Update on the German
metabolite project

Implementing metabolites in routine
analysis — findings and data evaluation
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Project Round 2019/2020

Update concerning

=> 13 out of 18 planned standards available to the labs
=> 11 Labs took part and results of the method development

available from 5 labs

project round 2019/2020

Metabolite! Metabolite of Reaszon Mol. formula CAS Mol. Company
Analyte Masgs
- Pethoxamid 20_18 ) C16H22CINO2 106700-29-2 20958 HPC
authorisation
Spiroxamincarhic acid Spiroxamine RD since 2016 C18H33NO4 156042-38-5 327,241 Bayer Pharma AG
simplyfication
M1 Iprodione of complex RD - | C9HBCIZN202 27387-87-7 245,06 |LGC (Dr. Ehrenstorfer)
non-authorised
simplyfication
RP 30228 Iprodione of complex RD - | C13H13CIZN303 | 63637-80-8 330,17 |LGC (Dr. Ehrenstorfer)
non-authorised
C14H11CIZFN2ZO
Halauxifen-methyl new RD N 943831-98-9 | 345,153 |Dr. Ehrenstorfer (LGC)
simplyfication
RF 32430 Iprodione of complex RD - [ CIOH7CIZN303 79076-80-5 288,09 HPC
non-authorised
N 2015
- Mandestrobin o C19H23NO3 173662-97-0 313,39 |Dr. Ehrenstorfer (LGC)
authorisation
BTS 0508 prochloraz Werking CBHS5CI303 575-89-3 255,48 |Dr. Ehrenstorfer (LGC)
Analysis of Metabolites
- Waorki
y BTS 9608 Prochloraz orking CaH5CI303 575-89-3 | 25548 |Dr.Ehrenstorfer (LGC)
. . Document
cooperative project of NRL : Veteniscensle | 2 oiguiscimad 1emmmaoss | sers | e
authorisation
d Official Lab i
an CIa a oratorles 479ME Metazachlor metabolite M16 C14H17N3O 75972-11-1 2433 HPC
needed!
T R 2017
- Oxathiapiprolin L C24H22FS5N5025| 1003318-67-9 HPC
authorisation 539.52
CMBA Sulcotrione RD since 2017 CaH7Cloas 53250-83-2 234,66 Santa Cruz
Desmethyl-Chlorpyrifos-
esmethy - :I'rp"'r' o5 Chlorpyrifos RD since 2018 | CEHSCI3NO3PS | 58997-13-0 | 30851 HPC
methy
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Larherc o Update concerning
project development

Webmeeting in July 2020 Yaaell
20 participants 47 e Katn it
Presentations from OfL and NRL to following topics: ™"
— metabolite findings (2018-2019),
— metabolites in drinking water,
— analysis of biocides, ‘

— planning of the next project round 2020/2021 e

© Florian Hagele

Include biocides (which may be analysed with multi residue
methods) into the project — starting with pyrethroids

Findings, data evaluation and data submission
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o Update concerning
next project round 2020/2021

Project 2020/2021 — 11 Labs participating

NRL is currently preparing standards and solutions

CGA 192155 (Fludioxonil) 6-Hydroxymethylpymetrozin

R014821 (Imazalil) CGA371075 (Pymetrozin)

Pydiflumetofen BH479-16 (Metazachlor)

Fenpyroximate-M3 Bicyclopyron

FK-772 (Imazalil) SYN 503780 and SYN 545910
(Bicyclopyron)

CGA 107955 and CGA 67869 Allethrin; Azamethiphos;

(Metalaxyl) Cyphenothrin; Phenothrin;

IN-MW977 and IN-MU210 Transfluthrin

(Proquinazide)
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B | o Update concerning
findings and data evaluation

To what end should the data be evaluated?

* |Is it possible to use the submitted data of the
participating labs to identify relevant analytes and

data gaps?

 Which metabolites are relevant and should be
implemented from more labs? (e.g.: analysed for and
found)

 Where are the data gaps and what shall we do about
it? (e.g. no or very small number of analyses)
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Data evaluation — How?

