁetabohtes as dienes after de-aromatisation.

Sincg%e cdyjug é)an ‘etabslifes Wi d'%e structure can be easily hydrolysed, an acidic

treatment of the extract§Was -\-i tionally perférmed. Under the conditions chosen, glucuronides
other conj@ates @re cléfed @1 theg?\)’mpounds with diene structure were converted into

% metabolitess®ith mat@istru@é% The same simplified metabolic pattern resulted in
S, both studies, T @es ﬁ\@co n moiety products JAU 6476-desthio-3,4-dihydroxy,
JAU 64épudesthlo -4, 8 1h foxy, JAU 6476-desthio-3-hydroxy, JAU 6476-desthio-4-hydroxy

and JAU 64%8 ﬁo oQy re%@ the main residues originating from all non-label specific

lite@n eaeh mattix. Q
The re & of §é meta%%hs tudy with [triazole-UL'*C]JAU 6476-desthio in the lactating goat is in
very é&)d a me®1th@e results of the corresponding metabolism study with [phenyl-UL“C]JAU

64@%5%@. @
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Figure 6.2.3-2 Proposed metabolic pathway of [triazole-UL'“C]JAU 6476-desthio in the lactating goat.

JAL 647 6-desthio-3 4-divydnoxy-
dienyl-glucunonide:

AN
JAU H?ﬂ-des-%lmunmide

i
Ty

D @

JAL 847 8-desthio-4, S-dihydraxy

No studies to address the data requirement metabolism in pigs were included in the submission in
support of the inclusion of prothioconazole in Annex I of Directive 91/414/EEC.
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Studies are only required when the metabolism in ruminants differs from that in the rat. The metabolism
of prothioconazole in ruminants and rats is considered comparable. No new studies have therefor@éen S

performed. @
CA625  Fish S K @

No studies on metabolism in fish were included in the submission in §pport of the@mcl of

prothioconazole in Annex I of Directive 91/414/EEC since this was not adata requ1remé@c at tl@ tlmes@

@

Commission Regulation (EU) No 283/2013 of 1 March setting oul@%e data requ@ne for ac@?e
substances, in accordance with Regulation (EC) No 1,107/2009 of the<European P4Bliameds and@ the &
Council concerning the placing of plant protec‘j?‘%ucts on thg&market stipul@es und@r po§6 2 %

“Metabolism studies on fish may be required whergghe plant proteétiongioduetis uséd in crops thse

parts or products, also after processing, are fea %) fish and we re& es Jig’ eec%@ay 0@ frhe

intended applications.” S @

However, for this data requirement no tes gulde 1lab§ et. [@stated n @cun&eﬂt
10181/2013-rev. 3 (12 December 2014)«dn ase&whefﬁt% tes org ance docu ts;ﬁn
yet available for particular data requirgments, Nzng hes rtzc’ular d reqmg;eme oints
is considered acceptable as long as néJy est@/ nce decum ar@bh&@ in fo of an
update of the Commission Commu&@znor@» 01 3§§ 95/%61”0’%@3/@/02 W\?
Therefore, no fish metabolism stu wa@con 2;’3 ed. 6 @Q ©© @Q S

CA 6.3 Magmtudg@ resﬁme ta@als 1n @ant& @Q 2 S é

@ N : :

epresentatlve fm%@atl@are %ff?ator, a formulation
containing 150 g/L proth%cona%ole a edigo 10Bya seeddreatment formuation
containing 100 g/L p@t’hloc zole, The repres tive tise pat@®rns GogehAgricultural Practices -

GAPs) using this fg@¢hulagion ar mm@sedl able.3- l@d Table 6.3-2.
@* sfon sro ! gL TalEe

For the renewal of prothloégnazol@m E%%}pe

N N
Table 6.3-1: S‘%@nary &he critical %P for«@le re&%senty@ve fol@ uses%r prothioconazole*
> 9 & Q@
@ @Iax @m Maximum
c °~ | Regio F %G, @ . Q@ § ation application PHI
PP | * ligation & | M. ©f| iterval rate [days]
o % \ applic.
D & é\a kS \[Tdays] [g a.s./ha]
N O
Wheat, rye, EU_% &)) @7@\9 R @ ©®
tritiale, e0325 [ (UpoBBCH® 2@ |14 187.5 i
ST el S S Il
% RN &) 0
EU-N N o %
Barley 3t E@25 o @CH 6l |2 14 150 f
@ EU-S | R Y

EU-S %Southern Euroge,” E = pof@i’em pe @
Jus\icatlon of the critical GRP for \h crop (aft zone§) applied for is provided in documents D1 and D2.
** FormulationTyp, 225 =EC fo@ulatggontal 75 g/L bixafen and 150 g/L prothioconazole.
***F Field; G Grégn ous%lﬂndo appl tion in cereals is driven purely by growth stage, no PHI is necessary.

@§§’@©§’©
Q
QQ%@
$ LS
&g T
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Table 6.3-2: Summary of the critical GAP for the representative seed treatment uses for prothioconazole*

Maximum application rate & D
. Mode of t° of Q
*
(Crop Region FT F, G, 1 application pplic. g a.s./dt seeds) |[g a.s. /I@ PH%@’
N\
Wheat, ryeip; \ and S § S
tritiale, FS100 F Seed treatement 1 PTZ: 10@ P 8. O“‘
EU-S
spelt &
g Tz, ins &
Barley, Oat [EU-N EU-S|FS100 F Seed treatem@ 1 @: 10.0 &PTZ@\I .0 2 @
EU-S = Southern Europe =~ EU-N = northern Europe @) y\g\g N L O
* justification of the critical GAP for each crop (all zones) appli@or is provided$s documents D1@nd D2. Q @©
** FormulationType FS100 Seed treatment formulation cont g 100 g/L protcon I

***F Field; G Greenhouse; I Indoor fAs the applicatio ereals is drlva&purely@ growth agx@

2 Based on a seeding rate of 180 kg seed/ha o
N 9 Y < % @6
General remarks: v @Q Q O

* In this section of the dossier, only th%@%es dives r@ant ts, proy, conc@ole zll be d

detail. As the products applied also c@ntaiped othe;@cnve&&ubsm@es ﬁg}due 2
were also determined, but these re aregiot co@zder%@rele t toé?s @det@}s on the

results for the other compounds,gspe the study re}or v
* Tier 1 summary forms of resjdue m&g@ are@%ovzd A@ndﬂ\k’ of thy sec;(@a o
AN KRN @% & ©
N A e 82
CA 6.3.1 Wheat ¢, @ N Q @ %@
N 9 <®§ @& § R " O
The wheat uses and @PS s@apo@d for &gls AI@OS iéhare s@nmagsed 1&$ le 6.3.1- 1 and Table
6.3.1-2. & N & @ &
NN T P

Foliar use (Bmgf}en &%’mtht ong,ole E @25 (S + % 0 H/L))ﬁi'latﬁi&

able 6.3.1- fl Su arv 0 the cjtical AP f(%%he représentative foliar uses for prothioconazole

L& S Q[0
Q\ < S @7 N M? inimum Maximum
AN . @], @ G nin 0@ X ~ | Application |application PHI
Cro R 'N* 2 ’ & o f%
P f-g@ﬂ Kl %%, Npp kgﬂon o :p?@)c interval rate [days]
©§S§ é U@%ﬁ Q& Q@ § [days] [g a.s./ha]
G ® T

Wheat, rye, @ﬁU—I\@ SR Up to BRCH +

il spelt s @225 F %o 2 E; 2 14 187.5
EU-N = g&¥thern Europe?BU-S ?outhe%f Eurgpe -
*justification of the cxigital GAP fo

Forheulation Type 225@% C. féfhula co 1@1mg 75 g/L bixafen and 150 g/L prothioconazole.
“F Field; G Greenhouse‘ndoo@}As t@};e ppli€ation in cereals is driven purely by growth stage, no PHI is

necessary. @* . SN S
@ O é@ ™ @Q

N
r each c@all zo?@s) applied for is provided in documents D1 and D2.
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Seed treatment use (Prothioconazole FS 100 (100 g/L)) Redigo

Table 6.3.1-2: Summary of the critical GAP for the representative seed treatment u&a@fog@j

prothioconazole* N
° Maximufirapplication xate J;\@
Crop  [Region [FT  [F,G,I* x‘;‘lliec - tpl‘)’lfic g asd Ceceds] | g %IPHI
’ @ - &)
Wheat 7, ! ° LD R,
’ . @ & N SO
e, gggand FS100 F  Seed treatement ¥ 1 100 _OPpTEts. [0
itiale, - o ?\9@ N Q «
spelt @ & m R ol &

EU-S = Southern Europe EU-N = northern Europe % < @
An ddolimeneD >
_]ustlﬁca‘uon of the critical GAP for each crop (all Z(@ applied for&s prOVI@ ind mﬁ\@ 1 agg D2. @
** FormulationType FS100 Seed treatment formulationi contajning g/l; px;othmé@nazo

*F Field; G Greenhouse; I Indoor TAs the apphéﬂon @@ereatliﬁ drixe pu y by & wth s%ge nci%HI is

necessa

a Basedrgn a seeding rate of 180 kg seed/ha % \@\y \@ Q é @7 @§
& N

According to EU guidance docume@SA@O @%NI@%-re&@of rgﬁ u1de®1€s on

comparability, extrapolation, grou@oleres &1% da{&@eq iféme @ ing s@b the data

obtained from trials conducted on ea%can b%xtra;@ated @rye cal d s

@ % K
The current EU MRL for g@ 1 m}/kg@lll be replace% by @%/IRI@of 0.05 mg/l@ in spring 2016
following the review of t ex1st@ P@ for@ﬁhlo@ﬂnazole ace@mg to Articlg 12 of Regulation
(EC) N° 396/2005. Pleﬁs@ re %Lo Ré’@ﬂa‘u %843/@‘13 a&well@ dra@egulatlon SANCO
1148112014, The current BU £ f6pwhedtis 0, (bmgz E
@ @ @ §9 @ @) AN
Summary of the§ls @m thg § QO o & @
DN &
&
ed

N %
The residue t@@% 0 @he @at ha@ alr be@ eva ﬁig g EU review of prothioconazole
are 5ummd@@cd in TdblC 6.3.1-3. @ncc&%csc r@ﬁuc 1@brts@wc bqév previously evaluated by the RMS
UK (ref Ao Draft A@%@m Re@ Annex BG.O. l@hble@ﬂ 18) They are only presented for
referenc® purposes..J e criC SHPPOTtERN JAP\c@ml@te% n g%e seed treatment application with 15 g
a.s./dt seed follm@ y 3&3]0?@&5 akJate Q§200 & S. /% a with last treatment performed at BBCH

growth stage 69 @the @, Y S
©@ ©© G o o .

=

%,
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Table 6.3.1- 3: Number of residue trials conducted per geographical region and vegetation period

. Number of Trials .Q Q§
. ormu- - - ier
Crop GAP Region lation™ Vegetation period Total Report No. feren@®
1998 [1999 | 2000 & (N
Annex Il data — seed treatment plus foliar @§ S S
ST 15 g as/dt FS 200 NSEES
Wheat ©
S iia’ and and 3 ey |- &ﬁ RA-2003/99 |9 &
T J
PHNE 1 SPI3 x 200 g as/ha | N_gy | EC 250 O Q{@ 10 @g}a DO ﬁ"\,@ )
Wheat, -200399 Q
4 1 SPI3 x 200 g a.s./ha EC250 |- S 5&© é% @b § C&C
spring S < RA-210%00 e @
) N e
Wheat |ST 15 & as/d Fs 200] o o  © & [63@12
= | and and - 5 RS %-2104%9 S
SPINE | SPI3 x 200 g a.s./ha EC250 &N 9 (V| O A IS v
S-EU =
Wheat, % @i\f @© %(j@ @ d é % AN :
Spring, | SPI3x 200 ga.s./ha EC 240 EN N b % § %-2105 @
Triticale @& @ & é S NS §
Annex Il data — seed treatment use & &\’ @ (Z\f \g &y &
Cereal N-EUQJFS A P Chdi P O |Ra01087
(wheat) | ST 19.5-22 g/ha \ % 9 p§ ©) &© ?@ 420900 | KCA
Cereal | (15 ga.s./dt) ﬁ@ % P @’ I @Q OrA-2840/99 [6.3.1.1.1
8&EU [FS20 2 D4
(wheat) Y N9 R452090/00
N-EU: northern Europe 9 S&@U rop ST seed ts%\}m entd> %} spray
*FS 200: flowable concentxate f ulat ns co proghioconaZdte @
250 EC: emulmﬁable@vcen mg:, proth@cona & &\
& o @
Seed treatment +Jpliar &¢: ° "\y . @ SN @
N 6@@ A @\ \ S @ @

With the Ann@ II d@ler «;%Qtal 01@ 9 regﬂ‘?due tr@g\fs Wq@con(@cted @ wheat in both European regions
with the &@thloconaz% FS 2@@’ fo 1at1®> a ﬂo@abl@once@ate for seed treatment containing
200 g/}a\@rothlocona the prot@con& e E@“ZSO’ formulation, an emulsifiable
concentrate for sp @%ng ngamk@ 25 ]gim ogxnazol%\A short summary of the data is given

below. N S S)
9 & > . 7 @b
. R @ S .
In 9 trials, i0 z0leP'S 200 wa&@ed Q@se d @éssmg at a rate of 15 g a.s./dt followed by 3
spray appl%atltlons of ‘pr@loc@z 25%@‘[ a @ of 200 g a.s./ha. This use pattern is considered
he EU criggal GAP and @n b ed ﬁ&a basis for setting the EU MRLs.

to repre@i
10 separdte trials w{c@c nducted wgth 3 spedy aﬁ@lcatlons of ‘prothioconazole EC 250’ at a rate of 200
g a&%a The spraytags BB@ growth stages 32/33, 39-41 and 69, respectively, with

the last treatme@cperfon@éd &4@0 36@ays bg@re harvest.

Residues o rot%conaﬁ desthlo e determlned at various development stages of the treated

plants: tr@ﬁed sg ﬁ- , g (; m&@rlal rest of plant, ears, straw and grain depending on the growth stage

at sam@f@\g. -..v W a% graig®amples were taken in most trials on day 34-37 as well as 42-71 days after

the %&1@ tregy nt (i; e }&%ﬁ%{ sampling interval was needed to ensure that samples of mature plants were
ableg

ependent 0
35 day

e growth stage that was reached following the fixed pre-harvest interval of
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For the Annex II data, the desired PHI was 35 days. If 35 days after application, the grain could not be
separated, sample materials available at that time (ear and "rest of plant") were taken, and gra@nd o
straw were then sampled later at harvest maturity (GS 89). Also, if grain samples could be takegen daygy
35, but the commodity had not yet reached final harvest maturity, a second set o@ain and stra\@sam@s

was taken at harvest. @ \

7o

Residues of prothioconazole-desthio were determined ac@grding to metﬁ%’d 00647 (g@@ igi @An@
II, Section 2, Point 4.2) by HPLC-MS/MS in the multlp%reactlon—tormg mo @ an
electrospray interface (ESI) after extraction, ﬁltra‘uonﬁ@d dilution. 0Q w1t16t\bls megiod 0 OQi@
mg/kg for forage/rest of plant and straw and 0.01 g for gram@r & & & o
No residues above the LOQ could be detected,in any %gothe @rol f@}qpl (o \% @
An overall summary of the obtained residuen fee@?ﬁnd @@d 1%1& is %&ente@ T@le 6. 3% 4. z
@’

% % @Q N @ 2§
Table 6.3.1- 4: Summary of residue dat vﬁheat g\a@b w&&prothi@onamﬁ 250 (foliay treagient or
d@ fokka% > &

seed treatment followe

&

Y=

Resn&%’e levg} of @\\)j N S v\/
Q @j S|P hioc@oli@sth%@@ ©©® S
Application Rate Regio%ﬁ?&% %(':a%f 5 k)@ %{f S C”\Reference
% 4] Min@pum Ha""m%]“ BTVR)
( Rﬁ% Q

o |& ¥ §@
o S TR
3x200ga.s./ha } D @ . O
Orx gas @%N EU@§ %@? 1© <.0L\ 60'01& fi%l
SR ~ EFSA
seed treatm@ S, n Q 9 ~ @ - 01 00l .
(15 g a.s./dt see &U - v . @ \y@ N %\@ izlggrt; ic

A N N
followed &7 by - Sl e 2 % o019 | (2007) 106
3x200gasQa & | wat, LU S §7

(PHI 35 dgys) Tl By |eyaw ANE ‘& 0.@§ @K o.w 0.53
N-EU &@hem Europ@@ EU§0uth@a Eugge § QQ o\@
Q\ < & 2 %\ N
Seed treatment: © >
& @ &

For seed tre%ﬁent erea@% tr@@ n, v@eat AQn notf@ern Europe and 4 in Southern Europe) were
carried out a evaluate@ rindNAnnexy” inclé@sion. Vgc product was a flowable concentrate for seed
treatmen ntaining 200 g/L 641%. T e@%eed&~ as dressed at a rate of 75 mL product per 100 kg
of seed&gorresponding 1o 15 @JAU 6476 § 1 g of seed. The actual dressing rate was determined

with guethod 0059@00@ tak@ seed® m@@ after seed dressing prior to drilling.
N N

For data gathe@® purposes.fhe sap@les @mn from these trials were analysed for prothioconazole-
&
desthio usingghet 0% 005&8'M08Y, or %6 7 with a limit of quantitation of 0.01 mg/kg for grain and
0.05 mg/ r cefeal greh maggrial a¥d straw.
o EHlES

Q
No reg’iﬁes @Ve O@‘)uld be detected in any of the control samples.

A&&ralma@ of @» obtained residues in feed and food items is presented in Table 6.3.1- 5.
$

&
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Table 6.3.

1-

5: Overall summary of residue of prothioconazole-desthio in wheat with seed treatment

Residue level of prothioconazole- @o S
desthio . @f
Application " Com- No. of | (mg/kg) .
Rate Region modity | trials = . Sy Reter@ @
.. Maximum & IS
Minimum R R
(HR) IS
Q% @ @ 2
19.5-22 gha | \ gy YVh.“” |8 <001 (| <001 @’ 0.01 > O\s*‘ §
ey s E & & R*§ (,@9@% N
see EU Wheat, ; e e - D
straw i <0'O‘@& <O'(}(§ OOD@ Q m© @%
N-EU = northern Europe; S-EU = southern Europe @° & N
@ @ \@ @Q \© ‘2’5@ Q@
EU - northern region QO %@ g}ﬁ @}& 6@ @ g % .
S & @ Q SR
W UOS \\ S 9 .
Table 6.3.1- 6: Number of residue tri ond{{\cted pé geogka 1c egiorihand V@etatlgmperigg
S SN \S)
Year GAP Formula @Q (& 0 < @s@ N 5 Stady nuggser @ Do%wr
S Trials or@. S Refeérence
N Q © S
Wheat EU foliar spray res:due@tals @rth@% E %@ @® Q& (3 ®© &
\@) ©
2x 150 g as./ha | EE200 (100 g/@?uoxagtrobm 00| & 2018400
2000 | Lo e @L proDiocapsioie) & )4 MLogis2 10 P |KCA 631108
2x200 g a5 /ha (160 gL §h@nam® RAZ2002/
2 ! . BN 4 . KCA 6.3.1/0
%0 | BBCHGY Q ;@%xamm) o J:087669-01-1 CA63.1/09
c300©§5 e ﬂuoxastrob@lso @
2x1 ha Y ]
2003 [2X 108 > a@ oL ¢ Sprothigtonagdle, £72 o | v e | Kkea 63110
o) trlﬂoxyst;%m) & MY
o0s |2 175 g a@ha 'SC325 (175 8 1ocoole 2© ®A-2108/03 CCA 3L
BBCH69 « 150 E@,trlﬂ trob% DTM-067473-01-1 2
200 %200 g a.s.i | SC83 (175°g/L eth10c®azolé®8 2O [ra2575005 KA 63112
BBCH69 &)y @i trn@@eystro& &\ N M-268270-01-1 e
2 x 187 gls.na| EC228 (7559l bighen, 1%6 RA-2037/07
2007 BBC5ﬂ69 @@ pr@@loco@ie)m S %}% 4 M-298112-01-1 | KCA 631713
2007 |2 < 1305 ha | rofog\?somg - Zi 4 |RA-2040/07 KCA 6.3.1/14
CH69 o & |s amm M-298182-02-1
2x 200 g ax7ha | EC260 9 /L @«afem\ 09-2057
2 2 KCA 6.3.1/15
002 | BBCHGY @%o gL proth@onag&) M-393820-01-1 | KEAS3
N EC490 ( Lbl§fe
2x17% as 0§ ’ 10-2205
2010 1L | 08 oxastrobin and 100 g/L |2 KCA 6.3.1/16
B 69 N . @ M-414652-01-1
% aprothjoconazads
@% 150 a.5/06°| EC2PD (100 g/ fluoxastrobin, 100 13-2138
2013 . ’ 3 KCA 6.3.1/17
BB%%9 [m\% ﬁprothloconazole) M-501083-02-1
@ 50 g@s8./ha REC200 (100 g/L fluoxastrobin, 100 13-2159
2 . ’ 2 KCA 6.3.1/18
OQ @CH@ %/L prothioconazole) M-501715-01-1
TOTAfy—l?l/orthern EU region 33
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Report: KcA 6.3.1/08 | GG 2002; M-091521-01-1 §»
Y\ eat

Title: Determination of residues of HEC 5725 & JAU 6476-desthio on winte @@@
following spray application of HEC 5725 & JAU 6476 20(@]}5,C in Swedel@@)jrance
Great Britain and Germany N & IS
Report No.: RA-2011/00 v N
Document No.: M-091521-01-1 § L 6
Guideline(s): EU-Ref: Council Directive 91/414/@C of 15 July&@% Annex Tkpart y&%oin@a
and Annex III, part A, point 8 % @ g}” Q\ @
Residues in or on Treated Products, Food and F@ @ S S ®)
Guideline deviation(s):  not specified @ & ® Q Q N
GLP/GEP: yes R o & & O &@
@ N L@ N9 e &
X N - T AN
Materials and Methods Q ¥ N N L @
v @) @& @ S % &’
In the vegetation period of 1999/2000, S\%§et 0&4\651@6 trlal@was €0 uct@ il %Q}‘thegg urops;"The
'SHENS)

trials were located in Sweden, northe ra %b Gre@grltﬁ@ an @rm
©§F N g S

In each trial, wheat was treated @we %g@pr%uct r@ /h&uo obi % pr@lﬂoconazole
EC 200 corresponding to 0.15 &g a.s.#hd for @ach miXing paj er@ﬁ" he water Wa&300 L/ha in all
trials. The spray interval w % day\ln 3%@1*115 and 37 d;&s n 9 trleﬂ'@ The@tlme of@pplication was:

1. when the flag leaf shéath W%opem{@ (B@i 4@m 3 @mials an@beg@ ng c@‘headmg (BBCH 51)
‘&

in one trial,

2. at the end of ﬂo@ng (B@CH@ 11als§d ea@v dm@h stagQQ%BCH 81) in one trial.

S @ @
Sampl f ufw N
amples were géan a@se ollowin nterv& §

> & .0 @
- prior to a@g 1rnme§§jately after the ﬁna%appl 1on @’
-ata pr&%‘ﬁarvest mterQ\@@g of @ay @Vell as 42- @day er @e final treatment.
Plant material Wa@lect%d at re h%vest @ervaéf 3 days as well as at one later date to obtain
harvest Values This a onal(ate \Q%s needed to gnsure t samples of mature plants were available
1ndependen the Wth@ age_t %che@ollo@ng tl@’proposed pre-harvest interval of 35 days.
Dependln on the growth@ge@sam@g, g&ﬂ p@s were divided into "ear" and "rest of plant", or
"grain’ @ straw". @ O @ Y
N &
| S &9 . -
Residues of prothlﬁgona@-dqst@fo W§ de ined according to method 00647 (cf. original Annex
II, Section 2, Point 4.2) @ HP@ /MS iffhe multiple-reaction-monitoring mode (MRM) using an
electrospray i it tgffac%ESI) r ex@aohonéﬂtraﬁon and dilution. The LOQ with this method was 0.05
mg/kg for f@ge/r@g f plant and&raw@ @nd 0.01 mg/kg for grain/ear.
& & ¢ F
Flndm@ @ % ©©

S@é)d,qe ;@%ﬂltv

The n@num storage perlods for prothioconazole-desthio in wheat samples from the supplementary
residueTield trials are presented in Table 6.3.1- 7.
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Table 6.3.1- 7: Maximum storage periods of field samples from supplementary residue trials

Samole Storage  |Storage @o
Crop Substance Ma teI:)rial period period Study No. . <
(days) (months) @@ v
XT
ear 267 8.9 @@ & @Q
wheat prothioconazole- | grain 224 1.5 RA-2011/00 § Q\ 2
desthio Rest of plant 267 8.9 %W-091521-01‘>& c\@ X
) N @
straw 224%7 7.5 r\@ @) ®) t0\9@
Q Q@ N <ERe
& > T O &

These storage periods are covered by the storaglhty studles,ge é@ly‘ces@ere @wn %) be s@@le
for a period of at least 24 months (cf. KCA 6.1). Y \ Q

Sample extracts were measured within 24 ho@ @ot ag%ptat&e rec ies asure}concurrently
with each set of samples ensured integrity of thmp]@ xtra@@? durl@ the perlo(éf tl@ etV@@eh

tracti | N
extraction and analysis. g\y \ \ @ % @ v\g §

No residue of prothioconazole- destbové% 0%&” the @Q w@ﬁfow&@m tgg‘g)nt@sam les.

- Method performance: Recove@ rdte G@Ere Q@m&@ ﬁ‘ren&i}y Wlt@e sa@%le ane?fysm in order
to check the accuracy of the@esmlf&lev . Recot®ry micans by, Yortification Velée/ere within the
acceptable range of 70- 110% Thé@lngl @nd o S all mgan rec%»ver@are shéwn 1%[" able 6.3.1- 8. All
results of the method Vall\g@tlon arc in ggcord; e W, th the é@lera}qﬁequn‘@aen‘%f@r residue analytical

methods, therefore thwetho@as V@ldﬂtﬁ:@ @fully « . (©)
N g % S
Table 6.3.1- 8: 01 @rr @ec eries f@ the gt erm&atlon @f prothioconazole-desthio in
;ﬁ 1o Co oy J‘ X
gamp@gQ> §F0rt1@at109§c Referery @tes 0/<$ RSD [LOQ
Analyte @i % T © 2 o
¢, | Matévial " level Img/ke] | Single Vagjues N Mean | [%]  (Img/kg]
Q- & e L9 [0 0191 A 100 |23
~ 2. Q 1@5%%3 103: 1025.104; 102; 106;
Prothio N X Q
| w@ Sl N 10§9)102; 1023 105; 102, 103; | oo | 5 4 0.01
COnAZOTET | gegin / Eab s 0; 97 103; 103; 102; 104; 104; ' '
desthio |7 Q0 ST (P ] 02902 198 100; 102 99
9 O O overan (n(§$0) S D 103 | 2.6
é@% . g@? & j,ﬁfm 98;107 104 |50
Prothfo o R A 105102; 102; 105; 106; 105; 102;
conazole- Res@pla 0.05(5@' @ 03; 104; 103; 100; 99; 120; 98; | 103 4.6 0.05
d¥thio | & _ 2;101; 99; 103
@" veratl(n = 21) 103 | 4.6
<§ ) &00sY @ | 98:97:96 97 1.0
. N O 9
Prothlo@& NN ) 106; 102; 102; 102; 103; 97; 100;
conaz@le- @raw% @50 103; 103; 109; 103; 99; 105; 101; | 102 | 2.8 0.05
de{lﬁ'o @@ @ LY 101
N o < | Overall (n = 18) 102 |33

Final detegipination as: Prothioconazole-desthio, Residues calculated as: Prothioconazole-desthio
RSD: Relative Standard Deviation, LOQ: Limit of Quantitation

- Residue results:
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The residue results are summarised in Table 6.3.1- 9.

Table 6.3.1-9: Residues of prothioconazole-desthio in/on winter wheat applied with fluoxastiabin
prothioconazole EC 200 S )
Study Crop Country | Application Residu%;@ AN @Ué
Trial No. | Variety FL |No|kg/ha |kg/hL |GS Port%d DALT Q JA%
Plot No. (a.s) |(as.) ana (dayos% 6476
GLP ©) @ &%thlo
Year V S o@ @ng/kg)
RA-2011/00 | Wheat, | United 200 |2 |0.150040.05000 |69, ar R O<1>Qy0.0 N
R 2000 0146/0 | winter | Kingdom |EC § Q& R &3 0 0. @
0146-00 Abbot | GBJ > 9 Q| & 002 &
GLP: yes @ Q st of plant 6\0(1) @0 05
2000 @’@f N N L9070 [0.93
R & | @ %@’ QP 35 |0.47
c% . @ \@ Q graw o 50 (@ { @§
> € in O =58 [<00
Europe, @} LS 2NN @$ %\ Q> R S
North | & S & ] & & o
RA-2011/00 |Wheat, |France. «[200 ¢ [0.4500 |0:05000{60 |eaP Do 604
R 2000 0145/2 | winter S O e . poss
Q (ONAN
0145-00 Shango &) D 35 0.02
GLP: yes re%of plan%QP @ <0.05
2000 '~ L9 @O 0.67
D 5 0.10
Ustraw, S 48 0.09
&Y grain N | 48 <0.01
RA-2011/00 | Whéét, ear oM [<0.01
R 2000 0147/9 | winter AL 0 0.70
0147-00 §lair ©\ restofplant | 00 | <0.05
GLP:yes & QS o 0 1.1
2000 © straw 35 [<0.05
2 9 42 0.05
N .
N G .
A @ grain 35 <0.01
Q\ 42 <0.01
RA-2011/00 | ¥pheat, S ear -1 0.09
R 2000 0144/4@ winte 0 1.3
0144-00  ~Qf Tars& 35 0.04
GLP: yes % rest of plant | -1 0.10
2000 @7 0 0.74
°N 35 0.08
2 § straw 61 0.07
> grain 61 <0.01

FL = Formulation, @ALT = D

ays ggier la

1zoledesthio

: the 2nd&eatmegidvas ¢ d o a late
e‘@

&
In th&% trlond@%ed ﬁOOO (report RA-2011/00), residues of prothioconazole-desthio in wheat
at hapyest w@’e a]@ys below the limit of quantification (LOQ) of 0.01 mg/kg. The residues in
rvest ranged between 0.05 mg/kg and 0.11 mg/kg.

* determined a

M before 1as o

B
straw

Conclusion

th10
hc 1

tme

calc lated as prothioconazole-desthio

@age as originally intended (BBCH 81 instead of 69).



B . Page 81 of 463
sayer) Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

Four wheat residue trials were conducted with fluoxastrobin & prothioconazole EC 200 in northern
Europe. The product application corresponded to a prothioconazole rate of 2x150 g a.s./ha. @ ©©
Residues of prothioconazole-desthio in wheat grain at harvest were alwabés below the it ofyy

quantification (LOQ) of 0.01 mg/kg. The residues in straw at harvest ranged een 0.05 @ g @9

0.11 mg/kg. 058 RS
AN S < o
% AN
& N O

Report: Kca 6.3.1/09 G ; 2001, 64-087669-01-& S 9 @
Title: Determination of residues of JAU 6476- dest KWG 4168 on $pring @ﬁeat é

following spray application ofgJAU 6476 & K G 4168 46QEC 1n@reat@®ritail@§>

France, Germany and Italy ¢ & &
Report No.: RA-2092/00 @ R SR
Document No.: M-087669-01-1 %\ T o\y\’ §
Guideline(s): EU-Ref: Council Diregtjve 91@?4/151@@@& 13y, H91, Affnex 11, part A, point 6

and Annex III, part p01n Bv @ b é &’

Residues in or on @ted& ducﬁ&?oo an Fe% ©@ @7 @
Guideline deviation(s): not specified & = | S N X %, §
GLP/GEP: ves @ \ o . & O O o &

: Q L e @
fege ST v &,
@ v S ®\ @b @@ @@ >
: o © N
Materials and Methods @ & I (@@ @® Q& S @© N
S @ g ®)

In the vegetation period of 2600 g&set res@ue tridls was %{)nd@ed Q{@@Imte@wheat in northern
Europe. The studies Wepe%%)ca‘ﬁ%i in nofhern nce@}Germ@y andthe U@g@d I@dom
SR
X
In each trial, whea S treg@ed Rice at@ pro@ ra f 1 29 L/hé@)rothﬁ‘&conazole & spiroxamine
EC 460 corresponging t@iOO g azs./ha,of p&thmgé@zol &Ihe ter@é was 300 L/ha. The spray

interval rangedé%m %\to 51 éﬁys Fhe ti \of a&ﬁdlcat@n Wa§

@

1. during sten@lo § CH 3 %“ Q %@
2. at the en@of ﬂowerm&g(BB 69) @ @ g
with tb@s‘[ treatmen d 42@) %gs pr 0 hagyest. ©\
\
D O & W D
@ S)
Samples were ta@ t% foll@ng m@erval& @@

- immediately gfter thejfina hca@@r’l o § 43
- at a pre-hattdst 1nt@va18 d@ 35@%\% @and atygrain maturity, i.e. up to 58 days after the final

treatme@ @ Q @ @

N
Residues of proth1@§na d@s@o 1ned according to method 00647 (cf. original Annex

II, S\ectlon 2, Point 4.2) @ HP@ M@/ e multiple -reaction-monitoring mode (MRM) using an
electrospray 1%&&0%1581) r exfactior{iltration and dilution. The LOQ with this method was 0.05
mg/kg for f@ge/r&g f plant and Straw @nd 0.01 mg/kg for grain/ear.

Q Q

Findings
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- Storage stability: @o @
The maximum storage periods for prothioconazole-desthio in wheat samples fegm the supp nt@r
residue field trials are presented in Table 6.3.1- 10. @ S
N
Table 6.3.1- 10: Maximum storage periods of field samples from supplementaﬂ%x residue tria@Q § %@@
Storggp  [Storages %\ RS Q
Crops Substance Sample Material per@ period® Study N& 9 20\9@
(days) |(mouths) IS S O
ear @2 @7 S N @© @
. : =) 5| Q0 N
wheat prothioconazole- | grain QX275 o 92 @ 2082/00 & @@
desthio Rest of plang, 36 §0 10:5> QE’M—% 9-01:1 N
straw Q @75 Q& h@’ D <« S\ .
AN @ o &

These storage periods are covered by thg\’[oragg staby st&@s i e%%'lalg@@ w@sm{ﬁn to b@able
for a period of at least 24 months (cf. @A 6%5 @ @
Q @ > S

S @
Sample extracts were measured within % hour or if @t ac@abla@@cové%s n@uret(c\éncurrently
with each set of samples ens%@d int&grity oﬁhe @@ple uring=the od &f time between

extraction and analysis. @
&) N @2
65 © & @ © @ 2
No residue of prothiocoriazole- %esthlo %ov@ %o O@Ehe L was%und@ the@ntrol samples.
& 9 @

- Method performa > : Recovery:fal s det@?nm@on rrently@lth th% sample analysis in order
to check the accugcy ofjthe residue ?I@@;Vels@ecoyﬁ m ﬁ@s by Sorti on levels were within the
acceptable ran@@)f 7@1 0%. §fhe stugle a@overéﬂi m n reco 1es afe;shown in Table 6.3.1- 11. All
results of the @eth ali @on are@n ac%@rdan@g witlethe ge@ral réuirements for residue analytical

methods, tl@refore the %thod@ @ted @cess@’ly @

7
/\@ Q@ \Q% o S %\©
FEFETFe ]
5 & & & .~ S
O AN S S
o O ¢ .9 o O @
N
S\ L 4+ 9 @
@7 o & @ &S
°\ Q @\
Q N S0
N N S I & &
S @ﬂ&@\ O
@%
N %“gf&@ N
&§§© S ©@
AN
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Table 6.3.1- 11: RA-2092/00:

Concurrent recoveries for the determination of prothioconazole-desthio in

wheat & >
Analvte Sample Fortification Recovery rates [%] RSD @éﬁg?@§
y Material level [mg/kg] | Single Values @ean [%]&@ ! é
0.01 101; 101; 97 Qoo |22 |
, 105; 103; 105; 104; 104; 102306; O 4 %
Prothio- 1\ eat 104, 108, 1069102, 105, 10103: S
conazole- | orpin /Far | 10 100; 97; 103; 103; 102; 10 104; 103 24 |8 |
desthio 102; 1025 109; 100; 102699 NS ~
Overall (n = 30) %w QR &ﬂ% 426 © &@
0.05 0758107 s L@ M0a 509 (D
Prothio- 405; 102102; 103; 106405, %f;’ AR
conazole- Rest of plant | 0.50 @Ol;g{ﬂ ;10@3\9100%&; 12@ 8; W3 446 % 0.05.
desthio <) 1024801; 99103 Q 9 @? @
Overall (p&%l)@\ @> &© Ax\b o 1&%9 4.6 Qig
005 Q J98989 & & o & fro O
Prothio- < @ 1060102 T02; 1025 103,85, 10050 ] w7
conazole- | Straw 0508 ¢ |03 1009; § 99§@5;%®Eﬁ 1 38 | 0.05
desthio &L > o1 @ &@ VU@ S
| - _ [Overan (n;}@% & o N %Q@@ g 102 ]33
D R S D 00 Lt O£
S) . .
Resi S & @6 N SR
- Residue results: L L O §a @ o «
The residue result@éye s@maﬁ@ in @%Ie Q& 1- 012@ §9 @& @@
S
FE &S S
o £ N 9 S @
K N %
2 N A SIRS @ ©
> o O & SIS
A . @ O\@ Q° O\@ L N
SIS
@ @ § > S Qb
o O ¢ .9 o O @
Q O © SN S D
¥ o K & o
=) 6 O oF L&
@7 N Q @ @
T A @ o
N NN
¥ Q
¢ & <& Q
@ O é@ ~ @
Y O & 9
¢ & ¢
< O % S
VS S
S
S
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Table 6.3.1- 12: Residues of prothioconazole-desthio in/on spring wheat applied with prothioconazole &

spiroxamine EC 460 .8
Study Crop Country | Application Residues @5/
Trial No. | Variety FL |No|kg/ha |kg/hL |GS | Portion 3 DALT |J ‘&
Plot No. (a.s.) | (a.s.) analysed @Q (days) 456- @\;
GLP > sthio®’
Year q (mgj@) &
RA-2092/00 Wheat, 460 |2 |0.2000 0.0@72 69 |ear O, %;i@ b
R 2000 0081/2 | spring EC > § Q03 g
0081-00 Chablis X Q .02«

. S
GLP: yes &Q)est of plant v 0 Q[ 2.2 S
2000 Q o < 28 0.43 @

g sl bn g
Q grain 2 1,<0.0
%Q NE %@J @56 | <0.0%
G (@ str@@g @ 46 0% <
) Q Q 5 06 @
RA-2092/00 06675169 dear - 2 [0 1.5
\i 9 2o 1@§
R 2000 0431/1 Q|| O 350" |0.07
0431-00 v 3 5@ of iyt | D 4,29
GLP: yes S &Q 6@ 3@28 N 0.39
2000 &@ Q s 35, 036
19| giiin 407 [<0.01
ey S L2 g |<001
Q° stray & 41 0.28
Q" |x ) 49 0.14
RA-2092/00 06672 (49 S0 092
R 2000 0433/8 g§ﬁ @ @ S 28 0.04
0433-00 D | o restatpl
plant 0 1.9
GLP: yes N §§@ 7 28 0.06
2000 g @@ & |@ain 35 [<001
& o @ @@ 42 <0.01
S | | straw 35 0.06
A v L0 42 006
RA-2092/00 06672369 | ear 0 1.7
R 2000 0430/3 @ 28 0.06
0430-00 QS 35 0.04
GLP:yes @ © 42 0.04
2000 Q rest of plant 0 2.4
% 28 0.05
@’ 35 0.06
42 <0.05
\‘”\a grain 58 <0.01
straw 58 0.07
* determined as %V iocqpagole- io aﬂ@alcula@ as prothioconazole-desthio
)
N Q
& S
In the als §ﬁhdu te @ 0 (report RA-2092/00), residues of prothioconazole-desthio in wheat
grain@t&har ¢St realways <0.01 mg/kg. The residues in straw at harvest ranged between 0.06 mg/kg
anQQ@M ta/]
Concl on

Four wheat residue trials were conducted with prothioconazole & spiroxamine EC 460 in northern
Europe. The product application corresponded to a prothioconazole rate of 2x200 g a.s./ha.
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Residues of prothioconazole-desthio in wheat grain at harvest were always <0.01 mg/kg. The residues

in straw at harvest ranged between 0.06 mg/kg and 0.14 mg/kg. @ ©©
;@\ (g
@ @ @
& .8
Report: KCA 6.3.1/10 Gz . 2004; M-001696-01-1 Q N
Title: Determination of residues of fluoxastrobin (HEC 57 rothlocona,Z(@ (JA@ 47@5@
and trifloxystrobin in/on wheat follo@g spray appli tlon of HEC@QS KNU 6@@ @
& CGA 279202 300 EC in the ﬁelm Germany @ @
Report No.: RA-2018/03 @ @
Document No.: M-001696-01-1 @} é\g Q @© @Q}
Guideline(s): EU-Ref: Council Directiv%@M/EEC of Ju<% 15 @@)91 @’lex I@%art A, sectl
and Annex III, part A, sec 8 \ N\ %
Residues in or on Treat% Produgss, Foa@and F%g% %@J @6 R
Guideline deviation(s):  not specified Q @ @ @% @@’ ] & % .
GLP/GEP: yes KN > @ & O @7 o
NN SR
@O . )
Materials and Methods ©Q (gi% é\” & > §9 @ @Q ©
o Y ®\ ) @@ S @2
In the vegetation period of 200 3 @set V/ res@e trwas&c@nd@d in hern\Europe The
trials were located in Germa \f\ ) \ @ O @Q % & é

& AN ©
In each trial, wheat was t\t@ted t\&% a@? product ra{e ?E 1 (L/haxﬁgoxa@bm ?&@I)rothloconazole &
trifloxystrobin EC 30%0rres dlng)to 0. & @/ha o ro@oconaﬁ%’le Tag employed water rate
was 300 L/ha in all &¥als. The apphi atiO@S wer, ched@%d fo@rov@ stagg?BBCH 47 and 69. The
applications were@me& out @gro@@ stag @’ (lgyapp&catlon@ and 69 (2nd application;
corresponding t@%em@@of légﬁnd 17 day«gl é\ N3 @

RS
o @ S ©§ o
Samples were takerf@it the%llo %ravals § %
- prior toran 1mmed1a§y ppl@mo& Q@ \@’
-ata p@arvest interf¥al of %days 5 v N S

- at harvest (BBCH@) 353[36 d@w aftet@le f%gl“tredmlent QS

& & & o
Residues of p@thloc@@zol sthl@@ere ten@d a@dmg to method 00647 (cf. original Annex
II, Section 2Point 42) ﬁf’ SMS/MS in thie.multiple-reaction- -monitoring mode (MRM) using an
electrospray interface (E xtradgion, filffration%nd dilution. The LOQ with this method was 0.05

mg/kg ‘@orage/rest o%laand stra an@ O/kg for grain/ear.

%o v\g% @\
«\§@\@Q&©@
G @ © «Q
@@\%é@%@
Yy O & 9
> O o
s &
@’@@%
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N
- Storage stability: Q\ 43
@
The maximum storage periods for prothioconazole-desthio in wheat sampleom the supﬁzlemoel@%

. . . _ \
residue field trials are presented in Table 6.3.1- 13. &% @@ § \;45@
Table 6.3.1- 13: Maximum storage periods of field samples@m supplemefitary residue m@s S @}@ @

Sample Storage St@age @ 2. ©&

Crop Substance Ma teprial O& period 4 10d St NO.Q § Ny

1 (@ays) _jtmonths) > @
ear oY | 167 5.6, Q O @@}

wheat prothioconazole- grain ¢ @132 @g@j 4&47\4 © @018@ v

desthio Rest of plant . Y 1627 ap5.630 | @boiegeor1 g <
straggv% o Q\% R 4s¢ g B §@
N AN © T A
These storage periods are covered @che @ageiﬁnh&;ﬁud&@z e. @lyt ere &wn @ be stable
O N LN
for a period of at least 24 months 6. 1@2 S Q o QYR
Sample extracts were measur @Hﬂnﬁ@‘l hou#, or @0‘[ aGo pta@ recovdrie asuged concurrently
with each set of samples ensyred 1ntegr1t&®f tlﬁ sample&extr&&é duréng th% erlod@f time between
extraction and analysis. % @ N 9
N @ R @ y\’

No residue of prothlo&nazo@est&%} above O‘V@ the%g%Q @s fou&d in thg@)ntrol samples.

