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Editorial

Spiking in Analytical Method Development and Validation
A guide for authors

In the development and validation of new methods ana-
lytical scientists in both the pharmaceutical and biomedical
fields rely extensively on the use of spiked samples. However,
it is clear that spiked samples are not always adequate sub-
stitutes for demonstrating the utility of a method compared
to the analysis of real samples. As a result there have been
requests from both referees and authors for clear guidance on
the extent to which spiked samples can be used for demon-
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a new method for an existing drug, and the demonstration of
a new analytical principal, using a particular drug as an ex-
ample of proof of principle, rather than a proposal for a new
method for that particular analyte.

The opinion of the Editors is that, in the case of a new drug
where little is known, then the method cannot be considered
to be validated if it is only based on spiked samples and such
methods must demonstrate an appropriate application.
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trating the validity of new analytical methods. The Editors
f the Journal of Pharmaceutical and Biomedical Analysis
ave therefore produced these guidelines on the subject to
ssist authors in the preparation of manuscripts for submis-
ion to the Journal.

It is widely accepted that method development for the
nalysis of drugs in formulated products or of drugs and
etabolites in biological fluids such as plasma initially re-

ies on the use of spiked samples. However, it is the opinion
f the Editors that, in general, a method cannot be considered
roperly validated until it has been applied to the analysis of
eal samples. Studies with real samples are the only way of
emonstrating that the method works in practice, is specific,

Where what is proposed is a new method for a marketed
drug the Editors would expect to see a justification for why the
method is needed if there are already pre-existing published
methods with adequate analytical properties. Such new meth-
ods must represent an advance on existing practice and the
Editors would also expect to see an example of a real applica-
tion, preferably with a cross validation to one of the existing
methods, proving the superiority of the new approach. Lack
of provision of an application would require justification on
either ethical or scientific grounds. For example, in bioanal-
ysis a possible scientific justification for a lack of application
could include the knowledge that the method covered the
required ranges and that the analyte was not subject to poten-
as sufficient sensitivity to define e.g. the concentration of the
rug in a formulation, the pharmacokinetics of the analyte, or
or therapeutic drug monitoring etc. Also, only the applica-
ion of method shows that it has the required dynamic range
o cover the concentrations encountered in real samples.

tial interferences from metabolites etc. Proof of specificity is
especially important for “non-selective” methods (e.g. UV,
electrochemical, rapid chromatography etc).

The Editors hope that the above explanation of editorial
policy will be of assistance to authors and referees alike, and
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In practice methods development covers a number of dif-
erent cases, including e.g., a new method for a novel drug,
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ead to a continued improvement in the quality of submissions
o the Journal.