« Data of the national monitoring programm from 2018
« All Analytes from the projects (2012-2018) were included (137

table positions)

« 50 main substances (including ,,sum* entrys e.g. sulfoxaflore,
sum of isomers) and 55 metabolites and 32 ,,real” sums

m —
[} £ c c 2 e € s € c £ c € v
- o (@72 — o9 [T o 9 - [T - N I
= & E |55 T PT O|PE (PP E FEoRe: 4
0 = ) = 3 S Hh 2| 5@ S @ 5@ g g 58 g g o .% 8
g £ = 556 |§SSE|EE |§ER|Erer Fromox X 8
= o = 55 |55 E|33 SEc|la3Ssh S =5 80 < e
IS k3 o P I a5 | b3 ﬂ::'_E::I_g-c 2:38-:0'6‘ - =
3 2 2 g G0 9 o o & g x5 axs g s 8 €
= ] E|EE =2 E=x t tEx2 T |Ex T o 2
3 2 = |5 E S E |SE 5 E 2
Acetamiprid Acetamiprid [Mu 15693 14875 818 5,21 17 8
IM-2-1, N-desmethyl-
acetamiprid, Metabolit von |Acetamiprid |Meta 2733 2594 139 5,09 0 0 2012/2013 |Acetampirid-N-desmethyl (M
Acetamiprid
Acetamiprid, Summe aus
Acetamiprid und IM-2-1-
P X Acetamiprid |Sum 232 222 10 4,31 0 0
Metabolit, insgesamt
berechnet als
Acibenzolar-S-methyl,
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® | e Identify relevant analytes

#Analyses (blue) and findings (orange)
Sorted metabolite (red), main substance (blue), sum (green)
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o Findings from participating
pesticide lab Oldenburg

« Metabolite CGA 304075 (Cyprodinil) 105 findings (strawberries,
other berries, cherries, apples, grapes — 18 different plant

matrices)
- - - Ergebnisse der Messung von Proben in 2019 de
« Metabolite CGA 321113 (Trifloxystrobin) :
38 findings (strawberries)
 Metabolites of Prochloraz:

— BTS40348 and BTS44959 11 findings
of each in avocado, ananas, cherries

— BTS 44596 8 findings in avocado and ananas
 Fluopyrambenzamide 9 findings (tomato, grapes, potatoes)

« Metabolite M510F01 (Boscalide) 5 findings (strawberries,
tomato)

- Bifenazat-diazene 5 findings (salad, berries)

« Below 5 findings: Acetamipirid-N-desmethyl, Metabolite IN-M/222
(Triflusulfuron), Terbufos-oxon-sulfoxide

Results and slide from presentation of Iris Suckrau during webmeeting metabolite project
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B | et Findings from participating
pesticide lab Erlangen

« Metabolite FM-6-1 (Triflumizole) 1 finding out of 3965
« Triflumizole 1 finding out of 7752 (0.086 mg/kg)

« Ethofumesat-2-keto 0 findings out of 3243
« Ethofumesat 6 findings out of 7751 (max. 0.296 mg/kg)

« Tritosulfuron 0 findings out of 7751
« AMTT 0 findings out of 3854

« Chloridazon-desphenyl 0 findings out of 1780
« Chloridazon 2 findings out of 7756 (< 0.01 mg/kg)

Results from presentation of Franziska Galdmann during webmeeting metabolite project
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B | et Findings from participating
pesticide lab Erlangen

products of animal Origin Metabolitenprojekt — Metabolite von Prochloraz, 2017+2019
* Prochloraz 0 findings out of 1587 Beispiel: Avocado (Wonitoring 2019) aus Kolumbien

- BTS 40348 0 findings out of 467 P f’lﬁf;im

+ BTS 44595 0 findings out of 467 i |

 BTS 44596 0 findings out of 467

plant products TR

* Prochloraz 62 findings out of 7694 (max. 1.5 mg/kg)
 BTS 40348 39 findings out of 3950 (max 0.283 mg/kg)
 BTS 44595 10 findings out of 3950 (max. 0.016 mg/kg)
 BTS 44596 20 findings out of 3950 (max. 0.076 mg/kg)
« BTS 9608 0 findings out of 174