- Method performgjice: l@%:ovegg%tes%/ere d@termﬁ% co @ y wi @16 sample analysis in order

to check the aéﬁ )&f the %mdﬁg leve®Rec& ean \\ fortfﬁbcatlon levels were within the

acceptable ra@e 0f$—1 1%/@ The gle%ﬂd ov@all «» 1e®re shown in Table 6.3.1- 14. All

results of tle method Vq{gdatlo&@e @ cord@ce w1@the@nera@qulrements for residue analytical
d

methog@erefore theth(@ras ated succ@ull%

> SN
Table 6.3.1- 14: l§20 §/03. @ﬁun&ﬁt recoVEries And v%datmn recoveries for the determination of

th1 esthip’in wheat &~
Analvte <%am QFort 1catlg R,ec@rerz r@es [%] RSD LOQ
y Material 25 leyeh Img(Ka] | sfhgle Vilues Mean (%] | [mg/kg]
Prothi@>> o\@ @\31 @ 5&‘94; 947;\92 93 1.2
conazole- | WS (0TS S a09s; 88 95 95 52 0.01
&ﬁ' grain, @ - @ Q@ S
degthio (@eran m27) O 94 3.8
Prothio. 05 @ Q) 98; 94; 108 100 7.2
conazole- Str % 0. 50 @ 89; 98; 97 95 5.2 0.05
desthio £.° | & (O [ Gyerall @Z 6) 97 6.4
Proﬂﬁ @® N N.05 101; 92; 98 97 4.7
"
®zole@-@@ Res@%p@ 0.50 101; 94 98 - 0.05
&sthio@ _
) Overall (n =5) 97 4.2

Final ddtefination as: Prothioconazole-desthio, Residues calculated as: Prothioconazole-desthio
RSD: Relative Standard Deviation, LOQ: Limit of Quantitation. Concurrent recoveries in italics.
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- Residue results:

The residue results are summarised in Table 6.3.1- 15. @ ©©
N >
Table 6.3.1- 15: Residues of prothioconazole-desthio in/on wheat applied @ith ﬂuoxas@%in ®
rothioconazole & trifloxystrobin EC 300 @g S L
Study Crop Country | Application Residues* N @ >
Trial  No. | Variety FL [No|kg/ha |kg/hL |GS |Portion |DART”[JAD «|
Plot No. (as) |( agjtysed (days) 76 o @
GLP Q @ Jdesthio, &
Year < S) NAES) (m@)
RA-2018/03 | Wheat | Germany |300 |2 |0.150070.04995 | 693 rest of plant, b <0505 &0
R 2003 0133/2 | Magnus | D- | EC Q'?Qﬁ‘ @ Ql ©® 22 @
0133-03 G T C RAY v<o.%§
: Europ R 9 SRS
GLP: yes 'S v 0 1.0
2003 ¢, North 4 & e S5 —ar 1
B[22 R = & <
. SNy fsaw o [ 35 1006
RA-2018/03 | Wheat 300 | 2 °00.1500@0.0499S | 69Q) test Pplant O 002y O.g§
0249-03 u g N Y @?’ N S o4
GLP: yes S I B N X
’ Europe)| © 9 <Q ©) < Q §9 N
2003 Norh NP o 2 grainQ @ 35 |<0.01
N S S |@ 40° |<0.01
o> | @ R @35 0.5
12 9] & g@ @ .46 |0.05
* determined as prothloconazole de and galculateaias pr cona@ de h10
M : before last apphcatlol@ @:@ky %@ g& q& &\Q

In the 2 trials co@%te@% 20@rep§ R&ZOI&/@ regk ues s~ pro conazole-desthio in wheat
grain at harves@@ere %0 01 %g/k The dues%m strbw at 1§Vest mg;lged between 0.05 mg/kg and
0.06 mg/kg. O N O

.9 %@ % & @ é’g%

Concl@l QNS o
Four wheat residue- %1 Is V@% cquucte jith Quox stro prothloconazole & trifloxystrobin EC
300 in northern @)pe The pedduct °&pp11ca(®‘n 0& ded to a prothioconazole rate of 2x150 g
a.s./ha. Residues%f pr@oco ole@?&th&% wh@l gra@? \. harvest were <0.01 mg/kg. The residues
in straw at har¢est ranged b@yvee 5 m&kg an@O 06 Hg/kg.

@‘ 2 o g

¥ 8 &
(@’ @ % @ (S 5 >

Report: '~ KCA6:3.1/11 5 4; M-067473-01-1
Titlex %, Detdyrmindon ofsid es, of trifloxystrobin, CGA321113, and JAU 6476-desthio

A pyon t, sof@ollo g spray application of CGA279202 & JAU 6476 (325 SC)

@° in thegfield in@orthe France and Great Britain

Report No.: & % 08/
Document 7473-01-1 @

N
Guideline)” & BU-Re ounciFDirective 91/414/EEC of July 15, 1991, Annex 11, part A, section 6
Q@ @ Qnd A@nex I11, part A, section 8
§ % Residues in or on Treated Products, Food and Feed
Gui 1ne d@latlo@ N§pec1ﬁed
GUPIGEF? §s
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Materials and Methods .

& >
A total of two trials were conducted in northern Europe in 2002/2003, one in northern France and on
in Great Britain. Two applications with prothioconazole & trifloxystrobin iﬁS were carri@ outgt
rate of 1.0 L product/ha corresponding to 0.175 kg a.s./ha of prothioconazole/@the first ap l§atio§<§vas
done at BBCH growth stage 47-55/57 and the second at growth stage 69-%}/73. The in&ral Setweert)
applications was 28-29 days. The water rate was 300 L/ha, cor@w\?ponding tg;\an 4pp icat@[
concentration of 0.33 kg a.s./hL water. Samples of ear afd rest of pl ‘(:7’ were taken‘on d aft&l@he 'S
last application, and samples of grain and straw were taken at harves®(day 34-37): N Q&©
The desired PHI was 35 days, but the application @’edule calleféor last.applica ion@t GS 69 If, %

days after application, the grain could not be s@rated, gram and s@iw Werd th&@sampﬂyd 1%@ at
T

@

harvest maturity (GS 89). « o é@’ N

Q) %@ g}? @j& @’% @§ & o

Residues of prothioconazole-desthio Wereé%etegn@fed ad@ordingdo method Q0647 (@ ori@ A@ex

II, Section 2, Point 4.2) by HPLC—MS/@ in E@mu@e—re@tion—@%ﬂt@r@g n@de (MRM) @g an

electrospray interface (ESI) after extron,ﬁiﬁaﬁ% nd dﬂution%@le L@B W@ his n@hod @as 0.05
N

o

S

mg/kg for forage/rest of plant and it@w a@%ﬂ.o L@/kg@@ gr{@éar ) @ ©
Q > & L &
o © O § O 9 O
Findings (RN v S @ SRS
. @ R S AN

S S o e T2, O

- Storage stability: 5 @ © - 9
9 © @Q § Q

S N <
The maximum storaggperio or pfothiocbiazo est i@in @eat ggmples\@m the supplementary
OIRN

residue field trials resented iFable §73.1- N
S \ § OQQ @@ @
Table 6.3.1- 16: aximum storage periods of\i\l\eld samiples froin su megﬁ?ry residue trials
9 O 0g S
) q %, [OStora ?Eorage
Crop g Su@@ance‘”\g % S ni%le D@%ria@@ perio périod Study No.
.9 é (S (dgys) _ @l(months)
S &8 B &l o
g Sl & N 1928 |64 ]
wheat prothioconsgdle- < | grald S S RA-2108/03
hlo% @ vest of pldfit 229 7.6 M-067473-01-1
U@ o
d S Y S O a9 6.6

QL OO S S

These sto%e periods are Covergd by %%torg@e st&lg@ity studies, i.e. analytes were shown to be stable
).
for a pe@a of at leas&@ mofiths (cf. K CA@I). N
Sample extracts wg\?ﬂ@neas&ged V‘@“{in 2@?ours%§ if not, acceptable recoveries measured concurrently
withseach set of sample@@%ns@d integity e sample extracts during the period of time between
extraction and @dlysis. SN Q@ Q&
§ Q" %, @
No residu&@pr@co ole-dgsthioNgbove 30% of the LOQ was found in the control samples.
@ O

@ Q
- Metﬁﬁper@&nm@% Re&i@ery rates were determined concurrently with the sample analysis in order
to check taccu@cy ofthe residue levels. Recovery means by fortification levels were within the
acc p@ange of 70-110%. The single and overall mean recoveries are shown in Table 6.3.1- 17. All
resultstof the method validation are in accordance with the general requirements for residue analytical
methods, therefore the method was validated successfully.
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Table 6.3.1-17: RA-2108/03: Concurrent recoveries and validation recoveries for the determination of
prothioconazole-desthio in wheat @°

>
Sample Fortification | Recovery rates [%] RSD %%Q N
Analyte | \poterial | level [mg/k - %] Opmekel
ateria evel [mg/kg] | Single Values Mean | %] pmg/kg
2
Prothio. 0.01 98; 103; 85 @95 975, ©
Wheat T N
conazole- . 0.1 96, 96 | 96 O o1 &
desthio grain / Ear . © v
Overall (n = 5) © & 9 6.9 Q7|
106, & ) @
Prothio. 0.05 109; 106; 98 ES) 104g°] 5.89 N
conazole- | Rest of plant | 0.50 98; 1022 R 100 |2 Jos &
desthio Overall n=5) @) RN
Prothio. 0.05 95,7796, O N @y 89 | 120 §
conazole- | Straw 0.50 @ 97@ o @§ S @ - 0.05
desthio Overall (n=§$ . v @ R - QI S 9.1@ i @§

Final determination as: Prothioconazole-desthio,Qesiduéxalcul@ as: Pl@lioco%ﬁle- estflio é\g . §
Q)

RSD: Relative Standard Deviation; LOQ: Li Qggﬁ&tati% nc%ug%t rec@gﬁ@ies i&@a iCS@

. ) (N RN § N @ )

- Residue results: Q > SRS < @@ 2o

The residue results are summar@ed in@le @gl— 1&S @® & @© Q o
AT © g @Q & S é

Table 6.3.1- 18: Residues of Y%’rot%conﬁas@e-deo in/gp soft %Vhe%@pplje\@@with@)rothioconazole &

trifloxystrobf®@SC 3 D
Study Crop Youn%y Application (@ @Q N Re§idues*(s§
Trial  No. | Varigfy ¢§ No| kg/ha kighL @S | Fortion™~, | DALT |JAU
I(’;lztp No. @ N § @Q (a3) @@.s.) @ alyé;ﬁ% (days) | 6476-
N %, , desthio
Year @Q \D < N O §2 @ N (mg/kg)
RA-2108/03 &y Whedt” |Utilied 3257 [ 04750 &@58286§ gar 0 [o02s
R 2003 0980/5 | soft®”” | Kingdo S o -
i N o hgrain 34 0.02
9 GB >
0980-03 . @ | Claire @ | 34 079
GLP: @ @@ @ @@ § ©\ straw )
2003 . SN ° restofplant | 0 1.0
O [Eopesy| O >
N orthgy | S| 7 @
RA-2108/03 | Wheat.|Fra A5 1270.1780 [ 0.08878 |69 |ear 0 [032
R 2003 0941/4gysoft ™| F- 5C © @) @& -
- N grain 37 <0.01
0941-03 O Trerie SEEES
: KRl &2 ¢ straw 37 [0.09
GLP: yes % SdP
2003 @7 o\@ R @ N o\% restof plant | 0 0.70
% N I%rth @ @i \©
*v @ ‘N Q @
* determined as pr%hioconazo’fé—de&f*ﬁ% and@lculat%’a/s prothioconazole-desthio
& %% @ Q
In the 2 tri@cogguc ed &72003 repRA—2108/O3), residues of prothioconazole-desthio in wheat

grain at @rvest fanged from §“0.01 mg/kg to 0.02 mg/kg. The residues in straw at harvest ranged
bet .09 1fig/kg and 0. /kg.
etwegtd ke an Q@ﬂg g

N @ @ o v
C@%usi@@ v N
Two t residue trials were conducted with prothioconazole & trifloxystrobin SC 325 in northern

Europe. The product application corresponded to a prothioconazole rate of 2x175 g a.s./ha. A delay in
application was observed in one trial: first treatment was carried out at the GS 55-57 (when at least half
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of inflorescence emerged) instead of GS 47, and second application was conducted at the GS 71-73

during development of fruit instead of end of flowering (GS 69). ©©
Residues of prothioconazole-desthio in wheat grain at harvest ranged from <0.01 mg/kg to 0.0%lg/kg@ﬂ
The residues in straw at harvest ranged between 0.09 mg/kg and 0.79 mg/kg. @b &@ @@
g .
= $ & o
Report: KCA 6.3.1/12|lZ; 2006; M-268270-01-1 % N 2
Title: Determination of the residues of JAF$476 and triﬂ@%/strobin in/og Wintefwheat a§ @
spraying of JAU 6476 & CGA 279202 (263 SC) @; e field in Frafipe, S n, @ted @&
Kingdom and Germany @} S 6\9 Q Q N
Report No.: RA-2575/05 QN Q o & & @) &@
Document No.: M-268270-01-1 o R 9O o @
Guideline(s): EU-Ref: Council Directive 91/414/EEC @'E[uly ‘DS, 199 Ann@\1, parthA, section 6

and Annex III, part A, $¢stion 82 %Q g\’ @;& S > >
Residues in or on Treatéd Praducts, Kood a §Feed @ v &
Guideline deviation(s):  not specified . \@ R Q> ) @7
GLP/GEP: es > (S}
y SN N AN N
S s s e,
Materials and Methods @ > N
©© <)

o QO
g & & & P& %@
A total of four trials were g\i@ucte& in @hem @ﬁrop&in 2085 ong, in no em@ance, Sweden,
Germany and in Great Britain. T¥#o ap tio@with @othioc%na ote & t&i@)xys@obin SC 263 were
carried out at rate of 1.1&%) pr duct/ha@orr§nding} to 0.&@0 kg M./h@@pr(@oconamle. The first
application was done %BBC owth stag ae se€dnd gt growth stage@.
The interval betwe ppli@ior@as 12,25 @s. T \Water@ate és 30Qi/ha. Samples of green
material was takegon 0 hefare 2 after the ES) apptior&and 2&and 35 days after the last
. X S N e D
application, and@mp of grdin ar&strawwere t%k%n at harves ay @4).
Residues prothi@onaz%le-de@;hio %ere glysed@ccording tedynethod 00598/M001 by HPLC-
MS/MS _jithe multipléeact' ‘mOpdTring mode@dsin&an electrospray interface (ESI) after
extracﬁ%n, filtration a%d di‘l{@n lease r@ﬁér to\@ction%.2;§ e LOQ for prothioconazole-desthio,
defined as the lov@ali&ated f 1ﬁca{@n le%zl, W%@.Ol /kg for wheat grain and 0.05 mg/kg for
wheat rest of plagipand stgaw. @ KR W &)
N} @@7 ~ < N
@ " ¢ . Qo 0O g
Findings ‘@ © ©© O Q\ o O
= S g2 O
- Storag@abilitv: \@’2 ) N &® ©\
> < S & D
The maximum storage I@’lods@r prooco@zole-desthio in wheat samples from the supplementary

residue field t&i@s%are prese inle 6@1- 19.
R N g

Table 6.3,1519: Ki’%xim@@ stor@ periﬁ of field samples from supplementary residue trials
& QO

~N

5 Q Storage Storage
Cr@w Ol Su@ncev\g Sample Material | period period Study No.
S f@ @ § (days) (months)
) grain 107 3.6
Whe ) proth%oconazole- areen material 133 44 RA-2575/05
desthio M-268270-01-1
straw 114 3.8
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These storage periods are covered by the storage stability studies, i.e. analytes were shown to be stable

for a period of at least 24 months (cf. KCA 6.1). @ @
Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured conc@rently@ﬂ
with each set of sample s ensured integrity of the sample extracts during theﬁ@rlod of tlm@betw@l

extraction and analysis. @ c\
& & o
No residue of prothioconazole-desthio above 30% of the @Q was four@‘h the contr&gl\sam{}es @% @
S N &

- Method performance: Recovery rates were determm&d concurr @Wlth the sa s\a e ar@ms rde&©
to check the accuracy of the residue levels. Reco% means b)éortl catlonQevels&were within 1%
acceptable range of 70-110%. The single and ov@i mean receyeries &¢ shov@ inT&ble 63;1- }
results of the method validation are in accord%lce W]@che @eral%ﬁulr&l@nts resid idire a %1
methods, therefore the method was Vahdated@lcces@llly @% @,

% @’ @ R S @7 @
Table 6.3.1- 20: RA-2575/05: C0ncurre@rec0%es f@the &@rmﬁ%on Q@ pro@ocon&ole-d io in

wheat

@
Analyte Sample Fort1£@tlo RWOQYYQ S %)]@7 O @ <§ RSD» | LOQ
: . > 0
Material leve@mg/kg] Single Values ﬁ(\? o ©@ M@? [o@w [mg/kg]
08 0 (G006 ©7 QY |88 488
Prothio- | Wheat 050, o] 89:00,91,03 P g1 19
conazole- | green 2 @) S ) S 2 0.05
desthio material | 2 G |3 (o w, KIS 19

Qeraltn=1° 22 . O « . 7 |4 [s2
Prothio- > %01@ D | 9T 94 Yo 4o 9.4
W§gr®

conazole- 040”7 = K283 o & @ |81 [106 |00
desthio j@© D LOversihn oL S & s [0
Prothio- o | {003 8186; 9 © Z 87 |75
conazole: ~ | Wheat s@&v P80 /@f 50; 92:91 \(\@ © 91 1.1 0.05
destl;@ %Verall (n=&> Q N L0 89 53

Final determination asﬁ@ﬁthloc&gazole dodthiq f@mduemalcul &d as: Prothioconazole-desthio

RSD: Relative Stan@Dev tion, L@ le&ﬁfou ation @
& o & O

©)
- Residue resafté: @Q S \© °\© @6@:
The res1du%results are su@ma@ in le &371- 2%

& @Q@Q@@\%

< S o
\‘”\; v\g@é}@Q©©\
@%%&@Q&
@\%é@&@
O - N
> O o
@@Q)%@@
< S
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Table 6.3.1- 21: Residues of prothioconazole-desthio in/on winter wheat applied with Prothioconazole &

Trifloxystrobin SC 263 & DS
Study Crop Country Application Residues* R 4’\
Trial  No. | Variety FL |No|kg/ha |kg/hL |GS |Portion & | DALT
Plot No. (as.) |[(as.) analys%@ (days) 476: @
GLP desﬂyo
Year Q| § (&(g) <
RA-2575/05 | Wheat, | France 263 |2 [0.1995 @650 69 en 00 6,06 Q
R 2005 |winter |F SC & terial % 062 @ ¢
0028/9 Apache ©§ 2 S 0.2 S
0028-05 — o < or ¥

. entre A
GLP: yes Europe, North N ngm S|4 @ g@.OlV
2005 tood NN A2 9D0.20Y
RA-2575/05 | Wheat, |German 263 |2 0.19955°0.06650 | 68| green~ > 0 | 046
R 2005|winter |D- sc |9 9 ¢ % mderial ¢§ 3 008 |
0896-05 u R I N > N ® < 5
GLP: yes (Nordrhein- @} . @ & & tray QM Ko §
Westfalen) . o N O
2005 Europe, N R " > S O
pe, Nort | @ S @ d
Q& (oI RN N \\? S D
RA-2575/05 | Wheat, | United R 24 .199% 0.06 69Q) gree j\) 0 7 0.17
R 2005 | winter éﬁ% @é) &L @@ Q& maé@lal @@ 0.61
0895/6 | Einstein L N N 0.14
0895-05 o o 4 2 0.11
GLP: yes © gra@ 750 <0.01
2005 NS <
S 6@ ® stlaw | 50 0.22
@ AN \ Q °

RA-2575/05 | Whe 2 [{199539.06650 |69 fHoreen ™ 0 1.3
R 2005 | wi o 9 o | |maial 35 0.85
0029/7 Rithio O Y @ e 54 |<0.01
002905 4O § O PO N o+ Toes
GLP: yes > 19 © ppLraw :

2005 @ © @ |%

* determjnedas prothiocondzele-degfato an culated as profitoconabele-desthio
M : befofeast applicatign . %ﬁ S w\g @
o O & 0O
o @’
In the 4 trials c ucte%m 2@5 (repeort % 575/0 @ues of prothioconazole-desthio in wheat
grain at harve@were ayb .01 mg/k @ﬁqe regidues @:7 traw at harvest ranged between 0.12 mg/kg
o~

and 0.65 m O \ AN
O RSS
Conclu@? \@9 ) @ \

Two.wheat remdu@a [y§re c@ucte@%i&sromioconamle & trifloxystrobin SC 263 in northern

Eur%pe The product ap atloé}:orres ponde a prothioconazole rate of 2x200 g a.s./ha.
Residues of pr@;ﬁoconazol sth a\ grain at harvest were always <0.01 mg/kg. The residues
in straw at est& Weeﬁw 12 g and 0.65 mg/kg.
& &
N @©
&% O @ RS
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Report: kca 6.3.1/13 | . . 2008 M-298112-01-1
Title: Determination of the residues of BYF 00587 and JAU 6476 in/on spring Whe@d @
winter wheat after spraying of BYF 00587 & JAU 6476 (225 EC) in the ﬂel‘% the @§
Netherlands, Northern France, the United Kingdom and Ger@ny @Q
Report No.: RA-2037/07 QS & ©®
Document No.: M-298112-01-1 w °
Guideline(s): EU-Ref: Council Directive 91/414/EEC of July 15, 19%, Annex II, p§A, sgetion 6 ¢
and Annex III, part A, section 8 R a N é\g
Residues in or on Treated Product od and Feed@ g}a A @ @
EC guidance working document 7029/V1/95 reV©Q1997—07—22)@ § é\g ©§
Guideline deviation(s):  not specified @} 'S é\a Q ®) &
GLP/GEP: yes Q %" @ % @) &@
% @ O 6 @
Materials and Methods © @ N @ 6\ SN

&@@@%@e@é@’%@@ S v\go
Four residue trials were carried out in 200A0n Ehe&émb'@ation @oduct@ixa@ & p@io@ol@‘EC
225 according to the supported use patté‘a. T{%trial&%ere @ndu%% on Both sprjng wheat (3§als)
and winter wheat (1 trial) varieties. éﬁies %atio&é@&/ere\l% Ge@ny, th} Unj Kir@om, @prthern
France and the Netherlands. Bixafe pr 10c91@01@ 225%as Ql»ledt ce a@e re%ired rates
of 1.25 L product/ha correspondin@%fo 0.188 k a}./hf prot@co e. tre@t@lenii’%vere carried
out at the growth stages "flag dgaf shgg?h opeyiing" LB BC) @d "entbof fl@veripg" (BBCH 69).

Depending on the study, the@@ay iﬁ%rval@nged f@gm 16523 ddys: Theywater rate wés 300 L/ha in all
trials. N §9 @§ > ST L9 %
© O & o«

S @ SN O
Samples of green matetial WCI@%I(CI@JS’[ prfor to imxg@iate afte&the ﬁn&@pplicaﬁon in all trials.
In northern Europe gtrials ere@ign@as ne gﬂes, i.e. samfiyes wéee collected further 7, 14,

& @
and 28 days after ﬁn@ﬁeaﬁg CR AL Q o & @
The desired P@as days, but, a&mented al&&e, th@app tiom\sﬁledule called for application
at GS 69. If,35 da ftetr% &pplicafidn, the grai@oul t bpara@d, sample materials available at
: " ] 2 : ?':*V
that tlr.ne 0(6@5 and "rest oig plant &ere t%en tl@q, and@rain @d str ere then sampled.later at harvest
maturit S 89). Alsg,’if gfain sa@es could bextakenon ddy, 35, but the commodity had not yet
reachedYinal harvest atur{ktga §§c0nd s€pof g&a@l and Stra ~samples was taken at harvest. Thus, in
mp

the trials summari@ere&ﬁrsé@m slesggere ta&n on day 35-73; in one trial with early sampling

of grain (GS 83)%n additjon ]@\\wasbt%ken opday t GS 89.
Liongfimplpres tien ooy 4

@ O .
Residues ot@rotbic%ona@e-do \@e de£§§mi ¢ according to method 01013 with a limit of

quantitatjgmof 0.01 m%g forgrain, @%en &g?eriak\aynd straw (cf. KCA 4.1.2).
. D
i AN N A0 L9

B %, R NS
«\§@\@Q&©@
G @ © «Q
@@\%é@%@
Yy O & 9
> O o
s &
@’@@%
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Findings o
& &
- Storage stability: S @
@ @® @
The maximum storage periods for prothioconazole-desthio in wheat sample@from the sup%iem,ef@ry
residue field trials are presented in Table 6.3.1- 22. % § @@\ )
Y X
Table 6.3.1- 22: Maximum storage periods of field sampleg&m supplem@ary residue fﬁals \\ @? @
Storage @)rage @ @ &
Crop Substance Sample Materi@ period ¢ [period @§‘tudy @) Q&
linv) < mantis) < e & 2
ear QY 164 X, %_// = \© 9 Q@
grain = & 9 144‘5@ 4.8 o Q °\% R
ot | rooconsele: [ oy ey (105 [ RAGITA |
resteof plartt, 164 55 O @ §@
s@\w > @] sk QrasS S
9 v <
)

These storage periods are covere(gy tk@stor% sta@y s‘a@es ice: ana@s wéé’ shovﬁi to be stable
for a period of at least 24 mo \ (cf? @Q é&

Sample extracts were measuted within 24 urs, Qr 1f e, acceﬁ&able Q@)Verf@s me%sured concurrently
with each set of samples @sure®inte §@e sample extracts duringghe peripd of time between
giity ofithe sam pactsd g@ et

A
extraction and analysis. @ @ S 6@ \@ é . \@
S N
No residue of protlioconagole- d@m abpve 30?% o@ LO@Was found @the control samples.
< @ & \ @ @ @
- Method per an \' eceyery rés W, @dete@ ne ncu@tly with the sample analysis in order
to check the accurddy of ‘the re%lue 1% g?ove@nean@oy Q@lﬁcatlon levels were within the
acceptable range of 70-110%, The m@e and @era mea g@js are shown in Table 6.3.1- 23. All
results@ﬁhe rnethod@a idatfos are 1h ac ndanc@wth the gen@ requirements for residue analytical
methods, therefore@ me@%d w@&vahd@ed s%%essﬁ:@y Ry

@9% *\90& &
@@@o@@@\@Q@S@
Q O O O N D
¥ S & & &
3 S g 2
& 2 Q@ 9 & O
N
Q N &9
N %@Q@’Q@@
S @ﬂ&@\ O
@%
U Q
&§§©%©@
AN
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Table 6.3.1- 23:

RA-2037/07:

Concurrent recoveries for the determination of prothioconazole-desthio in

cereal Yo
Analyte Sample Fortification | Recovery rates [%] RSD - %0 Qp
Material level [mg/kg] | Single Values Mean | [%] @@ [mg/kg]
0.01 97; 97; 96; 100; 93; 94; 99 @97 |26S | &7
0.1 95; 93; 95; 91; 93; 100 N @*’\ 2
Prothio- | ~ 1.0 92; 95; 95; 8G493; 99 & 04 o36_N] &
conazole- . o, SiB 0@ @
desthio grain # 5.0 89 K - @ |- %Q S &
10 86 @ RN © R 9 &
Overall Recovery (%j@ﬁ) @%f @4 é 39 @7%
0.01 98:94,90,97 [ N @) |38 [
0.1 ©7;90@5: 885 S @ |8 |45 )
Prothio- | Cereal 1.0 Al87:65705, 6880 U 7 dor 939457 Q
deschio rgnaterial* 5.0 ot 89; 85; % &® (($W °\U 8& 4] Qg
100 Q Je838685 O & O & gz
Ovegdll Recdbery m=19) & & 90 & 557
0]~ P |eFssiabhione & & (96 77
Bl 95;88,04; 103 @ 95 6.5
fé?ﬁ?é’le Corcal & 1.0& w@w 88293; 91.93 QN 91% |26 ool
desthio straw > @5 80@%7 @ X (}@ 5.1
s P tee o v E 4 -
@ Ov@gll R%@very(}l)f ]@ D @, |92 7.3

Final determinatio
RSD = Relative

2038/07, RA
2050/07.
* = Rec

# = Recoveries for ear

- Residue results:

()

39/07,

N

)

The residue &ilts

orm
-2040/0

eat

,RAG04 1/0%C
%al summarise Q@rhea overie
for rest of @nt are @yered b§

@\\gover&d\by recayeries @

1cat10n

/07
for

reco§ges for@ en matgrial,

rau&\j AN g& %
(o

R

8
tx\cjonaz le2 desthloﬁ{eSQXS calcﬁi@ted as@?othlo@nazolé@%sthlo

&.ﬁdard 1at10*,LOQ ~ aCthE«@Elmlt
These recoveriessvere 1th barley ang\wheat @nnﬁg&a

s dur@g the é@nduct of the studies RA-2037/07, RA-

5/07, RA-2046/07, RA-2049/07 and RA-

eat ao Va%i or wheat.

@
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Table 6.3.1- 24: Residues of prothioconazole-desthio in/on spring and winter wheat applied with Bixafen &

Prothioconazole EC 225 &0D
Study Crop Country | Application Residues* R O@
Trial No. | Variety FL |No|kg/ha |kg/hL |GS |Portion & DALT
Plot No. (a.s.) | (a.s.) analyset’§ (days) 6- @\2
GLP q destlitg
Year Q| © (m&) <
RA-2037/07 | Wheat, |Netherlan {225 |2 |0.1875 O.@SS 69 | green D | 97 7
R 2007 0418/6 | spring | ds EC e {@terial Q) 86 @
) NL- KR @7 095 | &
0418-07 Baldus 9 Q Q
: Ko14 Q0.0
GLP: yes § Q& &3 28 < @
2007 2 < &
QS@ o R 39 02 @
Holland) SR _ 035 o o
Europe, D @ R | graigy <Q,
North S I ey b S 1
RA-2037/07 |Wheat, |United |2254]2 | 04875 006255 69 reen 0 14 O
R 2007 0420/8 | spring i > anater@@ 0 1.
21212—07 Belvoir Q\ @7&9 stra@ ({g 7;@}@ 0.09
- yes v gein O | B Dol
2007 K S & 5
o o [er O [GEs <001
97| Qlrest ofplant} 355 |0.02
RA-2037/07 | Wheat, 006255 469 greén & 00 [0.08
R 2007 0419/4 | winter @ater@g &f@o 1.7
0419-07 Mercato* R @& @@“ SN 121 g-g
. S O
SoLol; ves & < 9 @6 SN REN 1 28 |0.06
(Centre)xQ) @ S §9 S
w 55 0.10
&l |V gl [
©© \ S oAl | ol 55 |<0.01
D S q g %& > Q§ ear 35 0.01
@P @ S © g @
) XS : < Wstof plant | 35 [0.07
RA-2037Q7 Wheat, = v @ 2 fo1s 0.0@ @@ green o [0.02
R 2007, 1/6 sprlng@ . S %, Q" | material 0 1.2
0421-0 Thsgs Sl b [straw 53 |0.04
g}(i)f; yes @ @;\ oy D @ grain 53 <0.01
@Q j@’ N @@ @jQ ear 35 0.01
@
@C @) \D N S rest of plant | 35 0.03
R 2 g
* determi prothlocon@le de@% and @icula@as prothioconazole-desthio
@ beforedst apphcatlon\ @
GS = growth stage (B cod@» last \watl(@ @
FL Yormulation @
% & @
. N
In the 4 tria %on tf%ed 007%@ep01@%% 2037/07), residues of prothioconazole-desthio in wheat

grain at h&

0.10 m@g
@Jsm

The p

st &e <

o

ngékg. TH® residues in straw at harvest ranged between 0.03 mg/kg and

O

&
v

remdue trials were conducted with bixafen & prothioconazole EC 225 in northern Europe.
ct application corresponded to a prothioconazole rate of 2x187.5 g a.s./ha.

Residues of prothioconazole-desthio in wheat grain at harvest were <0.01 mg/kg. The residues in straw
at harvest ranged between 0.03 mg/kg and 0.10 mg/kg.
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Report: kca 6.3.1/14 . 2008; M-298182-02-1

Title: Determination of the residues of BYF 00587, JAU 6476 and KWG 4168 in/on @
wheat and spring wheat after spraying of BYF 00587 & JAU 6476 & KWG 4 &
EC) in the field in Northern France, the Netherlands, the Unlt& Kingdom an@@yrman

Report No.: RA-2040/07 QS

Document No.: M-298182-02-1 v @

Guideline(s): EU-Ref: Council Directive 91/414/EEC of July 15, 19% Annex II, p§A S on 6%
and Annex III, part A, section § N é\g
Residues in or on Treated Products%od and Feed@ % A @ @
EC guidance working document 7029/V1/95 reV©Ql997-O7-22)@ § é\g ©§

Guideline deviation(s): not specified @} 'S é\a Q ®) &

GLP/GEP: yes Q %" @ % @) &@

. @ Sy @ © % ¢
Materials and Methods « & Q@j %\ @ 6\ "\7 §

Q @ L AN @
In the vegetation period of 2007, a set of %resﬂu@j rials@n w @9 as@m cted 1I@§mh@u gp pe.
The trials were located in Germany, nm&ﬁern F\ﬁﬁce <Q%Net@arlan sand @at itain. §

@ SRS
In each trial, wheat was treated @ ce %it% a p@duc@ate 5§4 a ﬁ @87 (l@'j(afen) &
JAU 6476 (prothioconazole) & @\IG 4168 @%p\rox%mme) BE 400Ccorregponding’ to, -150 kg/ha

prothioconazole. The treatment@vere &f@led at t@gro@ ﬁ v'ﬂaaf h &e}ingn (BBCH
e

47) and "end of flowering" (BBCH 69). I@endmg@n th&stud Spray intetval rapged from 13-22
days. The water rate was 300 L/h Q&n all §ﬁls g S @ .9 2

@ BN R @ X

% o S LS
Samples were taken a%he folles 1ng@terva@ > \© N N . Q)
- prior to and immedjately aftér tk@?ﬂal @phca@, §9 © Q &\
- at a pre-harvest i rva@i 35, d@ a@@che final tre@p men @ @
- at harvest (BB 9& N \ &\ @ §
S o @ o o @ §

. @
Plant mate@}l was @llectgé?i at &pre-harvest 4 erval§ 35 days a#well as at one later date to obtain
harvest yatues. This ad@non te needed to ensurexthat samples of mature plants were available
mdepeédent of the, g@éwﬂk@ge reache@fol]&v@ng the pre&c@ed pre-harvest interval of 35 days.
Depending on the @) th Stage @am&@g c%al pl@ts Wer§d1v1ded into "ear" and "rest of plant", or
"grain" and "stra@ % @7 % & ©©

@? O o .90 @

Residues ot@‘othlgona ﬁio e d@n n@ according to method 01013 with a limit of

quantltat@of 0.01 m%(g forQ 1n, @5@ é rlaL\g d straw (cf. KCA 4.1.2).
N Q
N
% % v PN
S v o &
. & & Q

@ O é@ ~ @
LS Q



B . Page 98 of 463
sayer) Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed

Prothioconazole
Findings o
N
- Storage stability: Q\ 43
@ @ @
The maximum storage periods for prothioconazole-desthio in wheat sample@from the sup%iem,e\f@ry
residue field trials are presented in Table 6.3.1- 25. % § § &
o sontemcl &
Table 6.3.1- 25: Maximum storage periods of field sample; m supplem@ary residue fﬁals AN @ @
Storage @)rage @ @ &
Crop Substance Sample Materi@ period ¢ [period @§‘tudy @) @Q}
S\ [(@ay) Qimonthy) ST o o &
ear & 161 X, (i R \© w\? Q@
°Q [4
grain = & 9 152@U RN & O R
Wheat prothioconazole- green m%%erialﬂ\ﬂ@ /L@ S @ R %040/0 .
desthio 5 M@98182 @r SN
resteof plartt, 161 54 O §@
T
SEEW s, RN 5.1, S
Q >
S

These storage periods are covere(gy tk@stor% sta@y s‘a@es ice: ana@s wéé’ shovﬁi to be stable
for a period of at least 24 mo \ (cf? @Q é&

Sample extracts were measuted within 24 urs, Qr 1f e, acceﬁ&able Q@)Verf@s me%sured concurrently
with each set of samples @sure®inte §@e sample extracts duringghe peripd of time between
giity ofithe sam fpactsg g@ et

A
extraction and analysis. @ @ S 6@ \@ é . \@
S) S
No residue of prot coné@ole d@m @@Ve 30?% o@ LO@Was found @the control samples.
e becaysy S i
- Method per%\)j@nan @ GC@ery r W%I@’detezséﬁne ncu@tly with the sample analysis in order
to check the accurddy of ‘the re ue 1% l&%ove@nean@oy fg@lﬁcatlon levels were within the
acceptabl&%nge of 70- % e Sl@é and era mea g@js are shown in Table 6.3.1- 26. All
results the method@a idatio are 1 ndanc@vlth the gen@ requirements for residue analytical
methods, therefore@ me@%d w@vahd@ed ch}essﬁ:QIy Ry

@9% *\90& &
@@@o@@@\@Q@S@
Q O O O N D
¥ S & & &
3 S g 2
& 2 Q@ 9 & O
N
Q N &9
N %@Q@’Q@@
S @ﬂ&@\ O
@%
U Q
&§§©%©@
AN
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Table 6.3.1- 26: RA-2040/07:
cereal

Concurrent recoveries for the determination of prothioconazole-desthio in
2°

>
Sample Fortification | Recovery rates [%] RSD %%Q N
Analyte . o Spm @i&
Material level [mg/kg] | Single Values Meap [70] | bmg/Kg
0.01 97; 97; 96; 100; 93; 94; 99 9% 26 & Q7
N
0.1 95; 93; 95; 91; 93; 100 495 5 S e
Prothio- | ~ 1.0 92; 95; 95; 8G493; 99 7| 94 3.6 Q
conazole- rain # & S RS 0.0®& @
desthio & 5.0 8 \JQ — 91-S é\g é
10.0 86 @ R - o R O A
s 3 b @
Overall Recovery (%j@ﬁ) @%2 90 o399, @7%
0.01 98,94,90,97 & SN |®s ) |38 §
0.1 7, 90@5; 88% S @0[9Bg |45 ]
Prothio- Cereal 1.0 % 87; @ﬁ’ 95%@’ 89 Q 7 % [« 39@” Q
conazole- green S =y %) v 0D:
desthio material* 5.0 oS |.8% 85 % _& a ‘\9 S o |4l
100 Q Je838685 O & 0789 48
Overll Recavery a=19) © & O |90 ) 550
9 N 9 I
098] ~ .7 |oFssavkioxie & &Y. O |77
Bl 95;88,04; 103 @ 957 6.5
Prothio- | - al | 10O O | 88293; 91193 KT 9|26
conazole- straw N € @ R 0.01
desthio 0§ 8&}@3*7 . R
& o Tae? s O A S -
@ Ovépgll Récovery (\n)f = ]@ D @,92 7.3

Final determinatio
RSD = Relative

8
rothiodonaz le desthlo‘i{es luds calcalated ass rothlo@nazolé@%sthlo
Ao

&.}dard 1at10*,LOQ aCth@,lmlt uan%lcatlo@
These recoveriesswere piform 1th wheat ané%arle Gﬁmmo S dur@g the @duct of the studies RA-2037/07, RA-

2038/07, RA
2050/07.
* = Rec

39/07, RA-2040/0

@?

- Residue results:

The residue &ilts

%al summarise ley heatt®ecoveri
for rest of @nt are @)/ered by recoyeries for@ en m%gprlal
# = Recoveries for ear @\\cﬁover&ﬂ\by rec%%erles @

,RA9041/0ARA-2683/07, 5/07 RA-2046/07, RA-2049/07 and RA-

s for c or barley.

043/0
cat a

rain,

R
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Table 6.3.1- 27: Residues of prothioconazole-desthio in/on spring and winter wheat applied with bixafen &

prothioconazole & spiroxamine EC 400 &° S
Study Crop | Country Application Residues* R A’\
Trial No. | Variet FL [No|kg/ha |kg/hL GS |Portion @, | DALT b
Plot No. y (a.s) |(as.) analys%@ (days) 476-@®
GLP IS desthio
Year Q| © (&(g) <
RA-2040/07 | Wheat, | France 400 |2 [0.1500 O.@OO 69 en 0 6,04 Q
R 2007 0443/7 | winter r EC < terial G0 084 @ o
- N
0443. 07 i\/Iende (Coniro) OfStraw 44 ﬁ@ 008" O
GLP: yes @ & - O 1 @J{) T @
2007 Europe, % Q grain ¢ 4 01
North % | let R [ B gong
- Lo @ rest (@lanéy 35, O.@
RA-2040/07 | Wheat, | German 400 | 2@0.15062 0.03660 éen Q0 16
R 2007 0524/7 | spring i EC C% @ @) @gﬁ ﬁ@erig\@’ Xé§$,5 %
0524-07 Thasos ! N AN > NtrawQ 35 N0
GLP: yes (Nordrhein 1S < B Q@ 56w, |0 ,§
Westfalen) ZB &
2007 %i& s@n & @ <0.01
S N) @x0.01

RA-2040/07 | Wheat,
R 2007 0444/5 | spring

&

b7

69 grees’ _§ 0% 003
Q& kot SO ¢ |09

0444-07 Baldus

Gpaw 53 0.02
GLP: yes :

2 k6l 002

2007

graih 35 <0.01
L § 61 <0.01

Q S
RA-2040/07 Wheet, green 0m 10.04
R 2007 0523/9 | spxing rr@((@al 0 0.92
0523-07 §%lvoi@P Steaw 73 0.03
GLP:yes ¢ S Q 7grain 73 <0.01
2007 © N B 5
.9 % &) @ Qy | ear 35 <0.01
&@\ @ E e, . @Q § q rest of plant | 35 0.01
o Nogth ((é N INS
* determined as prothjsg@nazoleNesthjgtahd cateulated @rothi nazgle-desthio
() before last applicggon @7% %, @
GS = growth stag@BBC @Qu e) @&t ap}:@ation©\ § @
FL = formulatitQ) @) Q \O\ AN o@\ @
SRS %Q & @

In the A@als conductéd in @7 (rert @-204@%7), residues of prothioconazole-desthio in wheat
grain at harvest wei*@\ <0.% mg/%u Th@esidt@@m straw at harvest ranged between 0.02 mg/kg and
QY Q

0.08ung/kg. o O Q 9

@ > & Q
Conclusion <& ° %,
Four wheat@sid@trial@ ere&cgond @Qc with bixafen & prothioconazole & spiroxamine EC 400 in
northern @rop@@he pfoduc lication corresponded to a prothioconazole rate of 2x150 g a.s./ha.

Residu@? of p@hioc@azol esthio in wheat grain at harvest were <0.01 mg/kg. The residues in straw
at&@zest r@@,ged b§ve 0702 mg/kg and 0.08 mg/kg.

$

&




Page 101 of 463

B
Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed

Prothioconazole
Report: kca 6.3.1/15| . . 2010 M-393820-01-1
Title: Determination of the residues of BYF 00587 and prothioconazole in/on winter @t
after spraying of Bixafen & Prothioconazole EC 260 in the field in Germany a& é§
Netherlands S @
Report No.: 09-2057 QS & ©®
Document No.: M-393820-01-1 (g N
Guideline(s): EU-Ref: Council Directive 91/414/EEC of July 15, 19% Annex II, p@, se@m 6 &
and Annex III, part A, section 8 a o\ é\g
Residues in or on Treated Product od and Feed@ g}a @
EC guidance working document 7029/V1/95 rev<5Q1997 -07-22)Y § é\g o
Guideline deviation(s):  not specified @} 'S é\a Q ®) &
GLP/GEP: yes R\ R o & & &@
eod S .7 VO @ @
. O @ S K WP @6 S
Materials and Methods Q @ A SRS
PO O < S & o
L @ R O & o
Two wheat residue trials were carried og%m t]&\ege@%ﬂn pesiod @009 e trials were cor§cted
on winter wheat varieties. The test-% cau&‘ﬁs weg{ﬁg@m (.“&%‘mag\}ﬁ@nd ﬂah} N rlands’ Bigafen &

/

RO

prothioconazole EC 260 was apph% ch*t th&%qung% rat S&f 1 pr ct/h@%rres@mding to
200 g a.s./ha of prothioconazole. <Bhe t%atmer@ wer@ame t at@e gf@v h st@g %H 47 or 59
al

and BBCH 69 (end of floweri @ Déi@endm@bn th§stud e ﬁ y int @ 2%@r 22 days. The

@
water rate was 300 L/ha in b&t tr{&ls @ @ & @ o\@ .
@ NN
Samples of green materl\l take% just It @d 111@& tely aftetthe @ application in both
trials. The desired PJEEI’ wasd35 , 1@ as n@mog@b above) thplu@t\lon schedule called for

application at GS @ If, 45 day@gfter“@phcatlon @ les could l@ taken, but the commodity
had not yet reac@ fi ﬁi@arve&t ma&rlty, axi\on(@et of gtiiin a @stra@@amples was taken at harvest.
Thus, in trial @05 , firSd gran@ampdg@ver%&aken Qb day B%SH 85); and an additional sample
was taken og day 4554 BB%H S @\ @ >

\ v\g @ W

NS
Remdu& of prothi @‘flazak%es%lo w “detet 1ned according to method 01013 with a limit of
quantitation of 0. @g/kg&for , green m@%ﬂal str% cf. KCA 4.1.2).
&) @;\’ RS
D

Findi @ . O @’
indings S

AN N
N\ ) &
- Storage@%bilitv: § @’ﬁg %@
@ Q &@ ©\
The maximum stog@ s f@procor@ole -desthio in wheat samples from the supplementary
residue field trials are pr@ente@ Table*6.3.©5 28

Table 6.3.1- Z&g@/lax;mum s,@age ﬁ@iods oﬁield samples from supplementary residue trials

@ @ @ Storage  |Storage
rop sta ple Material | perio perio tudy No.
Crop < l@@ S&inple Material d d Study N
& (days) (months)
N @ ) orain 426 14.2
%at @ r@oc@ole- green material 321 10.7 09-2057
@@ é@ desthio M-393820-01-1
Q) straw 287 9.6
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These storage periods are covered by the storage stability studies, i.e. analytes were shown to be stable

for a period of at least 24 months (cf. KCA 6.1). @
Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured conc@rently@ﬂ
with each set of samples ensured integrity of the sample extracts during the@nod of tlm@)etw@y

extraction and analysis. @ c\
o @

No residue of prothioconazole-desthio above 30% of the @Q was four@‘h the contr&gl\sam{}es

L

SIS }

é@wnh the sauple ar@

- Method performance: Recovery rates were determm&d concurr

to check the accuracy of the residue levels. Reco% means byJforti catlonQevels were withi

acceptable range of 70-110%. The single and ov mean receyeries @e shows in T&ble 63;1- ‘Q\
@ resid idire a \(\

results of the method validation are in accord%lce W]@che @eral%ﬁulr&l@nts al
methods, therefore the method was Vahdated@lcces@llly© @% &
)

S @ SR &
@tlonfﬁ%rotm@conaﬁﬂe dest

&

@

Table 6.3.1- 29: 09-2057: Concurrent re@éyerles%r the}eterm@ hio m§eat
Analyte | Sample Fortificht \Recogery r%@[%]% ¢ & iwsp Mo
y Material level& kgt@: Sirigle Valites \ @\? AP Me [%Y”Jw@) [mg/kg]
Q 3
et TG 6710893950 §U SOl [ 1> vor
ca R RN I '
grain . ST T
. Ovefall Reclvery g=5) ¥ & {87¢ |20
oot @ &g o [ |
Prothio- Wheat 1, 50 D Vg7 © T DN o D -
conazole- | gree AN § % § > S| & 0.01
desthio ma@l < |2 0@ < |8 S @ - -
@Q © Q%rall Recovg% (n=4) $@ @ & |93 8.6
%Vh@ﬂé@ S O o d & 4 S
& | straw % 0.5 2@ v ~ - - 0.01
N @eral@zcovery (n =) AN Q 90 -
Final detetination as: P Sﬁ'{locm@zé’le- sthio, @@mes &chulated as: Prdthjoconazole-desthio
RSD = Relative Stand. %ewaﬁon LOQ—= Pr al Liftis of Q tificatio
9 &
- Residue resufts: @Q @ @ @ § @§
The residue YeSults 4t s u@aarlse@m T@le 6. @ 30@
) @ %
X < S) @ @§ D
S ST RS
(AN Q
e . @ & Q
S %,
& o4 <
o & © ©§’
< O % S
o ™ S %,
S A
s
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Table 6.3.1- 30: Residues of prothioconazole-desthio in/on winter wheat applied with Bixafen &

prothioconazole EC 260 .8
Study Crop Country | Application Residues @5/ QS
Trial No. | Variety FL |No|kg/ha |kg/hL |GS | Portion 3 DALT J ‘&
GLP (a.s) | (a.s.) analysed @Q (days) @\;
Year (753 sthlo
09-2057 Wheat, |Germany |260 |2 |0.200 0.0@ 69 |greeh, ’ 0%, | 007 L
09-2057-01 | winter mgherial B |6 o
GLP: yes Dekan in @5 IR0
2009 prope, a &% a2 <,
oF R str@y Q& 3% 064
@ @05 @
09-2057 Wheat, |Netherlan {260 |2 ]0.200 £0:067 5969 o preen @ [&30% . V018
09-2057-02 winter | ds EC D @é)o %Q &%‘atgﬁl SEO 0.98
GLP: yes Tataros C% @a @Q Q@ graid ~ 3®\ 901 <
2009 SN @ Saw O [« 35 .06§\g
Europe, - 2) g S Q> %o
@ . % | O
Norh | < Sl & & g

* determined as prothioconazole-desthio a&d\czalcm@l as p@%locoﬁggole-d&s@ﬁo @\? N § 2]
(@ before last application Q & 6 o ©@ & o\‘”\a
GS = growth stage (BBCH code) at la@fpphc&tlﬁ% Gog L& @® S @ ©©>

FL = formulation § N @ g & @)Q é

In the 2 trials conducted- n@009 @port@% 2(§§) residues %prothmﬁmaz@}e %hlo in wheat grain at

harvest were <0.01 m%/gkg T¢§ sidags in esl@nge@betvgien 0. OS@gg/kg and 0.06 mg/kg.

