Summary
Charles River has established
incurred sample reanalysis (ISR)
as part of its bioanalytical process
to support both nonclinical and
clinical studies. ISR ensures
that we continue to provide the
highest quality study data, while
meeting or exceeding industry
and regulatory guidelines.
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Conduct
For nonclinical studies, ISR is required once per species
per method per laboratory, and the assessment is typically
performed during the first definitive toxicology study with
responsive dose. For clinical studies, ISR is required for
all bioequivalence studies and for any studies in which

explored during such an investigation are:
• Physical examination of the sample(s)
• Review of raw data (including second-person sample
verification, dilution factors, chromatography, and internal
standard response)
• Recent method modifications or updates

PK evaluation of the drug is a primary endpoint of the

• Recent instrument maintenance

study. To ensure that any method reproducibility issues

• Changes in the analytical reference material

are detected as soon as possible, it is expected that ISR is

• Changes in the calibration or QC standards

performed early in the study. Up to 10% of study samples
should be selected for reanalysis. Sample selection should
be performed based on the PK profile of the drug, with
samples being selected from timepoints near the Cmax and
from near the end of the elimination phase.
These individual samples should be analyzed within proven
stability using the same bioanalytical method (including
number of replicates and any applied dilution factor) that

• Changes in the matrix supplier
If operational errors are ruled out, scientific parameters of
the method are evaluated. These can be broad-ranging in
scope, depending on the details of the bioanalytical method.
Some of the scientific parameters that might be explored
during such an investigation are:
• Incurred sample stability

was used for the original analysis. For the sample to be

• Chromatographic separation

considered acceptable, at least two-thirds (67%) of the ISR

• Ion suppression

results must be within 20% of the original sample result for

• Extraction recovery

small molecule bioanalysis, and within 30% of the original
sample results for large molecule bioanalysis.

The conclusion to an investigation may result in
modifications to the bioanalytical method, which may

If any of the individual sample results do not meet the

require additional validation. Sample analysis would

acceptance criteria, there is currently no regulatory

be repeated with the updated method, along with ISR,

requirement to perform additional analyses on those

confirming that the modified method is reproducible.

samples; however, scientific judgment is applied in any
case where the difference between the two results is
substantially different. If the overall ISR assessment does
not meet acceptance criteria, then the sample analysis
should be halted and an investigation performed and
documented.

Conclusion
Charles River remains focused on client and regulatory
expectations. Procedures for performing, reporting and
investigating ISR are documented in our organization’s
standard operating procedures (SOPs). These SOPs are
regularly reviewed and, where appropriate, updated to
ensure that we meet industry and regulatory expectations
and provide the most reliable and highest quality study data.
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