
Table S1: Strand bias of EvoFold predictions
Genic region count ass. statistic P-value b

coding 10551 0.496 0.47
5’UTR 207 0.553 0.164
3’UTR 2725 0.646 < 2.2e− 16
intron 9603 0.558 < 2.2e− 16
combined 23086 0.549 < 2.2e− 16

bThe association statistic was assumed to be binomial distributed with parameter p=0.5.

The alternative hypothesis is that p deviates from 0.5.

preference score: one if the sense strand scored highest, 0.5 if both strands
scored equally, and zero if the anti-sense strand scored highest. These statistics
were then used to calculate the degree and significance of association with the
sense strand (Table S1). Only folds completely embedded within a given genic
region were used. The Known Genes track of the UCSC Browser was used to
define the genic regions (see main text, methods).

The conserved elements of all the genic regions, apart from the coding, have
a compositional bias toward G and T (coding: 48.2%, 5’UTR: 51.2%, 3’UTR:
50.7%, and intron: 52.1%, based on 1000 random samples of each type). Such
a compositional bias has previously been obsersved on the sense-strand of tran-
scribed regions and has been hypothesized to be caused by a repair mediated
substitution bias ([1]). However, the conserved elements we analyze are under
negative selection, which appears to be a stronger force in shaping their compo-
sition, as coding regions are slightly depleted for G and T and the stems of our
train set further enriched (55.1% G and T). In comparison, the overall G and
T content of the complete candidate set is 53.0%. The observed biases toward
G and T could be caused by encoded RNA structures, but could also be caused
by the encoding of some other type of G and T rich functional elements. A
high G and T content makes substitutions more likely to be consistent with the
prediction of RNA structure. Hence, even though the observed correlation is
consistent with a surplus of functional RNAs on the sense strand of transcribed
regions, we cannot rule out that the observed sense-strand correlation is the
effect of an unrelated functional bias toward high G and T content nor that it
is influenced by the compositional bias observed by Green et al..
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