Conclusion @ § Q@ @ @ @ o W

Two wheat resi@ tri <Qvere@%nducted V&Q{%le ifen & @ot @nazoﬁ@EC 260 in northern Europe.

The product @icat corggspon to @othlmonaz@e rat 2x20%”g a.s./ha.

Residues o rothlo@’nazo%-des @geat ain at rvest Were @7@?01 mg/kg. The residues in straw
m

at harve%ganged betwgﬂ 0. (@vg/k g@g

AN

Report: KCh 6@ mﬁ,,ﬁ—— 2011 M-414652-
0 N

Title: Q@ @ De @mma 09 of t reSL of B@?F 00587, HEC 5725 and prothioconazole in/on

g an heat@llnte er spray application of bixafen & fluoxastrobin &

prothl az 19 n th&g 1d in the United Kingdom and Germany

Report

Document No.: @ 465 01-1 N @

Guddetine(s): v B@> < ounci 1recﬁ@ 91/414/EEC of July 15, 1991,
U@’ @mex@ pa ec iR 6 and Annex III, part A, section 8
Resigdyes i on T ed Products, Food and Feed
S % E idande wor@ng document 7029/V1/95 rev. 5 (1997-07-22)
Guideline Q@iatio@: spegified ~Q
GLP/GER; 55 Ges &

<
%@@@@

SN
Mater@@and Methods

In the vegetation period of 2010, a set of 2 residue trials on spring and winter wheat was conducted in
northern Europe. The trials were located in the United Kingdom and Germany.
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In each trial, wheat was treated twice at a product rate of 1.75 L/ha bixafen & fluoxastro @
prothioconazole EC 190 corresponding to 0.175 kg a.s./ha of prothioconazole. The water rate v OO
400 L/ha. The spray interval was 14 days. The treatments were carried out at tl@}growth sta

47 or 59 and BBCH 69 (end of flowering). @
@
Samples were taken at the following intervals: &% \© . § \;45@
- prior to and immediately after the final application; © @& é\a \\ 2 @
- at a pre-harvest interval of 35 days after the final treatment. Q @ § X @%
N & SN
@ @

Residues of prothioconazole-desthio were dete ’Z}}" accordlngto @tho@lmé&wnh a@flml&of
quantitation of 0.01 mg/kg for grain, green matefdal and straw @
Residues of prothioconazole-3-hydroxy- dest o, pr%?'@oco ﬁole %hydr —des&) pr(%hloco%azole—
5-hydroxy-desthio, prothioconazole-6- hydroxy d 1oc@aazole@iph ydr des@m
were determined according to method OO&%M(Q Wlﬂxa hméo qu%‘utat@of 0.0 mg/ for gédin,
green material and straw (cf. KCA 4. 1@ %g\ % @
Q S \ ‘27\9 Q)
Findings &© %’ox \@ § v @

- Storage stability: Q@ %o @’ @

%)
The maximum storage peayds f(@prog § e- des@io in Whef@am@s fro@he supplementary

residue field trials are pre%ente%m Tab N

24\9 @

Table 6.3.1- 31: Ma&ﬁum storage@rlods\@ ﬁeld@nple&ﬂomgupplen@ltary%smue trials

@ & 5 ) @ § Stor@
Crops @st%&ce &\ Sampi&%[ateg%l pg?%% )§ pe@ Study No.
S N &) Q LU = @}@iays@) g;onths)
N & grain o & 224 5
O\@J) prothloc&r}azole% ﬁén m@rlal I, 2.6
desthi -
&@ O© @ rawes O |24, O |75
p \)con&ole é\ﬁ o\© @ S %)%
roxy $rain 2 8.6
des @ 2\\% S e 10-2205
D -
wheat <O Er(:icon e 3 \ Q\ @\ D M-414652-
ydroxy-dgs 0@ @ oL
@ prothm&gnazo@ @%en &a@%nf}l% 294 9.8
hyd@y—desth < ©\
R preghioc @le 5 ¥ @
A hydroxy@sthm@ Q
(@rothioconazofe-6- {@traw@& 258 8.6
@ hydl@g?f—di@ 0 R], &
AN
@ @ & S

These@@maz@no%&ne c@ered by the storage stability studies, i.e. analytes were shown to be stable
for @eriod at 1@@ 24 months (cf. KCA 6.1).

Szgﬁple e@@acts were m§;red within 24 hours, or if not, acceptable recoveries measured concurrently
with e@ set of samples ensured integrity of the sample extracts during the period of time between
extraction and analysis.
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No residue of prothioconazole-desthio, prothioconazole-3-hydroxy-desthio, prothioconazole-4-
hydroxy-desthio,  prothioconazole-5-hydroxy-desthio,  prothioconazole-6-hydroxy-desthio @nd o

prothioconazole-alpha-hydroxy-desthio above 30% of the LOQ was found in the control samp@» §
@

O
- Method performance: Recovery rates were determined concurrently with th@gmple anal %s in\o er
to check the accuracy of the residue levels. Recovery means by fortiﬁca&%on levels @ w the&s
acceptable range of 70-110% except for prothioconazolgjesthio in g]é%n material {g’Nhe Is 1eé§1’
(112%) and for prothioconazole-4-hydroxy-desthio, prothioddnazole-5-hy .,é{Z) y-desthio a rot@onag&@& &@
hydroxy-desthio in straw at 0.50 mg/kg (68%, 69% and<68% respectiyé). The Siﬂ% an era ea&©
recoveries are shown in Table 6.3.1- 32 to Table — 37. All réults of.the method,validatién ar @
accordance with the general requirements for ue analytical metlods, th ef%@the @gthod @vas
validated successfully. w &° Q@j %\ %@’ > \%
Q @ N N W

v O & S A oo

Table 6.3.1- 32:  10-2205: Concurrent recovéﬁps for@e dg;tmipat%n of prothio€onazoles estlﬁ@il ce@%l

O
Analvte Sample Fortificati OR“OVe@?rates&l@)]* fg&w o & RSB L&
y Material level [ s gl (E\Sing!@@alu@ X @Weg@ L@ . @lg/kg]
NG RN T S
Cereal - < Y[
grain 2&» _ ? 6%?’ 9?@ @7»@ r§ §> T 0.01
“Overalfl'Rec y(n=§§ AN ﬂ@ &l 98 103
X o) 001 @@@ @g@}m& @6; 11,117 | 1P 88
Prothio- ° 0 {° 2 -
conazole- Cerealv\g ol ) 2 - —O - N /ﬁr§
desthio | Exeen 20w 84400 N O s ]ogs T |- 0.01
magal - 1258y Q| 9295:.94980 @ 93 2.9
@ ® _ Q mJ & g
S @verall Recovery (n512) §@ 101 10.7
) % NG
)Cere§ %32.5 @) ﬂ‘&(f 73(%&9 Af\@ S @ |- - 0.01
& | Straw Qvérall Récoveryn = /0 > 73 - '

Final de;@nation as: Proti@ipcona; -des‘t@fr Residues cal@ated a?@f’roth@onazole-desthio

RSD = tive Standard @Viation, 0Q = Practi@‘ﬁimjt @Quanttﬁ%atio

Fortified with JAU 64@5thi@%}eterr@ d as TRV 647@-}65thi8$gnd caledfated as JAU 6476-desthio

*These recoveries w, %@perfe ed wi ampl&%ateri &om stu@es 10@204, 10-2205, 10-2206 and 10-2207.

Cereal summarises batley a@%hea@ his @i’]e wa{%&cept@dueto &RSD below 20% and an overall mean in the range of

70-110%. @ QO ¢ . Q ,0 @
Q O S
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Table 6.3.1- 33:

10-2205: Concurrent recoveries for the determination of prothioconazole-alpha-hydroxy-

desthio in cereal o S
Sample Fortification | Recovery rates [%]* RSD %%Q N
Analyte Material level [mg/kg] | Sinole Values** [%] %ng/kg@i&
ingle Values &ean &@ o
001 89% 903 1183 129; 89; WPog 119 o\@
Cereal 89; 94; 100; 95; 96 » A &ﬁ)l &
grain 0.50 89; 98; 89; 95, QY93 MO T Y
. Overall Recovery (n = 14) X Q@ 97 @9 106 y\g@ g@
t <
D " ool 80; 99; 4i4; 99; 104; 93.98; % | o «
alpha- Cereal ' 100; ,@; 85; 85;91; ‘@ ¢ \& 4 g &@
0.
hydroxy- | 85, 0.50 104995; 100; 101@3 5.0 _ [oan (822 | %Y
desthi 5
estio Overall Recove@n = gﬁ oy 9§Jj 81 >
0.01 77; 79 88; @981 & 184 87 4 &
Cereal S 12591, 88, 78; 9@ % o 80 | 118 | g0t
straw @ J S
Overall cove@(n —s:iﬁ . @9 O
RSD = Relative Standard Deviation, LOQ 7@‘actl imis %uan‘tg}atl @ @ &
Fortified with JAU 6476- alpha-hydroxy— hio, deter das JA 6476 a@a-hy@ de &}culatei&as JAU 6476-
desthio. *These recoveries were perfo N ed Wit plef%erlal 10 2@ S, 06 and 10-2207. Cereal
summarises barley and wheat ** : e mJectl n é

Table 6.3.1- 34:  10-2205: Concurréat re

in cereal™>

‘&

R

@

@ &
(E%%}rl the &deternglatm@rot@con%@ -3-hydroxy-desthio

O
Analyte Samp@ §ort1@?ﬁon )Reg((@ry 1’%95 o/l{%“ Q"\\ "\w‘) RSD LOQ
Mategial levgil@ng/@ Single Vabies**g, ean | [%] | [mg/kg]
& \© Goi 93: 8209 ]@(@’85’® Mo 13.1
" 5 00:88. o :
@erea@ é & Y 88"&&’ 90’§§’ 94 V 001
. P> 0.59, 83,93, 7681 © 7 |84 7.8 '
@ g}\ﬁ @‘éral}z@ove&){n =44) Q@ \0@ 89 12.3
orothiseon R Q 70 90 LoL91; 1@3/ 91; 94;
>« 0 S 86 13.8
azole-3- PAN N @, @ :
hydroxy- g@en A |2 S 70; 75@7 0.01
desthio |materiah?  [0.50 & O] 85 83: 98; @4 70; 74 86 155
9 © I oyeran R@very@q%@ 86 14.0
@ {@f @"  #\80; 865.83; 86; 98; 107 89 12.4
ftf;eai\ 0508, & ] 62:@3; 81; 67; 76 70 120 | 0.01
O " O Overall Regoveryn =11) 80 17.2

RSD = Relative St dﬁrd Dev1atlon&L%Q

Fortified with
prothioconazo esth

1oc ole-

dro@sthlo

OVErics

10-2207. Ce&
@ v 8
@{\9 @@ @@ S
@ & <

&

BacticalLimit of Quantification

etermined as prothioconazole-3-hydroxy-desthio and calculated as

ere @yformed with sample material from studies 10-2204, 10-2205, 10-2206 and
1ses ey aggvheat ‘9 mean of double injection
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Table 6.3.1- 35: 10-2205: Concurrent recoveries for the determination of prothioconazole-4-hydroxy-desthio

in wheat & >
Sample Fortification | Recovery rates [%]* RSD %%Q N
Analyte . o @i&
Material level [mg/kg] | Single Values** Meéap [%o] (O\%ngélg
. 79.00- . 60- N & 2
65; 72;99; 105; 60
0.01 12775 70, O0; % 19.2 ~
Cereal 67; 68; 70; 71; 73 4 S LS o
grain 0.50 87; 95, 72; 76 <83 127 {7 &
Overall Recovery (n = 14) X Q@ 77 @1917.8© y\g@ 4
rothiocon 68; 80:99: 79; 83; 65; 667 IO
bzolod- 0.01 g & 14O 33 O &
azole-4- | Cereal 73; 74363; 64; 74; 76Q o'l S & P
hydroxy- | green <@Z @ o5 G| 0.0®
desthio material 0.50 88 95; 102; 7@}75 i &6 \} 132’\\, §
Overall Recove@n—@ N < ar78 & |1 9
0.01 67; G 67; BT & S 72 97 & S
Cereal 050 67562; 79,62; 7® O @ 103 | g0
straw @ S
Overall cov@(n—@ﬁ ‘”\9 70 @ O

RSD = Relative St

Fortified with prothioconazole-4- hydr
prothioconazole-desthio *These recov 1es were

andard Deviation, LOQ 7@‘actl
desthlo

imis %uant@%atl ‘o @ N § 9

dete lned A proth@onaz@ hy y-de dSealculated as
n&%“wnple rlal om stu 10- 2&1{ 10- 2%5 10-2206 and
@epte

10-2207. Cereal summarises barley hea : mean of dou@ 1nje& *** hlS value was fdue to a RSD below
20% and an overall mean value in the ran ot 70- 1“1@% . 2
S
2 @ @ & o2
Table 6.3.1- 36: 10-2205:°§0nc1%ent rec%%en&r tl@eter’atmn&f prothiocoridzole-5-hydroxy-desthio
in cereal . S
Analvte Sa §can @@very%&ates Lﬁl‘ﬁ @ S RSD LOQ
y Material é ley Single Qlues S O| Mean | [%] [mg/kg]
§@© @© 50.01 S K@ 74§§ 108@ TE N g 14.4
Cored = 8T86; 88:78; 86) @ ool
.. @ | grain T S |wsesd @ o 83 |30 '
o Ky
> &
&@ @ @veral‘ﬁ\lec%&e;y (n4) v , © 85 12.3
prothiocon | v« ] 78,93; 995.95; 95:96; 77; 78; 82; o 7
azole-5- C%&l % ﬁ \ 573518, 798y ’
hydroxy- | gréen > _ i _ 0.01
et @mm@Q 050 5" () 90: 85:92: 98: 70: 73 85 |13
O] Overill R@very@= 19 83 | 119
~) o |90 g7 o 80: 770: 84: 78: 8 80 |72
@7 Cerea » Q@ . o
strawd .S(Z\ § 62364 80; 66; 75 69 11.1 0.01
> " & | Oxerall Révovers(n = 11) 75 11.2

RSD = Relative St%dard Dev%tion&ld%Q = Practicaldimit of Quantification

Fortified with prothioc
esthi

prothloconazo
10-2207 Ce
20% and a@ eral

%@
Q&

&

dro;@sthio etermined as prothioconazole-5-hydroxy-desthio and calculated as
overieswere gggformed with sample material from studies 10-2204, 10-2205, 10-2206 and
and%heat *Qmean of double injection *** : This value was accepted due to a RSD below
va@ int \./ nge of 70-110%

%2;2016-

sesb

@;%:n

@"’@
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Table 6.3.1- 37: 10-2205: Concurrent recoveries for the determination of prothioconazole-6-hydroxy-desthio
in cereal 2

I)o >
Analvie Sample Fortification | Recovery rates [%]* RSD %%Q N
y Material level [mg/kg] | Single Values** Mgan | [%] @%nggg@
. 75.00- . 04- N & D
001 69; 75;99; 101; 94; %) e o\@
Cereal 96; 97; 100; 93; 97 A @01 &
grain 0.50 79;84;79;82 ¢, AR E R 2 &
Overall Recovery (n = 14) X Q@ 89 @1911.9© y\g@ g@
prothiocon 73; 102:303; 92; 99; 87:93; 95; | . v | Q7 |«
azole-6- Cereal 0.01 99; 69%5; 77,77 % e 8§© &13 5) &@
hydroxy- | green. 0.50 7940589917033 . © st Pl o] %Y
desthio material s p O 3 N
Overall Recover¥(n = 19p N LY a 85| 132 R
0.01 s sl O (187 % o) o
Cereal ) .
. 050 5 ] ades; 8060; 62, EE SRR @
Overall(@ovgi@%(n ﬁiﬂ@ R 7, 7}(@? ]& 9)
RSD = Relative Standard Deviation, LOQ =@racticafLimit oqi%ua ification O Q\\J S
Fortified with prothioconazole—6—hydro@esthio determ}led If%)roth@)naz -hyd@%—de thio apd%%lculated as
prothioconazole-desthio *These recoveries-were@prfo & with ple n@}rial 0 stu'@lO-Zé@, 10-22985, 10-2206 and
10-2207 Cereal summarises barley a heat ¥: mean Of doupidinjec {6 *++ (This Valuwas@ ptedidue to a RSD below
20% and an overall mean value in& ange %70-1%1@/0 @ &) ©
LN O N @ A ) %
© O & & ST
- Residue results: S 9 QN R
The residue results ar&@umn@@%ed w\lg@l’ able@.&, \© é w \@
< o § & QRN
§ é °\® Q@ N ©© @@ N @
O NS O v @ *§
o & S & L &
& & O N6 S @
TS e s <
2 N A SIRS @ ©
> o O & & N
A . @ O\@ Q° o\@ L Q\@
PSS s
2 @ § & NS Qb
@ O ¢ .0 © .0 @
Q OO O N & D
¥ o KX & o
=) % S @ %
@7 o Q @ N
NN N A0 L9
B v S L@ @ <
N (g @\ R Q
> S
@ < Q & ©@
& ES
S eSS
SR
S
S
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Table 6.3.1- 38: Residues of prothioconazole-desthio in/on spring and winter wheat applied with Bixafen &luoxastrobm &;;pﬁ)thioconazole EC@@ 3
Application Residues (mg/kg) 4© ({\@(K ~AO . {(\@
'?"trl::ly No. | Crop OO pTZ- -3- PTZ-4 %w*fz-s.%g},u_ - | Total
. Country kg/ha | kg/hL Portion DALT PTZ- alpha- ?ﬁ @ %‘&Y .
GLP Variety FL ([No GS Ivsed desthf | h oxy- %@ h@ y- |residue
Year (@s) |(@s) anafyse %Ss) es@ A Qi@thlo <‘§ th cale.*
. gy |desthio q estlg)k&%
10-2205 Wheat,  |Germany |190 |2 |0.175 |0.0438 |69 |green 00, \ Y0.38¢ ©[0.14 &% T0.16 @ [0420° |0.13 0D 0.95
10-2205-02 | spring EC mal Q&\ 1@7\\ 13©@’ %@9 &1\2 - A é%z 2.0
GLP:yes | Kadrilj aeram _ B35 . r0.01. {<0.01 [<00L <001\ T[<0o07 [<0.01  [<0.06
2010 ST = ) O 1. © Q s
Europe, = strawv B Q1 @@34 5027 (©028 | 0.04 1.4
North 2N @ R %@ @\\5 @@ {q@ ol
10-2205 Wheat, [United 190 [2]0.173,0\0:0875 %9 | greep™ \%Q 04107 @@ %‘@7 @@8 S Bos  [0.02 0.76
10-2205-01 |winter  [Kingdom | EC R ® ,&@mterlal o 2 g AQu0s 009 0.10  |0.02 1.6
GLP:yes | Robigus §©© \©& O [erain g@& <0.01 ° |<0.0B %@U Oor =001 w001 <006
1 Europe, S - <© O saw O35 N 020, $010 5 Fo. 18 o' o1 0.15  |0.04 0.91
North c\ > \sttaw W\ . . .
(1): Dbefore last treatment * for sum, val 0.01 Sﬂe@\) to é k%qual to 0.01 %@/Rj/g, unless all the wvalues were <0.01 mg/kg.

Residues for PTZ-desthio were determined as PTZ desth
Residues for PTZ-alpha-hydroxy-desthio were deter
Residues for PTZ-3-hydroxy-desthio were determi
Residues for PTZ-4-hydroxy-desthio were deterri@hed as
Residues for PTZ-5-hydroxy-desthio wer rmine
Residues for PTZ-6-hydroxy-desthio %re eterml@

X con
calcul e%is PTZd %’
-desthip

s PT -hydr a@xealcul ed%}%TZ
Z@roxy- 0 and lated a{@ desthi
hydr -desthio and calculated @

%’I‘Z SM dest@m“d calc d as PTZ&desthio
PTZ@ roxy,%égthlo anq&a&c ated ﬁ@des‘[hu‘,

@ "\@ °\&
\& . S '@\ @ Q
@ 25 @\@§ AR
S W et QP
@@‘\@ @Q@@’ @Q@i S\ & o®
¢ &P gt @ WP
P W

%tho
’”&
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In the 2 trials conducted in 2010 (report 10-2205), residues of prothioconazole-desthio, prothioconazole-
3-hydroxy-desthio, prothioconazole-4-hydroxy-desthio, prothioconazole-5-hydroxy- d@? ©©
prothioconazole-6-hydroxy-desthio and prothioconazole-alpha-hydroxy-desthio in wheat grain ay
harvest were <0.01 mg/kg. In grain at harvest, the total residue was always < mgkg. @ @)
In straw, the residues at harvest ranged as follows : @ s \Q
e Dbetween 0.19 mg/kg and 0.29 mg/kg for prothioconazole-desthio % § § &)
e Dbetween 0.10 mg/kg and 0.30 mg/kg for prothloc@zole -alpha g?droxy y;\ KN Q)
e between 0.18 mg/kg and 0.34 mg/kg for prothio8pnazole-3-hydroxy- desthi@@ @\ v\g@ &@
e Dbetween 0.15 mg/kg and 0.27 mg/kg for proth@goconazole -4-kydroxy- dest§9 QQ § q&©
e Dbetween 0.15 mg/kg and 0.28 mg/kg for protf 1oconazole@ﬁlyd%)xy dé&t @) @

e at 0.04 mg/kg mg/kg for prothloconazd@:hydroxy d%thlo @ © @
e Dbetween 0.91 mg/kg and 1.4 mg/kg f@&the tg@%lwrem@ &% %@’ @6 \% :§
o
L e Y A
3 & @ R & 9 & g
Conclusion g*? \\ \\ @ % @ ‘”\9 §
@ N @ LS

Q& O
Two wheat residue trials were con&@%ed @h Bi x%en @ Tugx&stro &@% P§ OC@ZOIG@C 190 in
northern Europe. The product application corr ond toa azoleate xl?@ a.s./ha.
Residues of prothioconazole-degthio, prothioéonazo) -3 hy@r sthlo@rot ona,iole -4-hydroxy-
desthio, prothioconazole-5- @oxy a%sth@prothlocona%le 6- @ ro@des%ho and Prothioconazole-
alpha-hydroxy-desthio in @eat g@n at@ est@%re <®o1 mg/kg. @ram& arv@t the total residue
was always <0.06 mg/kgs @“ * $ @
In straw, the residues a{gharv Sk tan @ﬁ as fdHows @ é \@

e Dbetween 0. glg/kg and m g fm@goth@ma@le des@o S

e Dbetween ﬁ m g and 0730 mg/kg@r prothidbcongzole-
o betwee‘é@. 8@/@ and 0. %mg/]@for rothioconazoles-
e betwéen 0. @gﬂ&ﬂ@nd 0.7 mgikg for@ 0th@@na24—h@roxy—desthio
e Dbetsyeen 0.1 /kg and9.28 n%/kg @’protl@con@ole-@ydroxy-desthio

. @) 04 mg/k @g/kg§ conazole éQ ydr{‘;@ de%ﬂo
o etween 0 9 g/k d J&fl mg@for the total remd&e\,

@@@@@%

S)
Report: Q@ © @ 6. 3&

S 2015: M-501083-02-1

. My -, . ) . .

Title: % Deter: tion 8fthe resalues of#luoxastrobin and prothioconazole in/on spring wheat
T spr@ appli&xtion. &?\"luoxastrobm & prothioconazole EC 200 in the field in

@’ Cafter !@
@\ Ge many a%i Umtég 1ng®m

Repdtt No.: R 8
W-501083-02- 1Q @

Doctment No.:

Guideline(s): @"° Reg ion @07/2009 of the European Parliament and of the Council of 21
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Report: kca 6.3.1/1s| L . 2014 M-501715-01-1
Title: Determination of the residues of fluoxastrobin and prothioconazole in/on whe d S
spring wheat after spray application of fluoxastrobin & prothioconazole EG 2 é§
France (North) @
Report No.: 13-2159 QS &@ @
Document No.: M-501715-01-1 (g Q\Q
Guideline(s): Regulation (EC) No 1107/2009 of the European Parha%ent and of th@oun 21¢
October 2009 concerning the placing of plant protectien products 6n§t % et a@w
repealing Council Directives 79/1 I%EC and 91/4EEC @
EC Guidance working document 7029/V1/95 rev. 1997 07- 22)@ X
OECD 509 Adopted 2009-0 , OECD G LINE F O&THE @STI@ Ok
CHEMICALS, Crop Field T @ & ¢ @
US EPA OCSPP Guldeh . 860. 1500 Q @ @ @§
Guideline deviation(s):  not specified . \ Gog AN R <
GLP/GEP: yes @ @ SIS NN
% QZE\\X @Q Q @ Q> é @% @& ¢
LS Sy S O N
N SR o S
@ N0 O O N S
Materials and Methods Q A & Q& O S
@ %ﬂ} N v \@7 & N @ 9

In the vegetation period of 2013 Q%et % es@ue trials on speing wnéf2 wh@?waswonducted in
northern Europe. The trials w locg n h@’no@ Frétice ( &the ted gd&@ and Germany
2).
In each trial, wheat was ﬁseated%wme afa pr@t r@of 1.&L/ha ﬁﬁoxasg bi y\’prothioconazole EC
200 corresponding to €.150 k&a’s./h&of préthioc Zol e \&ter rate was\l -400 L/ha. The spray
interval ranged fro -21 days. @'trea@ent re ed out at th®growth stages BBCH 39-49 and
BBCH 69 (end of ffloweritig). In felal 1 @15 -02, the@®rst :/EZ’ catign was@nderdosed by 9.3% and the
second applicatig se& y %0% dn trla&\w 2188 fg@ application overdosed by
approx1matel§ K X

9

Sampl ) @ % g %\r & ©

ples wete taken at fo]@amg als: N
- prlor@nd immedidtely affdy the fihal icatiéh, %o ‘. Q
- at days 7, 14, 21 ndﬁ} aft@nal @)hc@l fot3 trlal§
- at a pre-harvestterval of 3 da VS afte%@ fina pph@tlon
- at harvest (B@CH R > o & S &

\ \

Plant mate%al was collec@d a@pre est @terva@bf 35 days as well as at one later date to obtain
harvest @ues This a@non@date was ne@ed o\ nsure that samples of mature plants were available
mdepgndent of the Wthq§§1ge r@ched@ﬂowag the proposed pre-harvest interval of 35 days.
Residues of prothiocongzole-désthio rmmed according to method 01013 with a limit of

quantitation of @01 mg/kg f @een@atenal and straw (cf. KCA 4.1.2).
Residues of@th'o%ﬁaz -hydroxy-desthio, prothioconazole-4-hydroxy-desthio, prothioconazole-

5- hydroxy& sthi & pro co&@ole—é@ydroxy—des‘thio and prothioconazole-alpha-hydroxy-desthio

@
S S
§§9 @§@®§
@ & <

&

@
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were determined according to method 00979/M001 with a limit of quantitation of 0.01 mg/kg for grain,

green material and straw (cf. KCA 4.1.2).
D
S
Findings @b o o
N oy @& N
- Storage stability: % XS @@ &
@, &% O é%
The maximum storage periods for prothioconazole-destlto in wheat s@mples from the s@em%@ry
residue field trials are presented in Table 6.3.1- 39. & @ %@ Q@ @@ &
Table 6.3.1- 39: Maximum storage periods of field salﬂ%es from sup@mem};@ry re§w©ue tr&l < &@
@@* Stora& Storage R @
Crops Substance Sample Matena(]‘;@ peri Tperiod®y ®1dyN§v §
S @?l( & Tmopihs) g
. grain @Ed\ﬂ @% @W 163 é @7 @& °
gg::ﬁ;gconazole- grem?latéﬁal 365 X\, 102 (Q}\\’ §
s@aw o L @316 o104 & SRS
)
prothioconazole- § c& @ AN @7 @Q § @ ©
alpha'—hydroxy— @ gram 6%85 N) @ 8 @@ @? O\W\a
desthio @ D 2 & O «F & D325
wheat prothloconaz N O | < @% & M-0)715-
hydroxy-desthipo N &1 - 'Y s S & |on
prothioconggole-4Q)"| SIe& Mateds 436 4.5 @ S@
hydroxy-desthio % 9 § oy | & v, NQ
prothingonazofe® 2 o | e D)
hydgoxy-des % @ § \%86 N é? 9 &\
p ioc@zola 6@ Sg\zr@v Y @@ | @
A ro& sthie > \ SN @] S
Q N O
& «§ L © < % @b c @

These stora%% periods a@gcove@ by @ stor@e stab@yty stadies, @ analytes were shown to be stable
forap ofatleas s(c A61) @Q § ©\
Sample extracts w ea m in 2 our Sor if not, acc@table recoveries measured concurrently
with each set of @npl ensu 1ty o e sa@ple tracts during the period of time between

tracti d N
extraction an@ an ys1§Q >

\

No resid of prothl@)na@ de @%thl(@azole%—hydroxy—desthio, prothioconazole-4-
hydroxy<dgsthio, pr@hloc zole B hy d@xy d@thio prothioconazole-6-hydroxy-desthio  and
prothloconazole alp@-hyd%xy dglhlo iove 30% of the LOQ was found in the control samples.

> <

~
- Method perfO@bance: @egcm@% rategy Wer‘:.zg@> termined concurrently with the sample analysis in order
to check the dccuracy “of t resi levels: Recovery means by fortification levels were within the
acceptable %70— he 51and overall mean recoveries are shown inTable 6.3.1- 40 to

Table 6.3g}> 45 @1 resdlfs of the method validation are in accordance with the general requirements for
remd@aly@l me@bods Sherefore the method was validated successfully.

S & T
&
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Table 6.3.1- 40: 13-2159 and 13-2138: Concurrent recoveries for the determination of prothioconazole-
desthio in wheat

Sample Fortification Recovery rates [%] RSD N
Analyte Study Material level [mg/kg] Single Values | Mean | [%0] C g/k@i&
0.01 108;110%  gpioy |- S o\@‘)’
wheat - S
erain 0.10 97+%,102 A [ 100 | o ;5%1 2
Overall Reco{¢yy (n=4) & 104 j5.7 i Q
0.01 07 1@ |1’ - O & 4
010 @ 10158, IS 0
) wheat : 9 S - S - - ) @
Prothio- 13-2159 and | green 1.0 %@ 88** @%2 SRS PR 0.0@}
conazole- 13-2138 material > - 1
desthio 2,0 ‘ ARG Rl B P
@erall Recovgry (n=@§ S @0 11.6
({9%0.01 @ | 105 1@4\J 104 Q. @” @
wheat @} 0,18, @} @@4** &W Q\U '(&9 Y 01
straw @Q EN) é\g @ 89 @ ﬂ% ) .
Q’Over}ll R&c&ery@b—@ @ 98 $ 7.4%0
RSD = Relative Standard Deviation, @C]Q Pra@calL tlﬁ w)
Fortified with prothioconazole- dest eteﬂ(&med as prothloc@zole ¢esthio ﬁcalculated as @thlogmzole-desthio
* value corrected for apparent resi*@g,le in the contrehsample (76% the L corrq%ed recovery value at FL 0.01
mg/kg was 183%. ** recovery yalue ob d wighControfzgample %study 13- 21 N Fhe contr(ﬂ'@ample of wheat straw
used for recovery at 100 X evel containeé@yappar; remd@s at | A) of tE@LOQﬂ;@cov@value obtained at 100 X
LOQ level was not corrected for apparent res@%ues in contampl@ c& @
S T & SEPS SRS
@ > o «
& . § N @© @ @
> STV SN 8 @ o
@) 6\ S N N & )
© o & & L &
A N R %
2 N A SIRS @ ©
> o O & SIS
A @ \Q NN
D O & 9O o & D
Yo 5 Fle
2 @ S L S I~
o O ¢ .9 o O @
Q0O S & Db
A\ SRS ,%Q & @
& @ @ Y o
@7 °\ Q @ o\
Q AN N @& 9
* v S L@ <
N (g @\ R Q
> S
@ < Q & ©@
L& e oe
% § SN
$ @& ‘@%
¢ &
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Table 6.3.1- 41: 13-2159 and 13-2138: Concurrent recoveries for the determination of prothioconazole-alpha-

hydroxy-desthio in wheat )
Sample Fortification | Recovery rates [%] RSD %%Q N
Analyte Study Material level [mg/kg] | Single Values Meai, [%o] @%g%@
0.01 87; 93 o0 |- S \QJ
;Vrl;fgt 0.0 9 kY - O |01 o
Overall recovery (1% 3) < |92 50 é\g
y 0.01 80;81;97;100Q | 90 @111 é\f &
prothiocon heat O ®
ol [T TSNP PRl FC -
alpha - [ 132159 | oo 053 @] 9s -9 5 | o
hydroxy- _ ° 7
desthio Overall recovery.(n @ A 93 &6 11.0%v )
001 © _@oztel & 7 o |s e
wheat 0.1 L © 9% R - & Q @ e
straw 650 S 00 &(Q} 6&\5 RU é&g i
foimeen ey 5 T & g
$ 0065 S [omonye O |84 Plas”
o N O )
@ . P g RS i X &N SHH
et 0.09 82\ @° g - |
| ageen S [odd o % i Q [« .9 - 0.01
maeal - 1030 & o] 104536 SIESHE
. § Q) | Gverall Reco m=a0) |, 39 11.9
prothiocon ) g Y
azole- < 6\ i N 0.0{} | 76:98; \,‘i@ 93 15.9
apha-  T3-2148 ggn Olowg” & | & o |- : 0.01
hydroxy- &) 3 — X
desthio. Qvera@ecov@if mzd) o 92 13.1
S SIS ooy STaS o i i
S | & 0OF N 46772906 78 19.8
& A l§ AD09. T 86 O i i
& @@Q é@w o\@”o.l@\ o | 6692 79 - 0.01
S L o b : :
@ o Q@ @10 x| w8588 87 -
N s | Overall Réovery (n = 10) 81 15.0

RSD\iﬁ’(elative Standatd Devidtjoh, L&(qu: Pr@cal Li&Qjt of Quantification
Fortified with prothioconazol@élpha@de@desthi&@termined as prothioconazole-alpha-hydroxy-desthio and calculated

i Qesthi §
as prothloconazosth§ . § Q Q
S @
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Table 6.3.1- 42:

13-2159 and 13-2138: Concurrent recoveries for the determination of prothioconazole-3-

hydroxy-desthio in wheat gﬁ
. . Recovery rates [%] LOQ
Sample Fortification %
. RSD [% /k
Analyte Study Material | level [mg/kg] | Single Values N@ [ ]@%g &
& AN
0.01 90; 95 8 |- o &
;Vrl;?st 0.10 91 « - . O o1 o7
Overall recovery@}gé 3) @} 92 @9 A @? )
0.01 483;86,95:960% |90 [F2 O NN
prothiocon wheat 0.10 4 93 Q of - &Q 3 )O 0 &@
azole-3- green 90 % S .
bodroxy- | 132159 | material | 053 Q)| 34 N U-Q O o @@
desthio Overalgrecovﬁgf(n =®} f\a fg’O @Qas N v
© & > O 07 O 3
0.0] W[ 79003 &S]S AN o
©
wheat 0@ S 85 S % § - @Qf
R RS R S B
. O 0Ovgkall rcc‘ﬁ@ery@Q 4) © $ﬁ 9@' @% &
Q (0000 ¢ (80848 O (7 33
& e U 0% Q Y- |-
o ©
W$I01\\<a’at 'S O'QQ @& 82 S - 5Z) J‘
.| Breen O & 8 o = oy al- 0.01
o[ o (Pla® o O]
&7 e T Jwn o |
N) D) °\® R\Qvera{lRecp@@y (n @\190) JAS %\@ 86 4.6
prothiocon | ©\ i’ éx 0.0y & |12 10588 | 93 19.7
ﬁz"le'3' 0132138 Lt o .2 o O @ |. - 0.01
ydroxy- grain & a5
desthios, S N @vera@ﬁ(ec&ery Q@ﬂ ‘& 92 16.3
A L@ o\@ 0000 . O [do . O A }
§> o o AT F05e 78 |133
% § & @0.09 " g1 : :
b OF wip | © 0® .9 [s¥73 78 |- 0.01
@ @ >@'aw \\ = 4
N > 9 030 & @4 - -
& 2 Q0 oS s 82 |-
%, ) (\% @ (@raﬂ;’gﬁovery (n=10) 81 10.3

RSD™ Relative Standard Dewfgtion,
Fortified with pgpfhioconazole-h

prothioconazole-f¢s

thio A\ ®
NG

Q

= Prachical L@it of Quantification
roxy@hio, @termined as prothioconazole-hydroxy-desthio and
RS
@

calculated as
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Table 6.3.1- 43: 13-2159 and 13-2138: Concurrent recoveries for the determination of prothioconazole-4-

hydroxy-desthio in wheat 0° @
Sample Fortification | Recovery rates [%] RSD L e N
Analyte Study Material level K - o, ok o
ateria evel [mg/kg] | Single Values Meahs| [70] makel,
wheat 0.10 74; 98 860 | - % . o\@”
grain Overall recovery (n = 2) 86 - § ' @% 2
0.01 664 e TS @@

, wheat 0.10 99 Q|- o P & |&
prothiocon green S Q 0.0 S)
azole-4- 13221 material 0.53 o84 A N ©- @ @
hydroxy- 3-2159 ﬁ = 2l SN
hydroxy Overall regovery (n =3) 809|156 | S

t s 4
esthio 001 5,820 S | [y . §
wheat 0.10Q° @805 o5 P of- o @1 .
straw 0sh @ | R o |-O o

Swerallxrecov (no =@ (($W Q\? SUK] §
SRooes Seleakr & g6 M- g |
Q& 0.1@ S 8%7 N @\jj '@© $ ;@
(o o7 “Q%S D B
gg%%? 000 oS @ g -
o @r)naena&& 0@}{ o 6. 76 @ R@J %
92

Q 050, Q@} 8964 SR
& | o o] ograll Redverym=90" & |81 | 123
i N
otioom | & e [ g gs |-
hydrory | P18} prain G [O10N" (S[76Y - - 0.01

desthio & &0 © Okerall @%ove@@h=%§ @ |76 |46
i 2 s P e o |- i
D
A & G, Sles o i ]
&\ é\g 0@ N 82 A . .
& A Wh‘i%@ 40100 83. &) ZERE 0.01
S @u 0. 3®\ & > - -

q O Cly o bium - ]
x@% & [\Q @%ve;&i?Rchery (n=28) 71 11.1

RSD = Relative Standar@eviatig?éO% Practi%\ﬁdimﬁ@ Quantification

Fortified with prothiegg azol@ ydroy-desthid) de@ined as prothioconazole-4-hydroxy-desthio and calculated as

3

prot%conazole-desthio Q@ @\ Q
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Table 6.3.1- 44: 13-2159 and 13-2138: Concurrent recoveries for the determination of prothioconazole-5-

hydroxy-desthio in wheat gﬁ @
Sample | Fortification | Recovery rates [%] RSD EQ
Analyte Study Material | level [mg/kg] | Single Values Meap | [%] @@g/kﬁl
0.01 81;91 8 | - \QJ
wheat 170 1 89 - - O b o
grain B %
Overall recovery (n€/3) < 7| 87 @ A S @
0.01 77.97,81;88 Q|81 b4 é\f S
prothiocon wheat 0.10 @6 o - O - RN &
azole_s_ green <) S & @01 &@
hvdrony- | 132159 | material | 053 0] 82 219 [ &
desthio Overall recovery (n = 6)\@’ ﬁi\ (B4 C\8.8o Y <
001 © @69 S 0890 - N
wheat 010 L @@ R R B O ¢ , o
straw 050", %@1 O &(@ & N & ©§
Grerireeodin 05 O [
$ 0,000 S 869190y O (@) 15 w]
() N 9)
%) &a@ %(?@ ¢ @i @® [& éP - @ T
Wit 0096 85 & @° ¢ o B
@feen & 0.1@'@ @ |77 @ S - 0.01
maeial 1030 & 96 s NERSE
& @46.50@ o ges O & e |-
§’ L O] overan R%v@=}? . @8 |71
prothiocon | &7 N[ &7 Jo001 s (37389101, 0 N w7 16.2
aZOle-S' }Q:;-Z @6 W@at @ O IKU@J Kﬁ @ § - - 0 01
hydroxy sgrain : 9 Q @ :
desthio, & D | Gverall RecoverPln=¢) o 8 | 13.4
&Q\ o] § (9,009 Foa. T ; -
S | & 0.00° . 8285 A 84 |-
N 9 & Qo @ - -
T Sl v
o Yy SIS R 81 |- 0.01
g © @ > 0 @ N ® - -
SIS )
~) S G0 7 % 83
@7 . @ Q @' /& o 2 -
S «| Oveall Réovery (n = 8) 83 |99

aN)
RSD\iﬁ’(elative Standatd Devidtjoh, L&(qu: Pra@cal Li&Qjt of Quantification

Fortified with prothi%oconaZ(@g—S—h{@ﬁ)xy-(@thio, &@rmined as prothioconazole-5-hydroxy-desthio and calculated as

rothioconazole-dééthio

p Loy § N @Q
& > S X ©
o & o

Q

N ANERS

$E

o
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Table 6.3.1- 45: 13-2159 and 13-2138: Concurrent recoveries for the determination of prothioconazole-6-

hydroxy-desthio in wheat @° @
Sample | Fortification | Recovery rates [%] RSD LG (§' N
Analyte Study . 0 N o
Material | level [mg/kg] | Single Values Meaiy] [%] makel,
0.01 82; 91 870 | - S o\@”
;Vrl;fgt 0.10 9 s |- oluls b
Overall recovery (n€/3) < |90 79> IS © @
0.01 67:80:89: 100 [ 84 |66 P o | &
hi wheat 7 ) S
prothiocon 0.10 7101 A - Q* Q @
azole6- 1 139159 | oo | 053 85 2 T o
hydroxy- B material : 20 - Q-0 2 @
desthio Overall recovery (n = 6)\@’ ~ | 8w @1.7 . <
001 © @495 & Y5 of- o ]
R
wheat | 0108 @ 0@ R o[-0 & o
©

straw 050 %Q &® &) < s
S Veriﬁ\reco@@y (n@’) P~ 4

s M4t |

Q& 0.00 " | o102, O o |80 o7
o [0 g7 B8 g & Y -
whar . oo T8 & @ o[- |- ©

@feen & 0.1@%@ @ |78 @ EN %) 0.01
materal | 0.50 $90; 807 86 -
o 2

§ . § ()@f?all Recove@l=}® R Al 8.1

prothiocon | ¢, \J & 0.01 5 & 79: 94¥105,D 92 14.2
azole-6- 6 wheat T,
hydroxy- 5(?3‘2 8 %;@?n Qoo G 1O @§ @ |- - 0.01
desthio, & D | GverallRpcoverPn=@) o~ |89 |134
/\©\ | & s Stes o ] ]
SO o > |snTne 84 |91
& o l§ W O [% o i i
O A @@5-10©\ O] 8o 81 |- 0.01
N S > [ T
S
> S @ 7 4
@’ & Q @0 A, 79; 79 79 -
@ N Ove@l Roe@’ery (n=10) 82 8.4

RSD\:&Relative Standatd Devi@%, L&(qu: Pra@cal Li&Qjt of Quantification

Fortified with prothi%oconaz@—6—h<@wxy-@thio, &@rmined as prothioconazole-6-hydroxy-desthio and calculated as
prothioconazole-d@nio Q Q

Sy %,
N @
- Residue g€ ltsé%a Q §9 Q
NS o
The rgsidue iéSults i summarised in Table 6.3.1- 46 and Table 6.3.1- 47.

