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1. Definition of critical reagents.
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2. Critical reagents throughout the lifecycle of the assay:
Lot-change.

(1.)

(2.) Long-term stability.

3. Documentation.
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Validation

>Change of critical reagents
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—Run partial validation, if required

>Monitoring of the assay over time
—Including long-term stability

>0ngoing study sample analysis
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AEILFIHIEN  (ICH M10)
Definition of Critical Reagents (ICH M10)
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Lot-change of critical reagents — 1
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Examples:
- new reagent lot derived from a previously qualified stock

o such as a new purification of polyclonal sera from

the same animals
o @ hew conjugation using the same protein lot when the

con{uglation process has been demonstrated to be well
controlled



AT
®ArrayBridge

REETFRIRLREIR — 2

FETN: "XER ZANFPIAERS], EZFIERRELN, EHHiH)
HYRIRRIRAER R

Examples:
— antibody lots obtained from new animals,
— new clones for monoclonal antibody production, or
— new cell lines for the generation of recombinant material.
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*Reference standard
>Not classed in scope as critical reagent for PK assay
*Selection of critical reagents
>Part of assay development, which is not part of the
guideline
Level of characterization of critical reagents

>Risk based approach
> Different possibilities for commercial available and

customized reagents
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EMA (2011) : 7.1.1.12 48R FEN :

> Critical reagents, including binding reagents (e.g. binding proteins, aptamers, antibodies
or conjugated antibodies) and those containing enzymatic moieties have direct impact
on the results of the assay and therefore their quality must be assured. Accordingly, when
changing reagent batches during validation or sample analysis the analytical
performance of the method must be verified to ensure that it is not altered compared with
the original or previous batch.

> Conditions guaranteeing the maintenance of the stability of both non critical reagents
(e.qg. buffers, diluents or acidification reagents) and more importantly of the critical reagents
should be documented in order to ensure that the performance of the method is not affected
over time.
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FDA (2013FFEZxR) : KEIIFIEN

Key reagents, such as reference standards, antibodies, tracers,
and matrices should be characterized appropriately and
stored under defined conditions. Assay reoptimization or
validation may be important when there are changes in key

reagents.
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AN (LBA, 2013) : 6.5, FEHAFIEN :

1. A critical reagent is the one that has a direct impact on the results of an LBA-
based bioanalytical method and usually includes, but is not limited to, binding
reagents (e.g., unlabeled or labeled antibodies).

2. A critical reagent should be selected by considering the specificity for the
analyte and should be stored under conditions that ensure consistent quality.
The quality of critical reagent should be appropriately maintained throughout
the period of use in analytical method validation and study sample analysis.
Partial validation is in principle required when the critical reagent lot is changed.
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Plate 1
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PCA Antibody Number
20 ug/mL mAD in Blocking Solution
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plate 3  Mouse IgG Constant Region-2
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