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Supplementary Figure 1. Funnel plot for potential publication bias in LINE1 reports. 

Log Odds Ratio is shown on the X-axis, with Standard Error on the Y-axis and summary 

effect size and 95% confidence intervals are shown as dotted vertical lines. Studies are 

shown with shape representing the categorical split reported in the study, size representing 

the size of the study and open shapes representing retrospective studies and filled shapes 

representing prospective studies. The light grey area represents 99% confidence limits and 

dark grey represents the 95% confidence limits. 

 

Supplementary Figure 2. Meta Analysis of Odds Ratios reported in studies 

investigating LINE1 in peripheral blood DNA for cancer risk. Test for heterogeneity 

showed highly significant heterogeneity across all studies (p<0.001), and therefore random 

effects (RE) model was used for summary analyses. Four additional studies that showed no 

significant difference between cases and controls and did not report categorical analysis 

have been included showing an estimated odds ratio of 1 and standard error estimated from 

sample sizes.  
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Supplementary meta-analysis details 

Search strategy 

Eligible studies included prospective and retrospective case-control studies published 

between 01/01/2000 and 08/06/2012 that investigated genomic DNA methylation in blood, 

and its potential association with either cancer incidence or prevalence (Details provided in 

Table 1). Studies using any quantitative measure of genome-wide DNA methylation, or any 

surrogate measurement thereof, were included. Required for meta-analysis was the 

reporting of categorical analysis of the relationship between DNA methylation and the cancer 

outcome, including odds ratio (OR) and confidence intervals. Cancer types included 

malignant disease and colorectal adenoma, a non-malignant disease precursor. Controls 

included individuals without the cancer, with variable control selection criteria. Literary 

searches were performed using Pubmed, by Brennan K. B.Sc and Flanagan J.M. PhD. 

Pubmed Search terms were ‘LINE1 blood risk’, ‘DNA methylation blood risk’, ‘methylation 

blood cancer’ and ‘hypomethylation blood cancer’. Reference lists from all included studies 

and relevant reviews (see references) were screened for additional studies, but yielded no 

additional reports. No unreported studies or reports in languages other than English were 

identified, therefore all relevant studies, both included and excluded, are represented in table 

1.  

Excluded studies 

All relevant studies found are included in Table 1. Inclusion criteria were kept as broad as 

possible in order to avoid selection bias. Six studies (Table 1) that met other inclusion criteria 

were excluded from the primary meta-analysis due to non-reporting of categorical analysis. 

Data abstraction 
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All data included in meta-analysis (except for our own unpublished data), including effect 

estimates and study details, was abstracted directly from the reports referenced in table 1. 

Inverse odds ratios were calculated for studies reporting odds ratios for the highest 

methylation category compared with the bottom (reference) category, and standard errors 

(SE) for ORs were calculated from confidence intervals (CI) using the formula SE=(log(upper 

CI)-log(lower CI))/(2*1.96).  

Inclusion of unreported data 

The only included studies that were not publicly available were those published by us 

(Brennan, Garcias-Closas et al. 2012), for which categorical analysis was conducted and 

included. Study populations and laboratory methods were previously reported (Brennan, 

Garcias-Closas et al. 2012). LINE1 methylation, measured by bisulphite pyrosequencing, 

was split into quartiles based control methylation. Unconditional logistic regression was used 

to determine the odds ratio (OR) for disease, comparing the lowest quartile to the highest 

(reference) category. 

Meta-analysis 

Meta-analysis was carried out using the R statistical program. The ‘meta.summaries’ 

command within the ‘rmeta’ R package was used to generate average summary estimates, 

weighted by sample size, using random-effects models due to significant inter-study 

heterogeneity.  

Funnel plot 

A funnel plot for publication bias was generated using the ‘funnel’ command within the ‘meta’ 

R package, with standard error on the Y axis.  

 

 