& & T2

&
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Table 6.3.1- 46: Residues of prothioconazole-desthio in/on wheat applied with fluoxastrobin & prothiogon% le EC 200 §\ < © ©
Study Application Residues (mg/kg) 4© (ﬂ@(K ~AO {(\@
%) \J)
Trial No.|cC Y| PTZ- N n " i Total
e V;‘r’?ety Country | o/ |qo|kg/ha [kghL | o |Portion |DALT (®TZ- _|alpha- ‘idr 3 - E;fdzné @W\TZ @TZ % | residue
Year (a.s.) |(a.s.) analysed | (day desth@% %yd;'&@ d @ @g& é@ﬁf calc.*
g@h % . %& desthio . Bes@ &s io @& io i 10@
13-2159 | Wheat | France 200 (2 ]0.15 0.075 69 | green ) \[9.027 021 0.0K50 @ 0.11
13-2159-01 | Siala EC materid N K@&\ 1.471@\\ %?Q@’ 0. g@ ﬁﬁ@& § 1%3 o %371 i;
GLP: yes . o W0. . .
2013 Y Europe, «@@ % 7@ ‘\&5 S & 0. 12 0.10 N 0.19%@ 0.025 0.73
North X o N 0.13)”\\9@ O% % 0.@ 0.027 0.50
10.086 086 0.023 0.43

. N 28@»% 75 .
W @@\\ (84 (0074 @g\ja\*.oss A@@&%gg 0] 0.084 0.078¢ ° |0.022 0.40

@'@& @@3 graiie [49.¢ [<0.19 T<00107 [ [0 gbo1 <001 <0.06
0 R ) 14/0.0,|@052 Q12 ~0P0.091 0.11 0.029 0.54
R O P ) P 7 T R

13-2159 | Wheat,

O & =
2002, | 2 8'@ 0.075 < }69 ég}@n gks\ S 6%61 . [®.052 ®0.045 0.11 0.012 1.3

13-2159-02 | spring @@ l»\\9© @K aterial M’& 0.46 U& 001&@\ 0.08) 0.076 0.13 0.021 0.78
GLP:yes | Valbona & e g [3507 [<g01” [<001” |01 <0.01 <0.01  |<0.01 <0.06
2013 i\@ @\K stiaw  X[35 @@@61 o |01 (N[622 0.15 0.26 0.053 13
Europe, ° N\ ©
North C@© < © Q @7@ @ 1&@@
(1): before last treatment * for the s Valuex%%OO \g wer @n‘%ldere@@ be e@al Yo OO@mg/kg, unless all the values were <0.01 mg/kg. **residue in control
Residues for PTZ-desthio were dete: ed’as PTZgdSstbio an ulate

Residues for PTZ-alpha-hydroxy- @h were determm §P1Z-alphRh drox io an al(s:%iated a@ﬂ‘ g&desthlo
Residues for PTZ-3-hydroxyzdesthtio were determined Z-3+ Nr y- dest oand calcu& as PT. %ﬂes hi

Residues for PTZ-4 hydrow)%esthlo were determir@g as P droxy- et and ulated a®\PTZ-desthio
Residues for PTZ-5-hydroxy-desthio were det é@ined as P@S hydr esth10 culatﬁﬁTZ desthio
Residues for PTZ-6-hydroxy-desthio were d&ermlnm%s PTZ-6- hyd@ y- dest}%%hd cal%gat as PTZ-desthio

©» 2 ©
\N AN \N A%
&@Q SRS ¥ \@
A © Q A
@Q& @@ S @v& e Q
<& @@% O 0
P A
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Table 6.3.1- 47: Residues of prothioconazole-desthio in/on spring wheat applied with fluoxastrobin & grot%oconazole EC ZQ(ﬁ\ < © ©
Application Residues (mg/kg) ﬁ@ ~D . {(\@
Study ‘O«O (O N\
Trial No.|Crop , O prz- 3. |V pigs. 26 ¢ | Total
: Country kg/ha | kg/hL Portion |DALT Z- | alpha- hydro % .
GLP Variety FL [No GS . hydroxy- & Chydr hydr residue
(a.s) | (a.s.) analysed | (days est 10@@1ydr0 yoroxes- y y
Year > > )% l& de\{l@ de &sﬁho scale.*
PN T vl 0 il L
13-2138 | Wheat, |Germany | 200 [2 [0.15 [0.038 |69 |green [0.25 043 @011 90.096\ Yo.11. © o0 &\@ 0.71
13-2138- | spring EC mate@© 0 KK\ 0.9 @\ 0.13@ Q 0.11@@ @Q@ 0 K 0@8 1.4
02 Kadrilj S 79 .02 14 13 Q. (}0.023 12
GLP: yes Europ Q &@@14 N33 926 o8 @@ 0.15 [0.18 X °10.038 1.1
2013 e, North LY N2 D [019 103268 02 179" 1o 0.046 |11
N\ =) & ‘ s §J M3 < £0.028 0.70
5 © q @11 21 f\\@ 15 0.13 %, [0.12 A&"[0.031 0.75
<@© @ grain © sg @ [<00i <0 7 |<p@” . w <0.01 | <0.06
. O« [ Heaw Jofl  joyr _ [en m@%.lg x 90.13 0017  |0.66
13-2138 | Wheat, 200 [2 69715 (0050 |9 ere 00 @@ 0.088\ 072 10.053 0.011 0.35
13-2138- | spring E%@Q @@@, @@ @ %@Q\ 069 " O% D089 0.073 0.015 1.3
01 Taifun N z»\\9© \ |7 @% 0.088 »&X@ 087 ¢, |0.10 0.072 0.014 0.54
GLP: yes 3§ @X 14«» @ 0.0 5 0.10 0.070 0.012 0.41
2013 @@ »&@c 5 0. ‘ 5 0.088 0.059 0.012 0.35
\ @ . %v\ZS .023 0.051 %.086 0.091 0.063 0.012 0.33
e OV [ & O 0.0@@ 00328 0.079  |0.086 0.059  |0.012  |031
e N/ S @@m 3597 @01 <601 <0.01 <0.01 |<0.01 <0.01 <0.06
S @Q @ o\( ©< 57 \(\@ <0'01‘“\\Q <0.01 <0.01 <0.01 <0.01 <0.01 <0.06
@ q @ 2 | sta 7 0044 (0099  [0.086 [0.070  [0016  [0.34
. « © l& %7 \\ 2038 0.020 0.035 0.035 0.031 <0.01 0.17
(1): before last treafigelit * for the . s@@l va <0.01 \y conm@ed to be equal to 0.01 mgkg, unless all the values were <0.01 mg/kg.
Residues for PTZ-desthio were determined desthl calculaﬂﬂg@s PT% io
Residues for PTZ-alpha-hydroxy-desthio w?r%’ dete a PT -hygirozg esthion alculated as PTZ-desthio
Residues for PTZ-3-hydroxy-desthio w@ye determi @\ ydroxy- hio an c@%ated as PTZ-desthio
“RZ hydr desth alculated as PTZ-desthio

Residues for PTZ-4-hydroxy-dewwere determined as

Residues for PTZ-5-hyd
Residues for PTZ-6-hyd

¢

o

oxy-de

f@@esthé @@

@'@

10 W€

o

O
G @@)&
L O

°

8%términe Z-5- hy Xy-
determiadas PT%@;ydroxy

©@

-des d calculated as PTZ-desthio
39510 and calculated as PTZ-desthio
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Table 6.3.1-47 (Cont’d): Residues of prothioconazole-desthio in/on spring wheat applied with ﬂuoxastn;,obi%& prothioconazgl%%EC 200 < © ©
Application Residues (mg/kg) 4© (ﬂ@(K ~D . {(\@
Study o 3 PIZ oY N %©
Trial No. C - -3- -4- - -

1 ey | Country kg/ha | kg/hL Portion | DALT (RTZ- alpha- 23 il WT O\ 7| PIZ-6; - Total
GLP Variety FL |No GS Sl° hydrexy- h y- @*mxy- residue
Year (a.s.) |(a.s.) analysed (da)% desth@ hyd & hi thi Lo

N d&s io io & fes 10@ calc.
< 2 AN <

132138 [Wheat, |United | 200 [2 [0.15- [0.0749- [69 |green @Q 007 N 045 D 061©@9 0. 5@\\9@3 . 0,08 |LM 0.84

13-2138-03 |spring Kingdom | EC 0.158 [0.075 ma@ﬁa OK ]% 0. ) . N 070 Q@0.0l 2.2
GLP:yes  |Alderon: e > «% Q 0.21 >® 14 N [0.14 @7 0.018 1.7
(feed) N Sl14 N o 17 o8 P0.25 & 0.14 0.023 1.4
2013 %, o X Q
V212 & @&2& 12 0.021 1.0
9 & 28 % @. 4 @&) lo o'z Qo |0.023 12
Europe, % S 124 D44 O 027.<©° 018 &%i\@ 0.028 |12
North @'@ @\% graif® @@% <0.81 @@H 601 @W0.01  [<001  [<0.06
o
5 ol S xsﬁf)aw R @@ 092 &\?31 - Yo.64 &0, 2\5&% 0.30 0.055 |26
(1):  before last treatment * for the s valugy\) <0.01 ~ cons to % equal 0.01 rr@?kg, nle all the values were <0.01 mg/kg.
Residues for PTZ-desthio were determined as REZ-desthig alculateﬁsas PTZ- ?él%o @ @ \ @K
Residues for PTZ-alpha-hydroxy-desthi determlned as PT a@ua-hydr&%y desthlo nd calcula{@%s PTZ %@ S
Residues for PTZ-3-hydroxy-desthio were’determined as PTZ4:3- hydroxy de@lo and gg ? ated desthig K @P&
Residues for PTZ-4-hydroxy-desthio were determined as = -hydr esthlo a cul:a,%d PTZ ,_'-) Q o\ @
Residues for PTZ-5-hydroxy-desthio were determin xy -des i%and calcudafed as P thio & €
Residues for PTZ-6-hydroxy-desthio were deten% PT«&h 0XYy- 10 and o@ulated @s@&& destw@ @@
N
& ©& . O
A% Vo g
. © O N SRR
g O ght 2 o ?
@ N S x ©
S W et QP
W & e o
&& @@ © AW Q&
O N 4 & (e
& WO 0
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In the 5 trials conducted in 2013 (reports13-2138 and 13-2159), residues of prothioconazole-desthio,
prothioconazole-3-hydroxy-desthio, prothioconazole-4-hydroxy-desthio, prothioconazole—S—hy@(y— ©©
desthio, prothioconazole-6-hydroxy-desthio and prothioconazole-alpha-hydroxy-desthio in wheat graiy
at harvest were <0.01 mg/kg. In grain at harvest, the total residue was alway@ .06 mg/ki strayy,
the residues at harvest ranged as follows : @ O\Q
e Dbetween 0.038 mg/kg and 0.92 mg/kg for prothioconazole-desthio% § < 6
e between 0.014 mg/kg and 0.31 mg/kg for prothio@lazole—alth%/droxy, AR
e between 0.035 mg/kg and 0.64 mg/kg for prothi¥onazole-3- roxy-dest i L =«
e between 0.035 mg/kg and 0.42 mg/kg for prothioconazole-4%ydroxy-desthio, QQ § q&©
e Dbetween 0.031 mg/kg and 0.30 mg/kg for ioconazolép-hydroxy-des io& @)
e Dbetween < 0.01 mg/kg and 0.055 mg/kg@g for prot@iocq}n@ole-&@'drg&)@dei@o,

e Dbetween 0.17 mg/kg and 2.6 mg/kg for total 1 idue@g@j %\ ©
%& %@@5 & & b@%/ @? & ) S .
Conclusion > @ K @ @7 @§

Four wheat residue trials were conductiﬁvwitkgﬁuo&}trobib& P]@%iogo@onleo\EC 200 in nggthern
Europe. The product application con@ond@%o a&thi@%&laz&lﬁ@fate @iﬁxl a.s@a. In@yal 13-
2159-02, the first application was ufide do by, 3% @@@ the &eon &’plic jon o@dose@by 6.0%.
In trial 13-2138-03, the first appli@ion overdosed bysappro @atel)é%). < @Q \%
Residues of prothioconazole-degthio, prothio@nazolkes -hy sthio@rot i62onazole-4-hydroxy-
desthio, prothioconazole—S—@roxy—o&esthi@prothiocona%le—6—@ rf)xé_gdesthio and @rothioconazole-
alpha-hydroxy-desthio in }%heat géin at @vest@re <@o1 mg%kg. @rain%%iarv@t, the total residue
was always <0.06 mg/kgs, © § N $ Q‘&
In straw, the residues at harve§ tangéd as fdllows 6@ \© N N o\@

e Dbetween 0. mg/k@an§ 2 kg f%%rot@conazo@e-de@lio, S

e Dbetween % 4 n@ékg and49.3 ﬁik&for p@ré@locogg@fole«glpha- roXy,

e Dbetwee .03g/kg and 0:04 mg/kg for p{%thioc az -hydroxy-desthio,

e betwedn 0.035 mg/kQ and 612 nig/kg fc@ﬁﬁrotl@on e-4-pydroxy-desthio,

e betyeen 0.031 mg/kg 2{9@0.30%@/1@@% pro@iow@azoleydroxy-desthio, .

@Ween <0.0 @g/@nd 0@5 mg/kg mgkg fcﬁ@;roth&@onazo1e—6—hydr0xy—desth10,
. &between O.Léfzﬁg/li& d 2&96 mgfo;@%% residie. g\

NS IS éx
@9@@ SEE R
@ O .0 O .o @
Q O © SN N S
¥ o K & o
S R
& L2 QYL
@% N A0 L9
B v S L@ @@
A @@> Q&©
° AN
&@%%é@&@Q
§Y§©%©@
> O o
s &
&% @@%
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EU - southern region

Table 6.3.1- 48: Number of residue trials conducted per geographical region and vegetation perio@gy N
Q Y
Ne° of nibe i
Year GAP Formulation ,O Study nusither DOS@D ©)
trials | Report &@ ReferenceQ>
Wheat EU foliar spray residue trials — southern EU % § § G

2x 150 ga.s/ha | EC200 (100 g/L ﬂuoxastrobin,@&

2000 BBCH69 g/L prothioconazole)

N

A12012/00 O S
. ®@078033-02_@© @6.3&@9

@)
7o

2x200 gas/ha [ EC460 (160 g/L prothiod@hazole, KRA20020007 [ @ é}
2000 300 o/L soi ) 2 Q <« | KCA®23.1/
BBCH69 g/L spiroxamine) @y 1}5%876 1-1 O o o

R J
EC300 (75 g/L fluoxastrobin,, 150

D &
2x 150 gassha |20 L o, 757 g/k% RA-2015/03.5 }{CA 631120

2003 & o
BBCH69 trifloxystrobin) o m@ @f 549 f&& /@% < °
2x 175 gas./h L) ] SR

0 e fesalefy, (M [ o

g n @ O O@’ NS

007 | 2% 187 gas/ha [EC22s (76 %L %@xafcn§5o B > y &l xnosim

BBCH69 prothlogéaazole)@’ 8 ST Sl

D

2x 150 ga.s/ha | EC4%, é@ bixgfen, @ g”@b @ RA%M/

2007 |88 pr@@oconﬁ& 2500 4 &% | Nosesogo. OfKCA 631123
spiroxamine) § & & g@
J

2x200 g as./ha, | BC150 50 @b fluogastrobin, 10 M0 N

2010 | RS g/LE@gthlo&qnml@§ %7 . el |KCA63124

2x175 g E@g/ L bgafen, & *\9\ Y ot
2000 | o e QO o/ uo)%y obm o 169 o1 | mafasoror | KCA63.125
% protg%conaz 2) N N ) @

TOTAL south%@ EU@mn@ O U @ 2 |
N\

(AR . 5 >

S OIS SEERANTEEIN

A @ @ oo O o O
Report: @ >2001; M-078033-02-1
Title: @ ion oﬁremdu@ of HEC 5 & JAU 6476-Desthio on winter wheat and

@@ ﬁ Wm&%pray @phcat;@a of HEC 5725 & JAU 6476 200 EC in Spain,
tal Frdste @

Report No.:
DocumentNo.: —078 -02—13\:,Q @) @©
Guldeh@). @EU- Y Coutt@l Di t1veogl\/9414/EEC of 15 July, 1991, Annex II, part A, point 6

an Anne@l parttA; poifit®

nlues f®or o eate@roducts Food and Feed

Gu%%hne dev1at10n(s) @t spe@’i
GLP/GEP:  @"  yes @@ Q&

@ % §%& ©@

Mater@and @tho §

B
In t@ l@mon § 999/2000, a set of 4 residue trials was conducted in southern Europe. The
tri weé\@)ca‘[ed in Spam, Italy and southern France (2 trials).

In each trial, wheat was treated twice at a product rate of 1.5 L/ha fluoxastrobin & prothioconazole
EC 200 corresponding to 0.15 kg a.s./ha of prothioconazole. The water rate was 300 L/ha in all trials.
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The spray interval ranged from 6 to 26 days. The time of application was:
1. when the flag leaf sheath was opening (BBCH 47) in 3 trials and at stage BBCH 61 in on@lal, ©©
2. at the end of flowering (BBCH 69) in 3 trials and at stage BBCH 71 in one trial. Q\ Q
S s
Samples were taken at the following intervals: g S <
N

- prior to and immediately after the final application; % § § ©
- at a pre-harvest interval of 35 days as well as 47-57 dayg after the ﬁnaﬁ%atment (B@H s{a}ge 89& @
92). X & P S

EN @ % < Q&©

®) R 0o
Plant material was collected at a pre-harvest 1nten4£ of 35 days@ well as at Qne laer date o ob @
harvest values. This additional date was needed@g@nsure that-samples@t matu; ahls wefp ava
independent of the growth stage reached fq&owmg@the p@oseﬁg}re- f@est ervai*éf 3§ days.
Dependmg on the growth stage at sampling, @real&@n‘ts @re d1 ed 1@’ "eand "rest of plant", or

"grain" and "straw". S, W & @7 @§

Residues of prothioconazole-desthio g ) d;&%rmmq? acc&g%mg&ﬁc@net §{§ (ct @rlgm@Annex
II, Section 2, Point 4.2) by HPLC- §§a the ﬁltlpﬁ@ﬁea t6n- torm& RM) using an
electrospray interface (ESI) after &iractjon, fil tlon ad d11n T@ O@%th @ me@d was 0.05
mg/kg for forage/rest of plan%@l straw, and (@’1 m@g forg N
o A & & @ f@

Findings e O N W @ - &
- Storage stability: S} @ °\© é @
The maximum stg perlogys rot%@éona e- de@no 1@wheat@mple§> from the supplementary

residue field trialggre pres nted% able 6.3:- 49., %) N @
S @ <
Table 6.3.1- 42\&ax1@m st;g\rage pfé\lods @eld &%plesgtrom s@lemeﬁfary residue trials
>

@ 5> Storage O[Stor#ge
Crop = & | Substance &f@Sz@f Ma@ml ]@"md@ pe@ Study No.
D & LCayer lguonths)
\9)
2 . 300> «JHo03
P =15
wheat prdthiocnazole Nraitt, @y S 9.1 RA-2012/00
g@sthl(Q @ _@,Ofpc]@i'lﬁy ( 309 @U 10.3 M-078033-02-1
@ O g QO . Y,,T
O < A "straw X 234 9.1
O (%) N\
AN SEROS

o & LN
These s@ge perio@are c ged&y the gto ag@bility studies, i.e. analytes were shown to be stable
for &%rlod of at l&ast 24 h\@f 640>
Sample extracts were me@%ur&@vlth 2 h&l@ or if not, acceptable recoveries measured concurrently
with each set« sar%kts gred i@egm@)f the sample extracts during the period of time between
extraction a@ ana @

@ @ & S ©
No resﬁ@e of % thl%ona &desthio above 30% of the LOQ was found in the control samples.

@%odf@rfomance @covery rates were determined concurrently with the sample analysis in order
to che@e accuracy of the residue levels. Recovery means by fortification levels were within the
acceptable range of 70-110%. The single and overall mean recoveries are shown inTable 6.3.1- 50. All
results of the method validation are in accordance with the general requirements for residue analytical
methods, therefore the method was validated successfully.
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Table 6.3.1- 50: RA-2012/00:

Concurrent recoveries for the determination of prothioconazole-desthio in

wheat &°
Analvte Sample Fortification | Recovery rates [%] RSD - %Q N
y Material level [mg/kg] | Single Values Mean | [%] @@\)[mg(/\\kg
0.01 101; 101; 97 ap100 23S o\@”
Prothio. 105; 103; 105; 104; 104; 102; 14%; o & o
1 Wheat 010 104; 108; 102;,,102; 105; 1029{1‘}\0 103 §4 | 0 ‘
conazole= 1 orain / Ear ' 100; 97; 1635103; 102; 1045°104; e ©\ @
desthio 102; 102; 109; 100; 102::$9 N SIS
Overall (n = 30) @ é Ja3 2% @C @Qb%
0.05 10798" 107 o’ Ros gsoe | o
Prothio- 105; 1025 H02; 1687106, 105; 1087 & [ .0
conazole- Rest of plant | 0.50 éﬁ)l; 1&103&;@;12&@8; (é\ ) 4} %QO.OS
desthio 102'@@1;9%&%3 Q Q& @o
Overallm220) > > & 5 O[103, |46 [o
0.05 @@Q@ Jos; 9&%}@;& @0© & @Q@O 9
Prothio- 106; 102; 1Q2} 102; 903; 100; ©
conazole- | Straw 0.50@ f %%3@?103@109; 1%99;@ 1 1%? 28> ] 0.0
desthio @ % U@ @7»@ A @ O
‘@veralﬁn=4@ EEEEN 9O o T02 3.3
Final determination as: Prothiocgnazole-dgsthio, dues@}culate@s: Protﬁ‘foco@le-de&t (o) &)
RSD: Relative Standard Deviat\i%, LOQimit, uanditation & @a %, $ @go\?
e e & e & ¥.O o O
- Residue results: &7 @ & SRS Q S
The residue results@e su@maris§in "ﬁ@%)e 6.3§?— 51 @ @
S O O YS Y e
o & S & L &
SEFSE N o S @
TN N %
2 N A SIRS @ ©
N & & & SIS
& o\)@ o\® % @Q o\© % g\
@)
§ RN > & >
@ @ § > S SE
@ O ¢ .0 © .0 @
VW 0O O S & D
¥ o K & o
=) N @% W2 %
@7 NS ISEREN
N N & @
%o N S @ @ S
S ¥ & Q
@° N S
&SR
&g &
& & ¢ &
S eSS
(O
$ & e s
&< &£
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Table 6.3.1- 51: Residues of prothioconazole-desthio in/on winter and durum wheat applied with

fluoxastrobin & prothioconazole EC 200 &
Study Crop Country | Application Residues* R
Trial No. | Variety FL |No|kg/ha |kg/hL |GS |Portion {»IDALT |J
Plot No. (a.s) |(as.) analyseq§ (days) | 6476- @Q
GLP q desthi
Year % O (mglkg) ©
RA-2012/00 | Wheat, 200 [2[0.1500 [ 0.05600 |69 |ea M 12001 QY
R 2000 0149/5 | durum EC \& m@& @g\” 23 @
0149-00 Creso best of plant %\@om D<0.08>
GLP: yes § Q& D70 R 1&@ a
2000
South > s@@ Q 3§ 23 o
T & et ofind
2) MEraini, N3 SN | <0.
D Y & o 2 e 4 |<001
RA-2012/00 | Wheat, 01500 |0.05000 60 [ear & | O G2 o
R 2000 0151/7 | winter O IS % O 0 1.2
0151-00 Sideral %J o\& %@ restaf plan o(u@ 0.2
GLP: yes Q' X @ O Q |0.86
2000 N %aw 135 4000
o & S L S |k Jox
S %@ Qlgrain® & 355, <001
. I .| 49 |<001
RA-2012/00 | Wheat, |8p 00 | 095000 |71 d@ar °.” | @00 [0.10
R 2000 0148/7 | durum < < Qe |y O @& o 1.9
0148-00 Soissop_ YO festofplare) 0% 0,08
GLP: yes Q $ O Py O o 2.7
2000 & @] [strawg, 3 029
) 2| ol 51022
D < n
P & Oy S [ 34 [<001
o 9 & & | 51 <0.01
RA-2012/06) | Wheat, 2011500 10.05090 | 69 ear 00 10.04
R 2000,0150/9 | winter ¢; ISEBRSEEN 0 1.6
0150-66. Tremi@® Q| O 35 ]0.05
GLP: yes Q\) w\ﬂ\ Q rest of plant 0w 10.11
2000 N CHE R N 0 1.4
9 @ I N o S 35 0.13
@ O D', O | @ straw 57 |0.30
Q © S B .
@ grain 57 <0.01

FL=F or@on, DALT =Days a@ast tr@ent:

Z

)

* determified as prothioco% ole-destio and calculated as pedthioconazole-desthio

M : before last applicatid®> %0 N @ N

ok :&h\z%’an treatment as carrfd u&{@iater@ge as\@iginally intended (BBCH 71 instead of 69).
[N Q

@ : @ & . : .
In the 4 trialsccondugted goo {Feport @-2012/00), residues of prothioconazole-desthio in wheat

grain at ha@t were alw belowv\va th@@ﬂmit of quantification (LOQ) of 0.01 mg/kg. The residues in

straw at ]@vest gedwee@%@.u mg/kg and 0.36 mg/kg.
<SS Ol
on® & <
Conglusiong, >
F (@ wh@residue tria@vere conducted with fluoxastrobin & prothioconazole EC 200 in southern
Europ@he product application corresponded to a prothioconazole rate of 2x150 g a.s./ha.
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Residues of prothioconazole-desthio in wheat grain at harvest were always below the limit of

quantification (LOQ) of 0.01 mg/kg. The residues in straw at harvest ranged between 0.12 mg/@ d ©©
0.36 mg/kg. Q\ @
@ @ @
& MR
Report: kca 6.3.1/0 GG . 200 M%\zﬁw-ou ©® < %
Title: Determination of residues of JAU 6476-desthio &KWG 4168 -qu spm{g))whe
following spray application of JA@476 & KW@M&S 460 E%izn Great Bri$ @
France, Germany and Italy Q @ § Ko o
Report No.: RA-2092/00 &© é\” Q <§ N
Document No.: M-087669-01-1 %4 @
Guideline(s): EU-Ref: Council Directiv %%’ 14/EEC &15 Jul@(%i%l anex@ par%&, pm@b
and Annex III, part A, poin 6 'y N
Residues in or on Treatiqd Prod# , Fg and d & S ~ Y
Guideline deviation(s): not specified S) @3\’ Qy @ (o & % o
X
GLP/GEP: yes % @ @ Q

Materials and Methods

O
In the vegetation period of 200@) a se&ﬁ@ 2 r@@ue L@s w@on act
The studies were located in s@@hern“‘ﬁranc@nd Ita@’ AN

N &) Q N @2

S & @ )
In each trial, wheat was %geat tw1ce £0a p@l t 1@&3 of 125 L/h %JA%®76%®&KWG 4168 EC 460
corresponding to 20 [.f of %thloc@laz% The water fate wggs 300 a The spray interval
ranged from 13 to ays T icati

1) during stem @)n t@n (BBC @3% andy \© §2

2) at the en% §mg % %&
with the last tréatméyt perfermed 42 da {&ha Q S) @
% LS &

@
AN
Samplé%gere taken a@%{e fo@wmg@er Is: § Q@ Q\©
— immediately aft@e firfal app@ﬁth,n, 6§,\ é& Q

— at a pre-harvegpinterval of @ day§35 days, 42 and rain maturity, i.e. 49 days after the final

treatment. @ Q \ Q @
@ @

€ \
Residui@prothioco ole- §h10 @:%re térmired accordmg to method 00647 (cf. original Annex
I, Section 2, Point 42) by H MS/M% th@ultlple reaction-monitoring mode (MRM) using an
electtospray interface (E fter @’trac , Ti @tlon and dilution. The LOQ with this method was 0.05
mg/kg for fora%rest of @ant @ str@w and 691 mg/kg for grain/ear.
5 &5 R

©@

S @ N . ..
Tl@h’nam stoffige @mds for prothioconazole-desthio in wheat samples from the supplementary
sidue figld trials are presented in Table 6.3.1- 52.



Page 128 of 463

B
Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

Table 6.3.1- 52: Maximum storage periods of field samples from supplementary residue trials

Storage Storage @"
Crops Substance Sample Material | period period Study No. . L
(days) (months) @ v
car 318 10.6 N N &
. o .
) grain 303 10.1 Q @ %
wheat prothioconazole- 'p ¢ ¢ plant 318 10.6 &ﬁ RA-2092/00 RN
desthio @ N M-O8766%£1>1 N Q>
Green material 345§ 115 @ @) 9 @
straw 303 1003 2 ¥ & o
: D
%@ N O S &
These storage periods are covered by the storag@blhty studQS ie. @%ﬁytes@er&@%wn@g be s@le
for a period of at least 24 months (cf. KCA 6. %% Q@j %\ %@’ S \% §
@ @ X & v @Q & %1 .
Sample extracts were measured within 24 (6§T not(;cce e rec Ver@ measred rr@ztly

with each set of samples ensured 1nteg§ty of&l% sam}le ex@cts gﬁmg the perigd of tinie b@/een
@ & S S X
extraction and analysis. Q K W\g o % 7, @ S Q
I S X S 3 &
No residue of prothioconazole-destjtio above 30% of e LOQY as f d ol les.
p dediospo 3% 45! ghe cpiR sl

- Method performance: Rec@@ry ratés we@determ@ed c‘%ncurr@%y v@h the sampleé%alyms in order
to check the accuracy of the res@ﬂe leél”s R@)Very@leans y t@lﬁca@@f} leve}s were within the
acceptable range of 70-F40%. %ﬁ: singf@and @rall@ean @c’overfés are, sl wn@’T able 6.3.1- 53. All
results of the method s@hdat]@q re acco@ance@@th t @genl re&lremcn@for residue analytical

methods, therefore methGd Wa&ahd@d su ssﬁ@ &
S
TSN
Table 6.3.1- 53: -2@/00 (%ncuﬁ:gent r@verle&for ge dete §unatl&n of prothioconazole-desthio in
whe @ © f
o,
Analyts 9 Sample " @ﬁﬁ:ﬁ@w Kecovel@fate%[ﬁ S RSD ?n(l)g(/)kg
@% Materigh” | evel | ol SingléValues O Mean | [%] |
QY & 0.06 O | wii101897 2 100 |23
5 & [ & 5 s
Prothio- oy, Os; 03 10% 4;104; 102; 106;
| Whea %10 S O 104 102;105;102;103; | |00 | 5, 0.01
conazo e'@ grainQFa |1 ~97 03 103; 102; 104; 104; ' '
desthio % ©\ Q ; 1025109; 100; 102; 99
& .9 @erall@gﬁ— o 103 |26
. N @ 0.0 @ | 19298; 107 104 | 5.0
Prothio- @ @\ R |@ps; 102; 102; 105; 106; 105; 102;
conazole- ®g3t of plant | Q.50 Q@ Q 101; 104; 103; 100; 99; 120; 98; | 103 4.6 0.05
QL 3 102; 101; 99; 103
desthio é O R &
S 20 @] Overall 6 21) 103 | 4.6
Q@ @ Y @05 98; 97; 96 97 | 1.0
Prq{&o- q @ Ny 106; 102; 102; 102; 103; 97; 100;
70 @ SV < 0.50 103; 103; 109; 103; 99; 105; 101; | 102 2.8 0.05
S
sthip” 101
@ Overall (n =18) 102 33

Final determination as: Prothioconazole-desthio, Residues calculated as: Prothioconazole-desthio
RSD: Relative Standard Deviation, LOQ: Limit of Quantitation
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- Residue results:

The residue results are summarised in Table 6.3.1- 54. @ ©©
Table 6.3.1- 54: Residues of prothioconazole-desthio in/on spring wheat applied @th prothmcolt@z
spiroxamine EC 460
Study Crop Country | Application Res1due@‘ a& N
Trial No. | Variety FL [No|/kg/ha |kg/hL |GS |Portion DALTO| JAB, Z
Plot No. (as) |(a£) analysed (da@ €N6- i
GLP \e @ sth o
Year @Q @ [\?(mg/ ©
RA-2092/00 | Wheat, |Ital 460 |2 O.ZOg 0.06672 | 63 green D0 Zﬁ
R 2000 0434/6 | spring EC > maiprial {Q% S
0434-00 Centaur @ @% Q8 kﬁo5 @
GLP: yes 0 R o %@J 1935 o [0.06%
2000 Europe, ) @ %, & .
South %, < @ res@f planfG 284, Q%
AP |@ R o | 3O 48 g
Y O demin O [xa2 | [%0.0
@ IS P IS M 49 &ol<0
R IS & | s S § 18
b))

A W s 17

D
<
e
RA-2092/00 | Wheat, |France ~|4605 |2 [§200048:06672)] 69, [ar <O [0 " 15
R 2000 0082/0 | spring | F- 55 S %@ S§ e 2P 286 | 0.06

0082-00 Furio Dof 02 2.9
GLP: yes ¢l | ] Il plegt @8 |0.63
Earope, © N <
2000 “SSouth o1 & 4 o Yeraino 35 [<001
“ @ o | & . O |« & 42 |[<001
P& g § PO I P B U
@ ' Q| b© @ straw 35 1.1
S O 2w R AR N 2 1090
o N\ & NI AN 4 |12
* determined as @thwc@zolg&@thlg calc&}%ted as @{hlo% ole- %@
N

@
In the é\trlals condyc@éd in_- @OO (report@i\ 2,0\@/00) %Fesﬂ%@of prothioconazole-desthio in wheat
grain at harvest w@ lwa&s <0, @%mg/{@ Th%@mdLés in straw at harvest ranged between 0.18 mg/kg
and 1.2 mg/kg. ¢ @ @7 . o @
@ O & .C ©\ o @
Conclusion'® © O O QD &

Four w@remdue trials Wer d@%ﬁ%d é@h pr&@loconazole & spiroxamine EC 460 in southern
d

Europe{Fhe product-ap licatfoh correspo rothioconazole rate of 2x200 g a.s./ha.
Residuyes of prothigci nzg%dest eat in at harvest were always <0.01 mg/kg. The residues
in sttaw at harvest rang tw@n 0. 18 g/k@and 1.2 mg/kg.
P &9
@ < Q & ©@
SN
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Report: KcaA 6.3.120 N T 2004; M-060549-02-1 .
Title: Determination of residues of HEC 5725, JAU 6476 and trifloxystrobin in/on at &
following spray application of HEC 5725 & JAU 6476 & CGA 279202 300 EQ the@
field in Southern France and Spain @ @
Report No.: RA-2019/03 IS a QQ
Document No.: M-060549-02-1 g N
Guideline(s): EU-Ref: Council Directive 91/414/EEC of 15 July, 1%1 Annex II, @ nt 6&
and Annex III, part A, point 8 N é\g
Residues in or on Treated Products@od and Fee@ g}ﬂ A @
Guideline deviation(s):  not specified @ § X
. & O %o N
GLP/GEP: yes @ & S QR O &
QN Q o & & < &@
o & R O @
N > NSRS
Materials and Methods N SR %\ %@’ @6 N 7,
@) @ & %1 .
In the vegetation period of 2003, a set of Z%esﬂﬁrl l\s@ms c@uctet@n s@hem Europ, e @als
were located in southern France and Sp<ﬁ9 \\ N ) Q % §

S S-Sy
In each trial, wheat was treated twid®at a d t%te @ﬁ 0 L/AR¥ fluepastr & prothioggnazole &

trifloxystrobin EC 300 corresponding to.0.150 /ha (&prot ioeonazggle. Thedemployed ater rate was
300 L/ha in both trials. The agplications wéte scled @p @vth s es H§i7 and 69. The
applications were carried Q@P\ at gr%wth@tages 4 l%lst i@ calzign) %1@1d 69 @nd application;
corresponding to mtervaIS@f 10- @days@ @ @ %@

% &
Samples were taken at“\the fo '. in <‘?@terva@ \© é% q&% \§
- prior to and imme, ely a er §inal hc n fo@ne t@ al, O &
- at a pre-harvest iitérva 34&% Q © @\ @@

- at harvest (B}§2H 8%\)41 46%1aysq&fter th,’ﬁnal tﬁg?atmer@ §

@’
Residues i@prothloconole dg\sf?ﬁlo W%e c}e@imne‘cco@mg tethod 00647 (cf. original Annex
11, Sectjgn2, Point 4. (Jo C- S in the ltlplé%act@a-momtormg mode (MRM) using an
electro@y interfa U Shxa %ﬁtractl ah Tiltr’a% anglo\allu . The LOQ with this method was 0.05

mg/kg for forage/@ of§l§nt @trav&and 0@ /& fO%ram/ear.
@ AN S
R Y &S S @
O © SN Sy
S K %)
. L & 9 @
- Storag% bility: % Q@ @ @ %
. NS
The taximum sto@ @ds f(‘@’prot cm@le -desthio in wheat samples from the supplementary
residue field trials are pl@’enteﬁl T%}jl 3 ©5s.

Table 6.3.1- 55¢ a&%ﬂlm s@ageﬁ@mds o%eld samples from supplementary residue trials

Findings @
® 9

@;) le Storage Storage
Crop &, @stan@ §f M@a ¢ eprlal period period Study No.
<% o Q (days) (months)
D

{\9 @@ @ & ear 195 6.5
%?eat Q@ pro@}jliocﬁ%azole- grain 168 5.6 RA-2019/03
desthio rest of plant 195 6.5 M-060549-02-1

straw 168 5.6
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These storage periods are covered by the storage stability studies, i.e. analytes were shown to be stable
for a period of at least 24 months (cf. KCA 6.1). @ ©©
Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured conciisrently?
with each set of samples ensured integrity of the sample extracts during theferiod of tim@)etw@y
extraction and analysis. @ €
§ & o
No residue of prothioconazole-desthio above 30% of the @Q was foun@t‘h the conté%gﬁsam{kss § @
N
- Method performance: Recovery rates were determm&d concurren @wnh the sa mple a@sis rdq& &
to check the accuracy of the residue levels. Recovery means byforti &atlonQevels&were Wit n@
acceptable range of 70-110%. The single and OV@ mean receyeries & shov% inT&ble 63 1- 562
results of the method validation are in accordgnce W]%%he @eral@}ulr&l@nm res@e ane \Q
methods, therefore the method was Valldated@lcce;&@ﬂly@) @% @ 3 .
S & @ R S & e
Table 6.3.1- 56: l;gt%l(i);g;g_; zoge(zgzlsltrlfe recg\%mes @ val@mn ‘e vei%as f(:é»@he dé\grmu§n of

Analvte Sample FOI‘tl&@th Re@@ryg& s [ 9\@@ @ § @D & LOQ
y Material 1eveng/l§<§] Siggle Values %em@ﬁﬁ @§%]\% [mg/kg]
. 4 ;0 O
Prothio- Wheat “Q%@l S o 9®2 &@ o & 1&
conazole- graifl §0.10§»\\ é 1 0&'%95; 88:.95 Q«? & | 5.2 0.01
desthio . P| ovérhn e7) &7 e 94 =738
Y
G o Dol Lo S
conazole- Stragy 0,500 @ | 89398 97 @ & [s52  |oo0s
desthio SO | ovenn =6 9 o Y 6.4
L TR N
Prothio- O & lovs &N qplogdees T & |9 47
conazole- Restégt planty| 0. 5& o 1 0% 94 @s@ S) 8 - 0.05
desthio, 2 o | gverangrs) O 7 O Yo 4.2

Final de&%@matlon as: Pr(@nocon@e desthio, Residues cafdulatedts: Prqth@}:onazole desthio
RSD: Relative Standam@gwatl&&LO%gmlt 0$antlt:mon %currel@ overies in italics.
BN @ ©
5 &
- Residue results results? % S @@’ \% SN
The residue J‘ilts su rised in Table 6.3 (O57
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Table 6.3.1- 57: Residues of prothioconazole-desthio in/on wheat applied with fluoxastrobin &

rothioconazole & trifloxystrobin EC 300 &’ S
Study Crop Country | Application Residues R O@
Trial No. | Variety FL |No|kg/ha |kg/hL |GS |Portion | DALT
Plot No. (a.s) |(as.) analyseq§ (days) 6- Q\)
GLP q des
Year S O] (nghkg) |9
RA-2019/03 | Wheat |France |300 [2]0.15 [o. 69 |restofplant | QD> [ (024 ’
R 2003 | Frelon I EC é@@ 2 &” o7 D &@
0134-03A q & D70 Q 20 @
GLP: yes % Q <0.01
) oy g Q 3§
003 Q 5 R @00@
L o % Q) o,
2R Astraws, K35 | <0.05
Y
> G & e BT @ oy
RA-2019/03 | Wheat |Spain_ [300 {3 [0,1422[0.04740 [0 |grain & | 3% 01 @
R 2003 0257/6 | Yecora | E- EC& \\ IS % Q" |x46 O.(§
0257-03 @ | 0L S G S
GLP: yes Europe, @Q é\a Q\ @7& strawy é 3@? 0.4¢’
2003 South -~ (P @ ST S IR
Residues determined as prothioconazole-dsthio d calo@iated a@othio yrazole-dsthiq © Q) ~
() : before last application @ &@j‘ (g > @® Q % ©©> N
S @ @)

In the 2 trials conducted 1nv§j00 é«epo @RA 2@59/03)@1*681(111& o@?ﬁh c@@naz@ desthio in wheat
grain at harvest were <00%%a 11% Tke res s ingstraw @@harvést ra@ b@een 0.27 mg/kg and
0.62 mg/kg. y\g Q& @@ . . S)
v % @ $ @Q SR @

Conclusion @ & \ Q @ &

Four wheat res@e trid Were&con ucted W&g} fl ?astrob% & thl%ﬁlazole & trifloxystrobin EC
300 in north Eur@e THO prodfit appf%tl% §@ond o aggrothioconazole rate of 2x150 g

a.s./ha. Re%ues of@jrothl&onaz’gle desthio 1@Nheat t arvwere <0.01 mg/kg. The residues

in straw@harvest ran@” bet %n 0@7 mé/kg and@62 «Q g. @\
& & & e =

)\
BrO

v
@ \ %@’
Report: o QKC %3 1/@% 2004; M?§8785 01-1
Title: \©) @ ]ﬁ@rml aﬁw&)n ofeesidugs, of t@oxystrobm CGA321113, and JAU 6476-desthio
v&ﬁl@at SQ 10\& spr@ application of CGA279202 & JAU 6476 (325 SC)
ftll

% ein the@d in @aly 0
Report ]@ 9/Q3

N RA Q
AN & .
Document No.: DEST8SI1-1 @ 8
Guideline(s): % 1\@ N Q §

Guideline devi m(S) -

@
GLP/GEP: & % e §

‘@
o,

©@

O

% Ny
Materi‘ﬁ? aneth d? @©
@@ Y
A@ﬁl otg@?o trials wer@onducted in southern Europe in 2003, in Italy and Portugal.
Two cations were carried out with the formulation prothioconazole & trifloxystrobin SC 325. The
first application was done at BBCH growth stage 47 and the second at growth stage 69. The interval
between applications was 9 and 15 days for the two trials.
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The application rate was 0.92-1.0 L product/ha corresponding to 0.161-0.175kg a.s./ha of
prothioconazole (the 1% application in trial R 2003 0942/2 was under-dosed by 6.3%, and @ 2“d©©
application in trial R 2003 0981/3 was under-dosed by 8%). The water rate was 277-300 L/ha. 2 @&
In trial R 2003 0981/3, samples of ear and rest of plant were taken on day 0 aft%@re last appl&c@tlo apd
samples of grain and straw were taken at harvest (day 35). g @

In trial R 2003 0942/2, samples of ear and rest of plant were taken da % (1mmed1at®y aft ﬁhe 19

application). Samples of grain and straw were taken at @drvest (day 38) and on da@4 @r the@jﬁs%t @
application when the commodity had reached final harvest maturity. O W &
K 2 O &
& @ % SEIS)

Q RO &
Residues of prothioconazole-desthio were determi =-‘»,c accordrng@ me%ed 0@717 (ck, origin@ An&
g

I1, Section 2, Point 4.2) by HPLC-MS/MS in th&n ultrple rea‘%ron -méHitorin o&QMI&l@) u@an
electrospray interface (ESI) after extraction, ﬁd&ra‘uon @d dilgton. "Ehe L it s method was 0.05
mg/kg for forage/rest of plant and straw and 601 g té@%ral ©@’ O g

S L@ s 9O & &
%\\6&%0©

AN

(ZXEREN o @&9\ &@

@Qi&é\g@@’% @@@
RN

Findings

- Storage stability: g RN &, N
R e o &
The maximum storage periods@or pr&hiocor@’zole@sth@n Wl@t @ es A\J@ thgsupplernentary
residue field trials are presented i Te%le @1 5& & % ©

Table 6.3.1- 58: Max1mlrm@0rage@erlog§f @amples from supplgﬁrnta@%resmue@tnals

ag Storage
Crop Subs@mce @@ Q@ampl@l\’[a@al ;@;{od© period \@étudy No.

*ﬂ(day/s) @onthﬁ
SR EY Slaegy” ]800
wheat éggo%@ona I~ C%grainf% S 324 L |7s RA-2109/03
grech matd@al 268 © (@9 M-068785-01-1
.2 %, ,&@ @w O Yow @15
A @ ©
These storage per are Ner y the@%)ra&ﬂ\stabrgty stu@s i.e. analytes were shown to be stable
for a period of at st 24 mont KE€A 6, @’ &)
Sample extracts Were [ﬁlt 024 hQurs ol not, &tceptable recoveries measured concurrently
with each s saer s éx%urg\mte of %@e sa%)%% extracts during the period of time between

extraction nd analysis. S @
S P A @ R
No regdue of proth@onaz%de delo al@ve 30@& the LOQ was found in the control samples.

'S Q
- Method perfopmance: Recox&% rat@ wetermmed concurrently with the sample analysis in order
to check the §<curac§g‘bf £ resr@ leve > Recovery means by fortification levels were within the
acceptable eaf £90-110%. "J;ge smnd overall mean recoveries are shown in Table 6.3.1- 59. All
results oe m@od V@ld@are n accordance with the general requirements for residue analytical
methq§ there th%met was validated successfully.

