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Objective

Results (Continued)

The objective is to survey the landscape of pharmacodynamic
(PD) biomarkers in the regulatory submissions of enzyme
replacement therapy (ERT) products and their method validation

Table 1: Number of PD Biomarkers For Each
Endpoint Type, COU Type, and Assay Parameter

Table 2: Context of Use (COU) and Assay Parameter

Figure 1: Number of PD Biomarkers using (1) listed in USPI - YES or NO, (2) with a validation report - YES or NO, to divide into four groups Relationship
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was secondary endpoint (12/13, 7/9) while the least used
endpoint type was tertiary endpoint (4/13,4/9) (Table 1).

* The most used COU type in both groups were PD response
(13/13,9/9), while the least used type was safety (4/13,2/9) and

dosing (4/13, 3/9) (Table 1). W_Me_s\s_s _ 45 4 L3 4.5
= Across all 22 biomarkers, the number of biomarkers evaluated 6.5 ~—

recommendations —T

- v': Parameter tested in validation report as recommended but no specific BMV recommendations to assess adherence.

L

Figure 4: Relationship between PD biomarkers, Clinical Studies, Endpoints, Context of Use (COU), Bioanalytical Methods, and Parameters
Average Number of Parameters Evaluated

: Parameter tested with partial match to BMV recommendation
Red: Parameter tested but did not test BMV recommendation

: For = 80% of sources, unspiked matrix should be BQL, and spiked samples
should be £ 25% at LLOQ, and = 20% at HQC.

oL 8: The accuracy (% nominal) at each level should be + 20%.

oC/L2: For auto-sampler, bench-top, extract, freeze-thaw, stock solution/reagent and
long-term stability, perform at least three replicates at LQC and HQC
concentrations.

oL 9: Potential interfering materials should be added to calibration curves in buffer.

eL10: QCs should meet £ 20%, or 25% at the LLOQ and ULOQ.
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for each of the 7 key parameters varied between the YES/YES
and NO/YES groups, respectively: accuracy and precision
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