Results and slide from presentation of Franziska Gal3mann during webmeeting metabolite project
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YZLZ?s“nﬁﬂféf;'éﬁéﬁﬁe“.? Data gaps - no data submltted

I\/Ietabollte Sum I\/Ietabollt
Analyte/Metabolite Group

OH-TGS02-Cycloxydim (Metabolit) Cycloxydim Meta 2014/2015
TGSO2-Cycloxydim (Metabolit) Cycloxydim Meta 2014/2015
CGA289267 (Fenpropidin Metabolit) Fenpropidin Meta 2016/2017
IN-F321 (Flusilazole Metabolit) Flusilazol Meta 2014/2015
Halauxifen Halauxifen-methyl Meta 2016/2017

Kresoxim (free acid Metabolit) Kresoxim-methyl Meta 2014/2015

MNBA :
. ) Mesotrion Meta 2014/2015
(Mesotrione Metabolit)

Pyraflufen (free acid Metabolit) Pyraflufen-ethyl Meta 2016/2017
SN 614 276 (Pyrimethanil Metabolit) Pyrimethanil Meta 2016/2017
SN 614 277 (Pyrimethanil Metabolit) Pyrimethanil Meta 2016/2017

M800H11 (Saflufenacil Metabolit) Saflufenacil Meta 2016/2017

M800H35 (Saflufenacil Metabolit) Saflufenacil Meta 2016/2017
Saflufenacil Saflufenacil Main -

Hydroxy-Tebuconazol Tebuconazol Meta 2017/2018

4-Chlorophenyl-methyl sulfone
(Thiobencarb Metabolit)

— Triflusulfuron Triflusulfuron Main 2017/2018 —
EURL joint workshop 2020 - Nadja Buchner - NRL Germany October 2020 Seite 11
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#|iiwm  Data gaps - very low number of analyses...

5-Hydroxy-Clethodim-Sulfon Clethodim Meta

Ethofumesat-2-keto; Ethofumesat Meta 3 3 O *
Chlorpropham, Summe aus Chlorpropham

und 3-Chlor-4-hydroxyanilin-konjugate,
Spirotetramat, Summe aus Spirotetramat

und Metabolit BYI08330-enol,

Chloridazon-methyl-desphenyl Chloridazon Meta 38 31 7 18,42
RH9090, Metabolit von Myclobutanil,

Chlorpropham Sum 23 23 0 0

Spirotetramat t Sum 23 0 23 100

ausgedriickt als Myclobutanil MRl Tl Meta 38 3 ! 2,63
4 -HydroxychIorpropham-o-suIfon-saure, SileseE Meta 39 39 0 0
Metabolit
Flonicamid, Summe aus Flonicamid und . .
dem Metabolit TFNA-AM, ausgedriickt als ATzl Sum 71 71 0 0
6-(2-Ch|orphen9xy)-5-f|uor-4-pyr|.m|d|noI, Fluoxastrobin Meta 7 71 0 0
Metabolit von Fluoxastrobin
RPA 203328, Metabolit von Isoxaflutol Isoxaflutol Meta 71 71 0 0
479M08, Metabolit von Metazachlor Metazachlor Meta 78 78 0 0
479M04, Metabolit von Metazachlor Metazachlor Meta 117 117 0 0

A...# analyses; w/oR...without residue findings; w...with findings
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Verbraucherschutz und

femenes Data gaps - very low number of analyses...

Chlorpropham, Summe aus Chlorpropham und
4'-Hydroxychlorpropham-O-sulfonsaure,
Acetamiprid, Summe aus Acetamiprid und IM-2-

Chlorpropham

1-Metabolit, insgesamt berechnet als EREITIE Ui e 222 = —
Fenpropidin, Summe aus Fenpropidin und .
CGA289267, Fenpropidin Sum 264 264 0 0
Flusilazol, Summe aus Flusilazol und seinem .
Metaboliten IN-F7321, insgesamt ALEIEES) sum 264 264 0 0
Tebuconazol, Summe aus Tebuconz?zol, Hydroxy- Tebuconazol sum 264 264 0 0
Tebuconazol und deren Konjugate,
Bifenazat-diazen Bifenazat Meta 282 282 0 0
Fluopyram, Summe aus Fluopyram und
e T (RS, Fluopyram Sum 335 335 0 0
Fenchlorphos-oxon Fenchlorphos Meta 348 348 0 0
RPA 202248, Metabolit von Isoxaflutol Isoxaflutol Meta 387 387 0 0
Thiabendazol, Summe éus Thiabendazol und 5- Thiabendazol sum 397 390 . 176
Hydroxythiabendazol,
Pyraflufen-ethyl, Summe aus Pyraflufen-ethyl
und Pyraflufen, ausgedriickt als PTG sum 466 466 0 0
AR 2 = HIEE G- e e - Tritosulfuron (ehemals!) Mu 534 534 0 0

