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systematic Pan- European data sharing and collaborative analysis to solve Rare

Diseases.

Details on Solve-RD Working groups

The “SNV/indel” WG (WGL1) is using the GPAP APIs (Application Programming
Interfaces) with different combinations of filters to programmatically re-analyse the
exome/genome-phenome data. The initial approach to discover the most obvious cases
(“low-hanging fruit”) has contributed to solve 120 cases (1). This WG has also
combined and annotated all the gVCFs with a common pipeline to make them available
through the Sandbox for further analyses. gV CF files, together with PhenoPackets, are
used as input for Exomiser (2, 3), LIRICAL (4) and CAPICE (5).

The “Copy Number Variation (CNV)” WG (WG2) has already processed all existing
WES data. Subclusters for experiments batched by the enrichment kit used for library
preparation were generated by ClusterWES (6). Each of these 85 clusters was then used
for CNV detection by four tools: VarGenius (7), ClinCNV

(https://github.com/imgag/ClinCNV), Conifer (8) and ExomeDepth (9).

The “Runs of Homozygosity (ROH) and relatedness” WG3 has performed quality
control tests on the dataset using several methods in parallel, including kinship analyses
and the estimation of consanguinity based on the computation of ROH as recently
described (10).

The “de novo mutations” WG4 have analysed trios to systematically identify de novo

mutations using existing and novel tools. Finally, the “Meta-analysis” WGS aims to


https://github.com/imgag/ClinCNV

identify genes with an excess of variants i.e. “variant burden’ in certain patient cohorts,

with the first candidate genes already being evaluated.
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