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1607) - August 2016 Guide.To the editors of *BMC Genomics*, Since the first description of the genomic variation of the Kinship 23 trio
\[[@CRI1]\], linkage disequilibrium (LD) mapping followed, together with the development of techniques and software able to identify variants
in targeted areas \[[@CR2], [@CR3]\]. Subsequently, a series of studies sought to identify rare variants associated with both autosomal dominant
and recessive diseases of unknown cause, but in most cases, they have been unsuccessful \[[@CR4]--[@CR7]\]. Later, a variety of challenges
regarding the analysis of large GWAS data sets presented new challenges, which in some cases, were addressed by computational tools. In most
cases, the data sets were still of a manageable size to be analyzed by the standard GWAS analysis tools available, or the methods were generalized
for the specific challenge \[[@CR8], [@CRI]\]. In the last few years, a set of computational tools have been developed with the intention to
identify those variants that are detected in a single family and to assess their significance, rather than detecting rare variants or common variants
occurring more frequently in several unrelated families. In the issue of *BMC Genomics* \[[@CR10]\], the procedure developed by DeL.uca and
co-workers \[[@CR11]\] was used to identify those rare variants that recurred in three parents from the Kinship 23 trio in a larger cohort of 106
families. This method is based on the observation that not more than half of the variants occurring in the parents are transmitted to the affected
offspring, whereas the occurrence of variants in the unaffected offspring is not different from what might be expected in the general population.
Therefore, a recessive model using a mixed effects logistic regression, or its non-parametric version, with family as a random effect, can be used
to identify variants that recur in more than one family, even if the sample size is not very large. This approach was tested on a simulated data set
and then on a set of data sets representative of the most common genetic disorders. The conclusion of the study is that the approach is suitable for
the identification of rare variants and it can be used to identify variants that
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