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Figure 1. Summary of the main whole exome-sequencing findings and analysis flowchart.
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Figure 2. Manhattan plot of whole exome association results. (A) Manhattan plot for 5705 individual variants between VTE cases and normal controls (P < 0.05). The plot shows the p-values from the discovery stage for association with VTE. 
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According to the threshold for differentiated variants: p<0.05
>5810 significantly associated variants, 4874 SNVs and 936 InDels
>3417 significantly associated genes
>306 variants absent in controls annotated in 196 genes
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According to strict threshold for differentiated Threshold for rare variants by 1000 genomes: MAF< 5% Analysis of 28 known VTE

variants: p<0.001 >443 significantly associated variants, 412 SNVs and 31 InDels genetic factors in our cohort

>56 significantly associated variants, 43 SNVs and 13 InDels >336 significantly associated genes >28 variants annotated inl1 genes

>46 significantly associated genes >49 variants absent in controls including MTHFR, PROC and
Threshold for rare variants by 1000 genomes: MAF< 1% PROS were analyzed without
>94 significantly associated variants, 87 SNVs and 7 InDels statistically significant

>87 significantly associated genes
>14 variants in exonic or 5’UTR and not absent in cases
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Pathway, GO, PPI analysis of 56 genes : p<0.001
>3 enriched biological processes strongly related to the DNA replication
and cell proliferation
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>6 enriched molecular function clusters strongly related to ATP bindin
or DNA binding = & Logistic regression of 56 variants and 14
>2 enriched cellular components in perikaryon and mitochondrion variants: p<0.05, OR>1
>2 enriched Reactome pathways involving in replication(CDC7,MCMG6) >6 variants annotated in 3
>5 direct connections among 7 genes(GRKS,WDR?72, KLF7) were
genes(KCNC2,CCK,GRKS5,ABCA4,SEMA4A,CDC7,MCM6) positively related to pregnant VTE
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KLF7, WDR72 and GRKS gene may be significantly associated with pregnant VTE
CDC7, MCM6 may be related to pathway and PPI function of pregnant VTE
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