Over-Representation of PMS2CL Pseudogene Interference in PMS2 Testing in a Non-European Cohort
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Background Results

Lynch syndrome, associated with pathogenic variants in MLH1, MSH2/EPCAM, Asian, 12234, 5.0%
MSH6/ PMSZ/ or EPCAM; is the most common cause of hereditary colorectal European, 183508, 75_5%k ————————————— \/*

Alaskan Native,
cancer, additionally predisposing to uterine, ovarian, prostate, and other cancers. 9,0.0037%

Hispanic, 21982, 9.0% Nearly half (8/18, 44.4%) of germline genetic testing
laboratories contacted via email provided information

— = Middle Eastern, 1883, 0.8% about available techniques for PMS2 analysis.
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Among cases of del/dups requiring follow-up (n=2,234), non-European cases were overrepresented (see analyses below): *  All(7/7) unresolved calls within the African American/Black group

specifically, one quarter (n=581, 26.0%) were in the African American/Black group, or 63.2% of these non-European cases. were multi-exon. Some or all could represent the common PMS2CL
del/dup (Ex13 Ex14del), though unable to be confirmed.

In one study examining impact of PMS2CL interference in PMS2

analysis, the most common PMS2CL del/dup (Ex13_Ex14del) appeared
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