Table S1: Criteria for the Selection of eUCR41 for Ultra-Deep Sequencing

	Feature
	Motivation(s)
	Methods
	eUCR41

	Flanking sequences with a sharp decay of sequence conservation
	To compare mutability inside and outside the UCR
	- MultiZ [1]
- PhastCons [2]
	- UCR41 = 217 bp

- Flanking segments = 1238 bp

	Absence of: 

(1) simple repeats; 

(2) duplicated regions;

(3) dCNEs
	To exclude multiple mapping of primers and reduce sequencing errors
	- Segmental duplications [3]
- RepeatMasker [4]
- dCNE [5]
	Absence of duplications

	No overlap with other UCRs
	To unambiguously define boundaries of each UCR
	Intersection of genomic coordinates
	Unique UCR in the extended region

	No coding activity and distance from the nearest gene >100 Kb
	To exclude selective pressure directly associated to protein coding activity
	Mapping of known genes, mRNAs, and ESTs 
	- No coding activity 

- 373 Kb distant from RPSKC1 and 563 Kb from PROX1

	Functional evidence
	To exclude that the region is a cold spot for mutations
	In vivo assay for enhancer activity [6, 7]
	Possible enhancer activity in the forebrain of mouse embryos and transcription on ncRNAs

	Presence of SNPs common in the CEU population
	To be used as internal control of high frequency mutations
	- dbSNP [8] 
- HapMap [9]
	- rs17701179 (15% in CEU)

- rs3910657 (49% in CEU)
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