Supplemental Text S3: PCR amplification bias
[bookmark: _uxmgl4ngy54z][bookmark: _GoBack]In order to understand if enzymatic deamination treatment would cause additional PCR bias during library amplification, we performed the following experiment : We mixed equal amounts of unmodified lambda DNA and fully 5mC modified XP12 phage DNA. Genomic DNA was deaminated using sodium bisulfite vs. enzymatic method followed by PCR amplification. We also performed the control library amplification without enzyme treatment. The enzymatic method produced similar quantification of unmethylated and methylated reads as in the control library. On the other hand, the bisulfite method resulted in highly biased quantification toward the methylated copies (Supplemental Fig. S3).


