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Abstract

BACKGROUND: Genetic counselling and testing for Lynch syndrome (LS) have recently been
introduced in several Latin America countries. We aimed to characterize the clinical, molecular
and mismatch repair (MMR) variants spectrum of patients with suspected LS in Latin America.

METHODS: Eleven LS hereditary cancer registries and 34 published LS databases were used to
identify unrelated families that fulfilled the Amsterdam 1l (AMSII) criteria and/or the Bethesda
guidelines or suggestive of a dominant colorectal (CRC) inheritance syndrome.

RESULTS: We performed a thorough investigation of 15 countries and identified 6 countries where
germline genetic testing for LS is available and 3 countries where tumor testing is used in the LS
diagnosis. The spectrum of pathogenic MMR variants included MLH1 up to 54%, MSH2 up to 43%,
MSH6 up to 10%, PMS2 up to 3% and EPCAM up to 0.8%. The Latin America MMR spectrum is
broad with a total of 220 different variants which 80% were private and 20% were recurrent.
Frequent regions included exons 11 of MLH1 (15%), exon 3 and 7 of MSH2 (17 and 15%,
respectively), exon 4 of MSH6 (65%), exons 11 and 13 of PMS2 (31% and 23%, respectively).
Sixteen international founder variants in MLH1, MSH2 and MSH6 were identified and 41 (19%)
variants have not previously been reported, thus representing novel genetic variants in the MMR
genes. The AMSII criteria was the most used clinical criteria to identify pathogenic MMR carriers
although microsatellite instability, immunohistochemistry and family history are still the primary
methods in several countries where no genetic testing for LS is available yet.

CONCLUSION: The Latin America LS pathogenic MMR variants spectrum included new variants,
frequently altered genetic regions and potential founder effects, emphasizing the relevance
implementing Lynch syndrome genetic testing and counseling in all of Latin America countries.



