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Study Characteristics

Whole Genome Sequencing

Coverage, sequencing depth and number of variants in TOPMed freeze 5 (¥65k samples)

A primary goal of the NHLBI TOPMed program is to improve scientific understanding

of the fundamental biological processes that underlie heart, lung, blood, and sleep _ Total Number % Per Sample  Per Sample  Per Sample
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(HLBS) disorders. TOPMed is providing deep whole genome sequencing (WGS) and Singletons 5™ percentile  median 357 percentile
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94,770

(38%) WGS was performed by several sequencing centers to a median depth of 39X

using DNA from blood, PCR-free library construction and lllumina HiSeq X
technology. A Support Vector Machine quality filter was trained with known
variants and Mendelian-inconsistent variants. Genotypes were called jointly
across all samples available to produce genotype data “freezes.” For freeze 5,
the median pair-wise non-reference discordance rates are: 4 x 10 for SNVs and
6 x 1073 for indels passing the quality filter (N=378 duplicate sample pairs).

Hypertension

Myocardial Infarction
Coronary Artery Disease
Stroke

Small Vessel Disease
Venous Thromboembolism
Congenital Heart Disease
Atrial Fibrillation

Coronary Artery Calcification
Adiposity

Congestive Heart Failure

African

ancestry
45,840

Asthma
(32%)

Chronic Obstructive Pulmonary Disease
Idiopathic Pulmonary Fibrosis
Sarcoidosis

Interstitial Lung Disease

Study Designs Explore TOPMed variants in Bravo
Currently, TOPMed consists of ~144k participants from >80 different studies with
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varying designs. Prospective cohorts provide large numbers of disease risk factors, B r ng o =]
subclinical disease measures, and incident disease cases; case-control studies O e T ST e
provide large numbers of prevalent disease cases; extended family structures and
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18.5k samples have been released on dbGaP, another freeze of 55k samples is
=y currently being released, and a freeze of >100k samples is planned starting early
=gl 2019. TOPMed WGS data are contained in study-specific accessions with names
S oo containing “NHLBI TOPMed”, while most phenotypic data arein ~ [m] & [m]
parent study accessions. The TOPMed web site has much more
information about the study, as well as how to access the data
through dbGaP — see www.nhlbiwgs.org.

Other Omics

TOPMed is currently adding other omic assays to samples that have been whole
genome sequenced; these include RNAseq, metabolomics, proteomics and
epigenomics. These data will become available via dbGaP starting in 2019.
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