A promising single DNA-based assay to test for hemoglobinopathies,
congenital adrenal hyperplasia, cystic fibrosis, spinal muscular atrophy
and severe combined immunodeficiency for newborn screening
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digitalMLPA for the analysis of SNVs and CNVs digitalMLPA: a two-day workflow using
associated with five newborn conditions low amounts of DNA
Newborn screening (NBS) programs rely primarily on biochemical tests for the detection digitalMLPA is a multiplex PCR-based method that uses lllumina sequencing platforms
of severe early-onset disorders. DNA-based techniques provide opportunities for for amplicon detection. The workflow of digitalMLPA is illustrated in Figure 2.

confirmatory testing and expansion of newborn screening panels. However, currently
used methods (e.g. Sanger sequencing, qPCR) often only target one or a handful of
regions and therefore still require a condition-specific workflow. We are developing a
SALSAP® digitalMLPA™ assay consisting of ~350 probes that detect single nucleotide
variants (SNVs) and copy number variants (CNVs) associated with five conditions
included in many NBS programs: severe combined immunodeficiency (SCID), spinal
muscular atrophy (SMA), hemoglobinopathies (HbPs), cystic fibrosis (CF) and
congenital adrenal hyperplasia (CAH; Figure 1, Table 1). In this study we highlight our
results on SCID and HbPs.

digitalMLPA probemix

(newborn test version) Figure 2. digitalMLPA workflow.
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Figure 1. Left, schematic comparison of digitalMLPA to DNA-based assays currently used in NBS. Right, an CAH CYP21A2 CNVs and 11 frequent pathogenic SNVs

overview of the targeted regions of the digitalMLPA probemix currently in development.

Detection of distinct HBA deletions as well as six frequent missense variants in HBA1 and HBA2

Alpha-thalassemia is caused by reduced production of the alpha-globin
chain, encoded by HBA1 and HBAZ2. The HBA locus is a complex region,
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Combined detection of TCR recombination and TREC circles as measure for T cells in blood-derived DNA

SCID is genetically heterogeneous, and is currently tested for using a TREC assay, which indirectly
(1) @ assesses the amount of naive T cells in a dried blood spot sample. The digitalMLPA assay includes a
M - el ,-—> S;TREC 'S set of probes, currently under development, that target the recombinatory regions of the a/d, Band y T
V/4 /4 - . . .
el \ cell receptors, as well as TREC (Figure 5) to determine the presence of T cells (Figure 6).
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A probe set with a two-fold approach to detect the presence of T cell DNA in a
blood-derived sample holds promise as a novel approach to screen for SCID.
digitalMLPA is for research use only. Not for use in diagnostic pr res. : . ,
9 y gnostic procedures Taken together, this SALSA® digitalMLPA™ probemix (newborn test
The product described concerns a trial version that is not available version) is a promising DNA-based assay for testing of multiple
for general purchase. early-onset conditions.

Interested in our product?
Scan the QR code to be involved and receive the latest news