& @@@’e

&
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Table 6.3.1- 59: RA-2109/03: Concurrent recoveries for the determination of prothioconazole-desthio in

wheat &° >
Sample Fortification | Recovery rates [%] RSD LQ% 4
Analyte . o G
Material level [mg/kg] | Single Values Meany, | [%] @@g/kél
) . D) 7
Prothio- | vy 0.01 98; 103; 85 952> 9.7 O\@
conazole- o 0.10 96: 96 6 o (%@ 2
desthio gram /kar 3 NS
Overall (n = 5) @ |96 INNES
) . N4 o,
Prothio. | Green 0.05 109; 106,§9§§ Q104 gss & @
conazole- | material /| 0.50 93; 102% S 100 Q| - R @5 @Q}
desthio Rest of plant _ °
Plant | gverallm=5) @ G710 (8 | @(%
Prothio. 0.05 957196, S [se py 120y ] O
conazole- | Straw 0.50 O0:97%” & o W & |o |eos
desthio Overaln=3), L © _© R s 91 & o

Final determination as: Prothioconazole-desthio R csiduéscalculsted as: Prithiocosazdle-desthio v
deten foconazaldesthio REiduts iloulfisd s FoocoReadlo it & &
RSD: Relative Standard Deviation, LOQ: L1 nggmtatlo o Ro @ Q
@)

KQQQ\@’%@@@@
&

. % Y
- Residue results: @ v o > ®\ @b @Q \%
The residue results are summargsed in@le (zgfjl- 6@> @® & @© Q
. @ ) S A
Table 6.3.1- 60: Residues % Y%’rot%conas@ye-deo in/Qn soft%vhe%&pplje\@with@)rothioconazole &
trifloxystrobi® SC 3 A O
Study Crop ou@y _Applicgtion . @ @& o Re§i*dues*§
Trial No. | Vari S | ke Bartion ° |
prial dv| o =[FL oNol k kgL (G5 tlon§\ DALT .;4Alé
o . @ 'S (a38.) §@>.s.)@@ R ; alyé; (days) ¢ 7th-.
v . esthio
Year & A NI SN (mg/kg)
RA-2109/03 & Whedt: 7104638 | 005828 369 | green 9 075
R 2003 0942/2 ] soft®” o\@g §* Q" { Waterial
0942-03 - Centaur 0.1750 @ Q car 9 0.11
2003'3@ . P | sol & L O v L9 [grain 35 |<0.01
A
S & & Tk RN 44 <001
N @ N R AN I N straw 35 [0.64
2 § @ o S 4 075
RA-2109/03_DWheat: %zs\Q 0\1%914 0.05828 |69 | green 0 0.99
R 2003 098173 | soft QY 19 > material
098103 5, | Bancal oF |17 car 0o | 14
GLP:y N | Europe, &@ Q\ grain 35 <0.01
2003 Q o or |
S % @! Lo & straw 35 1.9

* detetmined as prothioconaz@’-dest@ and calculated@s prothioconazole-desthio
@° N
&
In the 2 tri@&con%%ed @003%@0@RA-2109/03), residues of prothioconazole-desthio in wheat
grain at harvest @re <@01 @kg. The residues in straw at harvest ranged between 0.75 mg/kg and
D <)
1.9 mg §2 Q
SIS

S . @ X
Conclusion, v N
Two v@ residue trials were conducted with prothioconazole + trifloxystrobin SC 325 in southern
Europe=The product application corresponded to a prothioconazole rate of 2x175 g a.s./ha.
(the 1** application in trial R 2003 0942/2 was under-dosed by 6.3%, and the 2" application in trial R
2003 0981/3 was under-dosed by 8%).



Page 135 of 463

B
Bayer CropScience 2015-10-31
R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

Residues of prothioconazole-desthio in wheat grain at harvest were <0.01 mg/kg. The residues in straw
at harvest ranged between 0.75 mg/kg and 1.9 mg/kg.

. N
& @® v
O
Report: KkcA 6.3.122[ GG . 2003; M- 298110@ SR
Title: Determination of the residues of BYF 00587 and JAU 6476 in/on winfr Wh@and &
wheat, durum after spraying of BYF 00587 & JALL%%6 (225 E Gh theGield in
Southern France, Spain, Portugal an@aly AN Ry \\ S @
Report No.: RA-2038/07 & & 9 2
Document No.: M-298110-02-1 IS Q 5 ~
Guideline(s): EU-Ref: Council Directive 91{&14/EEC of J@lS 1991, A&@x II, part A, tion@
and Annex III, part A, sect] Q & @}
Residues in or on Treated Broducts, Foo /\3@ N\ %@ Q>
EC guidance working d@umen@jﬁw 5 re 7 @ N v
Guideline deviation(s):  not specified @ @% ] & % o
e ST S FEE TS
Materials and Methods @} \\ @ |\ & W;\ QA S
Q & ‘f\g Q & O @9 @Q

S
Four trials were conducted in th getat@ﬁ per%d %07@ n F@%ce, Spain, &)@r)‘cugal and

Italy. The trials were conduct@ on y&f@ter W@at ( 1als@%d $Mm et1 &f trlal) Bixafen &
prothioconazole EC 225 wassippliedtwicgqat the re@ﬁued&rates 2%;0} produgt/hagprresponding to
0.188 kg/ha prothloconazol%’ T trea nts re cafied outat @growﬁ@ stages "flag leaf sheath
opening" (BBCH 47) alag end 0 ﬂov@mg §BCQ 69). @epend;ng oT@le @ the spray-interval
ranged from 14 - 21 d%s Th ter@te wa®300 a in &M triads.

Samples of green r1a1 @re n juss pr1(§o 1mme@atel;§fter 4@% final. Two trials were
designed as decli rie ﬁ e. sa@les re collected&he 14 Qnd 28 dgys after the final treatment.
First grain S?ﬁ takeﬁ on ay 35&@ in Qﬁe tri@Dngérly @phng of grain (GS 87), an
additional saripte w. aker@n da 89@%% @@ S @

ST
Res1due§§g%prothloco@z e@%tb %re d@en@ed rdmg@o method 01013 with a limit of
quantl on of 0.01 &)@/kg fg%rail gree@nﬁat@n@ and %aw &@KCA 4.1.2).
§ N > \ @%’ & @
Findings © @ @7% RS
©©Q F.L & o ®
SN
SRS
: @ Ny
The ma&um stora %erm(@for prothig &a desthio in wheat samples from the supplementary
idue field trial ted b 3124l
residug field trials are p e@e 1@3 @ﬁ

N
Table 6.3.1- 61: Max1mu@gst0r§g>e periods 0f J@d samples from supplementary residue trials

@
- Storage stef’@itv:

4 g Q Storage Storage
Crop @ Sl&%nciﬁy Y Sa@ple Material | period period Study No.
. R @) AS) (days) (months)
Q@ @} © @Q ear 105 35
& & & <3 grain 103 34
at @@ pr@“ zole- green material 141 4.7 RA-2038/07
Q desthio M-298110-02-1
@@ rest of plant 105 3.5
straw 103 34
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These storage periods are covered by the storage stability studies, i.e. analytes were shown to be stable
for a period of at least 24 months (cf. KCA 6.1). @ ©©
Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured conciisrently?
with each set of samples ensured integrity of the sample extracts during theferiod of tim@)etw@y
extraction and analysis. @ €
§ & o
No residue of prothioconazole-desthio above 30% of the £QQ was foun@t"n the contr&gﬁsam{k@s § @
@
- Method performance: Recovery rates were determingd concurrentl§dwith the sa n. a to\grdq&
to check the accuracy of the residue levels. Recovery means b ortlg)&atlongevels were v@hln
acceptable range of 70-110%. The single and OV@ mean receyeries & shov% in T@le 63 1- 62CAll
results of the method validation are in accordgnce W]%%he @eralgﬁulr&l@ms res@’e an@ﬁlcal
methods, therefore the method was Validated@lcc%@,ﬂlyé}f &

] @’
RS GG IS S
Table 6.3.1- 62: RA-2038/07: Concurre%%recgv%mes f@%the i@rmtlon &@ pro@econ ole-d© io in

cereal

&
Analyte Sample FOI‘tl&@th Re@erlﬁ@ s [ ?\@@ @ § @SD @) LOQ
. - 4 N
Material leve@mg/l&] Single Values ﬁ(\? o ©9Me<glp [%L [mg/kg]
081 . 97,9796, 106293 00099 Y | oy | 2.6
RO o o)) 95:03;95,91;93:900 7 |95 |33
io- SN P < g
i’;‘r’l;hzlgle_ Cereal 2 107 o7 | 9079595890399 « " <C} 9457 3.6 ool
. rain # ﬁg 9 Qo b\g & |- '
desthio & Ko @ 9 D 6 o & & o
P TS TS S
S O | overaliRecovery m=38) & & Dos |39
© ] Y
§ @@ 0.01 5 3 98;9% 90,97 & v |95 |38
@ ol 9770; 9588 O i 93 |45
Prothio,—\@ Cereal s &” @ @; 95;95; 9. @ o 91 39
conaé@ green O S ) T @) 0.01
desthi materict - [0 @@ 89; §3; 82 . 85 |41
57 Shog 7 [gyse s . 85 |18
2 @ @éralk&écoyg}\y (n=19) @U 90 5.5
O P Doorl T O 92:88; 104;93; 104 9% |77
Q O © S
N Ol N |69 8804 103 95 |65
Proth] Cereal. @ [0 7 Pss;93:91:93 o |26 |
conazoie- .
deftio s (50 @ | saosr 85 |51
@ ey Y [ - ~
@%
N r(@Vﬂ"ﬁ@Reco@ry (n=17) 92 7.3
RSD = Relatiy&Standard Bevi@q, LOQ= Pal Limit of Quantification
These recovéties w erforteed withtbarley aid wheat commodities during the conduct of the studies RA-2037/07, RA-

2038/07 203947, RA-2040/07,RA-2041/07, RA-2042/07, RA-2043/07, RA-2045/07, RA-2046/07, RA-2049/07 and RA-
2050/0@% real marisds wheaf@ind wheat. Recoveries for wheat are also valid for wheat.
* zﬁvene T res (.-<~\ ant ate covered by recoveries for green material.

# oveé@ for ear are co@d by recoveries for grain.

- Resi@ results:

The residue results are summarised in Table 6.3.1- 63.
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Table 6.3.1- 63: Residues of prothioconazole-desthio in/on winter and durum wheat applied with bixafen°& @
prothioconazole EC 225 S
Study Crop |Country | Application Residues* R {og
Trial No. | Variety FL [No|kg/ha |kg/hL |GS |Portion @@ DALT [JRU &
Plot No. (a.s.) |(a.s.) analyseddr | (days) q 763 <
GLP desﬁ@ &
Year f, § ' (m\gﬂcg) L
RA-2038/07 | Wheat, |Portugal |225 |2 |0.1875 | 088255 |69 |g ) 07 @
R 2007 0424/0 | winter | P- % faterial QSi) 14 %
0424-07 Galeira d «'Straw 5753 Rl 0.6D
Usm o [0
o) st 5 W 060
. @ gest of plant | 3 60 <&
. o %Q Jrear & 35 0,08
South ] O | T oSS .
RA-2038/07 875 69 |green O | 00 (978
R 2007 0425/9 m ter'g@ 0 |27
0425-07 %, §® T 2
GLP: yes § S 1 @.; 4
2007 S &7 1S :
Graw ©~ |35 ) 1.5
kS P53, | 16
gréin 397 |0.02
N L9 |83 | <001
RA-2038/07 Lgreen S B 00 |0.27
R 2007 0423/2 matetial &P 0 0.31
0423-07 sttaw S | 54 0.27
GLP: yes -
grain g, 54 <0.01
2007 ]
rest&F plant | 36 0.20
@ @r 36 0.02
RA-203807 areen 00 033
RZOOK 2/4 | winte material 0 0.92
0422-07 Andalou 7 0.70
GLP: yes NS o D 14 0.24
N > 28 0.05
2007 & . @;\y o &
q ©Q ope, South ¢ SINES > straw 63 0.10
Q O O \\ N @\ S grain 63 <0.01
S\ S § %Q Kz %@ ear 35 <0.01
@ L9 Q 2 N restof plant | 35 0.07

* determined as prothlo@@azole esthio (\
() before last applicatiow @

GS = growth stage @%3§CH 00@3 at @appl]@tlon
FL= formulatlor& %% N

<&

N
In the 4 \ s c@uct@n 2 (rep@t RA-2038/07), residues of prothioconazole-desthio in wheat
grain e§?‘

d calc@te as prothioconazole-desthio

anged frop{d<0.01 mg/kg to 0.02 mg/kg. The residues in straw at harvest ranged
betweett 0.100ng/kgand 136 mg/kg.
S

Conc@
Four wheat residue trials were conducted with bixafen & prothioconazole EC 225 in southern Europe.
The product application corresponded to a prothioconazole rate of 2x187.5 g a.s./ha.
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Residues of prothioconazole-desthio in wheat grain at harvest ranged from <0.01 mg/kg to 0.02 mg/kg.

©©

The residues in straw at harvest ranged between 0.10 mg/kg and 1.6 mg/kg.
Report: kcaA 6.3.123 | . . 2003: M-298650-02-1 S
Title: Determination of the residues of BYF 00587, JAU 6476 anWG 4168 in/@l@vi
wheat and wheat, durum after spraying of BYF 00587 U 6476 & &Wq
(400 EC) in the field in Southern France, Italy, Spain and Greece Q @
Report No.: RA-2041/07 &% N 2
Document No.: M-298650-02-1 ©) S Q
Guideline(s): EU-Ref: Council Directive 91/414>YEC of July 1@@ 991, Anne pa \sec6
and Annex III, part A, section 8 © S Q)
Residues in or on Treated Prod@ets, Food and@ Q @© @g}
EC guidance working docu ’2.?\ 7029/VI/95 5 @@97 0@2) &
Guideline deviation(s):  not specified Q? \ @@
GLP/GEP: yes & & @ % %@J S °\ %y
@ O
Materials and Methods ) > @ < & O @7 @&

In the vegetation period of 2007, a se &4 1@& ue s o&%mt@g@hea tri and@'rum @arieties
(1 trial) was conducted in southern @r pe%\j he I 5 we@@ocat@i iné@fg soutliern @nce@pam and
Greece. Q\ S,
9 L S 9 & N
_ @ & (g @@ @

In each trial, wheat was {icated twices@t a product %ate @ .5¢ch/ha BYF 0&7 (bixafen) &
JAU 6476 (prothioconazolg) & gw @8 (@roxar@he) E% 4(@corr<e§%ondlﬁg to 0.150 kg/ha
prothioconazole. The treatments were c4fried @ at tge grovs@h‘“stagésa" ~feaf s@th opening" (BBCH
47, except for one trial at B 52)@nd "efid of f@wven @ (BBEH 69). DQ&@hng on the study, the
spray interval rangeg from 8-26 dgys T%@Wate te w@sﬁOO L/ha in@ll triafs.

N Q{@ o @@
Samples were n @N he foll%wmg%nterv s §
- prior to and@nme@ely after the$inal @phca@h &
- at a pre- h@§vest interval (g)? 35 days aﬁg the @xal tre@men@

-atha%@»(BBCH 89059 @Kﬁ & o @@ <

Plant material wa@lect&i a@re h@est @erva@f ys as well as at one later date to obtain
harvest values. Tais a@on at @ neeted to sure iyt samples of mature plants were available
independent dfthe th@ age @ache@%ollo@ng tH&” proposed pre-harvest interval of 35 days.
Dependlng c@ the growt ge amg;@ 1 plés were divided into "ear" and "rest of plant", or

"grain" apd)'straw".
@9 Q \

& .
Residyes of proth&na@e—des@ﬁo gxf ined according to method 01013 with a limit of
quaxltatlon of 0.01 mg/K& for @aln @re n 1&@61‘131 and straw (cf. KCA 4.1.2).

@*
& oAn N
@éﬁ\%@ﬁ&@@
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& &
Findings @\ v
& S
- Storage stability: 3 A S . &
S L o
The maximum storage periods for prothioconazole-dest}@ in wheat sa@ples from tl{g&supplg%ent
residue field trials are presented in Table 6.3.1- 64. V @ @@ Q\ %@ &@
Table 6.3.1- 64: Maximum storage periods of field samples from supple@entary residite trial@Q ﬁ@ c&©
" | Storage Q’|Storage < @) @
c ' % & &
rop Substance Sample M al | perio pexiod Q Stu@y NO@ @
(da@ ‘monthzy K\ Ry ?
ear o 2| 168 «@§’3.5@Z§1 K &\ N
, gainy gy |7 o [3¥ ] © & 5
wheat prothioconazole- greén material 141 & &%7 © RA-204507 S
desthio Q 5 ] N o 5?1—298@0-02-1 RS
ofplant  « 7| 193 35 @ & O

Phrawgs S ke B @v § @ 9
Ty o > & 0.8 &<
@ % vy S @ N
These storage periods are cq&?ed bythe stQrage stgggility&udi&@i.e; a@ylyteg@were shdwn to be stable
for a period of at least 24 %onths@f. Ké%.l @§ © @ N 9

Sample extracts were m&asuredywithin 52 houss, or ifot, a@éptabﬁﬂrec@ies@asured concurrently
with each set of samples en d i@grity@f th&m}i{@xtraé& duéing tlz\@‘iod of time between

extraction and analyg3. NS @
&y .
@ \ % \ 13 @ @& @
No residue of hio@qazole&lesth'@ abo30% «Q? th%@Q §s found in the control samples.
SENCEE S @

- Method pésformance: Recov @ates&gere (@emﬁr@ co urren@ with the sample analysis in order
to che@e accuracy@% th %@sidu@@evels. Rec§®ry rhieans @%fortiﬁcation levels were within the
acceptable range of> (@ 110%. hgq\sﬁingle overall me;\?f re&yeries are shown in Table 6.3.1- 65. All
results of the met@ Valiéﬁt@ in"@@cord@e w&theneral requirements for residue analytical

methods, therefd?e the gvthodQwas V@date&ucc fullyes
@ @ <& . S é§§ g
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Table 6.3.1- 65: RA-2041/07: Concurrent recoveries for the determination of prothioconazole-desthio in

cereal ° S
Sample Fortification | Recovery rates [%]* RSD |- %Q N
Analyte | \poterial | level [mg/k - Y kel
ateria evel [mg/kg] | Single Values Mean | [7] Imelkg
0.01 97 97; 96; 100; 93; 94; 99 @91 |26 5], &7
N
0.1 95; 93; 95; 91; 93; 100 NEEE N
. . X
Prothio- | ~ 1.0 92; 95; 95; 89993; 99 & 94 «[3.6 Q
conazole- rain # @ OO 0.0© q
desthio & 5.0 89 @Q - @] - é\ﬁ ©
10.0 86 @ R o R I© &
Overall Recovery (})@?ﬁ) @%f @4 é 39 .. @
0.01 98:94:90.97 B N @posyy |38 [
0.1 7 90@5; 885 S @ 145 4
Prothio- | Cereal 1.0 A 87, 65705, 6 89 R o1 G309 @
conazole- | green S S5—©
desthio material* 5.0 @% 8% 85; % SN (<$ \9\ 8% 4l :§
100 Q JJexeess o N O |8 Qrs
Overdll Recobery m=19) ° N & P90 & 5.5.7
091~ o7 |82 ssavh o T e
BN 95:88:94;103  @° ¢ |95 @65
Prothio- | -l ) L. 0@ @ 85293; 91,93 Q1919 |26
conazole- straw N @ 0.01
desthio N 80@7 . B @ 5.1
Q ﬁo 05,7 _ |84 @ SO AN - -
& & Ovemll Reeovery =180 .0 . o 92 |73
RSD = Relative Sta@d E\latlon &éQ Practlcal%\nt o%?uantlf @mn @ S
These recoveries, &bre p ith wl‘é t@‘ley odifies duriggthe con%ﬁct of the studies RA-2037/07, RA-
2038/07, RA-2039707, 204 S RA-2041/07, 204@7 43/0TRA- 20@07 RA-2046/07, RA-2049/07 and RA-

2050/07. Cer@} summarises barley and@heat coverfedor baffy are gso vali '8 or wheat.

*= Recoverfes for rest of pl ed b overies or n ma
# = Recdieries for ear are &vered @recove@fo rain. Q\©\
S-S S
& . xS C&
- Residue results;™> > o> @ © S
The residue re@ﬂts aré%lm@lsed@@'rab 3. @%6 @§
Q A ~ >
SN
% N @% y %o
@7 @QD ) N @ ©\
B S ® @ O
S fﬂ & O @Q &@Q
S NSRS
RV
& o &
& & & ©§’
NN N S
< @@ § N
@ & <
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Table 6.3.1- 66: Residues of prothioconazole-desthio in/on winter and durum wheat applied with bixafen &

prothioconazole & spiroxamine EC 400 &’
Study Crop Country | Application Residues R
Trial No. | Variety FL |No|kg/ha |kg/hL |GS |Portion &} DALT
Plot No. (a.s.) | (a.s.) analyseq§ (days) égl 6- Q\)
GLP q desthi
Year % O (mglkg) [©
RA-2041/07 Wheat, |Greece 400 |2 ]0.1500 O.C@OO 69 | green: %ﬁ% ‘™ i

R 2007 0526/3 | winter

0526-07 Moro
GLP: yes (durum) &®\t§a'w 3\:% Q 1'%@
Q) grain, < 35 0.@) @
2007 o (S &
@ Q g @
AN IS N

RA-2041/07 Wheat,
R 2007 0525/5 | winter

0525-07 Bolido v S| % |on
GLP: yes R1 SIS
2007 Y @rain & 9@5 ) <0.01
rest @plan@P 36 035
ed 362 0.0
RA-2041/07 %ee 200 10.13
R 2007 0446/1 ﬁmat% S 1.4
0446-07 staw -9 44 0.73
S yes “ Ehin & | 44 |<001
Nz Sil}uh olear? 35 |0.08
’ re$thof plant | 35 0.63
Sl P S P P e
RA-2041/07 | Wheat, |France,. [40Q [2 [:0.F500 @5000L 69 «{ green 0om 10.17
R 2007 044?5773 winter | F- ) @ @pmaterial 0 0.99
0445-0 Autan () S <& o [straw 44 005
% o
GLP: ye N é S A\ grain 44 <0.01
2007 NS . S
@? Fur 2O | WO > ear 35 0.04
q South 9@7 3\ § «§ rest of plant | 35 0.05
Of ¢l NPl

Determined %prothioconazol@esthid ca %@l%ted a%%othio@nazole-desthio
pplication N

@ before
GS = groﬁswge (BBC ode) at%t a%hcatlo @
FL = fogmulation o4 @ \
N Y S S
& © Q
In the 4 trials @nductgd in 2007 ort @-2041/07), residues of prothioconazole-desthio in wheat

grain at ha@%‘t ra&g%d fi <001 mgjkg to 0.01 mg/kg. The residues in straw at harvest ranged

betweenOsQ @gan&)@ g&kg Q@

Concmﬁ)n @ % @
he@)?emdl@’trla @Vere conducted with bixafen & prothioconazole & spiroxamine EC 400 in
‘g@rope The product application corresponded to a prothioconazole rate of 2x150 g a.s./ha.
Re51d f prothioconazole-desthio in wheat grain at harvest ranged from <0.01 mg/kg to 0.01 mg/kg.
The residues in straw at harvest ranged between 0.05 mg/kg and 1.2 mg/kg.

@
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Report: KcA 6.3.124 L . 2011 M-399682-02-1 .

Title: Determination of the residues of fluoxastrobin and prothioconazole in/on durum at &y
and winter wheat after spraying of Fluoxastrobin & Prothioconazole EC 15(& theé§
field in France (South), Spain, Italy, Portugal and Greece @ @

Report No.: 10-2156 & ' ©®

Document No.: M-399682-02-1 g N

Guideline(s): EU-Ref: Council Directive 91/414/EEC of July 15, 19% Annex I, p§A s on 6&
and Annex III, part A, section 8 N é\a
Residues in or on Treated Productsg od and F ee g}ﬂ A @ @
EC guidance working document 7029/V1/95 rev \< 1997 07-22Y2 § é\a ©§

Guideline deviation(s):  not specified @ & é\ﬂ Q o N

GLP/GEP: yes N Q PRI @) &@

o @ R © & @
99) N . \
&° Q@J IR W\’ 2§
Materials and Methods & @ A S @% @§
v O L&D
v @ K

In the vegetation period of 2010, a set %re dﬁe tri %on spying @wm§ Wh%t was ﬁﬁu in
southern Europe. The trials were loc 1n ﬁmce @Gree%e, Ital Spa@\( Por@al ®)

In each trial, wheat was treated twm@ oduct@ate QQ L/h@ﬂuo robi 1oc%azole EC
150 corresponding to 0.200 kg a. @a of p h10c0naz§e Th@a‘[e e W 00- L/Ka: The spray

interval ranged between 14 an@w da%s Th s w@ca ou@ th%@rowth %ages BBCH
45-61 and BBCH 69 (end of iﬁwemfg) @ @ .
N

° 9
Samples were taken at thg@fbllow@g mQ & N § @ v
- prior to and 1mmed1@t\gely aft e f@al appijcati .@)“. alldhe als and w?j 14 § and 28 days after for
4 trials, ISR S Q %\ é& &
- at a pre-harvest nﬁwalﬁf 34-3 ay@ter the ma@a‘m@t
- at maturity (B@{ %l 41- &}fteqr&the la&%ph&emonb § r\g

Residues o prothl@’onaz%lfe desth erml acco@ng@ method 01013 with a limit of
quantitatien of 0.01 rn @ n ma erla@nd s (c&@CA 4.1.2).

Remduégf prothloc@azolc;@hyd <§h10 @othlo%@nazo@4 -hydroxy-desthio, prothioconazole-
5-hydroxy- desthlo@rothfgcon e 6- I@iro %est 1o and§prothloconazole alpha-hydroxy-desthio

were determmed@%or (:§ & 97 01 \d! h a linit of quantitation of 0.01 mg/kg for grain,
green materla]@nd st (cf 2) @ «§
@
Q
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Findings

- Storage stability:

S
> @9
I@@

The maximum storage periods for prothioconazole-desthio in wheat sampl om the supﬁlem,e

ry
residue field trials are presented in Table 6.3.1- 67. % § @Q\ &
Table 6.3.1- 67: Maximum storage periods of field sample supplemeéqj}fﬂy residue triﬁs S Vé\g
intta_ ™ 2 e |
grain " 148 Q 4.9 & Q <
car QY 146 @ |49% (O @9 @}
prothioconazole-desthio green, materiad, 187©U©v 27, @ © ° §
rest@plagt@ lé%” @ %74.9 X < % .

N T )
v
duain @155 & 152 &7 & osres

R

prothioconazole-alpha-
hydroxy-desthio

K S
wheat prothioconazole-3- hydroxy&© Q%G% O\Q &4 v h@ 5.§ éy 5 __3199682_
desthio Q % S SR O M
prothioconazole-4- hyd@xy- gree@nate 189y S 56.3 @@) %
desthio $ \ @ | o % S
prothioconazole-5-hydroxs fofpfant @140 S N 4D
desthio @ g < N ;55\ b Q —
prothloconazole% h@xy str@ 6@ 1§ . b 53 §
desthio S Q ANl S
ANV S S

These storage pe@ ] ar@%ove u@- tﬁﬁtomge stagﬁty @ws @e es were shown to be stable
for a period of s months (c&J )
Sample extra@ we;a& eagured within 24f$hours f@r if acc@table @coverles measured concurrently
with each §ot of samplg% ensu@&@ 1n@ty o@\he g@)l;@@ﬁ&l({ﬂ%ﬁﬂﬂg the period of time between
extract nd analys Q) . Q

e PN o S
No residue of P Qoﬂ%)cona —desﬂsuo @othm@naz e-3-hydroxy-desthio, prothioconazole-4-

hydroxy- desthlo@@ p iocendzole@> ydi%y d@hlo Lprothioconazole-6-hydroxy-desthio  and
prothiocona@@-alp y degglo bove 3& 6 of the@QOQ was found in the control samples except
for proth conazole- destb) p@% lg-hy y-desthio, prothioconazole-4-hydroxy-desthio
and pr @ onazole- S@ydro destldo in gxeen, nii‘aoterlal where the residues were between 0.02 and
0.10 mg/kg at day ore the ast\apphc@glon aﬁ@ in straw between 0.01 and 0.10 mg/kg at DALT34
and\%%tween 0.01 and 0. lég/lgg Gt D "i\ 41@

- Method perf@g%anoe%Re Ty Aes We@determmed concurrently with the sample analysis in order
to check th@cc %ey of&he res1due Is. Recovery means by fortification levels were within the
acceptab@&raf 70@9 0%@(cept for prothioconazole-alpha-hydroxy-desthio in green material at
0.80 mgkg o)%nd ingstraw at 0.01 and 0.10 mg/kg (116% and 111%, respectively) and for
prﬁconaz& oxyo-(f%sthlo in green material at 0.80 mg/kg (117%) and in straw at 0.10 mg/kg
)

(1 single and ©verall mean recoveries are shown in Table 6.3.1- 68 to Table 6.3.1- 73. All
results@Pthe method validation are in accordance with the general requirements for residue analytical
methods, therefore the method was validated successfully.
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Table 6.3.1- 68: 10-2156: Concurrent recoveries for the determination of prothioconazole-desthio in wheat

Analvie Sample Fortification | Recovery rates [%] RSD ) @E
y Material level [mg/kg] | Single Values Mean [76]  [dmg/kghy
0.01 83; 95; 104; 118; 120 6 [150,9° O
areen 0.10 101; 101; 104 ) 12, |.gel
material 5 85; 86; 87 w86 2 & «zs@
= ° @
Overall Recovery (n = 11) v@ @ 99 ey 130 @
0.01 100; 109 114;77;88; 13% | 100 P | 149" | &7 O
% Sy @
0.10 93;04095:95:100 & . [95.Y 28 & @
straw ? o o @y g&% O 0.0@&
5 71480, 84; s9104 @ |8 986 | &
Overall Recovery (n=1%p° < % fg’_” @© 7|
8. 00-T01- . Y D R .
Prothio- 0.01 87; 9&%1,@@3, 1040 §19C 470 &b o
conazole- 0.10 <0 975J01;102; 1035104 S [dpi 278 @Q?
desthio car $
5 @ &89@92&7 Q" «J90 S |&6 ©
Overa@eco%ry @ QS) @S9 &1 ¢
L o |8 10501 16; 3@ S| L
0@ Ny 10?%}7 6 1 11@%2 74 ?96@@) 13.8
SSHEEN 88 d
s O oges; 1(@? 95; 9%’ 96; 2
- 6] 010 73, JU% 9, 70 0; 198 4.8 ,
grain o - 2 @4’ 9%1 00 59&4% %, g@&\, 0.01
. 2. . . .
é’ 0 %@ P86 V226507 &&95’% 95, 3.5
& < @ 95:95; 96979698, 98C" | &
&7 & | Ovedill Recovery (=39 @@ & @ 96 8.8
RSD = Relative Stapdard \uatlon %OQ ractlca@%lmlt ofQuantific iodtion \(\
Fortified with J 476@sthlo @termind as JAU 476%3&10 é@calc as@U 6476-desthio ? covers rest of plant
X
&
Table 6@69 10-215 %Co ent g¢coveries fo@he d@rmnﬁ@@(})’n of prothioconazole-alpha-hydroxy-
desth@mw AN
Sa & @%ano@ R@)veﬁwates [@] RSD | LOQ
Analyte . 1 S o
rial\ @1 [mf%;( | xyé%gle \}zjlluejs(\\é Mean | [%0] [mg/kg]
J§ @©¥ 001, @ Of 78;@s; 108 97 |167
N O . . 04-
NS Sl o o 1165120; 94; 108 09 fo1 |
@, materia @@0 @ ;@%1 17; 19 118 ¢ -
s Q| Overall Reggvery.(i= 10) 107 | 121
pr 10Con o T ] ] .
Nl oo QA3 116° | 2.6
alpha- | @° 910 @ 112,119 103 i |72
) strawd > 4% 0.01
hydroxy é 080& & 118 - -
desthio é Q S Q@
@& @@ €4 @ral] lﬁ%overy n=7) 114¢ | 5.0
Ny & S 901 78; 81; 84 81 |37
S
$ 2 rajfy? § 0.10 86; 102; 116 101|148 |o0o01
Q @ Overall Recovery (n = 6) 91 16.2
RSD = ReJative Standard Deviation, LOQ = Practical Limit of Quantification

Fortified with JAU 6476-alpha-hydroxy-desthio, determined as JAU 6476-alpha-hydroxy-desthio and calculated as JAU 6476-
desthio. * covers rest of plant ® covers ear ¢ Accepted by study director because of good repeatability. Recoveries per
fortification level and overall are close to guideline requirements.
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Table 6.3.1- 70: 10-2156: Concurrent recoveries for the determination of prothioconazole-3-hydroxy-desthio

in wheat

&° @
Sample Fortification | Recovery rates [%] RSD LQ% 4
Analyte | yyoterial | level [mg/kg] | i %] | fme/kel
g/kgl | Single Values Meany of o 2l
0.01 62; 86; 110 86> | 279 L&
N
areen 0.10 99; 118; 120; 90; 107 407 1> o 4
material 0.80 116; 118 (9 & 71174 RIS
N\ O e 7 Q) @ @
Overall Recovery (n = 10) Q| 103 @182 Ao 5&
prothiocon 0.01 105; 112;°108 < 18 073N | O &
azole-3- 0.10 11L1Y; 113 S 3.6 © P
hydroxy- | straw @ ' . & ] — & 0.0
desthio 0.80 NP PG R B BN
Overall Recovef (n=% @§ <112 “@% 4.0
0.01 A 04,8599 © R 96 28 & o
grain ® 0.0 & [owiisgs (Y &“’ 400 & os %)§
Overay@eco&fﬁf (n @\ d 103@ 1@?6 .
RSD = Relative Standard Deviation, LO %Practlc@’lelt%fQuant cati \j J
Fortlﬁed with JAU 6476-3-hydroxy-desth det@@mned @IAU —3 h cu as JRU 6476-desthio.
@ covers rest of plant ® covers ear ° @epted&because@cov % g8 per {@rt 1ca level 1 argxclose to guideline
requirements. ¢ Accepted by study wi@ctor b‘%ause%good rep tablh%s @

@
Table 6.3.1- 71: 10-2156: Q@gnc&rgt re@@verl@r thgdeter@matloi‘knf p@g@mc@zole-4 hydroxy-desthio
@)

Q

in wheat

5N

N)
Py c4

Analvie Sam ®F01§atlo@ Re@veryg\'\g es [/‘@ ((C%x O RSD LOQ
y M 131 Slngle @les @@ < e Mean | [%0] [mg/kg]
©®’ ©\ ~L63 68080 O §$@ NE 20.0
DereenS 30.10 S | 89g9%: 9198895 @ | 89 9.0 ool
o\@ material “ O&%}) @}% .93 ‘U @ @ 91 .
&@ @© &wral‘@eco&gry (n§0) & Q 84 14.3
prothiocon Q\ QJOOEY O |zl 107 12.8
azole-4- g@r \\)f
94: 9 92 1.9
hydroxy- st@l@awa @ 0 ot O 0.01
desthio 080, O O]9 O @ ] ]
7 © 2 Oyerall Rewverytn = > 99 10.9
@ & |91 @ 80; 80:84 81 2.8
N graind” 010, A ] 8039 110 95 157 | 0.01
N O rerall Redoverstin = 6) 88 139

RSD = Relative Stgggbard Devi

ationdLOQ =

ctic

Fortified with J di§1,6476%1‘f\ydr0 esthiodetermin
2 covers rest o@nt b Sayers e@ “ ©
& &ES
< S QS
$ & e s
¢ &

imit of Quantification
d as JAU 6476-4-hydroxy-desthio and calculated as JAU 6476-desthio.
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Table 6.3.1- 72: 10-2156: Concurrent recoveries for the determination of prothioconazole-5-hydroxy-desthio

in wheat &
Analyte Sample Fortification | Recovery rates [%] RSD %%'Q N
Material level [mg/kg] | Single Values Meap | [%] @%ng%@
0.01 62; 65; 98 % 266N ©
N
green 0.10 89; 91; 107, 75; 94 491 126" fﬁ)l @
: o VUL
material 0.80 94,98 (¥ < 7| 96 . Q
N\ SRS @ @
Overall Recovery (n = 10) Q 87 @171 | A A
prothiocon 0.01 94; 1152)01 RN ST FTE S
azole-5- ] & &
hydroxy— straw? 010 937//7@2 - @y 9Q %0 @; @
desthio 0.80 Joim . &SN Iy 6 S
Overall Recovefy (n = 429 R @§ R@ 99 @: 29 3
0.01 A8 8885 © R R @.,.0 \é@’ @
grain® 0.00 & [8nospre Y 6&“’ 99 & o1
Overay@eco&fﬁf (n @\ C}ﬁ 9 1(@} 7
RSD = Relative Standard Deviation, LOQ Practi Limit of Quant cati @\j @
Fortlﬁed with JAU 6476-5-hydroxy-desth det@@mned @IA —5 h as JRU 6476-desthio.
2 covers rest of plant ® covers ear. C@cepteé&because@cov (@ per ﬁc level 1 ar&close to guideline
requirements. AN XS

N9 o @
@
Table 6.3.1- 73: 10-2156¢ Q%ncnggt rec&n@r the@eten@atlon‘%ﬁ)m@co

in wheat A

e-6-hydroxy-desthio

A Sam §atm@ Re@v eryg(\g es 0/(@ (g%x i\ RSD LOQ
nalyte o
Magerial < | lev Single @les &8 Mean | [%] [mg/kg]
& ©\ ~Les; 79086 O §$@ 78 17
DereenS 30.10 @ | 81g8%: 8495 798" @ | 81 47 ool
o\@ material “ O&%}) @}% &, 83 U X@ @ 82 -
&@ @© &wral‘@eco&gry (n§0) %, Q 80 6.6
prothiocon @\; 100 O 8&;\96; S AN 90 7.9
azole-6- TF o S
hydroxy- st%lwa @ %gé f>§’ &aé%?’ 9()<1\62 [(\b 92 95 0.01
desthio 080, O Ol O @ ] ]
7 © 2 Oyerall Rewverytn = > 91 7.3
@ o |0 @ @\T479:80 78 4.1
N graiv;@ 010y g 73)88; 105 89 181 | 0.01
N g§ (;vserall R@ovel@s}@n =0) 83 14.4

RSD = Relative Stggdard Deviationd.OQ = Pacticglbimit of Quantification
Fortified with JAN 6476%1‘1\}/&0 esthio,\determined as JAU 6476-6-hydroxy-desthio and calculated as JAU 6476-desthio.
2 covers rest o nt &yers e @
X
N

o Its @% symimarised in Table 6.3.1- 74.

@@@ v
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Table 6.3.1- 74: Residues of prothioconazole-desthio in/on wheat applied with fluoxastrobin & prothno;on% le EC 150 ﬁ\ < © @’
Application Residues (mg/kg) Q\@ ﬂ@ ~AO . «@@
itrligly No. Crop P [ prz- -3- PTZ-4X PTZ -%X@\PTZ'& Total
GLP Variety Country FL [No| k&/ha |kg/L | - | Portion DALT PTZ- alph% ?ﬁ oxy- | b @fﬂ:& '@f §(y- h&d%)x residue
Year (a.s.) | (a.s.) analysed s) des@%° hy XY- hi %@th' @ﬁ le.¥
_ %S A desthio R\ 0 Questhio PUESIES. Testhin | ¢
10-2156 Wheat, |Portugal | 150 [2[0.20 [0.050 |69 |green SHENCN 0624 €10.10 o\ 0.08 © .%g© 0.05° %@‘}1 0.92
10-2156-06 | winter EC mate K%\ 28\ @ 149 10 &C 02 3.4
GLP:yes  |Poison e 0> 7, B3 {0 |08 D90.16 01%\ 0.02 2.2
2010 Q S | 14N 1 [0.28 N Y010y | 0ds 0.02 1.8
R o R O g
3 N\ 2 95 oy 05 020 & ) 19 003 |21
N @ 028 280023 012 a0 00600 J0.04 N Jopk © [<0.01 [049
Europe, @ﬁ\% Y rest ofplaht | 28 19097 (047 o e (b4 002 |17
South N < =N Mg D<0.01, @001 OP<0.01-0"] <008, | <0.01 <0.01 |<0.06
ARY (O | Qstaw o [48@> |17 0839  [o@P [oay 0.27 007 |32
10-2156 Wheat, |Greece | 15052 |0. ,é(\ 0.067 469 |green’ (b N D86 4035 o\% 0.09 oV|o0.14 0.05 <001 |15
10-2156-07 | winter \BE x O materigly | 0_§& 1.7©K 0.28&@ 0,08, 0.13 0.04 <001 |22
GLP:yes | Yecora © A\ 7 4 69 N 0.38 0.11 0.03 2.8
y 2V g &@’ N S
2010 Etrope, . @Y o 14 (B3 043 % 9D0.12 0.18 0.07 0.01 2.1
South ©>\ 4 Q ® 97 |28 osed (039 7 o0 0.29 0.07 0.02 1.7
<) NS grain © 43 401 W01 [<001  [<001  [<001  [<001 [0.06
N© @ﬁ f(@@ odiaw, o0 356 1.1 @ Jo.66 0.29 0.77 0.15 0.03 3.0

(1): before last treatment * for the sysvalues <0.60mg/kg waoe consi d\o be e t@No 0. 01 nfggl& unleﬁ fthe values were <0.01 mg/kg.
Residues for PTZ-desthio were d ined as PTZ- dest i&ird calcul as PT hio

Residues for PTZ-alpha-hydfqxy-desthio were dete as -2 ph a-h y- desth a@ calc latE&%s PTZ-desthio

Residues for PTZ-3-hydroxy-desthio were det as PT ydrox@s io an ulated TZ-desthio

Residues for PTZ-4-hydroxy-desthio were d ned as @y esthl calcula s PTZ-desthio

Residues for PTZ-5-hydroxy-desthio were determln PTZ-§-hydroxy-d t}% and cal ated as PTZ-desthio

Residues for PTZ-6-hydroxy- desthl%v@é determfgell as PTZ@7 ydrox< hio ano:&culated as PTZ-desthio

o O
& QY @@& @ ¥ sy
NSRRI L P
@@ O S @*& ©
@@@% @@% ?&@ 0
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Table 6.3.1-74 (Cont’d): Residues of prothioconazole-desthio in/on wheat applied with fluoxastrobin & pr%ﬁoconazole EC@§& < © ©
Study Application Residues (mg/kg) Q\@ @@K A0 . {(\@
O~ ) \ PN =
Trial No. | Crop . PTZ- @93- PTZ-4- ga:r -5 Z-6- Total
. Country kg/ha | kg/hL Portion |DALT SigTZ- alpha- hydroxg) \ .
GLP Variety FL |No GS .o y- 5, | hyd - residue
Year (a.s.) |(a.s.) analysed (day% dest hydr desth y- O @10 d io cale.*
oL | dest disthio | 49O K¢ -
10-2156 Wheat, | Ital 150 [2 (020 [0.067 |69 |green QQ@% . \/0.60 \ 256,01 @M‘i% 0 004\ 0Y0.09 ¥ <o%© 0.81
10-2156-03 | durum EC mateg 0 &N 2.@\ <0010 0. '\@ 0. 2.8
GLP: yes Perseo ] q @1 o B @% 01 22
2010 Europe, & o1 o\@l 1 S o 13 Q oo7§ 0.14 »&K\ 0.02 1.5
South <0 L1228 o Yo 99&'@ <0 ag\ 0.140" 000" |02 0.03 14
\ 9 Grain 359° \ @)T@i @%\%01 =001 €001 ¢ o/ <001 <0.06
R 4 YR D 0.01@© 0.01_ OF<o. 01@@ <001 [<04@° |<0.01 <0.06
N stra\x%\’ P 1.8 o@ e el 0.09 2.7
p\y@ < ) | i@ @3 (|@ @@’35 cOP0.19 ¢ %38 0.10 3.4
10-2156 Wheat, | Ital 150 {E0.20 1\ [ 9067 . | gree 0A@> | 0.3 <009 (0.0 0063 0.05 <0.01 0.73
10-2156-04 | durum * EC § %}@@\ < 3 forial @g\@ . @@“ @%@W @06  -§0.04 0.06 <0.01 1.9
GLP:yes  |Saragolla W\ O graln 35 P00t K [<0.0 X@ <0.0 <0.01 |<0.01 <0.01 0.06
2010 glrepe, g\ ) N o ] %\ o> <000 <goiy\\’ g@@"@i% <0.01 |<0.01  [<0.01 <0.06
. @© K\&% sttaw _x[85  (PI8 |03 O 1932 0.18 029 0.07 2.7
« O R W 9144 A 1&@& 0.02, 0.22 0.12 0.23 0.05 1.8

Residues for PTZ-desthio were determin

dasP RStth

(1): before last treatment * for the sum, values <®Y) v&%re consigdered to be equzﬁgfo 0.01 @Q@g,
TZ- des@and cal
re det d as P

Residues for PTZ-alpha-hydroxy-desthjo
Residues for PTZ—3-hydroxy—dest%@§§re d
Residues for PTZ-4-hydroxy-desthi
Residues for PTZ-S-hydronmesthio were detenpil@l as PTZ

were d

pha-h dest
z ydro T sthlo aj ula d a&sxPTZ
Z 4-hy: r&y desthi calcu as PT

roxy&@ and c@ulated a@
49 2>

etermi d as P
etermined

9

unl@\ﬁ the va{j@\were <0.01 mg/kg.

@?calcu N Pas PT?@%\IO

d
io
desthio
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Table 6.3.1-74 (Cont’d): Residues of prothioconazole-desthio in/on wheat applied with fluoxastrobin & pr%ﬁoconazole EC@§& < © ©
Application Residues (mg/kg) @ ﬂ@ A0 . {(\@
Study PT1Z- % d %} O %XQ\
Trial No. C - -4- 3 -

e P | Country kg/ha | kg/hL Portion |DALT |PTZ alpha PT@ PTZ-4; @ PTZON © | BUBG- | Total
GLP Variety FL |No GS Ivsed | (d thi @jﬁfdm@@b ydrm%% hydr@%&- h Xy- ;ﬁy roxy- |residue
Year @s) | (@s.) analysed | ( ays&)%%es ) 10@7’& de&h% d@%hio @sthio@& desthip | cale.*

((-\\@ \ @tho 2 f(\ A\ @K @n© @K
102156 |Wheat, |France [150 [2 [020 [0.067 [69 |green «['9 « 009 o\ 10.03 Q“(fos NG %ﬁi&\ { 803 &@\6.01 0.24
é(;:12)156-05 Xu;ter EC ma\t%rlg@ (3)% > 0.93 % 0.@@ & )b - v0.0?ﬁ w9 0.02 1.2
tyes ubusson §@>1 <091 ¢0.01  Q=0:01, <0.058 <0. <0.01 <0.06
Europe, KE o L ®)
2010 Sovop Je F ]33 %\&o 01 s S [<0.0pd [<o. Qx\ 0. 0P %%\9.01 <0.01 | <0.06
Str@y® é@ 1@@ )8 % @% 22 & 022$ ° ]0.03 1.0
\({& o 0.2 < ©9.08 Q.32 O 0.210 <0.01 1.0
10-2156  |Wheat |France |150 |2 [0.20 «{®067 |[@®" ] are 0D 1 0.48 49,10+ | 0 @6”02** 106/0. o Y0.11/0.03+« [ 0.01 0.76
10-2156-01 |pescadou EC @© ©& e<%al (@@ 2% Ly Q). 2 e @ %07 z& 0.11 0.01 2.3
GLP: yes 3® ©\ -« © @7 @@z 7 0.01.% =10.06 05\ 0.08 0.01 12
2010 Europe, . & @'{Q\ &\ &@ 14©© 0. 4% 0 O\(l)@ 9 0.12 0.02 0.78
South K\X 2»\\9© j\\ 27 ! %&% A 0.01 % QN8 = .08 0.08 0.01 0.49
grai 34 % ¥<0.01 <081 <0 <0.01 <0.01 <0.01 <0.06
e el O e <&%1 0" <0.01 <0.01 <0.01 <0.06
© Q 4 A\
@\ °\@ @@aw NE 3 0)1.0/0. u(\® 0.07 @, [0.38/0.07+* [0.32/0.04++ [0.36/0.06+* [0.09/0.01+*|2.2
S 41 @@ 1.6/038% OKQX\ 0.37/0.07+ |0.32/0.04** ]0.33/0.07*+ ]0.08/0.01**| 2.8
(1): before last treatment * for the sum, v. $<0.01 were OIS eredt /kgannless all tl@values were <0.01 mg/kg. **: residue in control

Residues for PTZ-desthio were detem%:)ed as PT.

