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Single nucleotide variation is a change in a single nucleotide in a sequence irrespective of the frequency
of the variation. Single nucleotide variants (SNVs) play a very important role in causing several diseases
such as the tumor, cancer, etc. Many efforts have been made to identify the SNVs which were initially
based on identifying non-synonymous mutations in coding regions of the genomes.
Nowadays, the classifiers developed to identify SNVs are more focused on making genome-wide
predictions [1,2]. Combined Annotation–Dependent Depletion (CADD) developed by Kircher et al.,
2014, is one of the methods which predict the pathogenic point mutations, which integrates many diverse
annotations into a single C-score for each variant. The C-score correlate with the annotations of
functionality, allelic diversity, disease severity, pathogenicity, complex trait associations, and
experimentally measured regulatory effects [1]. However, the performance of CADD was challenged
later [3]. DANN is a deep learning approach to annotate pathogenicity of genetic variants [4]. It is based
on the deep neural networks, which overcome the issue of the methods based on support vector machines
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Recently, a new method has been introduced by Vander Velde et al., (2017) [5], which adjusts the Cscore in a gene-specific manner, known as Gavin (Gene-Aware Variant INterpretation) [5]. It outperforms
the CADD method of pathogenic point mutation identification and assigns the Benign and Pathogenic
labels to simplify the interpretation. Another method has also been introduced recently, known
as FATHMM-XF (Functional Annotation Through Hidden Markov Model- eXtended Feature) [5]. It uses
Platt scaling [7] to assign a confidence score, i.e., p-score to each prediction and focus the analysis on a
subset of high-confidence predictions. The SNVs in FATHMM-XF have been characterized into feature
groups of 27 data sets from ENCODE (The ENCODE Project Consortium, 2012) and NIH Roadmap
Epigenomics [8], which were significantly applicable in some other domains such as Genome tolerance
browser (GTB) is an online browser to visualize the predicted tolerance of a genome to mutation [2.9].
Four other feature groups have been developed from the conservation score, annotated gene models,
the Variant Effect Predictor [10], and the sequence itself.
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