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INTRODUCTION

~ Measurement of SBCMA in MM patient plasma QUANTITATIVE DATA ANALYSIS CALIBRATION CURVES
* B cell maturation antigen (BCMA) contributes to Multiple Myeloma (MM) pathophysiology
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* ULOQ = SIL peptide standard spiking level, based on the monoisotopic peak (M).
Day 1 This concentration was set at 503 ng/mL to limit the contribution
of the unlabeled standard to the light signal.
* LLOQ = Lowest abundant isotope (M+6) that could be quantified precisely and accurately.
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Samples Immunoaffinity Digestion to MRM Analysis . _—
(62.5 L plasma / well) Enrichment Peptides (QTRAP 6500, SCIEX ) ~ We devgloped hlgh-througr.\put mass spectrometry MRM platforms for quantitation of
(Anti-PBMC pAb, (Trypsin) sBCMA in human plasma with ~3 day turnaround time
Kingfisher, Thermo)
+ We evaluated different approaches to quantitative data analysis and obtained comparable
results for external calibration curve, ISCC-MIRM and AQUA
Day 2 + These assays may be bioanalytically validated and deployed for clinical studies using the

quantitation approach appropriate to the program stage and intended use of the data

* AQUA is appropriate for exploratory studies and allows for a high degree of multiplexing
— > B with other targets.

» MIRM-ISCC shows promise for low-throughput clinical sample analysis under CAP/CLIA,

C . .
where use of external curves and QC samples may be impractical.
Peak Integration Quantitative * A 'PK-like" approach should be used to fully assess assay robustness, if the biomarker
(MultiQuant. SCIEX) Data Analysis Is to be used as a PD marker.

* Similar precision and accuracy between calibration curve and MIRM approach

* AQUA approach provided worse accuracy at QC3 CAP R I 0 N .CO M
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