1,3,5-triazin, Metabolit von
M 510F01, Metabolit von Boscalid Boscalid Meta 542 515 27 4,98

A...# analyses; w/oR...without residue findings; w...with findings
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Lebensmittelsicherheit COHCluSion 1

Is it possible to use the submitted data of the
participating labs to identify relevant analytes
and data gaps?

* not yet

* the extrapolation from the data is because of the
low number of labs/matrices and the short time
(only 2018) in our point of view unreliable

=>NRL tasks:
* enhance reliability
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i Verbraucherschutz und

Lebensmittelsicherheit COHCluSion 2

Where are the data gaps and what shall we do
about it?

 Labs have problems to implement analytes in routine
analysis

* Not all participating labs submitt their data!
— Reason 1: not able to submitt the data via the portal

— Reason 2: analyte not fully validated or shows
problems during on-going validation
=>NRL tasks:

« solve submitting problems with data evaluation panel

« spread positive results and enhance inter-lab
communication
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* | Lt Conclusion 3

Which metabolites are relevant and should be
implemented from more labs?

* Those wich are possible to implement in the MRM for
routine analysis and show some findings for example:

— CGA 304075 (Cyprodinil)

— Prochlorazmetabolites (BTS40348, BTS44959,
BTS 44596)

— Fluopyrambenzamide

EURL joint workshop 2020 - Nadja Buchner - NRL German y October 2020 Seite 1
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Thank you!

/

LGL Erlangen

Franziska Galmann
- o

hRY/ Oldenburg
Iris Suckrau

Contact:
Nadja Buchner

NRL for pesticides
nrl-pestizide@bvl.bund.de
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B | et Extra: Data evaluation by NRL

- Data from national Monitoring 2018 may be available to you via
BVL-homepage:
https://www.bvl.bund.de/DE/Arbeitsbereiche/01 Lebensmittel/01 A

ufgaben/02 AmtlichelLebensmittelueberwachunqg/07 PSMRuecksta
ende/01 nb psm 2018 tabellen/nbpsm 2018 tabellen node.html

« Data used from the table ,,overview about number of analyses,
number of samples with residues, MRL exceedance and non-
copliant samples®.

* In this evaluation (standing automatic evaluation) analytes or
matrices with no reports are not visible.

* Relevant Codes were replaced by NRL and filled with 0 to
evaluate which analytes are seldom analysed.
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4-HSA (Chlorpropham Metabolit)
4-Hydroxy-Chlorothalonil (Metabolit)
4-OH-Cyprodinil (Metabolit)
8-Hydroxy-Bentazone (Metabolit)
Acetampirid-N-desmethyl (Metabolit)
Ametoctradin

AMTT (Tritosulfuron Metabolit)
Benzovindiflupyr

BH 479-21 (Metazachlor Metabolit)
BH 479-4 (Metazachlor Metabolit)

BH 479-8 (Metazachlor Metabolit)
Bifenazate-diazene (Metabolit)

BTS 44596 (Prochloraz Metabolit)
BTS40348 (Prochloraz Metabolit)
BTS44595 (Prochloraz Metabolit)

CGA 210007 (Acibenzolar S-methyl
Metabolit)

CGA 324041 (Acibenzolar S-methyl
Metabolit)

CGA289267 (Fenpropidin Metabolit)
Clethodim-Sulfone (Metabolit)
Clethodim-Sulfoxide (Metabolit)
CPIA (Fenvalerat Metabolit)
Desmethylbixafen (Metabolit)