Residues for PTZ-alpha-hydroxy-

were determi

est% 310 were determined

i0 an%?3 ulate
n Z-al drox

Residues for PTZ-3-hydroxy. ero y- de
Residues for PTZ-4-hydroXy-desthio were dete 1@ as droxy-de
Residues for PTZ-5-hydroxy-desthio were d ed as @ hydr esthlo
Residues for PTZ-6-hydroxy-desthio were d rmln 6- hy Xy- d@stl@ d cal
©> @» ©
\N x & A%
% ) < © Q@ : ©\
AN AN o
W W (O
&& @@ Q A Qﬂ
QO O\ SEEER @
<& @@% K\©© O
P B

ﬁual t@l mg
d&mo an

A\

@ﬁ;ﬂc ulated a@‘
dcalcul@e as PTZNesthio

0 and @mlated a

lcula TZ desthio
ed as PTZ desthio

TZ-desthio

g&desthlo
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Table 6.3.1-74 (Cont’d): Residues of prothioconazole-desthio in/on wheat applied with fluoxastrobin & pr%ﬁoconazole EC@§& < © >
Application Residues (mg/kg) @ ({\@(K A0 . {(\@
Trial No. Crop . DAL - @93- PTZ-4-_c\PTZ-5 S PTZ- - | Total
: Country kg/ha | kg/hL Portion Z- alpha- © .
GLP Variety FL |No as) |(as.) GS analysed T os thl@% hydr @\, y- hydé& h Xy @g y- | residue
Year (g&ys% desthi desth &s io Sthl\(%\{& @e th calc.
10-2156 Wheat | Spain 150 [2 {020 [0.050- [71 |green _of0™ . 6\12 @05 -3 0. 03 0.03 O |0.02Y 0.26
10-2156-02 | Nogal EC 0.067 maten@a@Q 0, %) o\\ 0.05 Q@’ 0.0 @ L@ 2.1
GLP: yes @ra}i\% B <091 <0.01 Qo.m N\ <0060©7 ] <0.01 <0.06
2010 Europe, &% X 5|43 < < .Olw W <O 01 O& <0. 0@@ <088 ﬂ<0.’:@71 <0.01 <0.06
South . 9 %{aw\ 35@» @ %@» & @ 26 @@ A5 0.03 2.0
N ) («@& AW Vo, 24 O.léﬂ& ° 10.03 1.9
(1): before last treatment * for the sum, values <0.01 mg/kg we 51dere be equa@)}\dl m, unless al} flée values Vx@e <0. Olg@ﬁtg
Residues for PTZ-desthio were determined as PTZ-desthio a@alculate %&% & Q ©®
Residues for PTZ-alpha-hydroxy-desthio were determi ha-hydr h10 al@@ulate as @Z destH 10 %
Residues for PTZ-3-hydroxy-desthio were determi oxy de@ and ¢ ula ed as RZ esthl ‘\ % @© °
Residues for PTZ-4-hydroxy-desthio were dete 1ned as P ydroxy& 10 culat & Z-des &@ " S @K
Residues for PTZ-5-hydroxy-desthio wer 1ned as O dgyxy-desthjo a calculate s PT &thlo @\
Residues for PTZ-6-hydroxy-desthio wér! termlned as PTZ- 6 h roxy-degfhio and ¢ c&lated as esthio © A &%
6-hydroxy-desthio were determined as PTZ-6-hydroxy- dest@&aand calm%ted as PK% thlo & %@ @K . ©§
% % O 5 ﬁ\
\@ & §° =5 @%@
@ % & el et
@ @Q @ 0\ @ S @ @@ )\&9
= OF Y A R\ @
ao” A 1P & f°
A% Vo g
A © O Q N S @©
g O ght 2 o ?
& @ S @’Q o %&\ & ° &@
& © @\
RO &
AN AN o
W NN
&& @@ Q A Q&
SR RTINS
2 & O S
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In the 7 trials conducted in 2010 (report 10-2156), residues of prothioconazole-desthio ranged between
<0.01 mg/kg and 0.01 mg/kg. Residues of prothioconazole-3-hydroxy-desthio, proth1oconaz@ o

hydroxy-desthio,  prothioconazole-5-hydroxy-desthio,  prothioconazole-6-hydroxy-desthigy $

prothioconazole-alpha-hydroxy-desthio in wheat grain at harvest were <0.01 g. In grain 42 arvest,

the total residue ranged between <0.06 mg/kg and 0.06 mg/kg. @ s O\Q

In straw, the residues at harvest ranged as follows : % § § &)
N X

* between 0.22 mg/kg and 2.3 mg/kg for prothiocogagole- desthlog*ﬁ %\
%) < \ @ @
e between 0.02 mg/kg and 0.66 mg/kg for prothiopnazole- alpha 8 hydroxy ) § &

X
e Dbetween 0.22 mg/kg and 0.43 mg/kg for prooconazole -3-hydroxy- des@g Q ©© C:§©
e Dbetween 0.12 mg/kg and 0.77 mg/kg for prloconazole@ ydroxy-desthio @) &@
e Dbetween 0.15 mg/kg and 0.38 mg/kg for@’t ioconazele-5- hy@:oxy-th O @ @@
R

e Dbetween <0.01 mg/kg and 0.10 mg/kg%‘:)r pro@roco@le @}ydr&@’ de@to

e between 1.0 mg/kg and 3.4 mg/kg fofthe to@l res@ue @ % .
S & @ o & &
W UOS \ > S O N
NN S & N QR §

Conclusion Q@ Son A w C} @ QO
Two wheat residue trials were c@%uc d Wlt%ﬂuo trob pr (é&ole@ lég&fn southern
Europe. The product applicatio@correspondedio a »@(5\ hloc@lz Syate 0@)42 ha. Residues of
prothioconazole-desthio rangi? between <@P1 mg/kg an .01 r@g g.Besidues of p@thloconazole 3-
hydroxy-desthio, pr, hloc@zole—éﬂydr@ﬁr desthi 10, 100’@@azol% -hydroxy-desthio,

prothioconazole-6- hydrOXy de%hlo and progiioco ole @ﬁha h}%trox@sthxé\’m wheat grain at
harvest were < 0.01 Iﬂgkg @ ain @ harv@t t @)tal ¢! due&ged@etwe@@o 06 mg/kg and 0.06
mg/kg. Q &
In straw, the residygs at @ﬁvestﬁa%ged&gs foLkws @@ & @
9 AN
. betweeé@ @/kg and 2. mg/k@r proftlnocon ole~desthioy,
betwéen 0. @gﬂ&g@nd 0.6 mgikg for@'oth@ -alpl@-hydroxy
2

e Dbetsyeen 0. /kg and9.43 n%/kg @protl@con@ole-@ydroxy -desthio
. Q@ween 0.12 rﬁg kg %% g/kg for pré 10c®201®4 -hydroxy-desthio
e DBetween 0.1 g/k& dQ38m forqgrothloconaz -5-hydroxy-desthio

between @ mg%‘kigo IOng/k@r pr@ @azole-&hydroxy-desthio
4 e.

e between®.0 ga g forthe total re
@ %@ @ . S . @‘g@ta (g
& N & o

=
Report<" @fiéﬁ : égs I I B 2011: M-

N
termination d@he residues of BYF 00587, HEC 5725 and prothioconazole in/on
S wheatafter spggy ap%}sanon of bixafen & fluoxastrobin & prothioconazole EC 190 in

%% the d in @nce (S€uth) and Portugal
Report No. § @
DocumentNo.: @-414

Tit‘l%:\?

01-19
Guideli @) @ $U-Re¥ Council Directive 91/414/EEC of July 15, 1991, Annex II, part A, section 6
@ % and@mex I11, part A, section 8
§ @ § &stdues in or on Treated Products, Food and Feed
S guidance working document 7029/V1/95 rev. 5 (1997-07-22)
Guideli %eviation(s): not specified
GLP/GEP: yes
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Materials and Methods .
& o

In the vegetation period of 2010, a set of 2 residue trials on wheat was conducted in southern %Jrope@ﬂ

The trials were located in southern France and Portugal. @ @)

In each trial, wheat was treated twice at a product rate of 1.75 L/ha bi&en & ﬂuox%tra%@&

prothioconazole EC 190 corresponding to 0.175 kg a.s./ha of prothioconaz%le. The W?t@te @ 300

L/ha. The spray interval was 14-21 days. The treatments(ere carried é%%’at the grogz@h sta{% BB

45 or 57 and BBCH 69 (end of flowering). \g S
@ S S
> &©Q S” QQ S O
Samples were taken at the following intervals: %@ Q S o @ @
@ RO @

- prior to and immediately after the final applica@ N %
- at a pre-harvest interval of 35 days after the final treatment {8he triad), at faturigx¥BBCH 89 88-63
P y Jinal tregtment {6 5 ), at fin é@( BCH 89),

after the last application. 2o

Residues of prothioconazole-desthio v&é‘ﬁe de‘@min&%acco@ing %qt§01@3 with“a h§x of
quantitation of 0.01 mg/kg for grain‘§en r@iﬁﬁeria]&@ﬂ str&% (cf, RCA 4]22). N é\ﬁ Q
Residues of prothioconazole-3-hyd@xy-d hioz;@thigg@lazol@-h ééxy- thio@othi(%onazole-
5-hydroxy-desthio, prothioconaz@%—@hy rox —Ezs:& an@rot ig¢onazole-alpha-hydrexy-desthio

were determined according to %thodg@w 01 a 1@ of@uantitn @.Ol{lgﬁ(g for grain,
green material and straw (cf@l@A 4R2). S AN @ ¢ Q

% S & o ® b @ o
Findings . 9 § Lo N < @t@

A
D @ o "
O : N O
- Storage stability: @§ ¢§ @Kg @ §© §9\ Q é& &\
The maximum @aﬁ@riod&%r Eizﬁiog%%ml °.%desthi®€% gﬁ s@les from the supplementary

residue field @s argpresemted in @ ICQ@I— 75@& S @
Table 6.3.1-Z%5: Mag@mum storag@)erim% of ﬁé@bsam[ﬂ@s from supplémentary residue trials
S QRS Q ~(NStorage  [Storage
Cro@ Substgtn@ . @ @ %ﬂplg Miterialy peg@i period Study No.
@ & A 1O o>« |(days)  |(months)
> % grain@’ O 260 8.7
%othioc@zole:@@sthio@@? giten magdrial o] 323 10.8
Q O o S Psraw N x| 260 8.7
% prothioconaz%)Te-al - @%\f . &° %@
@7 hydroxy—f@thio@ gp@ N 291 9.7
rothio®hazole-3- N\ L9
ot prothio€d > |l@ 10-2207
S hydroxy-desthio’ - R § M-414694-01-1
p thioconazole-&@ @ %1 )
rox%iesthi Q| 2B material 354 11.8
<Qroth‘iﬁ@@ azg@lo-5- v @
S haasoio 57
Q@ ioconazole-@ straw 291 9.7
2 droz;gi\%esﬂ;l,j%§
N "

o TS

O
Th@se stgrdge periods are covered by the storage stability studies, i.e. analytes were shown to be stable
for a od of at least 24 months (cf. KCA 6.1).
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Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured concurrently
with each set of samples ensured integrity of the sample extracts during the period of time be n O
extraction and analysis. Q\ §
& s
No residue of prothioconazole-desthio, prothioconazole-3-hydroxy-destiio, prothioc%naz@@—&
hydroxy-desthio,  prothioconazole-5-hydroxy-desthio, prothloconazo% -6- hydroxy-&thig@@ and»
prothioconazole-alpha-hydroxy-desthio above 30% of the@Q was fouléﬁn the contggﬂ‘l%am les exc@f
for prothioconazole-desthio in green material where the Ysidues WerO 01 mg/k@@t da§ efozr\ﬂe

last application. %@g Q& @ §) @ @
- Method performance: Recovery rates were det@ined concm{ently @%}h the@am%@anaﬂ}@s u@

to check the accuracy of the residue levels. q;liecove:%wmey Q?tlﬁ fion lewls Wé% within the
acceptable range of 70-110% except for prdthioc I@ZOIC@%SthI S @ mat$31 %the I%Q level
(112%) and for prothioconazole-4- hydroxy-d%thw @thloc@azole@hy oxy degthio anc@roth@ (@6
hydroxy-desthio in straw at 0.50 mg/kg (@%ﬁ, 6% andQé%SA) re@ctw%f Th@sm and overallymean
recoveries are shown in Table 6.3.1- ZFto Igble 6@ 81 All r& he 1dat1® are in
accordance with the general requ{@lents‘.‘for restdue an yt\ t§ for e nﬁ@thod was
validated successfully.

©

o O
@@ &@ (g @j@ @® Q& @ @ (5%
Table 6.3.1- 76:  10-2207: Coscurrent recovﬁ@s fox the de,(ermma(@fl of p%thm%nazole@esthlo in cereal

Analyte i;mp{e \@ Fm@icat@ g_gﬁovery%es [%]* O RSD ) | LOQ
aterial ]%el [mg/kg] mge) allje@@ “ wMea§ [mg/kg]
Corgd” oL < 1(§U > O ol |- 0.01
iy S [259 86:99) - &3 -
O\ éwerad{Recomy (n R§ Ny = |98 11.3
O S Poor U T os108d¥: 116117 @ | 1120 | 38
E(r)(r)ltahzl%g@ Cereal g}g %%)) @ @ a \@ o N i
destii> | @reen @7 [0 ey o © 94 - 0.01
magial V2550 O 92095489 S 93 2.9
& % @WrallRecovery (n=12) O 101|107
C@ere o° ﬁ% L O @i 3Q W - - ool
Wsraw”? 29 Qyerall Récoveryn = o 73 - '
RSD = tive Standard Dgyiation \‘71 @1C3P imit ofQuantification
Fortlﬁed h JAU 6476-desthio, de das JA@% hio and calculated as JAU 6476-desthio

*Thesg recoveries werg, perfo e%wnh ple m@grial figm studies 10-2204, 10-2205, 10-2206 and 10-2207.
Ceréal summarises wheat an eat. <
aThis value was aC@ned dueto a R@elow@)% and an overall mean in the range of 70-110%.

&

7o
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Table 6.3.1- 77: 10-2207: Concurrent recoveries for the determination of prothioconazole-alpha-hydroxy-

desthio in cereal Q° >
Analvie Sample Fortification | Recovery rates [%]* RSD N
y Material level [mg/kg] | Single Values** Mean | [%0] @%gg@@
D
001 89j 90?118? 129, 89; WPog 119 o\@
Cereal 89; 94; 100; 95; 96 y A \ﬁ)l )
grain 0.50 89; 98; 89; 95, QY93 MO T Y
. Overall Recovery (n = 14) X Q@ 97 @9 106 y\g@ g@
t N\
prothiocon 80 99 ip4: 99: 104; 93, 98; % | o «
azole- Cereal 0.01 @ B @
alpha. erea 100, 409; 85:85; 9162 ¢ |8 o
hydroxy- greten. | 0.50 10%5 100; 101@3 85,7 m,\<94 \w 8"1\,@ @
desthio materia S F R
Overall Recove!&(n = gﬁ & Ay |98 |8y
0.01 77; 79 88; @981 & 184 87 4 S
Cereal 0.50 g\y 12091; 88, 78; 9@ O S 80 | 118 | g0t
straw @ : &
Overall cove@(n —s:iﬁ . 99 O
RSN

c
RSD = Relative Standard Deviation, LOQ 7@‘actl imis %uan‘tg}atl N
§§y

Fortified with JAU 6476-alpha-hydroxy- @ hio, deter d as JA 6476 a@aa hy -desthio an @’ ulatei&as JAU 6476-
desthio. *These recoveries were performed wit] plef%erlal 10 2@ 10 S, 1 06 and 10-2207. Cereal

summarises wheat and wheat ** : S of de\ (< lnjectl n @ @ é
o @ S
Table 6.3.1- 78: 10-2207: Concurrént rec(%%}rl the determmatmn@rot@cona@ -3-hydroxy-desthio
in cereal> & @ R <
O
Analyte Samp@ §ort1@?ﬁon )Reg((@ry 1’%95 o/l{%“ Q"\\ "\w‘) RSD | LOQ
Mategial levs@ng/@ Single Vabies**g, Mean | [%] | [mg/kg]
@)
RN \93; 825009; 1@‘@,85, o X
6\ 601 t N 91 13.1
@erea@ Qo Y 88::80; 90:88: 94 o 0.01
. grau@ [ 0.58, 83,93, 76081 © o 7 84 |78 '
o ) N\ Y 'O
@\ g}\ﬁ @‘éral}z@covery (n @) Q@ \U 89 12.3
protitacon 9 . %50% 50; 1015915 403 915 9494 | o | 15
azole-3- | Cend & OO & %\70 775,71 :
hydroxy- | g o g@\7 , 0.01
desthio m teria@ @ @y o §85’ 8%§987 1 O) 74 86 15.5
ﬁ@ m® %V&@@Rec@ry @@19) v 86 14.0
N O oe) Q| £5 80,8586, 98; 107 80 | 124
Cereal @ D Rt .
& Straw oo 2 &30 5%62@1, 67;76 70 | 120 |001
A Ovenal Re@%eryo(g =11) 80 |172
RSD's Relative Standard De@ Pra@cal it of Quantification

Fortified with preghioconazole- 3 TOXy- (@thlo c%@termmed as prothioconazole-3-hydroxy-desthio and calculated as
prothioconazole- Q sthio %sh@se iy erles re per@med with sample material from studies 10-2204, 10-2205, 10-2206 and
10-2207. Cere, and wihat **@gnean of double injection

y S Ny
N
&S o8



B . Page 155 of 463
sayer) Bayer CropScience 2015-10-31

R

Document MCA: Section 6 Residues in or on treated products, food and feed
Prothioconazole

Table 6.3.1- 79: 10-2207: Concurrent recoveries for the determination of prothioconazole-4-hydroxy-desthio

in cereal & >
Sample Fortification | Recovery rates [%]* RSD %%Q N
Analyte . - %] b @i@
Material level [mg/kg] | Single Values** Mean | [0] Img/ke
001 65j 72f 99f 10:5, 60; P s 197 o\@
Cereal 67; 68,70, 71, 73 » SIS o
grain 0.50 87 95: 72 16 <83 N2T T Y
Overall Recovery (n = 14) X %)Q@ 77 @9 178 g\g@ \S@
rothiocon 68; 80; 79; 83; 65; N
rrclode | Coreal 0.01 & g & | % o o
2 (()ie erea 73; 7/%‘)3 64; 74; 76@ o S &
ydroxy- green (@] o 0.0%y
desthio. | ot 0.50 8884 95; 102; 7RY75 - m\?‘m N 137 L
Overall Recove@n = gﬁ N < 78 129
€O 9 ~ o
0.01 67; G 67; BT & @ A7 99714 &>
Cereal S 6262; 79,62; 7® O Of e [103 | 01
straw @ : o
Overall cove@(n —s:iﬁ ) Q00 O

RSD = Relative Standard Deviation, LOQ 7@‘actl imis %uan‘tg}atl ‘o @ N) & )

Fortified with prothioconazole-4- hydr desthlo dete lned sas prothiQponazgie4- hy y-de; F@o andealculated as

prothioconazole-desthio *These rec es were nﬁ?“wnple rial from stu 10- 2&4) 10- 2%5 10-2206 and

10-2207. Cereal summarises wheat @vhea§ : mean Of dou@ 1nJe<§ *** 1s value was @epte%@ye to a RSD below
70- %

20% and an overall mean value in ¢heran 1“1@%
" ¢ @ S 5
% & o
Table 6.3.1- 80: 10-2207 onncu%ent rec%%en&r tl@eter’atmn&f prothioco "\ ole-5-hydroxy-desthio
in cer%l o Q
Amayie | é%fﬁ‘i;@é@ et L/:r& 5= Taw [100
Material é ley Single Qlues & @ Mean | [70] [mg/kg]
©
o O N @b 747 108; 7§ Ry
50.01 © 86 | 14.4
DCeredh | snte S 8 e % 0.01
LD gain o [0S0 ) 05683 © o 83 3.0 '
N ©
&@ @ @veral‘ﬁ\lec%&e;y (n.\\14) v , © 85 12.3
prothiocon | v <] %3393 95 95276; 77, 78; 82; | o 17
azole-5- c%éal KN ﬁ \ ;79 '
hydroxy- gréen D ] 0.01
et @mm@Q 050 ¢ Af 90 @§ 92; 98: 70; 73 85 | 13.1
N O] Overill R@very@ﬂ% 83 | 119
~) o |90 g7 o 80: 770: 84: 78: 8 80 |72
@7 Cereal = I'%'s 62:4; 80; 66; 75 69" | 11.1 |0.01
% Stra\ﬁ@ : (()‘O\ & 2 2 2 2 : ’
" & | Oxerall Révovers(n = 11) 75 | 112

RSD = Relative Stapdard Dev%tion&ld%Q = Practicaldimit of Quantification

Fortified with @%loc% ole- dro;@sthio etermined as prothioconazole-5-hydroxy-desthio and calculated as

prothloconazo esthi overieSwere gggformed with sample material from studies 10-2204, 10-2205, 10-2206 and

10-2207. Ce sumigarises t andgyheat *€) mean of double injection *** : This value was accepted due to a RSD below
20% and a@ eral‘ﬁn vaﬁ& int \./ nge of 70-110%

& @ @ °
@ & @

&
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Table 6.3.1- 81:

10-2207: Concurrent recoveries for the determination of prothioconazole-6-hydroxy-desthio

in cereal & >
Analvte Sample Fortification | Recovery rates [%]* RSD %%Q N
y Material level [mg/kg] | Single Values** Mean | [%0] @%g%@
. 7%.00- 101 94- AN 7
001 69j 75f 99’.101f94’ P, 119 \Q
Cereal 96; 97; 100; 93; 97 U A &ﬁ)l 2
grain 0.50 79;84;79:82 %) P R RN e
Overall Recovery (n = 14) ¥ &7 89 11§ %@ \%@
prothiocon 73; 1025103; 92; 99 8779395 | (o | Qg |O° &
azole-6- C 0.01 .77 ® 138 @
ereal 99; 60\75; 77,77 Q.o |O 4 P
hydroxy- | green 0.50 79405, 89;91; 70599 .. @ [%91.F 10, | "
desthio material 5 (s © K N
Overall Recovertn =19 |~ &« |88y @2 |
0.01 8,775, 1580 O R M gd <
Cereal ) o rSwn. .
. 050 ] ados 80ve0; i@ S ofes |y @
Overall J@hove&@%(n =Y”\L@ o %, J@§ @.5 9)
N\

RSD = Relative Standard Deviation, LOQ @actic imit oi%uan@ation @ N) § J

Fortified with prothioc0nazole-6-hydro@lesthio, determ}led S proth@)naz -hydxy-de thio apndSealculated as

prothioconazole-desthio *These recoveries-were@prfo @J@w‘i‘tﬁple n@}rial om stu @10-2 ) 10-2295, 10-2206 and
s

10-2207. Cereal summarises wheat ai heat *&: mean ©f do nject @ ptedé@le to a RSD below

00 and an overall mean value in an, eO% - (1] @
20% and 11 1 {gﬁ i 70%@ o o & O\@ o %
o O N U N
- Residue results: N 9 § NS $ QO
The residue results are@urnm@%ed ifTable8.3.182. - O & O
S e §g ¢ <
@ S o © @© @ @
S QO NTN N o 9 N
@© ©\ s G’% @,\ &\ @ §@ ?§
>y & .0 9O «7 & D
¥ SR SR
& > @ %y
S & & @ S
&@ o\@ o\@ “ Q° \@ Y o\©
Q Q
§ RENIIN @%’ & >
o Q §@ & o O
v O & .9 o O @
ARSI S D
O o K 9 @
=) S o L2
i AN N A0 L9
B v S L@ @ <
N (g @\ R &@
° SN
&@ A" gf § N
@ O Q & ©@
L& e oe
N
NSRS
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Table 6.3.1- 82: Residues of prothioconazole-desthio in/on wheat applied with Bixafen & Fluoxastrobin &%othloconazole &@190 < © ©
Application Residues (mg/kg) 4© (ﬁ(}} ~D @
'?"trugly No. |Cro QP%Z_ OF % @@
i . -4- - - _
P . | Country kg/ha | kg/hL Portion |DALT alpha- PT@ PTZ-4 C@E 5 Z-6- | Total
GLP Variety FL [No GS Ivsed | (d ﬂ%’ a hydroxx- hydro@w d@g residue
Year (a.s.) |(a.s.) analysed | (days) % roxy©@ des thi ®% de @@& d calc.*
< desthagg fgg @
10-2207 | Wheat 190 [2 [0.175 [0.0583 |69 | green o@@ (),8‘@(&01**%@@ 5 « .10 , ©0.09 @U 0.0 © 1.2
GlLol;_zigz-m Cezanne EC materladfl@ () “@,% o) 0.07 Q.12 @@ 0;»%\@ 0. gl% <9. 24
; rais 35 ©1<0,01Q0 @ <01 <001 \<0.01, \\¥<0.01 <0.06
2010 S L 13® Céo“s . 01 <§ Qkolor, of <0018 %}gf& <0.01 <0.06
O [strak |35 G041 ! . 0.06 1.8
AN \\ S
K ! O i %@ 0.49> S A > \\;&g .30 & 0.2(@@ 0.05 15
10-2207 | Wheat 190 |2 0.175 @583 |69 treen S00 _e.02  Sool Q& @@ W @2 <0.01 0.13
10-2207-02| jordao EC © < @(\%@al O@ 1.2 © %O@ R 4 x ©|0.03 <0.01 13
GLP: yes \O N\ O . ¢ rain,_ @] 63 @& 01 @ <00k 7<0.0107 [<0.0D ~ [<0.01 <0.01 <0.06
2010 ﬁ\ S -
South E > stale 6300 [03A Y 021y (023 ©26 0.15 0.03 1.3
(1): before last treatment * for the sum, v”&lt}es <0.01 mg/kg were &nmdered@%e equa&o .01 mg@@ﬁnless all e valugs wore <0. O@g@g ** residue in control
Residues for PTZ-desthio were determined as PTZ-desthio @?‘&calculate%as PTZ-d% g% @
Residues for PTZ-alpha-hydroxy-desthio were determi eas PTZ- droxy-desthio a %@%culated@%fz -de %thlo &\
Residues for PTZ-3-hydroxy-desthio were determiped{h® PTZ-3-H oxy-d@and ¢ d a'@-des‘[hl @)
Residues for PTZ-4-hydroxy-desthio were deterifgned as PTA4: ydroxy-desthio and ¢ culated@, Z-de ,\&@
Residues for PTZ-5-hydroxy-desthio werg d@prmined @{Z -5- dest calcu d as PTZ-desthio S
Residues for PTZ-6-hydroxy-desthio were determi ‘ég&%xy dest and fdated as @g@desthi W
% % COK R, @\%@»
@ [ °
SN N
. S » Q
g e o 5%
@) .
< W et T @®
W & @ e o
&& @@ Q A Q&
R\ SEEER
@ & o W
OO
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In the 2 trials conducted in 2010 (report 10-2207), residues of prothioconazole-desthio, prothioconazole-
3-hydroxy-desthio, prothioconazole-4-hydroxy-desthio, prothioconazole-5-hydroxy- d@? ©©
prothioconazole-6-hydroxy-desthio and prothioconazole-alpha-hydroxy-desthio in wheat grain ay
harvest were < 0.01 mg/kg. In grain at harvest, the total residue was always <& mg/kg. @ @)

In straw, the residues at harvest ranged as follows : @ <

N
e Dbetween 0.37 mg/kg and 0.41 mg/kg for prothioconazole-desthio % § § &)
* between 0.18 mg/kg and 0.25 mg/kg for prothiocgnazole- alpha—g?droxy y;\ N é\”
e Dbetween 0.25 mg/kg and 0.45 mg/kg for prothlo%nazole 3-hygroxy- desthi@@ @\ %@ &@
e between 0.26 mg/kg and 0.34 mg/kg for prothioconazole-4-hydroxy- des‘gg) QQ § q&©
i @
e Dbetween 0.15 mg/kg and 0.25 mg/kg for protf loconazole-§¥hydgoxy- de@ & @) o
e Dbetween 0.03 mg/kg and 0.06 mg/kg for@’tbwconam@ 6- hy@zoxy- th]& @ @
e Dbetween 1.27 mg/kg and 1.76 mg/kg g&r the t%al res@ w\? % §
Q NN ¢§
Y @ @ KR s © @7 )
Conclusion &% \\ \\ @ % @ ‘”\9 §
@ N9 N

N
Two wheat residue trials were con&@%ed @%th Bi &en @ lu x@’t & § OC@ZOIG@C 190 in
southern Europe. The product application corr ond toa h10 azolexate xl?@ a.s./ha.
Residues of prothioconazole-degthio, prothiotonazg -3 hy@rox sthlo@rot onaiole -4-hydroxy-
desthio, prothioconazole-5- @oxy a%sth@prothlocona%le 6 @/ ro@des%ho and Prothioconazole-
alpha-hydroxy-desthio in @eat Sin at est@%re <1 mg/kg. @ram\\@ arv@t the total residue
was always <0.06 mg/kgs @“ * $ @
In straw, the residues a@harv %a @@ as fdHows @ N & \Q
e between 0. g/kg and m g foﬁg@oth@ le-desthio &
e Dbetween m g and 0225 mg/kg@r prothidbcongzole- ha- oXy
o betweeé@ @kg and 0. %mg/l@for ¥qthioco zolhydmxy desthio
e betwéen 0. %@g&&ﬂ@nd 05% mgikg for@ oth@naz
1

c-4-hgdroxy-desthio
e betgyeen 0. ékg g 25 ﬁ%/kg @protl@con@ole-%}/droxy -desthio

een 0.03 g/kg for preH 1oc6%zol© -hydroxy-desthio
b G e
etween 1. 2% g/k& Jg6 m@ fori e total rem&w
@ @ @
<) @ IS @b
Overall conc]@slon (@ e @at trdals @ @
@
A total of$§)0 wheat trlals Wer erf d 1r@urqg@ supporting the representative GAP. An overall
summargsof the obtaz&g@ resifies in eed a@ foothutems is presented in the table below.
When two sets of V{ft}es we&g obt@ed fI@l onggiven trial (at a 35-d PHI and at a later date), the values
obtained at maturity (B later)"as n.

Table 6.3.1- 8@§ummarlse %e V rothioconazole desthio and Table 6.3.1- 84 summarises
the values f I%Iate otal‘?zms1d r prothioconazole, i.e. the sum of prothioconazole-desthio
and its hy r olit when@ey were all determined (i.e. for 7 trials in northern Europe and

9 trial so l@m Eu pe).inally, Table 6.3.1- 85 summarises the values for the hydroxylated
metabm,ltes rothi a@e desthio (when they were measured, i.e. for 7 trials in northern Europe

an&@ rlalgﬂ soutfigrn Eé@cope)
&
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Table 6.3.1- 83: Summary of residue data from wheat trials with prothioconazole: prothioconazole-desthio

Values (mg/kg) @o @@
Com- . No. of . . .
modity Region trials Residue level of Maximum STM Q\ (g
prothioconazole-desthio (HR): N )
N-EU |33 32x <0.01; 0.02 0@; 91 1
- x <0.01; 0. . <@o1
Wheat, < = SEC &f@
; A
grain AN b
SEU |27 25 <001;2x001 oo & <ogp | @
2 Q \)Q N @)
0.02; 3x0.03; 0.038° 2x0.04; %}0.05; &© X @© é}
4x0.06; 2x0.07; 0.9852x0.09; 0.10; 2%0.1165" 4 &
N-EU ) 33 0.12; 2x0.14; 0.4850.205 0.22; 0:29: 0.6¥; 0.9% \@ O'g@ @
Vcheat’ 065,079,092 ¢ &Y O LT © |-
straw 0.05; 0.10; 0.3: 3x .@;2%‘?7;0.@0.36@@’ > N
S-EU |27 0.37; 0.40 0.62;8:67; @F2; 0.83; 0.757] 2. Q 0.6@7 @&
0.85; 1L.K3R1.2;ex 1.6 ™ L3 = | ©

N-EU = northern Europe; S-EU = southerr@.lro @ & S S Q> X
Q gfr':\ NN v\g© @3\9 @ <
'S TS N SD 7,
Important note: in EFSA’s reasofted opipion ay the réyiew @he i@sti RLgSor prothioconazole
according to Article 12 of Reﬁ@atm\%}z@ 1\@’396@05 @r A@Qumal 14;252(5);8689), a Highest
Residue (HR) of 2.4 mg/kgois ported@r Wgeat straw inﬁouth@ Eurgpe. This' value was not
considered in this Annex;I Refidwal ddssie @as it corresponds a@al (@23237/06—0455/6)
oy SR . .
performed at much mOI‘C%I‘lUC%GAP than t@p @tat@ﬁ:uppomd 1@5 dossier. Indeed the
trial was performed @%h 3g§plica\g ns of Bix &géﬁpxothio@) azéle EC°225 (containing 150 g/L
prothioconazole) a@e rages of 1§ L uct/l@corr@aond@g to3 @O.ISS&kg/ha prothioconazole.

@Q \© & \\ BN é@ @& <&
Q O ST IS o
Table 6.3.1- 842 Sur&@ry %@Sidue@ata from Wl@}t tri@vith thioggnazole: total residue (sum of the 6
¢ analytés & N Qy &g}
c m&@ §’ oPVa@(mgkg) o & S
0 . 0. NS ©

; Regio co alcula sum_ of prothio¢enazole- | Maximum
modity §§ trigls: &thi&@i it§ hydroxy metabolites (HR) STMR
e [ (@Q @§ 706 5 & ~ 0.06 0.06
grain ’ @U Q\ Q 9 @®

@ SEU |9 Q%X<@%, o&f@ - 0.06 0.06

. D
Q N

G| vEos 7@ : @7;08@0.91; 1.3;1.4; 2.6 2.6 0.91

eat, q
t ° (] O
S S A9 LSS 19018,2.0,2.8:3.0:3.2:34 | 34 2.0

4 @
N-EU = nogtltern pe; =SoutheriBurope
&g o
SENCNER S

S &V s
¢
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Table 6.3.1- 85: Summary of residue data from wheat trials with prothioconazole: hydroxy metabolites

Values for the hydroxy metabolites (@o
Com- -
. Region | n Analyte N
modity & y Residue level(mg/kg) gq:;i(;mum R @@
&L
alpha-hydroxy- @ 3
PTZ.DT 7x<0.01 <0.01 KS <o§§ .
3-hydroxy-PTZ- R’ i AR
OT 7x<0.01 & N <0.01x 26.01 @@
4-hydroxy-PTZ- Q & RS
N-EU |7 7x<0. < <0, D
DT x<0.8 §© 3 Q & &
5-hydroxy-PTZ- o &
o 755001 & §o.91® <001 4
6-hydroxy-PTZ- <0 @ &S @ Y B D)
Wheat, DT Kx<0.8 > éﬁ*’ é%f Z@l - > g@s
grain alpha-hydroxy- Y S °
A SN w0l @ Q 00107 &001
3-hydroxy-PTZ- % AN O ¢ MV XA @
o 9x<0. AN Q1 X | <
DT \;@ - &0 & @@»@) Q
4-hydrox®PTZ o3
SEU |9 | o YT | exsdor T O & <ox§ =001
- dr\o<xy—P@Z- O § & O D
< $ 1 <0.01
b e Bl & & B
@yd%y PT§ %001 S L 9<00l <0.01
|
" [ alp ahydro@ @01@ 02; @@52 B410; @@ @ 0.10
N P DTey O 0.3§59.31 & ; '
> @*’PT@ &@5 Q@t 0190 018022 0.18
@é N yd@ BT 003%091@@2 250.15:07;
roxy-PIZ- 1 15
NEG | % Nloas O S o4 0.15
S K @hydré% Pm @031; p91; 043 0.15; 0.26;
q DT s 0.30 0.15
° oy 30 09 5
Whe@ @é}a g«irox 7- <%§O%i§ - o.%, 2x0.04; | 055 0.04
straw : \alphaqwdmx@ Q\73 2x@>8 0.18; 0.21;
§ N PT ﬁo% o 0.66 0.18
2 roxygvrz & ,0.25; 029 0.32; 0.35;
©Q 0.4028.43 0.43 0.32
Q@ 8 yh&& P 12 0.21; 2x0.26; 0.30
Y y- DN > Vzly 2XU.265 V.5V
§ u RS DTO 5 32; @87, 0.77 0.7 0.26
? S Ry droxyPTZ- 3&% 0.19; 0.20; 0.23; 0.27;
é S 15)% %@ (@%038 0.38 0.20
% N £ 6-hyd#oxy-PAZ- 01;3x0.03; 2x0.05; 0.07;
h @ DT @ @0.08; 0.10 0.10 0.05
N-EU = northern@trope; S-EU %sou@éﬁ Eurepe. PTZ-DT: prothioconazole-desthio
& Y
%\% @é@ T
2o
& & ES
S A
&S
¢ g TS
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CA 6.3.2 Barley
The barley uses and GAPs supported for this AIR dossier are summarised in Table 6.3.2-1 an,d@ble

Qé

6.3.2-2. 5 S @
N &@ @®
Foliar use (Bixafen + Prothioconazole EC 225 (75 + 150 g/L)) Aviator v S @\
Q 9
Table 6.3.2-1: Summary of the critical GAP for the representitive foliar usqs%r rothiocn;ﬁzole* é\”
e @ T @
F Max Minimum @Q 1xfum N é
’ | Timing of I §ﬂ

i *% Applicatiofhint 1 ti Q t
Crop |[Region |FT IG*,** application | 1° 01%@ [dpp 1]ca l@ln e(gzn &Qc/a @;(})n ate ] [da§
ays a.s
vl @@ R 2 |2

T

EU-N 2 L \

Barley, ECoas |p |Up to BBCHY @\, ‘g}ﬁ @}g 6@, | @Q . A ;
Oa |EUS ol 6 @ o &1 &

EU-S = Southern Europe ~ EU-N = northern Butgpd ~_°~, N §@

Justlﬁcatlon of the critical GAP for each crop zone&?pphe@r i3 Py v1ded %ocurﬁﬁgts Dl D2

** FormulationType EC225 = EC formulatlonQ ain 5 g/kbixafefrand 150 g con@

“*F Field; G Greenhouse; [ Indoor ~ TAs pp}?tlon 1n@real rlven@rely rowt ag HI 1@ecessary
@ R

Seed treatment use (Prothiocon S

1y y 2 . /:» '.‘.'.,5 @
S iR @Q & &
Table 6.3.2-2: Summary of th&l‘lth& GAP <ﬁ$ the @presq@atlve seed tregf?lent@gses for prothloconazole*

Crop Region FTN@ % @mﬁo @ &‘i > rﬁgﬁma:w: :E/‘l:] PHI
Q& &) Bé\ p & gas. g a.s.

Barley, [EU-N _ . . - }

Oat _ [EU-S {@% @ séd tre@seme@ﬂ @ 1 Prz: 160 PTZ: 18.0

EU-S = Southern E@ %ﬂhemﬁrope\ N S
Justlﬁcatlon of t itical P for edch cfiap (all z d for i s pr0V1 1n do&uments D1 and D2.
FormulatlonT FSl@b eed t@atment@rmu ion co in

10c<@%azole
***F Field; G Greenhou§®; I IndSor s the pllcat 1s dr1V pur@@/ growth stage, no PHI is necessary.
*Based on g s@dmg rate of 1;§9 kg se@lﬁ/ @7

&@ @ @ S S o

\ N
NS
According to E u1d nce me t\SAN@) 75@/VI@-rev9 of March 2011 (“Guidelines on
comparability, extra »‘ %ler nces 3 - da @equlrements for setting MRLs”) the data
obtained from frials @)ndu on harleNan be’«gxtral%lated to oat.
N
%E N & @
The cu U MRL @r bar@ (0. 3@g/k@wlll g@yreplaced by an MRL of 0.2 mg/kg in spring 2016

following the rev1ev@)f th ex1st fon prothioconazole according to Article 12 of Regulation
(EC&%O 396/2005%Ple ref o R@la‘c (EU) 843/2013 as well as draft Regulation SANCO
11481/2014. T]@%urrent EU @oat @o .05 mg/kg.

Summar\&§h mls@mt Ann%@l
Fgins

The résedue QKls o@nle@at have already been evaluated during the EU review of prothioconazole
dr%z@mm(@gycd m@éblc@?& 2-3. Since these residue reports have been previously evaluated by the RMS
Ul (r‘i@to Draft Assessment Report, Annex B.7.6.1, Table B.7.15) They are only presented for
referene¢ purposes. The critical supported GAP consisted in one seed treatment application with 15 g
a.s./dt seed followed by 2 sprayings at rate of 200 g a.s./ha with last treatment performed at BBCH

growth stage 61 at the latest.
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Table 6.3.2-3: Number of residue trials conducted per geographical region and vegetation period

. Number of Trials Q§
. ormu- - - ier
Crop GAP Region lation™ Vegetation period Total Report No. feren@®
1998 [1999 | 2000 & @2 A
Annex Il data — seed treatment plus foliar @§ S IS
N
Barley. ST 15 g as/dt FS 200 % RA-21 Y8 (§ &
spring and and : MO ) ~ RA-%NO/% é\’
SPI2x 200 g a.s./ha | N-EU | 250 EC o Q@ 10 ﬁ"\,@ )
Barley, | gp12 x 200 g as./ha 250EC |- 4- 5.9 21@0 S 9
spring @ S . j@CA @
) 6.3.24.3
Barley, |ST, 15 & as/d FS 20| o0 v S % L
.77 |and and 1 - D~ °S @ -2079/\\97 N
winter o @ %,
SPI2x200gas./ha|s.Eu |[250 EC ) DS é&
0
Barley, | 5p1 2 x 200 g a.s./h 50EQ |3 &Y |- & Q@ 9 yRA@M‘V S
winter * g a.8./ha % AN KK\Q 03/ @
Annex Il data — seed treatment use @ &U ~N EN D 7
° NS}
Cereal éz v S AR Y 0/99
N-EU |€&%20 BESHPANEN 4
(wheat) | ST 19.5-22 g/ha %% N ] O rak09198| kA
(15 g a.s./dt) \) 2) > &) © Lo 220109 |6.3.2.1.1
(Cvsﬁi:t) ) P FS\Z@%O (S & Q& SIS A-2490/00
AN @
N-EU: northern Europe w\f S-@U sou@rn Ewope T: sel&d tre&@éjnt & SPI: spray
* FS 200: flowable concentrégp form@h‘uo:@&)nta 2 200 g/L of proth10®1az® %@
250 EC: emulsifiable condentratgycontainiitg 25 @otm oy Mazole
o S S & &% . §
Ro AN
Seed treatment + folgr use: S @ § §’ S AN
S & & Q' & § (@
i & SorgiS
With the AnnéJI @swr oh Prathiocqanzole ¢

submitted. InQorth
compound &gas either a
- as see
at 200
- as two spray ap

The sprayin ;,,..@«‘ ere

ations

@%d@

@essmg follo@ed b@vo s

/ha (6 trr@%&f

%f @‘wmgmzolﬁc 2
NS

at &%’wth\@ges Q49 a@ 59-71 with the last treatment performed 35
@terval) It is demonstrated in Annex II, Section

(36) days prior to harvesi{rec

4, Point
The G

foll&%ed by 2 sprasings
and can be used@;1§ a basi@for @tmg@}l L&@RLS

For the An

separated@isampl@mat
@
straw Were they sam

tak d
e o

S
II dm%th

%led 1@

/ha

N

%0@

anql%@uther@Eurézpe a tépal o

pplied: ¢ 9 (g

14 ue dgﬁ packages on barley were
rese tri@s were carried out, in which the
X

(o
@ appllcatl > of %tm@nazole EC 250’ straight formulation

i&the

G

N

fé& at %0 g a.s/ha only (12 trials).

en pre—%@'
hat seed t@}tme@as n ?n thessgsidue levels determined at harvest.

@s;ppome X

B@osswr comprises seed treatment with 15 g a.s./dt

u@ Spattern is considered to represent the EU critical GAP

sned%HI @; 35 days. If 35 days after application, the grain could not be

S a@lable at that time (ear and "rest of plant") were taken, and grain and
at harvest maturity (growth stage 89). Also, if grain samples could be

¢ ¢otemodity had not yet reached final harvest maturity, a second set of grain and
ken@ harvest.

