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The importance of good guidance

Measuring the concentrations of therapeutic products and their metabolites forms a
critical component of the regulatory decisions made regarding the efficacy and safety of
drug products. Reliable drug concentration data are crucial for the evaluation and
interpretation of toxicokinetic and pharmacokinetic study data. Therefore, it is imperative
that the bioanalytical methods used to generate these drug concentrations are
appropriate and well characterized.

Different regulatory agencies have each issued their own bioanalytical method validation
guidelines, but the aim of the ICH M10 guideline is to overcome the regional differences
and provide a harmonized recommendation for the validation of both chromatographic
and ligand-binding assays. The ICH M10 guideline describes the procedures and
acceptance criteria for the assessment of the selectivity, specificity, calibration curve,
limits of quantitation, accuracy, precision, dilution linearity, carry over and stability during
method validation. Several options are given to overcome the analytical challenges during
the validation of assays for analytes that also are endogenous compounds. In addition,
the ICH M10 guideline specifies the criteria for calibration and quality control samples
during bioanalysis, the execution of incurred sample reanalysis and the documentation
requirements for validation and bioanalytical reports.

This eBook will review first impressions on the ICH M10 guidance as well as key feedback
gathered during the public consultation period.

We hope you enjoy this eBook.
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Overall, I feel that the draft ICH M10 guideline is well written. Most items can be recognized
from the current FDA and EMA guidelines, that are the guidelines in use at our CRO. In
contrast to the FDA guideline, the ICH M10 guideline presents the validation of
chromatographic assays and ligand-binding assay separately, making the differences in
requirements more clear. The guideline is applicable to the methods used for pivotal
nonclinical studies and all clinical trials in regulatory submission. Unfortunately, for a CRO it is
often not clear whether a study will end up in a registration file. Consequently, more methods
may be validated to this extend than necessary.

What was your first impression of the ICH M10 guideline?

ICH M10 impressions: 60 seconds
with Monique Putman

1

As QPS is a global CRO, the SOPs on method validation cover both the requirements of the
current FDA and EMA guidelines. When looking at the requirements for ligand-binding
assays, I noticed changes to the intra-run precision and accuracy and the dilution linearity.
Currently, the intra-run precision and accuracy is assessed with 5 aliquots at each level in 1
run. According to the draft ICH M10 guideline, it should be addressed with 3 aliquots at each
level in at least 6 runs. Similarly, for the dilution linearity we will need to change from the
assessment of 5 replicates per dilution factor in 1 run to an assessment in at least 3 runs.

Will the ICH affect the QPS validation approach?2

Monique Putman joined QPS Netherlands in 2002 and is currently
Director of Translational Medicine. In this position, Monique serves as
manager of three teams for the development and validation of ligand-
binding assays, cell-based assays, activity assays and FACS assays to
support the development of biological drugs.  

Prior to joining QPS, Monique held a position of Staff Scientist and Biological Safety Officer
at the Hercules European Research Center (Barneveld, The Netherlands). Monique studied
Food Technology at The Wageningen University (The Netherlands) and received her PhD in
the Molecular Microbiology Group of the Groningen Biomolecular Sciences and
Biotechnology Institute (GBB) of The University of Groningen (The Netherlands).



Over the past years, there has been a large interest from the industry for a fit-for-purpose
approach in an attempt to limit unnecessary use of resources and materials. In that respect, I
was expecting a more clear definition of the type of studies that are in or out of scope of the
ICH M10 guideline. 

Further, I did not expect a section on method development. Clearly, before the start of the
validation of an assay all indicated parameters are typically checked. However, I am
concerned that including this section in the guideline will increase the documentation on
method development, in order to demonstrate that all items have been included in the
method development prior to the validation.

What was unexpected in the draft ICH M10 guideline?
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In the current version of the ICH M10 guideline there is no distinction between the validation
for nonclinical and clinical assays. Due to the number of validation runs and the number of
replicates required for the validation parameters, and the fact that the calibration standard
should be prepared in matrix, the volume of nonclinical matrix used for validation is
considerable. I would welcome the option to use surrogate matrix and/or reduction of the
required number of replicates in validation experiments for nonclinical assays to reduce the
use of animals.

What would you like to see changed?4



























The aim of the ICH M10 guideline is to overcome the 
regional differences in bioanalytical method validation 
guidelines and provide a harmonized recommendation 
for the validation of both chromatographic and ligand 
binding assays.

These guidelines ensure that the 
bioanalytical methods used to generate 
these drug concentrations are appropriate.

How does ICH M10 help?

Reliable drug concentration data are crucial for 
the evaluation and interpretation of toxicokinetic 
and pharmacokinetic study data.

Why is this important?

An Overview of ICH M10 Bioanalytical
Method Validation Guideline

In contrast to the FDA guideline, 
the ICH M10 guideline presents the 
validation of chromatographic 
assays and ligand binding assays 
separately, making the differences 
in requirements clearer. 

How are the new 
guidelines different?
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What are the components of ICH M10?

Distinction between the validation for nonclinical and
clinical assays would be helpful. Also, the option to
use surrogate matrix and/or reduction of the required
number of replicates in validation experiments for
nonclinical assays - to reduce the use of animals.

How could it be even better?

This infographic has been created as part of a Bioanalysis Zone feature in association with QPS.

The ICH M10 guideline describes the procedures and 
acceptance criteria for the assessment of:

What is ICH M10?
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