Practical Bioanalytical Method Validation

(Former Introduction to GLP Regulations and Bioanalytical Method Validation by LC-MS/MS)
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Validation batch design for A&P runs

Prepare 3 runs in different days

Calibration Standards  Quality Control Samples Other Validation Samples
Name Replicate Name Replicate Name Replicate
Level ] | LLOQ 6 Pooled blank plasma I
Level 2 1 QClI 6 Zero standard 1
Level 3 ] QC2 6 System verification sample 1
Level 4 1 QC3 6
Level 5 1 QC4 6
Level 6 1
Level 7 I
- QC1 =3 x LLOQ
Level 9 1
Level 10 1
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Accuracy and precision expressions

True = Actual = Theoretical = Nominal value

Det ned Val
po— etermined Value 100 + 15%

True value

Accuracy = bias/error/deviation/difference

Determined Value — True Value <100 E15%

True value

Precision: RSD = CV (coef ficient of variation)
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Matrix effect and extraction recovery
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Case study (one run = Batch 1 + Batch 2)
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Decision tree for reporting re-assay results

One value?| Yes,

lND

lND

Calculate median

Report value
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No
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Clinical

“Pure” mpp Disease Drug g Preclinical 3 Tries
Research Discovery-)Discovery-)Toxicology-) LI, III-)CIVIC

GLP Gcp GMP
Not regulated

Study based Process based

Good Regulatory Practices (GXP)
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