For data gathering purposes the samples taken from these trials were analysed for prothioconazole-
desthio using methods 00598/M001 or 00647 with a limit of quantitation of 0.01 mg/kg for grain and
0.05 mg/kg for cereal green material and straw.
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No residues above the LOQ could be detected in any of the control samples.
An overall summary of the obtained residues in feed and food items is presented in Table 6.3.2 4@ @

Table 6.3.2-4: Overall summary of residue of prothioconazole-desthio in barley w1tl@0har treatm@%r s&i

treatment followed by foliar A
Residue level of prothiocona olé-desthio @ @
&
Application . Com- No. of | (mg/kg) % O o 2]
Region . . @ Referegce Q)
Rate modity | trials .. MQleUI@ N
Minimufg~ | o STMR ¢ @
HR) o & & &
2 x 200 g o < o | R O &
a.s./ha N-EU 9 < 0:% <0 &° |~ 0l g © &@
or seed Bar'ley, @@ § @ Q NS © @
grain . Q@ N Q 6\ &
treatment S-EU 8 <0019° Do LiongY | N
(15 g as./dt o @ AN @% @ > ) EFSA  Scientific
followed by | N-EU 9 W\% W N7 &b @
Barley, & & . )
2 x 200 ¢ straw @ 9 N N é\’ Q
a.s./ha : & N
S-EU 0.1 113 0.
PHI 35 days) 5@ N & O v @Q g@ & o
N-EU = northern Europe; S-EU = soy@tern Eur%pe N) © @) N
@ o e O S &© ©@ @@ N
d & > " & IR S
Seed treatment: N S @° ¢ Q

S g w S g
For seed treatment in cerg c%s 8 trlals iGwheaH4 m@orthc ~Eurcge and@m thern Europe) were
carried out and evalu tcd durg nggx I NQUN Qrhe f@0dugg was a owal@ concentrate for seed
treatment, containingQ00 g/ > A 76 he s was@?esse(@t a @e of i%mL product per 100 kg
of seed, corrcspon@ togl5 g J 64%@pcr 1 g@%sccd@" he actual dressing rate was determined
with method 008@ (&(@by t&kng seed sa\ niples az&
v &
For data gath@mg éﬁrpom the samples%aken@fom Qese tRAls c@é analysed for prothioconazole-
desthio u{@ methods @Q598/ 1th a@’mlt @ quar@m‘uon of 0.01 mg/kg for grain and
0.05 m@% for ccrcalé% @crlal d strgw § v, . @
ﬁ\ NSRS S
No residues abovedhe LOQ coydid be %@Fected@i any@"the@pntrol samples.
An overall summary * e 0 me(b@éldlr@@ in fand@d items is presented in Table 6.3.2-5.

cé@rCSS@% pn@ o drilling.

Table 6.3.2+ ngerall sum E;;ary @esndu\e@f prgﬁﬁocow@le desthio in cereal seed treatment

@ 2 % @Ti T Residue level of prothioconazole-desthio

N , Ey/kg)
Application R C N‘.’ g, of - Reference
Rate %S odlt@ t@ \\Minimum Maximum | (o

@ @

19.5-22 g A\ @eat N R <0.01 0.01 0.01
(15 g a S@@s £rain = 8\@@ ‘ - ' EFSA  Scientific
seed) & §U @@ WIS Report (2007) 106

@ g Y ©18 <0.05 <0.05 0.05

&
L&&ﬁort Eur@ S-BY = southern Europe
& & ST

©®
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Supplementary trials .

&
Since the initial Annex I inclusion, a number of barley trials have been performed with prothloc’@@azol
in various formulations, including the representative formulation (Bixafen + Pgothioconazo @C
(75 + 150 g/L)) Aviator. All these trials are supporting the representative use pagtern and are s%mn;al@ed

below. For the sake of clarity and for the purpose of this Annex I rene%il dossier, reslts fo
prothioconazole residues are presented. ”\a N é\a

In some trials, on top of the normal sampling perfon‘g at matu (BBCH ste(g% 8%@\an caflier &@
sampling was also performed at a fixed PHI (pre h%vest 1nterval)@) 35 days. ga\bﬂ%ve ess, @%ﬁ this©

dossier for cereal, the supported use pattern is drlve%@éy growth s@e a((%d no P{@IS nece sar&B

S &
89). o o R © @
\% L@ N @ D . NN
A A T S
S) @ X @% &4 @:
EU - northern region %o @Q Q S ©§ =) S
% RN % & ¢
Table 6.3.2-6: Number of residue trials c,ﬁnduc;&kper @gragh al redi n(lvegegé%n period %‘>§
Q K N | Nest” St(}ff nu@%r Dossier
Year | GAP Formulat1® @ Q\@ Q@ %@s §§ ort No. @ R{f@'ence
. Qo & O O O N
Barley EU foliar spray reszdtg@'ﬁls = %brthﬁ E U@ @® @@& S §> é
2x 125 gass./ha | EGQ00 (10 %ox trobin. 100 RA&-2013/00
2090 I gpc 61 gL pro&con & 0 vossonorg | KCA63207

5 BY N
2x 125 g a.s./ha (125 gL §§co a@le 1 RA&103/§
2002 e %@ tigenazol [N 5,4 S | wosesrrgi | KCA63.208

)
2% 150 @ha EC3004475 g@ﬂ“"@‘r"%@@lso 2 |RA281603

2003 Qg/L ‘~prothideonazele, KCA 6.3.2/09
BBCHG™ o\ | trifioxystrobin) o § M801702-01-1
2003 2x @ g a@a @?)25 (kI%S g% pro@locon@ole ) @A-2106/03 KCA 6.3.2/10
BBCH 61 150 g/Piflosystrobiny ~ © 517 AFM-060905-02-1 3
O g %b (160" g/L prothigeonazole,
g/L _prothigeonazel Q )
2005 %géilsﬁglas\@ gk, spirqipiningi, 1% g/Li\ MaTolo0L | KCAE321I
@ %buc%;@zolea\ m,
2x150@as/ S EC2S (7509 - ‘*%eafen,@lso ;f RA-2328/06
2006 | ppegyel m@ §10 ole)©{ o b M204779-00-1 | REA G322
007 | 2% 150 gas/ha FEC228)(7s ;@, isdfen, 1Y oL |, RA-2039/07 KA 639113
@CH 61 ¢ |p }@cone@ )N LS M-298114-03-1 >
N
2x 150 g g¥ha %‘?}4 0 430 gé§blxqﬁ@ 100 g/L RA-2042/07
2000 |8 S thigSonazale; o/ |4 s oaae | |KCA 63214
Q splroc@mm%} @

@

/Lb

2x ga.s&ﬁa %‘5@ Kafn 10-2204

2010 6 g/L uoxa@robm and 100 g/L |2 M-414691-01-1 KCA 6.3.2/15
& J‘ﬂ\ﬂ f,©proth§conaz

x 1& a.s¢ha ﬁo (100 g/L fluoxastrobin, 100 13-2137
p

2013 . 2 KCA 6.3.2/16
{*’ B}%@%l L rothioconazole) M-501711-03-1
‘T
20%© 125 g a.5/haSPEC200 (100 g/L fluoxastrobin, 100 | , 13-2158 KA 639/17
4IBBCH 61 g/L prothioconazole) M-501503-01-1 =

TOTAL northern EU region 36
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Report: Kca 6.3.2/07 | GGG . 200:: M-083920-01-1
Title: Determination of residues of HEC5725 & JAU6476-Desthio on winter @y S
following spray application of HEC5725 & JAU6476 200 EC in Sweden,-Erance, N
Great Britain and Germany S (©) v
Report No.: RA-2013/00 IS &@ QQ
Document No.: M-083920-01-1 (g N
Guideline(s): EU-Ref: Council Directive 91/414/EEC of 15 July, 1%1, Annex 1II, @ A,@nt 6%
and Annex III, part A, point 8 A a N é\g
Residues in or on Treated Products@od and Feed@ g}a A @ @
Guideline deviation(s):  not specified ©Q @ § é\g o
GLP/GEP: yes @} < é\a Q O &
QN Q o & & @) &@
od Ny LY RO 6 &
Materials and Methods & 0o4 N

N \\
MR IRN SRR
S %@@ o A
In the vegetation period of 1999/2000, a s%of 4 ggsidue@rials Was con ucte@n norfhern Bifope Qj\ e
trials were located in Sweden, northem@anc&%Erea@t\?itaii@ld G{%)an © é\g . §

In each trial, barley was treated twi&@ a uci fate 0@\@@5 /Har fl strobily & p@ﬁioc@gazole EC

. ‘or S .
200 corresponding to 0.125 kg a.sha of each n%xmg @;‘[ner. The e oye@@ater@e w{s%oo L/ha in
all trials. The spray interval, ranged frém 1 — 2%y daygx> The meb@f aﬁ)hcatlon was:
ST T S

1. during the time when th@%ﬂag léf she@ of t@%arle@blants%vas@ Vis@% untéfully unrolled
(BBCH 37-39),and  °, 9 LA NS

AN @% %ﬁ?
S , % @ i .
2.attheb f ifig (BBEH 61)Gh 3 tria Gt thelend of flow BBCH 69
at the beginning o ég)wer@ B¢ ) an% of flo z@( ) in one

trial. NN
§ & O & L o & &
Samples were n apthe foll&vinggnterv als: &\ N %

: ‘o > §
- prior to and @nme ely. afer the'final ﬁpphca@h; IS ® @
- at a pre-hagvest interval of 35 (36) da & v @ @
- at haryest (BBCH 89@?7 - @\cglay er the final@reatmént. \\

%ﬁ . & NN

; SR S
Plant material Wa@lect%d at re-h%@est @ervaéf 3 c%ys as well as at one later date to obtain
harvest values. This adémionakdate \Q%s needed to gnsure t samples of mature plants were available
independent ¢ the &rowthcs age\%ehe@ollo@ng tl@’proposed pre-harvest interval of 35 days.

Depending on’the growt@ge@samggg, cg@al p@s were divided into "ear" and "rest of plant”, or
"grain" @'straw". 2 Q@ @ @ L
S O

. S Ny e S . .
Residues of prothiegona desthio W§ de ined according to method 00647 (cf. original Annex
11, Section 2, Point 4.2) @ HP@- /MS iff¢he multiple-reaction-monitoring mode (MRM) using an
electrospray i&tfac%ESI) r ex@aotion%ltration and dilution. The LOQ with this method was 0.05
mg/kg for f@ge@zgt f plant and%lfraw@ @nd 0.01 mg/kg for grain/ear.
o O SR o
Findings. 7 &
m A

SIS
& o
- S@é)age ;@@gilitvz@j @
The rn@aum storage periods for prothioconazole-desthio in barley samples from the supplementary
residue Tield trials are presented in Table 6.3.2-7.
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Table 6.3.2-7: Maximum storage periods of field samples from supplementary residue trials

Storage  |Storage @" S
Crop Substance Sample Material | period period Study No. . L
(days) (months) @ v
ear 313 10.4 N & IS
barley prothioconazole- | grain 257 8.6 RA-2013/00 & <& %
desthio Rest of plant 313 10.4 &ﬁM-OSMZO-OL-i L9 o«
) SN L S
straw 257 8.6 @ ¢ 3 v\g@ &@
@“ o
& & SHEN

@
These storage periods are covered by the storaglhty studles fytes@ere %ewn to%)e st thle
for a period of at least 24 months (cf. KCA 6.1)."¥ @
Sample extracts were measured within 24 ho@s 1@& a&&}ptali\’recrles @asureﬁbconcﬁ%fently

with each set of samples ensured 1ntegr1ty%o the@ mp]ééxtra@ durlﬁ the g@jrlo(@f tlﬁﬁbem@en

extraction and analysis. ) § AN

&N e @ O O &
No residue of prothioconazole- desth@bog@%o%@he Q w; fo @m th@% tr am%es except
for one trial where the residues w Q at 0 0w mg/@ in e@a%at dg@ bef@ the atl

- Method performance: Reco rate§ we detem@l’ed cgncurr@y th the s@ml aly51s in order
to check the accuracy of thw@’res1@e ley Reerery@neans%y fom catl@ lev%r were within the
acceptable range of 70-]1 0%. The 51 on ergll mean recoveries m@shov&g able 6.3.2-8. All

results of the method Vah\da@re i, acco ©§ cesil th ene@l requl%me Qor residue analytical
methods, therefore th&netb wag llda@d suc@ssfu@ Q & &

@ N
Table 6.3.2-8: I@(&% C&gcur ent recwgerles&a\d va@latl @i'eco ﬁ}es for the determination of
thi azo,}q—desthm n bafley Ny
9 ~N @
Analyte & Sample v Foytjfication Re ver@@tes 68 9 RSD [LOQ
o | Materiaks, | 1&vel | { @;ngl@’aluQ\@ Q@? Mean | [70] [mg/kg]
\@ 001 ot 10290005103 - Y 102 |15
Prothio- § NEESERN g%;l%\;lo 035102 5 103 ;
Bagley <\ ﬁ w7 40451035 108% 1035105 ; 104 ;
conazole | grain 10 ol 15E90: 1033106 102: 04102 | 103 |36 001
desthio q S @9 NNy |l 101
Q| Ol otenlg290. O 103 |34
@@ G o
& <<@05 1025407 5 102 104 |28
Prathio- v D | 1065103 ;106; 1035104 ;104 ;
co\azole— Rest ofpl§ 0@9 Q 4 ;105 ;103 ; 103 ; 103 ;97 ; | 104 34 0.05
desthio S Ap 1045 115510551025 103 ;99
/@ =) ,é@ Ovefall (nQO 1 104 |33
Pmt@ @Q & ©§§§ ?33; -1?54; ~91602~ 10298 ;100 ; 96 T
conagzole- @Qtr @ 00.50 : 103’ ’ ’ T ’ 101 2.7 0.05
&®"0 @ Overall (n = 11) 100 |34

Final de ination as: Prothioconazole-desthio, Residues calculated as: Prothioconazole-desthio
RSD: Relative Standard Deviation, LOQ: Limit of Quantitation
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- Residue resul

ts:

The residue results are summarised in Table 6.3.2-9. @ ©©
v
Table 6.3.2-9: Residues of prothioconazole-desthio in/on winter barley appli@with ﬂuoxain@;
prothioconazole EC 200 ™ RS
Study Application Residues (mg/kg)* A
Trial No. Crop %ﬁ N P’Q%ioc ‘*\j
Trial SubID Variety Country FL* | No kg/ha |KghL Gs | B¢ rtion DA@ sole- @ZQ
GLP (as)’ [Yas.)® qyfinalysed (%ﬁs) @sth. s
Year & @ [\} &g Q @
RA-2013/00 |Barley, |Sweden [200 |2 0.1%@ 0.042 @} car &E)M (@% @
R 2000 01525 | winter | S- EC & 9 Q0 & S o
0152-00 Jura S - 2 . §f‘ ©0.01
GLP yes Europe, & | %o |resk_© of | 0.45
2000 North Q %@@ S % PO o 4
N | @ & 1350 14 s
S 6 Q\str'im(@ 47 O.ﬂ;§
el BN ) I A W ol T = A Y
RA-2013/00 |Barley, |France @ ﬁ\ 0@5 2 Q%l oy oméy 0.01
R 2000 0153 3 | winter Co s o & O 2.0
0153-00 Nickel ol 4 B § o O | ool
GLP yes | o L @ Q& resty %E)ﬂ) o | 044
2000 N | & Kol So o | 096
q : % |3 0.06
S K strags wéfﬁ 0.06
o © § & Q° Y ;
|l A ofhin  ~154 <0.01
RA-2013/00 | Barle o |27 &@5 Q042 69 fear o 100D <0.01/0.01®
R 2000 0154 1 | wi EC. @ S N =@ Ko 2.4
0154-00 Refina N Of &2 | @ 3 <0.01
GLP yes RN O oY @ g@ of [ 0D 0.11
2000 P ©© AP S G [ 12
@ NZE Q @ 36 0.05
9 A S Y o |@[saw |36 0.08
Sy & & S IS4
S é N S grain 56 <0.01
° N S
RA-2013/00 | Batley, - ﬁo 2,70.125 [0 61 |ear 00 0.01
R 2000 0156 8 | winte q S 0 1.6
0156-00 ¢ Thergsa \3 1O é@j 35 <0.01
GLP yes é\\g @@? @ rest  of | 00 0.32
2000 @ 2 @ @ Y plant 0 1.6
N NS 35 0.13
N "N aq straw |71 <0.05
N orth>y R (§ grain 71 <0.01

FL = Formulation,
* determined as
(M : before last

othioc

icathl

LT = Days after last tr@tme

l§ io aile
B

a later stage as originally intended (BBCH 69 instead of 61).

azo

) residue ip‘controlsample %,

** + the 2 eat Wwas capried oS
N O

In t}\géjg triady co ted

gréin at

0152-

mg/kg and 0.08 mg/kg.

nt,

@

S
alculz{@i as prothioconazole-desthio

it°2000 (report RA-2013/00), residues of prothioconazole-desthio in barley
@%”?/es‘t were al‘*§ays below the limit of quantification (LOQ) of 0.01 mg/kg except for trial
here the residues reached 0.01 mg/kg. The residues in straw at harvest ranged between <0.05
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& $ 7
. Vo) 2, @@\
@Q @\@ @y\@ @@& &@§
‘0, Sy M Sy
o, 4 % 2 \K
%@@ &@\ %o @@@ v
) @) 2 V) ﬂ@&
o o, "% % Yp
Yo C, Cq, Yy P s Y
& @ 9 n, 7
T, O R TR
o/ T, D 2, Yo ®
%y ‘00 0, O, Yy Js b
(4 & 2 O O /
\@ QR@ \\V 7 ¢ m&@@ §© @X%
9 @@@ "4 %, , % %, “
U, O Sy 73 g\@@@ e, Uy Gy Py
%%@ \\\ \@@ o\@§ %, , %@\@ \%@ o\@@ @\@@
‘A @) ¢ %
%& L @@@ o \m@% Y \@\ o@\a\@ &Q@
Y, Sy, S Z T, h YUy 7, %
©n\ <y @%@ e @\ / @&
v @ @\ & 2 O\Q @\ Y
%, T ., e Y, Do 4 "oy,
Q. oy, P, Yo S, Y
Y, W Ty 0y T,
Ne S o
/ % %, S,
% v 95,
4 \N%
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Conclusion .
Four barley residue trials were conducted with fluoxastrobin & prothioconazole EC 200 in no@em ©©

Europe. The product application corresponded to a prothioconazole rate of 2x125 g a.s./ha. o3
Residues of prothioconazole-desthio in barley grain at harvest were alw below the? 1rn1t®f
quantification (LOQ) of 0.01 mg/kg except for trial 0152-00 where the resifites reached 0%1 niﬁg

The residues in straw at harvest ranged between <0.05 mg/kg and 0.08 mgq%g ®) § %@
S
& & &S L@ @
Report: KCA 6.3. 2/08_7’7 2003; M- 0868'§1 1 %@ NS
Title: Determination of residues of @uconazole apdprothioconazéle-desthi 1n/@arleé§
after spray application of@ 1608 & JA 64769250 @ in t&ﬁeld in Frange,
Germany and Great Britai ) Q\ @Qj
Report No.: RA-2103/02 © & N K %@’ 6 NN
Document No.: M-086877-01-1 Q @ X S

@
Guideline(s): EU-Ref: Council Dk ect1ve414/@€ on@? July§99l Annex@ pa@pm 1.6

and Annex III, past A poing 8
Residues in or reat@@rodl@%, Fo&@nd %@% "\@ @ §
Guideline deviation(s):  not specified Q & R N 2, @3\9 @ @ O
GLP/GEP: yes &© % Q\Q ws@ \@7 @@ N @ 9
Q > & O F &
© © S

. Q S
Materials and Methods N Q
ARSI IR A

&
In the vegetation period of 2%’02 é&set 0 @rem trialpywas C&'ldl@d m&@thel@Europe The trials

were located in noﬂhem @yan reat@rltan@q R % @

X
In each trial, barley trea@d t at a@rodu t } 0 L/@i tebé&naz&le & prothioconazole EC
250 correspondin 0. ]@ kgba\ @ha ?@ach mixing@artn @fhe &mploy@ water rate was 300 L/ha
in all trials. The@pray%&terval%ngeg&from& 30 QWS Th@tlm app@gmon was:

S & o © o
1. during tl%tlme when th&ﬂag teaf is fully up f?led @ﬁ le j ust Vlle) in 3 trials and when the first

awns arggisible (in awagd f only¥in one trial BBC 49), and
2. at tl&gmmng Qf@?\?@lﬂ% in 3@15@1&1 al t@@iate%ﬁﬂlk %%e in one trial. (BBCH 61-77).
RS & \ ;@, é&

Samples were takgn at e follgwing 3 rval’sQy @b

- prior to the lgst appl@a 10@1y f(ﬁ@cont@ sa}n@ of @ir and rest of plant for 2 trials and

1mmed1ately%§’ter th@ﬁn%@pph&@on Q\ @\

- at aprrve%@nest interv 10f35§ s,@’jf’ . @ @

- at harvigst (BBCH 89),56/ S%ays after p&@m@ea‘[ment
< N @

Plant material was colle@iéd a@ pre- h@vest@nterval of 35 days as well as at one later date to obtain

harvest values, @his additiong}-date .Q@- negygted to ensure that samples of mature plants were available

independen§ the_grow, tage&reac}@i following the proposed pre-harvest interval of 35 days.

Dependin g on th; ow&@tag@i samﬁ@ng, cereal plants were divided into "ear" and "rest of plant", or

a9 s
"grain' \< d

& & &
es «;3 roth@on le-desthio were determined according to method 00647 (cf. original Annex
II ectiptr 2, Point 4.2) by HPLC-MS/MS in the multiple-reaction-monitoring mode (MRM) using an
electrospray interface (ESI) after extraction, filtration and dilution. The LOQ with this method was 0.05
mg/kg for forage/rest of plant and straw and 0.01 mg/kg for grain/ear.
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Findings

- Storage stability: N
& I

The maximum storage periods for prothioconazole-desthio in barley samplom the supfi:lemcel@%
residue field trials are presented in Table 6.3.2-10. @@ @\ %

Table 6.3.2-10: Maximum storage periods of field samples frgin su plementgfy’ residue trlgl& N Q

Storage  (Storage®
Crops Substance Sample Material | period perlo Studyv\l\;@& § é\g &
(days) |(months) o 8 S o
ear (@3 7.8° \S@Q @ & o @&
barley prothioconazole- | grain 8 K% 1 °s @A-Z@/OZ N §
deSthiO Rest Of plané @) W\g\)} 7)& % M-07-01—1
) & .

straw «@” 83 @\) QLIW © & Q @% @&
S \ N > S QO o
. & @ & o
These storage periods are covered b£ @ge st ty st\&les%z@. an@es @ sh@h to gy stable
for a period of at least 24 months (c “%6.1)., © § @ § &
Sample extracts were measured V\@in 24 hour §" if got, acceﬁabl o§s m ﬁlred\%@ncurrently
with each set of samples ensuggd 1ntQ%%ty ofpthe sdtple @act durin %@od &f time between
extraction and analysis. § S @ AN
N O o @ S
9, .9 Q&
No residue of prothlocongzole esthlo &bove §% ofihe L({Q%Was%unqﬁ\gﬁhe@atrol samples.
O & O & o
- Method performan@ Recg@ery@és w@e det@u oncurrently®1th th@e, sample analysis in order
to check the accugaty ogﬁhe rgsidue @ls Recovey me J by iortlﬁc@on levels were within the
acceptable ran%@ \LIO% $he single and over@“meeu@eco v&Hes agﬁhown in Table 6.3.2-11. All
results of the tyethodivalidation ar@n amrdang?w@% e .@‘ al reguirements for residue analytical
methods, t]@refore @Te me%od v&@ Val%ated gecess

®
S @ @ AN
A 9 o $ O . -
Table 6.3.2-11: RA+ 2% 3/025 Concurrent l&oven@s ak vahd&tmn recoveries for the determination of

pro@ onaﬁele-de@hlo in barley %
Analyte S@npleQ rtification, xl%fcq&ry rak@[%] RSD |LOQ
_(aterial”  (level [fug/kgO] single Valus Mean | [%]  |[mg/kg]
Prothio-% Barl 6\) O@ Q (i@ ’ 10(@)@6 95 5.9
conaz arey &10 @ 94906495 93 |28 0.01
desthi grain / Y
| Overall ngh) - 94 |43

& o
3thio. o oo R |@;91;93 93 |16
conazole- | ®et of plant .50 7 Q959595 9 |12 0.05
desthio Q@ O Overall (n &56) 04 |22

© 9 Yy
Prohied” | o © 095 100 ; 86 ; 102 9% | 9.1
con@@e- AStrans N 50 94 ;96 95 |- 0.05
deghio f@ ~ ‘] Overall @ =5) 9% |65

Fiff] deter@qﬁltion as: Prothiotonazole-desthio, Residues calculated as: Prothioconazole-desthio
RSD: R@ve Standard Deviation, LOQ: Limit of Quantitation

- Residue results:
The residue results are summarised in Table 6.3.2-12.
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Table 6.3.2-12: Residues of prothioconazole-desthio in/on spring barley applied with tebuconazole &

prothioconazole EC 250 &°
Study Application Residues* R
Trial No. Préthioco
Plot No. \C,:g;t Country FL N | kg/ha | kg/hL GS Portion @é DALT §@ole-
GLP y o |(as.) |(as.) analyse (days) esthi
Year &S (mg?@%)
RA-2103/02 |Barley, |France @ ear ™y R 097
R 2002 0529/5 | spring | F4 250 resbof plant [0 & @
0529-02 Nevada Ec 20125 0%2 61 in 3@ 02 5
g}(i)g yes I%lérr(t)}?e’ @ é straw &35 R 0.@@ @
< L Q
RA-2103/02 |Barley, |United Qg&” cary,  R[0O |08 @
R 2002 0541/4 | spring | Kingdom . § Fest of @lant | B\ 22 ©
0541-02 Pri ] 7 : i
GLP: yes s %ﬂ- 20 |2 0.125%0.043 | 7> gr"g@ PSR < O§
' AL @ | @ Q Q N
2002 Europe, ~ IS ) %aw ©© 35 21 §y
North & O . k)
- @ N G
RA2103/02 |Barley, |Germany | o of o | o] eard é*o SIEKS
R 2002 0539/2 | spring DA o I & Q@ Qr N 35@ éQ 01
N i 4 0 N I
(();55;?; (ﬁs facinta Elérr?}lfe’@ %?%) 2 {0125 9042 ®© 61&@% offfdnt g? \%:Zo
2002 @ || P gt @F Qlgmny T3 & (<001
N ) S D 56 O 1005
RA-2103/02 | Barley, rman Y | @ K% Nz 1.4
R 2002 0540/6 | spring % 9 §§ S ﬁ%‘r © & <0.01
- QO
i S T (R e R P F i
2002 @ Q‘értﬁe§ @Q S S @ oin_ = |57 <0.01
S % P 9| Jaael |57 0.05
* determined as p@iﬂocm@le desﬁ%o ané@alcula@ as pro%hiocogz%fe-de 0o B
S N e @

"\a
In the 4 trig}s cond@:ted in 20?29@(repe§
i a@wes‘t range@}ro 0. 0@
between .05 mg/lg}@d 0¢ gégg

@
i

grain

Conclusion

Four barley ré&idue
oduct app
rothioco

Europe. The p
Residu

v
N

Report:
Title:

@
ReportWp.:
Doc fﬁent

G&@ ine @5

Guideline deviation(s):

GLP/GEP:

&

@

@
KC
D

@

<

<
S

ITCS

bt e

A S
The residues in stragiat harve ra&ged be& e
@” KA

o

)
3.2/

N

6/03

©
%\ %@

o,

S| MxQ01702-01-1
§ i

ded@\ap

03/0%), resi
/kg to 0.6 m
tha o 0

&

i

o

ues
%g@. TI&reSidues in straw at harvest ranged

%\

rothioconazole-desthio in barley

NS
v@e c&r@ucte@mth febucorfdzole & prothioconazole EC 250 in northern
ioconazole rate of 2x125 g a.s./ha.
airf harvest ranged from < 0.01 mg/kg to 0.02 mg/kg.
n@S mg/kg and 0.29 mg/kg.
Q @
,,_; 2004; M-001702-01-1

sidues of fluoxastrobin (HEC 5725), prothioconazole (JAU 6476)

mination of
tri xystro@jln/on barley following spray application of HEC 5725 & JAU 6476
CGAXR79202 30

0 EC in the field in Germany, Northern France, Great Brit..

-Ref: Council Directive 91/414/EEC of July 15, 1991, Annex II, part A, section 6
and Annex III, part A, section 8
Residues in or on Treated Products, Food and Feed

not specified

yes
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Materials and Methods .
& O
In the vegetation period of 2002/2003, a set of 4 residue trials was conducted in northern Eur@%@. Th
trials were located in Germany, northern France, Great Britain and Sweden. @b @ @)
NS

v N

In each trial, barley was treated twice at a product rate of 1.0 L/ha ﬂuoxasb@bin & proth'@@on e& &
trifloxystrobin EC 300 corresponding to 0.150 kg a.s./ha @prothiocona{él’e with the @@eptim of tri

R 2003 0250/9 (France) where both applications were 11 % overdosed {P11 L prodléﬁha @\ %@ &@
corresponding to 0.167 kg a.s./ha of prothioconazole)&The employe@water rate was 300@‘@ i@@ll q&©
. . N . S
trials. The spray interval ranged from 13 - 25 days. e time of a(élcat@gn wasy & ) &@
N L@ © o @

1. during the time when the flag leaf is just Vi@&)le (st%rolle@n 35@1%15 q&@’wh@e ﬂiﬁeaf speath

is opening in one trial (BBCH — 37-47), afid @ 6\9 @% @@’ S .
2. at the beginning of flowering in 3 trials a%d at thie end 6f flow&ing in one @gal (BBOH 6@%). @
o > \\ @ & N S v
o A
Samples were taken at the following j rvaig:\ w\g@ \& %© v

N ISERS
- prior to the last application only ﬂ&@:onq@b samg@s of@g a

d %est ant immediatedy after the
o o

final application; Q S O @Q < N
- at a pre-harvest interval of 35days_ &@ @’@ (@@ @® Q& (3 @© %
- at harvest (BBCH 89), 43-@@5 after thesfinal treatment. @ & @)
R @g AN @ 9

2 N (2

Plant material was colléeted ata pre-h@ves@erv f 35cdays aMel@at e@yé\’ later date to obtain
harvest values. This additio (@@\. te% Was nedaed t @nsur&@at séﬂplegé)f matg@plants were available
independent of th gowth stageQre ac@ follgying @ée proposed {re-haivest interval of 35 days.

De d' @t Q 3 @ ] ' o A " n n
pending on thegrowtltytageat Sampling, egreal p\ ts wépe divided 1@ ear" and "rest of plant", or

" son " " \ & \ @ @
grain" and st@@r D N A Y § v
¥ E O Y9 & P& e
Residues o@)rothioconole-d&si@io ws%e de@minecco@ing tethod 00647 (cf. original Annex
11, Sectjgn2, Point 4.y C- S in the ltipl&act@a-monitoring mode (MRM) using an
electro&y interfa@g SI T %racﬁ@?ﬂtp@on an(?\cﬁlilug'&n. The LOQ with this method was 0.05

mg/kg for forage/@ of pl t@ﬁawﬂd O@ mg& fo%%rain/ear.
5 & -

Fe & &

%D
4
Q

O

Findings @ < -
9 © RN

- Storag@bilitv: & Q§ @ g&@

The maximum sto {@ds f@rot@%on@o e-desthio in barley samples from the supplementary
nt

1zol
residue field trials are p ed Tab.3.@ 3.

N
Table 6.3.2-13;, 7 Ximum sto@e peﬁs of @ﬁd samples from supplementary residue trials
@ \ﬁ § Y e Storage  [Storage
Crop & stanc® R % ; . period period Study No.
t 1
Y @»%b © r(\@ era (days) (months)
Q @3 @ %§ ear 147 4.9
S . )
Gvte &” | prihiocopurole- | grain 12 37 RA-2016/03
Y& | desthio Rest of plant 147 4.9 M-001702-01-1
straw 112 3.7
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These storage periods are covered by the storage stability studies, i.e. analytes were shown to be stable

for a period of at least 24 months (cf. KCA 6.1). @ @
Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured conc@rently@ﬂ
with each set of samples ensured integrity of the sample extracts during theperiod of tlm@)etw@y
extraction and analysis. @

S § %
No residue of prothioconazole-desthio above 30% of the EHQ was foul@'n the contr Fsarn les exc@f
@

for one trial where the residues were at 0.01 mg/kg in eaXat day0 bef{’the last ap%géatlm@ y\g

%
- Method performance: Recovery rates were deten‘.# ¢d concurrefily with the sgmplegn ys1§1n 0 %?
to check the accuracy of the residue levels. R@ery means\by for&ca‘uo ev; l@wer@mth
acceptable range of 70-110%. The single and Qerall Bjean r@ven&\are &l@’wn @ abl %3 244 All
results of the method validation are in accordance wih t ene requmen r§s1due %alytlcal

methods, therefore the method was Vahda@ suc@t%sfull@ Q % @7 @
@
& ‘”\9

@%. @ S
Table 6.3.2-14: RA-2016/03: Concurr % re&gerles‘iﬁmd @dahm&reco@ies @th ermn@tmn of
)

prothioconazole-desthiéin b

Sample Forfificati lgcoverNates@ @© (\\@ @)@ Reé% LOQ

Analyt . ) )
nalyte | Material leyel Imglkg] | Bingle Values @™ %35& S [altdan {1%] [mg/kg]
00l 9794 & 2 95 718
2019 oY | 98993;100593;94 8 (|95 ? |31
Proth1ol- Barley . @@ & NP2 ﬁ@ Q w. " @ - 0.01
e 0S| grain Bar - {30 & YRS © o |- '
desthio : Q{@ \@ ) \i}\a @ O S
) é 4°QQD v o4 °© 9 § A 94 -
& [ overmm=gy & T & w [95 |23
b w005 Slere O @ 95 | 4.0
Prothio; ©& w, | 080 &) |98;97;9 ;9199 W 97 |12
con%ﬁ Straw < ES S S o 0.05
desthi L@, 50 9% QO N 94 -
> <[ Overdll (n Q)) PO 9% |25
. o @ o3 00,97, 99O 99 |15
Pmthlol' 4% t€f©l 50.50. 9 O 96 91 ;9593 ; 97 94 |26 0.05
conazole- es p N S .
- e S 16 4 CRNE

desthio %
& L9 | Qlerath =9 oV 9% | 3.1

Final determination as: R@ﬁoco azole-desthio, 1dues caRulated as: Prothioconazole-desthio
RSD; Relative Standarﬁ@eviaﬁ@n, LQQ:Limit uan@ ion

Recoveries from method Valid@ioni italics

@ o @
- Residue reggjts: \% gj RS @
The resid é ised in Table 6.3.2-15.
€ resi 5 e;@@wre S@;@‘lmﬁ@@@ m c

N
@{& @@ @@@
@ & <

&
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Table 6.3.2-15: Residues of prothioconazole-desthio in/on barley applied with fluoxastrobin &

prothioconazole & trifloxystrobin EC 300 LD
Study Application Residues* RS
. . Q7
Trial No. Crop . ) Préthioco-
Plot No. Variet Country FL N | kg/ha | kg/hL GS Portion & DALT % ole-
GLP y o |(as.) |(as.) analysedV” | (days) esth'oQ
Year olmgks) ¢
RA-2016/03 | Barley |Sweden % ! 00 o T [ 1L27 A
R 2003 0252/5 | Pasaden | S- V® r@%fplant 0 g;a §§ @6
0252-03 a Q 3& NALES j&
. ) 1)
GLP: yes Europe, |29 |2 |0.1500.050 |6 W0 Qrod &
2003 EC N ear, . < [0 14
North &> (&) & &
&5 @’ Q350" |01 @
| § wrain @y |5 L<0.0f S
aP < [stragsy 52 0.19
RA-2016/03 | Barley % O O] o Yo & .
R 2003 0250/9 | Esterel N R |restofplant |g O gy o
0250-03 o £ LS 0038
GLP: yes ,\ T O72.8
2003 o | & &35 01
@n @@ 49 ?’%m
SRS N 0.05
N stravl> @ﬁé ¢« [<0.05
RA-2016/03 ANz % 00 1037
R 2003 0251/7 st o®ant 0% 1.1
0251-03 L 35 0.06
GLP: yes QoM 0.01/0.01®
2003 o 3.0
%b S35 0.02
@& graip? 43 <0.01
& | straw 43 0.09
RA-2016/03 & Bar & & & oM 0.30
R 2003 01346 | The Jea RIS ) o @5@“ ofplant | ) 0.96
0131-03 °, | 00 <0.01
GLP: o o’ %ﬁ &l S o e 0 1.2
2003 A Q2 [150 (0050 6l . 35 <0.01
§ Eg\f;x é’ S grain 51 <0.01
2 3§ @ S 35 <0.05
Q SO N S
@ Q 8 | Q| W straw 51 0.05

pe, -

E
Q ©@§ﬁh\\<§(%)\@

** 11% o osed @ °

M before last applicatie@ N S ©\
@ re¥idue in control sample @ (og Q@ @
> @ Q
In the 4 trials @ﬁductgd g% ort @—2016/03), residues of prothioconazole-desthio in barley

* determin prothioconazole-destlirand ulated@ prothidonazole-desthio
@‘ i g & il

@/

grain at ha St we{&o. g/K&o The@emdues in straw at harvest ranged between <0.05 mg/kg and
0.19 mg/@k§ @§’ @@ § Q

Concfﬁﬁm § % N

QN

Fo arl%@esidl@’tria@vere conducted with fluoxastrobin & prothioconazole & trifloxystrobin EC
300°in Cﬁhem Europe. The product application corresponded to a prothioconazole rate of 2x150 g
a.s./ha‘'with the exception of trial R 2003 0250/9 (France) where both applications were 11 % overdosed
(1.11 L product/ha corresponding to 0.167 kg a.s./ha of prothioconazole). Residues of prothioconazole-
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desthio in barley grain at harvest was <0.01 mg/kg. The residues in straw at harvest ranged between

<0.05 mg/kg and 0.19 mg/kg. @ >
Report: KCA 6.3.2/10 . ; 2004; M-060905-02-1 N @@
Title: Determination of residues of trifloxystrobin, CGA 321113@nd JAU 6@& i0
in/on barley following spray application of CGA 279202 @\U 6476 (328SC) i@
field in Northern France, Germany, and Great Britain Q> N
Report No.: RA-2106/03 Q R
Document No.: M-060905-02-1 Y DN Q
Guideline(s): EU-Ref: Council Directive 91/414$C of July 15(4991, Annex pa@secti(@%
and Annex III, part A, section 8 @ %@ N é\”
Residues in or on Treated Prod@s, Food aned Q RO @Q}
Guideline deviation(s):  not specified % R ©° S & © &
GLP/GEP: yes Q,;@ N R \© 2) @D
X N - T AN
A A T S
3 L@@ R & 9 & g
Materials and Methods g\ﬁ \\ \\ < &% QO §
@ S é\ﬁ Q

N . Q"
NS N Y
In the vegetation period of 2003, a @QOf sid,u\&rials% as O@uc%@gn n em@rope@The trials
were located in Germany, northelz@%’ran e and Great %itain. N) o o
2 S o & N
o &~ ¥ L @S O §©
In each trial, barley was trea@wiceﬁt a uct rate of 199 L/ &prothigconazole & tEifloxystrobin SC
325 corresponding to 0.1%5 kg é%./ha rot@cona@’le with th@ccwﬁ{(@% of @ial R2003 0939/2
(France) where both apphications were 2.4 ‘@/er dsed (1g2 L p%duct;l\g cm@ponding to 0.197 kg
a.s./ha of prothioconaggle). THhe eng\g@yed {ater rase W@{@OO a in,all tria{cept for trial R2003
0939/2 (France) w Wate@ate%@as 12@% o dos@(%ﬂ L/ha ). The sprdy interval ranged from 10
- 25 days. - tiiae @ application was:
N \@§ S e & of Qo
@) N N & 2y
. Q O W o
1. during the fine v\@ th&@ag ledPshedth is O@mg @ wherrthe st awns are visible (in awned
forms oaly) (BBCH 47 -'49),%nd x & >
2. at thgBeginning of floweringénd dithe full flowgring (BB CH61-65).
s esmingof g e 1 foyng i

. N .
Samples were tak@ the%oll@ in@r©vals '@%\ é

- prior to the 148t apphiati only@r ¢ontrol @mple f ear and rest of plant for 2 trials and

immediaafte Ehie ﬁr&app{@tion;@ O @
-ata pre—hast intewal@% @ys aft@he fﬁ%l tr@qent.
at haw@BBCH 0§ o Q@f@ RS
< AR

Plant'material was&gollec@ at,a‘pre-hat¥est @rval of 35 days as well as at one later date to obtain

harvest values. This add@’onal@\ate s nfié@ to ensure that samples of mature plants were available

independent %@he %if)wt ge achedJYollowing the proposed pre-harvest interval of 35 days.

Depending gw'the %gjgo th@ ge i‘{s%’im%@g, cereal plants were divided into "ear" and "rest of plant", or
grain a str%)@%. Q) §

N
Resic@c\’s of@thio@%aozéiﬁlesthio were determined according to method 00647 (cf. original Annex

II@&O 2, Point@é’ll)@ HPLC-MS/MS in the multiple-reaction-monitoring mode (MRM) using an
electro§:§y interface (ESI) after extraction, filtration and dilution. The LOQ with this method was 0.05
mg/kg for forage/rest of plant and straw and 0.01 mg/kg for grain/ear.
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Findings Q\
& &
o S < Q
- Storage stability: @ °
S &£ o
The maximum storage periods for prothioconazole-desthi®)in barley sa@\ples from tlg up }Qmen
residue field trials are presented in Table 6.3.2-16. \g @@ § y\g &@
Table 6.3.2-16: Maximum storage periods of field samp%from supple{n@ntary re51d ?\’rlals Q § @Q}©
9

Storage R St%f@ge

Crop Substance Sample M al | period ] péviod Q lxd@N o. @}
(da\g@’ }montl@ &) §
ear © @Lg 180 S5 6.@ &’Q
. graind\ @’\9 @1 QU 4.Y @ @§
barley gz(;glligconazole- gr@&f mategial N\ 162 S © &%.4 . @ & 6§91 06/2_1 §
@stofplant 5o |80 6y (SRS

&Jstrav@’ °\ &1731 \UU @ FQ \ ﬁ\@

N s ansoes s
These storage periods are co@ by the stor@je st§ lity { o Qe ana tes \@@e sthn to be stable
for a period of at least 24 maunths (cf. KC NP 1)

%)
Sample extracts were measyred wihin 24hour Qr if no@j acceptablé%co es n&%ured concurrently
with each set of sample?ens@d 1ntegr1tyhe© plcﬁtracts%urlﬁg the §10d of time between
extraction and analys@ﬂ @ ~ @ Q& S
S o

No residue of pr@@mc&r@zole &e%};:%ﬁvexo% @5%6 Lg@@ Wa@§ou the control samples.
- Method per@‘mamg R@gg)very rates W%e d@t@mne@onc@entl ith the sample analysis in order
to check. tl@ accuracy ef the res due els. @?ecove me@ns by @ortification levels were within the
acceptg@% range of 7@@@1 O"/@ le and ove@ mean eco@1es are shown in Table 6.3.2-17. All
results of the metk%vahiﬁﬁon g& in a rda&é@ Wlﬂ%the g@%ral requirements for residue analytical
methods, therefor 1%ethod @ Vagl\ﬁ%ated fuecessfully. @

& s &
Table 6.3.2-10 RA-@06/% rent\lgecov ges ar& validation recoveries for the determination of
prothiocon 1e-d§hm iny rley
Anal y@ Sample© @rtlﬁc fion xReco%éry rates [%] RSD LOQ
Material | leveNmg/kg} | single Values Mean | [%] | [mg/kg]
S o . .
PNthio. o Lo Q [&37100;97 97 |36
conazole- g::my .10 D o101:95:95;92;96:98 9% |32 0.01
desthio g \g Overall (n &) 9% | 3.1
Prothi S | as 101 ;99 ; 97 99 |20
congPole- %a‘:n. R.50 101 ;98 ;103 ;104 ; 95 100 |37 0.05
de{ﬁf'o q BN _
SERY XN Overall (n = 8) 100 3.1
S 0.05 101 ; 101 ; 103 102 | 1.1
cona@ - Straw 0.50 99;98;97;95 97 1.8 0.05
desthio Overall (n = 7) 99 |28

Final determination as: Prothioconazole-desthio, Residues calculated as: Prothioconazole-desthio
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RSD: Relative Standard Deviation, LOQ: Limit of Quantitation

& &

- Residue results: N >
The residue results are summarised in Table 6.3.2-18. @@ @® S
Table 6.3.2-18: Residues of prothioconazole-desthio in/on barley applied Gvith prothioc%naz@ &
trifloxystrobin SC 325 a X o
Study Application N Refidues (mg/kglt, - 2 A
Trial No. @ < @
C
Plot No. Vartety |COMY | o | Tke/ha k?/l:L G (Portion | BALT §>§’;"“’§°“ S
GLP (a.s) @)ta.s.) i analysed** ays) hi
Year Q e A & de5 10&@
RA-2106/03 |Barley | United Q& & oY B259
R 2003 0975/9 | Caret | Kingdom - § S @ W o.qi@
_ GB- —
2}9L7§. ozs 15 )Ol @ . @ @@\9& gr QP13 . <0.01
Y SC 4 ’ @9 ) straw & 430 é@’h @;§
2003 SIS Y
Ny O {restofplint [0 1.
Europe, o NN < N @5 % |o
North D Ug?a < f@ gﬁ@ i
RA-2106/03 France N | R |0 2.9
R 2003 0976/7 SRR S S S I )
0976-03 g @ S grait@ 9 <0.01
' 197 stiow 49O Jo.10
2003 | @y 5
@ Qest o@ant (2] 1.1
SIS A SA 0.09
RA-2106/03 S -9 & |geen O
R 2003 0939/2 Sl P apteriale> |° 0.57
0939-03 S @ | [er 0 23
GLP: 1965F & | & @
$yes 229210.0587 | 60 gramn 35 <0.01
2003 X N 5 E i 48 <0.01
L 9 § Q@ {Haw 35 <0.05
.9 @ | 2 48 <0.05
RA-2 3 S %, Q” | green
R 2003 0974/0 2 &} | material 0 0.87
0974-03 N D S ear 0 1.8
GLP: yes 17 0 O 61 i
. VLS grain 35 <0.01
2003 a ] § v 42 <0.01
9 Q 7@\ < straw 35 0.06
R T Z I 42 0.08

@ I
* determigsd as prothioconéﬁle-de@io and calcula@ as pfethioconazole-desthio
** portion analysed are i@ccord%ce to the appendix 4 (sampling) of the study report
SHPN S

*xk - ¥9,5% overdosedty,
S & &

In the 4 trials&gdu ted inZP0O3 é@%ort @-2106/03), residues of prothioconazole-desthio in barley
grain at haryest W{g@ 0 mg/k%? The@esidues in straw at harvest ranged between <0.05 mg/kg and
0.1 mg/kks @@ @© S
Con(i%sion@@ ST

F (@baﬂ residu@’tria@vere conducted with Prothioconazole + Trifloxystrobin SC 325 in northern
Europ e product application corresponded to a prothioconazole rate of 2x175 g a.s./ha with the
exception of trial R2003 0939/2 (France) where both applications were 12.4 % overdosed (1.12 L
product/ha corresponding to 0.197 kg a.s./ha of prothioconazole). Residues of prothioconazole-desthio
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in barley grain at harvest were <0.01 mg/kg. The residues in straw at harvest ranged between <0.05

mg/kg and 0.11 mg/kg. @ @
Report: kca 6.3.2/11 | GG 2006; M-272012-01-1
Title: Determination of the residues of JAU 6476, tebuconazole an@WG 41681 1n
barley after spraying of JAU 6476 & HWG 1608 & KW —g 68 (450 EC)% the @
in Northern France, United Kingdom, Germany and Sweden Q> @
Report No.: RA-2571/05 % L9 o %
Document No.: M-272012-01-1 ©) PO S
Guideline(s): EU-Ref: Council Directive 91/414@EC of July 1@@1 991, Annex Iy pa@secgg@6 &@
and Annex III, part A, section 8 %@ > L O
Residues in or on Treated Prc@ s, Food an ed @) Q @© @Q}
Guideline deviation(s):  not specified 2 @ & &
GLP/GEP: yes focd @ \© » @
. RS > D LSS
LA A N S
Materials and Methods Q @ ¢ @% v @y AN
R @ é <& °
3 L& @ R S & o

In the vegetation period of 2005, a set @ reosigﬁe tr wa @)ndu&%i i&@rth@ Europe. Th&rials

were located in Germany, Sweden, n@%m@ncd Grea Br@t\\aﬁ@l C‘}y @ éﬁ S)
O & SO SE e
In each trial, barley was treated fWice % a pr uct rgate % L/@@Al@éﬂ @ot hi t&()nazole) &

HWG 1608 (tebuconazole) & RWG #l

8 (s@oxe) .\ﬁ; SO@rresp@dm 0.425 kg a.s./ha of

prothioconazole. The water @9 Was ?OO Lﬁ@a Tge spraégj%terv&@ang@ fror@@6 12 @ys The time of

2. at the beginning ofé@wer‘l’

application was: @ @ @ N %
1. when the flag leaf sheaﬁh of %e plant@was enn@\(BB(@FM) and $ Q\&
B%@{ 61) S « O
§ § o O
Samples were takef at tl@%ollosg@g mtgrval& \© 9 @@

- prior to the |

&

Residues of prothloc%%zolg%st%) Weré}etemsgned ac

a@%%pp @uon o%ly for all c@rol sdmples aid o
immediately Alter t malz@g@phcatg@n asSwell a@i’ 28
S @’

N
- at harvest¢BBCH 9).% @9 SRS

é} reated Sample of green material and

@t 35 (@8) days for green material

>
@ fog
o O
cor @to method 00598/M001 with a limit of

©)

quantitation of 0. mg/kg&for in a‘ml 0. 0 g/k c%real green material and straw (cf. original

Findings

=

Annex 11, Sectlo@Z,P WAY @7 .
@ Qé@ﬁ g O \©\ \@ &
Ve & &S
© Q ¢ &

- StoraE@abilitv:

R
The maximum

O\ °
S @ @
S L ®
storage I@vlods@r ro@oco@ole desthio in barley samples from the supplementary

residue field trig@ls are p re;z@d m@le 6@2 19.

