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Article 14 and EURL evaluation

= Fitness for purpose criteria: Review of 10 years
= Work of CEN: standardisation of methods
= Other aspects
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Analytical methods and details of the authorisation

Minimum | Maximum P
= nﬁ(’ : °{ . content content Residue Limits
T | et Additive | Composition, chemical formula, description, analytical c-‘;’:;‘:o‘:f Maximum w———— Otber provisions | £ of friod of [ BMRL) in he
the additive | authorisation (irade ) B animal e substance/kg of complete e foor:.huv;fn ; f
feedingztuff with a moisture s
content of 12 % el odgin
Coccidiostats and histo
51771 | Janssen Diclazuril composition Guinea fowls — 1 1 1. The  additive | 16 Margh 2021 | 1 500 pg
Pharmaceutifla | 0.5g/100 g iclazuril: 0,50 g/100 g. shall be incor- diclazurilkg
NV. i . ) porated in of wet liver
otein-poor soybean meal:
9.25g/100 componad feed 1000 pg
g in foom of a diclazuril/kg
Sodium hydroxide: 0,05 g/100 g 2. Diclazuril shall 500 ug
not be mixed diclazuril/kg
Characterisation of the active substance with ~ other of wet muscle
Diclazuril, C,sHoCI;N, O, coccidiostats. 500 g
3. For safety: ? :
(2)-4-chlorophenyl|[2, 6-dichloro4- " eeaths . diclazuril kg
(2.3,4,5-tetrahydro-3,5-dioxo-1,2 4-triazin-2- g ot St
yliphenyljacetonitrile, glasses  and
CAS number: 101831-37-2 gloves shall be
Related impurities: used  during
Degradation compound (R064318): < 0.1 % ing.
Other related impurities (T001434, R066891, 4. The holder of
R068610, R070156, RO70016): the o
< 0.5 % individually i i
s i carry out a
Total impurities: < 1,5 % post-mar
monitoring

Analytical method (*)

For determination of diclazuril in feed:
reversed-phase high performance liquid chro-
matography (HPLC) using Ultraviolet detection
at 280 nm (Regulation (EQ) No 152/2009)
For determination of diclazuril in poultry
tissues: HPLC coupled to triple quadrupole
mass  spectrometer (MS/MS) wusing one
precursor ion and two product ions

programme on
the resistance
to bacteria and
Eimeria spp.

(') Details of the analytical methods are available at the following add

Lab

of the C ity Refe

y: www.irmm jrc.befcrl-feed-additives




Target of analytical methods evaluated
by the EURL 1

= Regulation (EC) No 1831/2003 applied from 2004

= Until 2008 applicants had to follow Commission
Directive 2001/79/EC, also specifying criteria for
analytical methods

o Chapter 2.5 .... routine control of the active substance in
premixtures and feedingstuffs with a list of some method
performance characteristics
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Target of analytical methods evaluated
by the EURL 11

= Since 2005: Regulation (EC) No 378/2005 specifies
the tasks of the EURL

= Art 5 (2). The evaluation report provided for in
paragraph 1 shall include in particular:

= (@) an evaluation indicating if the methods of analysis in the data
= submitted in the application are suitable to be used for official controls;

= (b) an indication if testing of a method of analysis is considered necessary;

= (c) an indication if a validation of a method of analysis by an intercomparison
study is considered necessary.
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Commission Regulation (EC) No
429/2008

= Dosslier guideline applies from 2008

= Takes into account requirement of the methods for
official control

= Concept of verification: New requirement

= Response to option for testing/validation by
Intercomparison study

11 May 2015




European
Commission

Single laboratory validated methods fit

for official control?

First: single laboratory validation

But the method needs to work also in
an official laboratory?

Check for transferability

Prior to submitting the dossier, the
method need to be tested in a second
lab?

* |Is the protocol clearly written?
 Results of verification experiments need

to be comparable with those from the
validation study!

Transferability is an important

prerequisite for fitness for purpose

Europsan Unlon Retersnce Laboratoty 1or Fssd Additives.

7. "Known'' samples
[ Provide information for the one
methodfanalyte/matrix cormbination.
Do not report preliminary results

known
[zan e

N
ARGES

4

/1N

4

Method

Matrix f species

Expected content, unit

s (ah)

Day 1
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The verification concept
Two types of verification experiments:

e Single-laboratory validated methods

* Extension of scope of ring trial validated methods

e Example from EURL report

Table 1: Performance characteristics of analytical methods for the determination of phyrase
n feed additive (FA), premixtures (PM) and feedingstuffs (FS)

Matrix Activity RSD, (%) RSD;; (%) RSDg (%) Riec (%) Reference
FA 24000 U/g 4.6 9.2 - 100.3 Val. [10]
FA 7060 U/g 3.7 5.2 - 102.1 Ver. [11]
PM 200 U/g 7.8 10.4 - - Val. [8]
FS 500-1500 U/kg 6-8.3 10.4-12.7 8-15 = EN ISO, [4]

RSD,, RSD;, and RSDg: relative standard deviation for repeatability, intermediate precision and reproducibility.
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Consequence from this progress:
Inconsistency in respect to fithess for
purpose criterion

= Before 2008: Single laboratory validated method
recommended for official control without verfication

= After 2008: Single laboratory validated methods
need vertfication
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Criteria for method for official control: The method cascade

Regulation EC (No) 882/2004

1. Community methods COMMISSION REGULATION (EC) No 152/2009

of 27 January 2009
laying down the methods of sampling and analysis for the official control of feed

(Text with EEA relevance)

2. CEN/ISO methods/National methods/ European Pharmacopoeia

NEN-EN 15781:2009

EUROPEAN STANDARD EN 15781
NORME EUROPEENNE
EUROPAISCHE NORM August 2009

ICS 65.120

English Version

Animal feeding stuffs - Determination of maduramicin-
ammonium by reversed-phase HPLC using post-column
derivatisation

1113, Single laboratory methods, validated against [UPAC protocol
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Method cascade and CEN method

= Analytical methods for feed additives are — and
will be - standardised after validation by
Intercomparison study und a CEN mandate.
Examples:
= Phytase
= QOrganic acids
= Carotenoids
=  Coccidiostats

= CEN methods are compulsory and need to be
Included in the Regulation authorising the additive
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Why involvement of EURL in
evaluation of methods also for art 14
applications?

= Application of the verification concept to all single
laboratory validated methods

= Considering scientific progress of analytical methods
= CEN methods
= Harmonisation of methods and method description
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Thank you for your attention!
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