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GRCh38 vs. GRCh37

There where many changes to GRCh38 relative to GRCh37. The change most likely to affect our understanding of variation is the addition of paralogs missing in GRCh37 and the removal of false duplication present in GRCh37 due to haplotype
expansion in GRCh37.
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reporting formats do not support the alternate loci robustly. There is an effort to improve tools to use the full GRCh38 sequence; https://github.com/GenomeRef/SoftwareDevIrack.

Accurate Representation of Genomic Regions

Structural variation and complex repeats complicates assemblies. When using an assembly model that requires the production of a single, haploid consensus sequence you can often end up with sequence representations not present in any
human. To produce GRCh38, the GRC retiled many such complex regions using a single haplotype resource (CHM1), in many cases producing a single, high quality representation on the chromosome. Often an additional high quality representation
is also available as an alternate locus (red ticks in above diagram) at these regions.
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The CCL3 chromosome region was retiled in a
single haplotype resource (CHM?1) producing a
deletion allele. An insertion allele containing 100Kb
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88 of the 278 such ClinVar variants are annotated as pathogenic.
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