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Fanconi Anemia germline variants as susceptibility factors in
aplastic anemia, MDS and AML

SUPPLEMENTARY MATERIALS

Supplementary Table 1: List of genes selected to be sequenced in the project. All coding frames, excluding 5’ and 3’
UTR were selected. See Supplementary Table 1

Supplementary Table 2: Summary table with all detected variants listed, stratified by individual patients. Functional
and location data presented in each column. The predicted function of the variants is indicated as D: damaging; N, neutral; T, tolerated;
P, probably damaging; M, medium damaging; L, low damaging, A, disease automatic. See Supplementary Table 2

Supplementary Table 3: Previously reported variants, with their respective initial frequencies, for TERT gene and
their current reported frequencies in publicly available database (Exac database)

Gene Variant Exac_all_database Previously published

TERT Alal062Thr 2.500% Calado 2011 (2.6% N = 5), Yamaguchi 2005 (2.5% N =5)
TERT Pro530Leu 0.002% Calado 2011 (0.4% N =1)

TERT Ala202Thr 0.060% Yamaguchi 2005 (1% N = 2)

TERT His412Tyr 1.200% Yamaguchi 2005 (1% N = 2), Calado 2009 (0.5% N = 1)
TERT Val1090Met 0.001% Yamaguchi 2005 (1% N = 2)

TERT Val299Met 0.010% Calado 2009 (0.5% N=1)




Sequence
Mapping

¢ Alignment (BWA) and processing of fastq reads (Hiseq2500/Miseq) on a hgl9 reference genome

Variant
Calling

« |dentification of SNV/frameshift events using GATK pipeline

Variant
Annotation

¢ Raw VCF files annotated using Annovar (2016Feb)

Variant
Filtering |

¢ Removal of non-coding and intronic variants TIER3

Variant
Filtering 11

* Removal of common, known SNPs if general population frequency <1/100 & >1/10000

TIER2

Prioritization

 Predict detrimental/damaging function using consensus from 6 prediction algorithms (SIFT, LRT,
Variant Polyphen2, MutationTaster, MutationAssessor, FATHMM). Frameshift/stopgain automatic priority

TIERL

Downstream analysis, clinical and molecular assessment on TIER1

Supplementary Figure 1: Analytical pipeline used to prioritize germline, damaging variants.
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Supplementary Figure 2: Kaplan-Meier plots show the survival of patients positive for FA variants. Red line represents
the survival curve for FA carriers, while blue line represents the survival curve for non-FA carriers. Each subgroup tested is indicated on

top of each survival plot.
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Supplementary Figure 3: Somatic landscape of patients positive for FA variants. Data for each patient is represented by columns
of the matrix, rows represent each gene and its respective mutations. Red color represents patients positive for a somatic mutation within given
gene. Numerical symbol ”2” represents somatic deletion of the locus.
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Supplementary Figure 4: Frequencies of somatic mutations between FA positive and FA negative patients. Height of the bar
indicates frequency of somatic events for a given gene. Red color indicates frequency for non-FA carriers, blue represents FA carriers. Asterisk
denotes significant difference between FA and non-FA (using Fisher’s Exact test).
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