&
Table 6.3.2-@Ma&m m

pié“iods of field samples from supplementary residue trials

SO Storage Storage
Cro@ &bstar@e § ifi‘:tlgrl:al period period Study No.
@3 (days) (months)
S 2 > S grain 111 3.7
%rley Q prothiocBhazole- Green material 123 41 RA-2571/05
desthio . M-272012-01-1
straw 113 3.8
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These storage periods are covered by the storage stability studies, i.e. analytes were shown to be stable
for a period of at least 24 months (cf. KCA 6.1). @ @
Sample extracts were measured within 24 hours, or if not, acceptable recoveries measured conc@renﬂy@ﬂ
with each set of samples ensured integrity of the sample extracts during theperiod of tlm@)etw@y
extraction and analysis. @ c\
& & o
No residue of prothioconazole-desthio above 30% of the @Q was four@‘h the contr&gl\sam{}es %
N
- Method performance: Recovery rates were determm&d concurr @Wlth the sa s\a e ar@ms to\grde&©&
to check the accuracy of the residue levels. Reco% means b)éortl catlonQevels&were within @
acceptable range of 70-110%. The single and OV@I mean receyeries @e sho% in T@ble 623.2- ,,,
results of the method validation are in accord%me W@che @eral%ﬁulr&l@nts resid idite a b
methods, therefore the method was Vahdated@lcces@llly© @% @ ¥ g S\ .
S @ o KR o & ¢

Table 6.3.2-20: RA-2571/05: Concurrent l;égoverl&for th}deter atlt;liwﬁpro\g@)coq&ole-dfsthlo 1§)rley

K@

Analvt Sample Fortlfi (5@“0}7\@‘)’ rafés [%]% @ @ 4§SD LOQ

Y | Material 1eve1£ /kg]@ Siigle Valies . &) PMeain)| [%19 | Img/kg]

% \JJ @ ) 5
Prothio- Barle 0,01 2 f@ 81@@ S § S@Q 75
conazole- Y Y0 90 ; NG & @% e S OR 0.01
desthio grain / Ear N SN L Y
Jodia® & &~ & we[ss
N . N S

. SYE © §§ 86393 & o [0 [81
Pmthlol' Gree 950 P P15 104599 o o« P | 138 005
conazole- %} o) .
desthio mat@a 5'0§ AN 93\5}84«@ @ 92 8.7

re 3 Q%rau (n= 1({% NS @ S [ 104
0]

Prothio. %30.05 O « Yoozssiony & 90 |17
conazole-@ Stra\@j 0.5 &», o & ~ 90 - 0.05

o N
desthlo©\ S @era]@r = 5) SRS 90 1.7

Final detetmination as: P%\fﬁloco%zé’le- sthio, Ré&iduese chulated as: Pr&ﬂg}ioconazole-desthio
viatibg, LO imit of)uantitation

RSD: Relative Standa

These recoveries we signed to thed@indies @-257&@ and @257%5
. Sy e & o

- Residue r 0 O © SN N

The residL%results are su@ma \d in@)

< S S
N fﬁ @é é}@ @Q &©©\
G @ © «Q
& N é@ S @
% Q
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Table 6.3.2-21: Residues of prothioconazole-desthio in/on spring barley applied with JAU 6476
rothioconazole) & HWG 1608 (tebuconazole) & KWG 4168 (spiroxamine) EC450 @°

Study Application Residues (mg/kg)* R f§
Trial  No. S ”
Plot N Crop @ @%OC@
ot No. . Country kg/ha | kg/hL Portion | DALT
P Variety FL [No GS ’. zole-
(a.s.) |(ass.) analysed (days) Chdes

Year O @E &
RA-2571/05 |Barley, [United ©) gréﬁ” S R, QS

R 2005 0031/9 | spring Kingdom V m@erial &06 @
0031-05 Optic # 430 15 10.125 J0.042 |61 Farain % A><OO<§ )

N>

GLP: yes % N D
Europe
2005 : Rl str, & 4 o@é
North %\@% @%y Q & (07
RA-2571/05 |Barley, |Sweden W . % green 630 1 6 &
R 2005 0802/6 | spring SE- 450 @@ %Q &tmatelfi@ T35 'S O 16
D
(()}815)5-05 Easaden Evrtope EC %2 %1% 0.%?;@ QQ‘)‘ graty. 'Y SIS 2@91 q °
:yes ’ ] 0 N Q)
North
2005 @5 A J\ 6 3 %av&i o y\951 %.22@
RA-2571/05 |Barley, |France . o 071 0.49
R 2005 0030/0 | spring | F-JE @Q %5 <, NS o | ereh § @12.5
0030-05 CARAF |Europe, & sq 07| " | % R eria b 8
GLP: yes E North R B, |2 85125 @,042@9 61&© @@ < 5 019
o rain 39 <0.01
2005 N o aRE S 39

47 |stfaw o | 397 Jo7s

%eel&? %@0 1.6

RA-2571/05 Barley,

R 2005 0801/8 | spring @@ mat 38 <0.05
0801-05 Adonis 04 %ﬂ in ) 49 <0.01
Q g& :
GLP: yes N
2005 @ S raw S 49 <0.05
M Prior to last t ° ~ ; (7;;
rior to last tre A
* determined as éﬁcor&)le desthlo aalcul@ as p&%hioczole d@o ”\a

o @
In the 4 triajs cond%\ycted fﬁg 200?@(rep9§ RA@H/O@? res@ues g@prothloconazole -desthio in barley

t t 01 id tr. it t d bet <0.05 mg/kg and
grama@ves were § g ¢ residues 1@ a?igw@t a%es ranged between mg/kg an
0.75 mgikg. \ N N \ NS

& ISEPR - N

) @ @ %\ v O

Conclusion % v S
Four barley @due @Qals \@% QOI@HC'[G@NI'[I] FAU 6496 & KWG 4168 & HWG 1608 EC 450 in
northern Europe. The pro@t @matl \corrﬁ;pondo a prothioconazole rate of 2x125 g a.s./ha.
Residuesgiprothiocongzole-desthio @Ea ralm@; arvest were <0.01 mg/kg. The residues in straw

at harvést ranged be@@en %0 5 %kg a& 75@/kg

\‘?\, § &@\ @Q &©
@%
@ \%% § § @Q
O N 9
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Report: kca o.3.2/12| R . 2013 M-294779-02-1
Title: Amendment no.1 to report no: RA-2328/06 - Determination of the residues of &¥F &
00587 and JAU 6476 in/on spring barley and winter barley after spraying @
00587 & JAU 6476 (225 EC) in the field in Northern Fra@e Sweden, t &Imted
Kingdom and Germany QS @
Report No.: RA-2328/06 @ N
Document No.: M-294779-02-1 § AN &
Guideline(s): EU-Ref: Council Directive 91/414/F®C of July 15, {991 Annex II;qart Ag\s@tior@w
and Annex III, part A, section 8 g}a N @
Residues in or on Treated Products%ood and F @ § X é
Pre-Registration: SANCO/302%9 Rev. 4, 20Q0%07-11 é\a Q § %
Guideline deviation(s):  not specified % Q ° & & @) @
GLP/GEP: ves iy & Q o @
% N 9
RN I NS
N IS S y\ﬁ
A @ i S
Report: KCA 6.3.2/13 ; L 200@M-288114-0591 S
Title: Determination of % residucs of BY YT 00587°andJAU 6 1n/0n sprln rley,
spraying of BY 58N JAI@6476 & E%gn the field 1 ort m Fra and
Germany Q ‘N é\a @
Report No.: RA-2039/07Q (5% @ § @ S @
Document No.: M-2981 14@3—1 v <) N> "\9
Guideline(s): EU- Ref C nci@lre % 91/@VEEG§ Jul&@ 1@ Amé@ll, pa%A, section 6
and Apiie xII ctlon@a S &
Resy@ s in or on roducts Food "Feed@ S
uidapsp wor doc&ent 7629/V1/9 rew@(w%@ 221
Guideline deviation(s): E@ pe%ﬁed ) § & Q° w\g @yo\?
GLP/GEP: yes Q Y Q @
%G N & Q> . N
IS QS S O A
, < 2 & ¢ o
Materials and Metifods <.~ &) § © @@ < @
oo NS @ X

©)
In the Vegeta@ 1@ of @06 a@o%@’ set ?@} 6 regidue trials wasr\cgonducted in northern Europe.
The trials were locdted in &rm@ Sweden, g%hen@@ance@ld (5{76@5'[ Britain.

@
In eacl@al barley V@s tre@l tW1C§ at aprodu€d rate of 1 L<@ BYF 00587 (bixafen) & JAU 6476
(prothioconazole) @225@%rres@ndm@ IS&Fg a.§ha of Prothioconazole. The water rate was 300

L/ha. The spray @%rva%ange@om %7@ 27@5 él@ timig of application was:
S

1. when the T@@é lea@s ] 1s1b&¥st111 &Jled)@nd at @z@fjlag leaf stage (flag leaf fully unrolled, ligule
just VlSlble%(BBCH 37- ;% an %
2. at th@gmnmg of, ff@wem@ (BB(ﬁ'I 61@ ©\

@ \ N
Sarﬁp\z%es of green materl ere@&ken ]u@pm%% and immediately after the final application. Two trials
were designed @ "decline se Were collected further 7, 14, and 28 days after the final
treatment. F Wi g%he g ﬁn apphcatlon samples of grain and straw were collected after

34-62 dayi ful@matur@ 0 th;gcrop“@ CH 89).

Plant mﬂterl ect, &t a pre-harvest interval of 35 days as well as at one later date to obtain
@! vall @-’ Th@’add nal date was needed to ensure that samples of mature plants were available
en t of the growth stage reached following the proposed pre-harvest interval of 35 days.
Depen g on the growth stage at sampling, cereal plants were divided into "ear" and "rest of plant", or
"grain' and 'straw".
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Residues of prothioconazole-desthio were determined according to method 01013 with a limit of

quantitation of 0.01 mg/kg for grain, green material and straw (cf. KCA 4.1.2). @ ©©
@\ (g
Findings O o o
& ©L8O
- Storage stability: % § @ &
% o\ o\@ '24\9
The maximum storage periods for prothioconazole—desﬁ@ in barley s@iples from @ sq@iemel@ @
residue field trials are presented in Table 6.3.2-22. ©Q %@ ) é\a &
Table 6.3.2-22: Maximum storage periods of field samp@ from supplenientary resi@n@ trials @© &@q}
Storag ISt e R 0o
Crops Substance ;}l mplft period% pé%% @, StuggNo. %(% @@
ateria N
GD(daysyy  Jtmonthy) | o7 N |
\%) 4
grain . %U 1%@ f(\@ 6.1 @@” © S 5{% 'S °
W rRA25806F @
thi 1 grosgthagdriol 494 3, | 5% —Ol m204779-02-1 §
barley AT saw D187 S 82 WO @@ S S
esthio S % < o
&ﬁﬁr o LSS oY fRaaeRore
Q1 rest O%plapt SIS @@ f(\\@ M-@@M-Qﬁ*’
v v S @ S
These storage periods are cq&%ed by'the stQrage sté@gility%tudi&@le; agalytes were shdwn to be stable
for a period of at least 24 %onths@{ Kéy& 1)@§ @ @ o\@

Sample extracts were méasure%vithin 71 ho@ or iflpot, a@éptabﬁarec@ies@asured concurrently
. Dy . Y, Q . . .

with each set of samples en d i@grﬁy@f the@lmp,l{ xtraéﬁs dugring the\@nod of time between

extraction and analygs, O NN Qo s

NNV
& O @

5 °\® R N 0 @ 9 @ §
No residue of prsthio azole%lesth@ abo %; 0% Q?the L@Q @s fourd in the control samples except
Hy greematerial at day0 before the last

for 3 trials where th€residdes werat 0 an@?m @kg i
. _ . N
apphcat19n@nd at 0.01 rggyg/ g 1?15@rawq§>DAI§62. v @@ \@,

S

i

N\

S ©
- Meth& performamg@ Reeg%ry?gtes wek %deined %nc&&%ﬂy with the sample analysis in order
N Q . . oy
to check the acc@y of the @ue leyels. @covém ans by fortification levels were within the
acceptable rangef 70@0% e si@e ap\&over me coveries are shown in Table 6.3.2-23 and
Table 6.3.2-242All reslts o&e m\gflod validatiée are ifliccordance with the general requirements for
residue anal}@cal methoc@@he@ore th@‘li:th@g&was@;@lidated successfully.
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Table 6.3.2-23: RA-2039/07 : Concurrent recoveries for the determination of prothioconazole-desthio in barley

RA-2037/07,
RA 2045/07,

Recove%: for rest of pl gare ¢

&
Final determination a @’rothi@nazoje@&thl j\%eSIdues calcu@ as:
RSD = Relative St

These recoveries Wgre per@ned ith b

d

038/%@/& %’
-2046/07, RA-2047/07CRA- zog

tion

EQ = PractlcaQ{?ﬂlt o

a@nd wiigat ¢ diti
/07 040767, RA@ 1/07
2049/

ed b verie

durlng

hloc%azole-@thlo

Quantifi¢afion @

tonductof the studies

7, RAgR043/07,

#= Recg@es for ear are ered cov s for gram @
\ INS
B &S @
@ @ S &S S
@ O ¢ .0 © .0 @
Q O O O N D
Ve & &S
S R
% @ ‘%
@7 o Q &@Q\
> < & & Q@ 3
S 5 &@\ O
@%
N %%gf § N
§f§ Q & ©@
& &S
S
< O % S
&S
i

RA 2050/8% Cereal summarises barley and wheat.

or %en ma@l

Sample |Fortification | Recovery rates [%] L >
Analyte . RSD [%
y Material |level [mg/kg] | Single Values Mean 1%l A&l kg]é
0.01 97:97;96; 100 ; 93 ;94 ; 99 010 26 @7 @@
0.10 95:93;95;91;93; 100 8% |33 o @\
Prothio- | ~ 1 |10 92;95;95;89;93;99 94 360 \yf
conazole- it @ T T < 1@
desthio gram 5.0 89 NV K)@ 89 (@) @ v\g@ 1S
10 86 R oY (8 2 @@ %3
Overall (n = 21) © Q|94 3 ) @
0.01 98;940F:97 N, . @ |9 (W o &
0.10 97;90;95:88° & v «[93 Jas |w
PI‘OthiOl- Cereal 1.0 87 ;% : 9&;\%1 ;[é@ f(\@ @U@ 91 @ ;{i% m% 0 @ S
conazole- green P .
desthio material* | 3-0 @ 85 %g N S % _ ég 4.1 §
10 @83;86:85. @ S O (P85 NI 5
Overall g@\ﬁ%{% L& < o $ﬁ @ @ )
001 Q L92;88;104;93;1080 o 9% @gﬂ N
0,100 |, 05; 8045303 @7 o  Tos)|es
. & &
Prothio- | o r {18 o | 88y93.01593, & P | |28
conazole- straw @ @ %? K(% X % @ 0.01
desthio o[ 20 488 ; 8¢y 7@j o a 5 +]51
[0 e 84 30 O P 848 | -
S| oWrana=17p & o |2 |73
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Table 6.3.2-24: RA-2328/06 : Concurrent recoveries for the determination of prothioconazole-desthio in barley

Analvte Sample Fortification | Recovery rates [%] RSD Q
y Material level [mg/kg] | Single Values Mean | [70] %[gng/kg;§
. . a2
Prothio- | 0.01 103:115: 110 $09 |55 ,9 @@
conazole- : 0.10 111; 105 ; 96 T4 |73 |oal
desthio grain N S
Overall (n = 6) ~ ) (107 163 B«
0.01 106 ;98 ; %= @ |8 ey @ 4
010 100954100 113:92 09105 | . 2 | > | & ©
Prothio- : ;106 ;.80 S 1@ Q Q LN
Cereal green ’ ’ Q g B) @
conazole- . =) 9 0.01&,
. material 5.0 864 @ %6 Q- ¢ @
desthio > . S
6.0 B g & = O[O Y
overaln=15°0 @ & o U |eg fos & |
001 1050 (7 105 - @
- - >
Prothio- 0.10 o [Omtoitt & & s 163 [ 90 £
conazole Cereal straw Q TS 5 @) @ .01
desthio 90 © f& 08 X @ o & 2
overslin=% = o+ O O ofgd]1ee
Final determination as: Prothioconazole-desthig, Residugstalcul@ed as: hiocda

RSD = Relative Standard Deviatio

Q =Rractical Limit of @lantif&a 0n @

azole-@ﬁsthm@@) “

These recoveries were performed with barley and t compmodities during ghe conﬂu@of the studies
RA-2326/06, RA-2327I/)06, RA-%ZS/% yRA- /06. @gteal su@qarisgs%arlq@d whe@t. ©
N & & & R @ X
. Q| o & VS
-Residueresults: =, &) & O § N é& N \@
The residue results surnn@ris@T ble 6.3@5. S o &
NI IRCES Q9 & & @
@© 6\ s N Q}\ é\ N § %@
¥ &0 O 5 b
AN . & o @
N 5 @’@ @ 4 Q@ &
A o\@@» O GG
NS AN
§ RN > & >
o O ¢ .9 o O @
Q O © SN NN
¥ o K &
3 § &S @
& 2 Q@ 9 & O
i AN N 7 Q
N (g @\ R Q
@° N S
Y SR
& o &
& & & ©§’
< N) % S
$ Sy
@ & <
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Table 6.3.2-25: Residues of prothioconazole-desthio in/on spring and winter barley applied with BYF

00587 (bixafen) & JAU 6476 (prothioconazole) EC 225 & @
Study Application Residues (mg/kg)* LN L
Trial No. Crop Prothi v
Trial SubID Variety Country FL No kg/ha | kg/hL GS Portion LT nazole- @
GLP (a.s.) (a.s.) analysed@ days) .
Year de{s&hlo N
AN
RA-2328/06 Barley, |France green=) |00 006/ 0.0@ %)
R 200604572 |spring | F © material | 0 0.84 ° Q
0457-06 Carafe @ ~ %)
25 ? G
GLP yes > o1s 05 |61 [Saw |34 @ 0-3§ $
2006 1 5
@ Q ) ©
Europe, % Q gr&%c 4<0.01 & @
North odeg @ R ¢
RA-2328/06 Barley, | Sweden RN 0<1>© 18,7 Q
R 2006 0458 0 | spring | S ol hgreens, |7 (IS
0458-06 Prestige O] @| & |g|m B 4059 N |
GLP yes 2 oy |@s (@ 128 So.53 &
2006 N N > shaw 140 0.56> §
Europe, N @ , S Qraine D N @()1
North RS IS N gy & SO
RA-2328/06  |Barley, | United &Q SHESEN ‘& o o021 &
R 2006 0459 9 i 3 @@ terial O] 0 V| 0,71
0459-06 2 < SANGH
GLP yes C@f@ D7 Qlsraw > |&  Fa.12/0.010
2006 015 |00s @& @)
& @j & o, Ch @
@ N
< NI AR
@ @@ graime_ § <0.01
S N
kg Q’K Q,
RA-2328/06 $ Ko Q N 0.15/0.02)
R 2006 0460 2 .
0460-06 \Q l @) gree{%}@ - 038
GLP yes s n & |™C al 1y 0.17
2006 R %‘\19 g@} & le 28 0.06
2 O @ sttraw 51 0.04
& | | grain 51 <0.01
RA-2039707 \U g green oM 0.27
(1)242220570426 7 ko o material |0 1.3
GLP 'yes ‘ @ straw 58 0.03
2007 q 0§ QP 61 | orain 58 <0.01
K NS car 35 <0.01
% @ rest of
& RS plant 35 0.03
RA-2039407 S green (S 0.21
R 2007 0427 5 material | o 0.82
042907
GLP yes 0.15 005 |61 |STAW |3 0.1
5007 49 0.04
{ grain 35 <0.01
@ 49 <0.01
* determin@\as pr 'ocona@le-de and calculated as prothioconazole-desthio

M befordQst apphigation %

@: residue in ¢

FIX form
©

on

1 saj
GS =growth ske (B@g
&«

RS

2

In the trials conducted in 2006 and 2007 (report RA-2328/06 and RA-2039/07), residues of
prothioconazole-desthio in barley grain at harvest were <0.01 mg/kg. The residues in straw at harvest
ranged between 0.03 mg/kg and 0.56 mg/kg.
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Conclusion @ o
Six barley residue trials were conducted with bixafen & prothioconazole EC 225 in northem@nope@ﬁ
The product application corresponded to a prothioconazole rate of 2x150 g a.s . @ ©)

In the 6 trials conducted in 2006 and 2007 (report RA-2328/06 and KX-2039/07) %sidug@of
prothioconazole-desthio in barley grain at harvest were <0.01 mg/kg. The%gesidues in S§N a@wes@
ranged between 0.03 mg/kg and 0.56 mg/kg. ©) {N SN é\”

DN @
v < & s
- y Q& &0

Report: Kkca 6.3.2/14 G : 200&@{-2981047-01@ & @
Title: Determination of the resid BYF 00587, JAU 6276 ar@%&W%&l&ﬁ in/on sp

barley and winter barley aftet spraying of@ F 00587 & JAU 64 K\% 41 0

EC) in the field in Northgrn Frafigé, Ge@any, the Unitgg in@u aridthe Nétherla
Report No.: RA-2042/07 O Y & & N
Document No.: M-298147-01-1 @ @ Q Q @ @&
Guideline(s): EU-Ref: Council Bir ct'\})&91/4§§%EEC @July l% 199 &nn%ﬂ, part A, s@sn 6

and Annex III, @t A, section 8@ & & ~

Residues in or@n Trghted Products @@d andhFeed @3\9 > éﬁ ©
EC guidan @%ki%docmgﬁ 7@@/&/1/&?%:& @99@@@) § 5

Guideline deviation(s): not specifi N o
GLP/GEP: yes @ &@ 9 @j@b @® §© @© ®©@ « o
S S @ @)
Materials and Methods  ~ ég § @& og §@ \@2 %
) s o O &

N SN
In the vegetation peri%lﬂ of 2(@ a setof 4 @mualso o@Qsprmg and ww?r’lteor l@?ey was conducted in
northern Europe. T rials@ver@cate@in G@an&%oﬁhe@l Fré%e, tl@\Netherlands and Great
Britain. L O X © @ N @
@© \© > > \\ Iy é@ @
R
In each trial@@arle@vas @eated&wic&(@t a “produgty rate§ 1.5 L/ha BYF 00587 (bixafen) &
JAU 6476 %rothiog@lazof%) & BKWGE168 s(spiroxgmmine) EC 480 corresponding to 0.150 kg/ha
prothiocdnazole. The s@@nd q@lica i1 in on¢ trialyas Ver@@éd (0.160 kg/ha of prothioconazole
were aﬁd). The wedter ra,ti@as 300-3 ]@h/hg. The spiay intgx@al ranged from 14 - 19 days. The time
of application was®©\ & éw \@ @;\’\ é Q
% SR o

1. when the flag leaf st @E’blg (@1@1 roigd) (@H %§ and
2. at the begifiting dPflowéing (BBC S

ghiing Hlogfre PO & &

) N o2 %@

Sample@;:re taken ag%ale folfwing i%terv@ S
- prieg to and imm@tely@@ter tl@\aﬁnal @%plic ion,

- at ®pre-harvest intewa@@ 35@4) dayscaftecyhe final treatment,

-ath BBOH 89). & (@
at harvest ( @ g)% § § Q
N
Plant mater v(j/@}%nolle d atza, pre-h@rvest interval of 35 days as well as at one later date to obtain
harvezﬁ@ues. is ad@tion@ ate was needed to ensure that samples of mature plants were available
indep&adent the@ow@@tage reached following the proposed pre-harvest interval of 35 days.
D din the @’owt@tage at sampling, cereal plants were divided into "ear" and "rest of plant", or

"or! in§ "straw".
Residues of prothioconazole-desthio were determined according to method 01013 with a limit of
quantitation of 0.01 mg/kg for grain, green material and straw (cf. KCA 4.1.2).
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Findings o
&
- Storage stability: Q\@ §
@
The maximum storage periods for prothioconazole-desthio in barley sampleom the supﬁleme@a
residue field trials are presented in Table 6.3.2-26. Q @ %
Table 6.3.2-26: Maximum storage periods of field samples from supplementary residue trials % é\ﬂ
orage  (St@rage Q) Q\ @ @
Crop Substance Sample Material | period giod Stidy Noy é\ﬂ &
o>l (days) <« Jlmonths) &Y Q¢ @Q}

ear S e NRlas A <« RS
. grain @ 116 @,§ 139 G \® ?% @@
pAet g PR FTSAN EEESE iy
rest of plant @§% @g@j 45 N @% @% & °
strite | LS 116 @ 59 O g@
@ ~ 2 © S Q

N \ LN
@Q 0oz § § §’ 2
These storage periods are covere the @rage }tabgy stu e©@1alyt@ Wer WINO be stable

for a period of at least 24 months (cf. &@A 6
Sample extracts were measu%@wnhm 24 haurs, or @’not Qccept@e re%)verles%eas@d concurrently
with each set of samples ens red%mtegr§@ of % sample extrilets @ng t&@perl%l of time between

barley

extraction and analysis. - @ N D S
V&g &Y S
No residue of pro‘d@nazo@? de@m ab@e 30 @f th@OQ \@S fo&l in the control samples.
S

& @
- Method perforﬁ%ncqcov&gy raks were\%ten@ned co@curr y \A@@the sample analysis in order
to check the @ura@%%f the) resid@e le‘@g@ very @pean forgification levels were within the
acceptable gange ofH0- 116%. Th, sm% and@gerall an recoveries are shown in Table 6.3.2-27. All

results ofsthe method vilidatigftare cordance @gth tene& equirements for residue analytical
methods, therefore tlg@neth@was validaged: succ@sfulli%

N S @
5 & & & .~ S
o NS s §& o
M -
S\ L 4+ 9 @
@7 2 S @ o
°\ Q @\
Q N &9
N %@Q@’Q@@
S @ﬂ&@\ O
@%
U Q
&§§©%©@
&¢ls
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Table 6.3.2-27: RA-2042/07: Concurrent recoveries for the determination of prothioconazole-desthio in

cereal
e o {E\ 4
Analyte Sample Fortification | Recovery rates [%] RSD -{EOQS
Material level [mg/kg] | Single Values Mean | [%] @@ [m%k]
0.01 97:97:96:100:93:94:99 97 [26% | ©
0.10 95; 93; 95; 91; 93; 100 A, | 9s r o
Prothio- | ~ 1.0 92; 95; 95; 8G493; 99 & 04 o36_N] &
conazole- rain # & S RS 0@l
desthio & 5.0 89 S - o] -9 %
10 86 @ R PR
Overall Recovery (%j@ﬁ) @%f @4 é 39 (07%
0.01 98:94,90,97 [ N @) |38 [
| 0.1 SATEEETC S TN
Prothlol- Cereal 1.0 % 82;@’;95\'\@; g9 Q Qo1 g 3_9@ Q
conazole- | green ~— S 5—
desthio material* 5.0 &S 8% 85; % & Q- 8& 4l Qig

A
100 Q Je838685 O & O & gz
Overdll Recdbery m=19) © & & P90 O 55,7

©)
0g9) " 2 [gssavhonie & &[98 |77
B0 S 05:88:04; 103  @° ¢ |95 bS5

. S S
f(r)?ltahzlc())le Cereal & 1'06 O | 8893 9193 & oolD |26 0.01
| straw S = @ 80@%7 S % @ 5.1 ’
desthio — Q4 S :
ﬁo ISR R -

@ & Ov@gll R%@very(}l)f ]@ D @, |92 7.3

Final determlnatlon@}y Pro oconam{e Zdesthio, Res&%s calcitated a@rothl @nazol@@esthlo

RSD = Relative §fandard iati LOQ ér mlmltz(\{a catlon
These recoveriessere orm% ith wheat an arle Gﬁmmo s dur@g the @duct of the studies RA-2037/07, RA-

2038/07, RA2939/07, RA-2040/0 RAZ041/03 RA-2048/07, 043/07, RA- (- 5/07, RA-2046/07, RA-2049/07 and RA-
2050/07. Ceregal summarlses&crley hei@ecoverl s for pheat a Q) 0 V&& or barley.
* = Recg@@es for rest of pfynt are @)/ered by recoyeries for@ en mmprlal
# = Recoveries for ear overgdhby recwyeries %ram A
Foverghoy rey @ b

) (og

O 6
- Residue results results?? @ @ v @ N
The residue &ilts su rised in Tab
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Table 6.3.2-28: Residues of prothioconazole-desthio in/on spring and winter barley applied with Bixafen &

Prothioconazole & Spiroxamine EC 400 Q° S
Study o <
Trial No. Application Residues (mg/kg)* @ v
Trial SubID <O @7 &
GLP Crop, kg/ha |kg/hL Portion YpALT |¥ “’”ﬁf’“’l <
Year Variety Country FL | No (a.s.) (a.s.) GS analy% (days) ?@ta%llieo @§ &
RA-2042/07 barley, |France @ green 0003.13_ é\g
R 20070448 8 |spring | F \e plderial 0¢| 1.@\ @
0448-07 - @ SR
. Heinl < Qtraw w8 oy S w
GLP: yes einley 400 |, |, 0.05 N— Q @
2007 EC ' ' 6@l grajin, |« 58 4<0.01 ©
o @’ R 9%, |@
northern EU o ©@ ;}est %@7 @@ 0 \Eﬁy
@ plan
RA-2042/07 |b S=¢ © “@§ @% 7 o0 =) °
- arley, | German % (\Z}%a @ Q grel 0 é 0.3}@7 &
([){41(;0570449 6 | winter i R « 5 material ®< 0 1. @
GLP: yes Naomi | (Nordrhein- R\ 0 @l . S " (Q\\stra.w > @ 206 S
2007 Westfalen) & | & o &b | ity 55 50,01
northern EW_ o N O 3 SN
Qest  QF| & | d%6
S plant® h
RA-2042/07 barley, @ gén | 00 Do.07
R 2007 0527 1 | spring @@terlal & 1.3
0527-07 . ﬁstrav&x @6 0.02
GLP: yes Cocktail ! - @96 001
2007 é\g D gm o& 34 | 002
t .
@ plant 5,
e~ N D ear 34 [<001
RA-2042/07 é@ﬁl‘le@ W 2, @ K reen oM | 0.21
R 2007 0529 8 " spriugy J9 @ 9 terial 0 | 12
0529-07 . © ' e Y @ | @Fwaw 35 | 0.02
GLP: ye@ Prestige ¢ | 2 0.]@, OGS § 71 0.02
2007 @ MNo & 1O rain 35 |<0.01
Sy [Hotend) & S S ¢ 71 | <0.01
@ notthernk N > )

@
* determined as protfiocon -destiio and gafeulatedhas proghjocon: -desthio
S and gl s proijocorsg

(1) before last aj 'catior@ Q Qy
GS = growth sﬁ&BB@ co e@g)las‘&}%licat© ‘é\ >
FL= formu]%’on NS Rz @

& S @ N

In the 4 trials cond@ed i%2007epor@%—2@/07), residues of prothioconazole-desthio in barley

grai{\’at harvest wete ‘!\('5\ m@@(g. TH resi&%s in straw at harvest ranged between 0.02 mg/kg and
o

0.06 mg/kg. @°

@ N
WOV A
Conclusio@ Q S = ©@

Four bar@ residue trials wereronducted with Bixafen & Prothioconazole & Spiroxamine EC 400 in
north urgpe. Thelproductapplication corresponded to a prothioconazole rate of 2x150 g a.s./ha.
Resgles of@rothigcona le-desthio in barley grain at harvest were <0.01 mg/kg. The residues in straw
at%rves@@nged betweén 0.02 mg/kg and 0.06 mg/kg.
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Report: kca .3.2/15| . . 201 1 V-414691-01-1
Title: Determination of the residues of BYF 00587, HEC 5725 and prothioconazole @n

barley after spray application of bixafen & fluoxastrobin & prothioconazole % 190

in the field in the Netherlands and Germany @ @@
Report No.: 10-2204 QS & ©®
Document No.: M-414691-01-1 w °
Guideline(s): EU-Ref: Council Directive 91/414/EEC of July 15, 19 § & &

Annex II, part A, section 6 and Annex III, part A, segi@n 8 N o\@ é\g

Residues in or on Treated Product od and Fee g}a N @

EC guidance working document 7029/V1/95 rev Q1997—07—22)@ § é\g
Guideline deviation(s):  not specified @} &© é\a Q ®) &
GLP/GEP: yes R\ R o & & © &@

T o T ey o8
. NN > %@’ @6 SR
Materials and Methods Q @ A SRS
s & & § YT TS e
In the vegetation period of 2010, a set gﬁaz re@ﬁue tﬁ@% on@ring&%ﬂe‘y @%s ce@ducted@em
Europe. The trials were located in the&the@{ﬁﬂds Q@Ger@%ny. Q %”\9\ ~ éﬁ Q
S o oy O &
© TS %

v &
° Y

In each trial, barley was treate@wice e@? a ro\ducate Q@\.S @a B-Qﬁen lydkastrobin &
Prothioconazole EC 190 correS@gn ing® 0. kg &s7ha @@roﬂ&ocona@e. % water Yate was 300

L/ha. The spray interval was 4& ayS%he @e of a@licampn W R % é
v 0
O S S -
1. when the flag leaf is ju\@visiblé@(smgﬁue@d a the ﬂ@&g%leafs@ e (flag 1‘:@3% unrolled, ligule

just visible) (BBCH 37-39), a © S @ ) % * XS

2. at the beginning o OWCI@’§%€H 4)- § §9\ Q é& O
s .9 o © @@ N

Samples were tﬁ@‘l a %@@foll&%n interva&% SO @ %@

- prior to and@ne @icly aftpr thedyhal @Q@lca%%; S § @
- at a pre-harvest infétval 5835 (@5) da afte%{l ﬁn@@eatm@t. %,

- at harvest (BBCH 89)%v &> @ v

A O@Q@ @@%g@@ SO
Plant material Was@llectceﬁ at a@re-ha@est im}rvalﬁ‘&f 35 déy\s as well as at one later date to obtain
harvest values. Thj ad@)iona te was nee@@’to en%re that samples of mature plants were available
independent o@he gr@h s@ r?d f@owin@%e prgposed pre-harvest interval of 35 days.

Q 0O S o

Residues % prothiocona@le—@hio eo (@em%g@d according to method 01013 with a limit of
quantita@ﬁ of 0.01 1&@({; fokgrain, g%een@ater' and straw (cf. KCA 4.1.2).
Resi%es of proth@naz&%& -h@oxy@s‘[hi@%othioc0nazole-4-hydroxy-desthio, prothioconazole-
5-hydroxy-desthio, pro co@ole—@ draxy-desthio and prothioconazole-alpha-hydroxy-desthio

were detennine@ﬁccordin@neﬂ@w@QMOO1 with a limit of quantitation of 0.01 mg/kg for grain,

green mater@@nd{t%\%zv CAd.1 .2@
. O VRN
& FoSe
S
& o8
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Findings

- Storage stability: Q\ >
@
The maximum storage periods for prothioconazole-desthio in barley sampleom the supﬁleme@a
residue field trials are presented in Table 6.3.2-29. Q @ %
Table 6.3.2-29: Maximum storage periods of field samples supplemengary residue trials - % é\ﬂ
SFStorage @mage < NS @
Crops Substance Sample Material | period eriod Btudy No. é\ﬁ
Gr | (days) « ~|months) 1 R @ &

) grain % 352 R 7@5177 (r{x ©& &

prothioconazole- areen maf@eial | 387> o 129 N N4
straw % @@Q Qﬂ@ O llligau {Q\} ~ ~
prothioconazole- > v @) Q@ @U o @& % <’
alpha-hydroxy-desthio | ¢ % o\@ \J28§ N 94 ©© @7 @
prothioconazole-3- AN o | Y AT T &r10-2204 ég
barley hydroxy-desthio 2 7, Q\ N C}ﬁ éy M-Q4691- O]
prothioconazole-4- < TN N ©
IR gre@ material . [301 P10 & S
hydroxy-desthio Q S ® ® ¢ N
prothioconazoleg; % & L @® S Y © “
hydroxy-desthiQ®  ° @ (N @° o ~ 1o
prothloconazﬁﬁye 6-% sgw @ @t 282 § H94, D 2
hydroxy-désthio S e < S
N EEANN
% @ o © ¥ .9 & @

NS L O O
These storage perigd9 are §overe§y thy orag&ta%@ stugies, i.e. @nal@é were shown to be stable

for a period of atdoast @non@s (cf. I%@A 6N). ©
Sample extract®were @icasured wi @rs &%f acce@le reCoveries measured concurrently
with each set™of sa@es %gsure% inte 1% oﬁ tfe san& extacts %@ing the period of time between
extractlon f8d analysis.s_ % é% @ ‘© @@ N

& F§ o O WO
No residue of thlo :Onazo estl@ R&G%hmq&nazol@hydroxy -desthio, prothioconazole-4-
hydroxy-desthio @pro ioc le- 5hydr0)@’ desthib, @rothloconazole -6-hydroxy-desthio  and
prothloconazole ph@droﬁ es@@ abwe 30 Sof th;i‘EOQ was found in the control samples.

%

- Method nerformance R@ove&@ ate re (@fﬂll@@ concurrently with the sample analysis in order
to chec@ accuracy@f th s1duc@eve@Rec&%ry means by fortification levels were within the
acceptable range of@ 1108% ex spt fo roth18@)nazole desthio in green material at the LOQ level
(112%) and for pro%ﬁ’loco & @ydro@destse prothioconazole-5-hydroxy-desthio and prothioconazole-6-
hydroxy desthio @Mtraw at 0.50 " mg/k@(68%£69% and 68% respectively). The single and overall mean
recoveries aé@how%fh 6. 3@?30 to Fable 6.3.2-35. All results of the method validation are in
accordanceQvith @ general rq&ﬁulrem‘?s for residue analytical methods, therefore the method was
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Table 6.3.2-30:

10-2204: Concurrent recoveries for the determination of prothioconazole-desthio in cereal

Sample Fortification | Recovery rates [%]* RSD b >
Analyte . o
Material level [mg/kg] | Single Values Mean | [%] @U mgll§
0.01 108 O G
Cereal i % | 0901
. 2.5 86 ;99 93 & N
grain SN
Overall Recovery (n=3) =) | o8 93 .G %
0.01 108;108; NE2111; 117 @y | 1238 | @ @
PI‘OthiOl- Cereal 0.10 97 < ©Q _ @ - é\ﬁ gx&
conazole- T <
desthio | @reen 2.0 84; 1@0@ Qg 9 |- o 001
material 15 5 025 94,89 . @ 3. Y299 | @
P 3 > QS
Overall Recovery (n = 12)) N RS 1@@ 1,7 o
07
Cereal 2.5 |&%3 S @ & v A @% (@qo
straw Overall Recayeéry (n=1) . s, % Q 73 - R
RSD = Relative Standard Deviation, LOQ = Pr@cal Lt@ﬁ of Q@ntlﬁca&)n w\a @
Fortified with JAU 6476-desthio, determine&JAqg?»% -d @y lcul &§as JA@}476-
*These recoveries were performed with saQ matgral from stu dleﬁ%o 22% 0- 22@ and @ 207

Cereal summarises barley and wheat.
This value was accepted due to a RS]@elow

g\\% and@aovera«@mean @@e raé@ of 70&) A)

“&
N o
Table 6.3.2-31: 10-2204: curr@i rec ies the @’termln tlo@f pre&h cong@zple-alpha-hydroxy-
desthio in céreal § < N A
Sampl @tlﬁ@non cox@y rates (% & |rsp |LOO
Analyte gﬁy ®) o
Materia ?feve@ng/kg@ Single Vatues** ©°  «['Mean | [%] | [mg/kg]
§ @ o 59 90:08; 12@2@89 &% 94%@’ 98 | 119
Géreal ¢ EAcL A § 0.01
)grau%§ D0.50 S ] 89598:89.05 O 93 |49 '
Q\w@all %over@&n 14y @ @%\/ 97 10.6
zggih@“ & oo S L] 8098104589 104093; 98; 05 |82
alpha- Creere%g & v, Q| 106102 85; 85; 9%; 92 001
hydroxy- g rial 0,80 S W1; 95900; BQl; 83; 85 94 8.7 ’
destio | " o veralRecaiery 219 - w1
G © ©©J0.(L@ S | 7279; 88597; 81; 84 84 |87
Q| Cereal 3 D71 8 78, 92 80 |11.8 o001
@’ staw & @ 5 l’% ’ : )
S | Overall Recovery m11) 82 |99

RSD ARelative Standéi@ﬁ)ew@ Lbo@ Pr.

1 Li

of Quantification

a%a
F ort%ed with JAU 6476- alph@iydro;@\iesthlo ternfded as JAU 6476-alpha-hydroxy-desthio and calculated as JAU 6476-

desthio.
*These recoveri

Cereal summ i

** : mean ouble@ectlo@©
@

%@
Q&

&

@ S
Were

] ba@ and

ﬁlm S ﬁ S
Q

e matertal from studies 10-2204, 10-2205, 10-2206 and 10-2207.
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Table 6.3.2-32:

10-2204: Concurrent recoveries for the determination of prothioconazole-3-hydroxy-desthio

in cereal ° >
Sample Fortification Recovery rates [%]* RSD |[-LOQ -
Analyte | \yoterial | level [mg/k - Y kel
ateria evel [mg/kg] Single Values** Mean | %] Pmelkg
0.01 ;g 982, 109; 113; 85; 88; 89; 905y 13 o\@
Cereal i - &/ﬁ)l &
grain 0.50 83; 93; 78; 8k, O 84 NEIEN S é\ﬂ
Overall Recovery (n=14) " ®@ 89 @@3 128 @
prothiocon 0.01 705 90; 301; 91; 103; &Q 94; 94; gé\” @\g § C&Q
azole-3- Cereal : 94; 10071, 75,77 Q . & d by &@
pydroxy-fgreen - g.50 85087 98; 104, 7074 . @ %6 Y159 | "%
esthio material " R &
Overall Recovery @ =19) &° S, 8@© M0 |
o 0.01 30808386008 1P &7 | a4 -
erea = g , )
e 0.50 O 625638156776, S O 70, | 1267 I
Overall Re@overy tu =1Q@ LS © %\ @ @E.Z S
)

RSD = Relative Standard Deviation, LOQ =@actic§&d1mig o@uan%@ition (%3

S

S
Fortified with prothioconazole-3-hydro@desthio@aetermﬁhed as roth@onaz%@-hyd -destly and”\g?lculated as
@ o,

prothioconazole-desthio & 9 Q A
*These recoveries were performed wi san;&?%zmateria@’rom @@ies 1(@%4, @2205, @-ZZOd 10%@07.
Cereal summarises barley and whe&t; & S @ &) @)
**: mean of double injection é& §) @ (04 @ o\@) %
N & & & R @ X
S RO N .
able 6.3.2-33: - : Concarrent Egcoveries for thg determination of 