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@ ICH-M10 : Internal Standard

“Bioanalytical Method Validation and Study Sample Analysis”
(* 1 ICH-M10, [RXX &Dh—HEBiRi%)

“When MS detection is used, the use of the stable isotope-labelled analyte
as the IS is recommended whenever possible. However, it is essential that
the labelled standard is of high isotope purity and that no isotope
exchange reaction occurs. The presence of unlabelled analyte should be
checked and if unlabelled analyte is detected, the potential influence
should be evaluated during method validation. ”
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S o P “Example 3: IS responses for subject samples are consistently
; - lower or higher than IS responses for Cals/QCs (see Figure 5). “
- ' “Figure 5. Plot of IS responses in an analytical run, exemplifying
= e L : - - :'““ : IS responses for subject 2 samples that are consistently higher

than IS responses for Cals/QCs”
(B, *2 FDABA1Y VA, 2019&DikHE)
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“IS Variablity”"sHlilCB I B H(CDNT. FEIDIRRZETFICRUIZ,

*1 “Bioanalytical Method Validation and Study Sample Analysis” (ICH-M10)
[The IS responses of the study samples should be monitored to determine
whether there is systemic IS variability. Refer to Table 1 for expectations
regarding documentation. 1 (3.3 Study Sample Analysis &D5|H)

*3 “European Bioanalysis Forum: Recommendation for Dealing with Internal
Standard Variability”

[Conversely, a large variability in the IS response throughout a run may
indicate issues with the assay’s resilience to subtle changes in matrix
composition and may raise questions about the trueness of the results. Clearly
something is required, but we should not lose sight of common sense. |
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*1 “Bioanalytical Method Validation and Study Sample Analysis” (ICH-M10)

[IS response significantly different from the response for the calibration
standards and QCs (as predefined in an SOP)] (3.3.4 Reanalysis of Study

Samples &D5IH)
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with Internal Standard Variability”
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* 3L D5|A, Figure 4. Rule of thumb schematic.
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