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Multi-locus imprinting disturbances (MLIDs) involve aberrant

methylation patterns at multiple loci, which complicates the 1.2 Figure 3. Median
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IDMRs (Grouped by Chromosomal Arm)

First, the median methylation ratio variation per iDMR (27 IDMRs in total) in healthy individuals was
iInvestigated by analysing the ratios obtained for all methylation-specific probes per iDMR In 126
samples (Figure 3). Most iDMRs showed median methylation ratios between 0.45-0.64. Two iDMRs
showed higher methylation ratios (0.86 and 0.94), concordant with what has been found in literature
for those imprinting regions (Rosenski et al. 2024).

o / Stable data was observed when testing a few IDMRs with DBS cards, highlighting the versatility of MS-

Figure 1. Regions targeted by the MS-digitalMLPA test probemix. digitalMLPA for use with multiple blood-derived sample types.
This test probemix targets 27 iDMRs, of which some are associated with imprinting disorders. It also

targets over 15 regions associated with imprinting-like disorders. Additionally, it contains probes that
target stable regions across most autosomes.
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Next, CN and methylation status analysis was performed with both MEO30 BWS/RSS (positive sample)
(Figure 4) and the DMOO09 Multi-locus Imprinting Disturbances test probemix (control and positive
sample) (Figure 5). Both experiments showed the same findings:
« H19/IGF2:1G-DMR shows normal methylation frequencies.
« KCNQIOTITSS-DMR shows a clear loss of methylation (LOM).
These results were further corroborated with MEO34 Multi-locus Imprinting (data not shown).
Furthermore, the analysis with the DMOQ09 Multi-locus Imprinting Disturbances test probemix
revealed aberrations in an additional iDMR, namely the FANCC:Int1-DMR (Figure 5).
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 Further testing, including additional positive DNA samples, is References
needed. 1. Rosenski J et al. bioRxiv. 2024; https://doi.org/10.1101/2024.05.01.591988.
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