Desphenyl Chloridazon (Metabolit)
Disulfoton-Sulfone (Metabolit)
Disulfoton-Sulfoxide (Metabolit)
Ethofumesate-2-keto (Metabolit)
Fenchlorphos oxon (Metabolit)
Fluensulfone

Flufenacet oxalate (Metabolit)
Flufenacet sulfonic acid (Metabolit)
Fluopyram-benzamide (Metabolit)
FM-6-1 (Triflumizole Metabolit)

Halauxifen (Halauxifen-methyl Metabolit)

Hydroxy-Tebuconazole (Metabolit)
IN-F321 (Flusilazole Metabolit)
IN-M7222 (Triflusulfuron Metabolit)
Kresoxim (free acid Metabolit)

M 510F01 (Boscalid Metabolit)

M55 (Fluoxastrobin Metabolit)
M800H11 (Saflufenacil Metabolit)
M800H35 (Saflufenacil Metabolit)
N-desmethyl Propamocarb (Metabolit)
N-oxide Propamocarb (Metabolit)
MNBA(Mesotrione Metabolit)"
OH-TGSO02-Cycloxydim (Metabolit)

Analytes of the project up to 2018

Open-ring-2-keto ethofumesate Lithium salt

(Metabolit)

Penflufen

Penthiopyrad

Pyraflufen (free acid Metabolit)
Pyridafol

Pyriofenone

RH9090 (Myclobutanil Metabolit)
RPA 202248 (Isoxaflutol Metabolit)
RPA 203328 (Isoxaflutole Metabolit)
SN 614 276 (Pyrimethanil Metabolit)
SN 614 277 (Pyrimethanil Metabolit)
Spinetoram major

Spinetoram minor
Spirotetramat-cis-enol (Metabolit)

Spirotetramat-cis-keto-hydroxy (Metabolit)

Spirotetramat-enol-glucoside (Metabolit)

Spirotetramat-monohydroxy (Metabolit)

Sulfoxaflor

TFNA (Flonicamid Metabolit)
TFNA-AM (Flonicamid Metabolit)
TFNG (Flonicamid Metabolit)
TGS02-Cycloxydim (Metabolit)
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e Results available via FIS-VL

- C O @ fis-vl.bvl.bund.de/share/page/site/epra/documentlibrary#filter=path%7C%2F04_Projekte%2F201x_Metabolitprojekt%2F2017_ME_}

9 Login % Fis-vL | BVL Aufgaben des..  #| Portal - Organisatio.. @ EURL|DataPool [ EU Pesticides datab.. @ EURL|Residuesof.. @ Pesticide

Andere bearbeiten - CVUA-RRW_trgebnisse_sciex |of.xIsx
Kurzlich geandert vor 6 Monaten von Nadja Buchner erstellt 354 KB
Kirzlich hinzugefugt Keine Beschreibung
Meine Favoriten Keine Tags

Favorit Gefallt mir 0 Kommentar
Bibliothek o

LCToF_Ergebnisse2018_NRL.xIsx

I Dokumente Gedndert vor etwa einem Jahr von Nadja Buchner 2 MB

8 00 _Aktuelles
M 01_Adressen
I 02_EPRA Sitzungen
M8 03 Validierungsrunden o
&8 04_Projekte
I 2013_Datensammiung_GC-MS-MS
8 2015_MRM_Sammlungen
& 201x_Metabolitprojekt
B 2017_ME_Metabolite_396
I 2017_2018_Ergebnisse
M 2017 Zertifikate

M 2019 ME_Metabolite
B praiekta 2017 - 20164

Keine Beschreibung
Keine Tags

Favorit Gefallt mir 0 Kommentar

LLBB_FFO_Ergebnisse.xlsx

Gedndert vor 6 Monaten von Nadja Buchner 480 KB
Ergebnisse Matrixdotierungen fir Halauxifen und Fluensulfone
Keine Tags

Favorit Gefallt mir 0 Kommentar

MRM_Egebnisse2018_Sciex.xlsx

Geadndert vor 6 Monaten von Nadja Buchner 2 MB
MRM Sciex von CVYUA-RRW, LAV, LGL, LUFA Speyer und NRL mit |
Keine Tags

e B B E
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