Supp. Figure 1 (pages 1-194). isomiR boxplots. Shown are boxplots for all 194
miRBase miRNAs and their associated isomiRs. For each plot, the Y-axis is the quantile
normalized sequence read counts for each isomiR. The miRBase reference is green and
the isomiRs are red.

Supp. Figure 2 (pages 195-199). Differentially expressed isomiRs for each
population. Shown are individual heatmaps for each of the five different population
groups examined. Plotted are the population comparisons (columns) and the rows are
the different isomiRs. Cells shown in light gray correspond to cases that did not reach
statistical significance for the corresponding isomiR/population combination. All other
cells correspond to statistically significant combinations with an associated FDR value
< 0.05. The color intensity scale is logarithmic (log2).

Supp. Figure 3 (pages 199-204). Differentially expressed isomiRs for males only.
Shown are individual heatmaps for each of the male subjects from the five different
population groups examined. Plotted are the population comparisons (columns) and the
rows are the different isomiRs. Cells shown in light gray correspond to cases that did not
reach statistical significance for the corresponding isomiR/population combination. All
other cells correspond to statistically significant combinations with an associated FDR
value < 0.05. The color intensity scale is logarithmic (log2).

Supp. Figure 4 (pages 205-209). Differentially expressed isomiRs for females only.
Shown are individual heatmaps for each of the female subjects from the five different
population groups examined. Plotted are the population comparisons (columns) and the
rows are the different isomiRs. Cells shown in light gray correspond to cases that did not
reach statistical significance for the corresponding isomiR/population combination. All
other cells correspond to statistically significant combinations with an associated FDR
value < 0.05. The color intensity scale is logarithmic (log2).

Supp. Figure 5 (page 210). Distribution of isomiR termini. Shown is a schematic
representation of the distribution of 5° and 3" terminus of the isomiRs. The 22 nts of the
miRBase reference entry is shown in blue with each box and each box extending past
represents an additional nucleotide position. The graphs show the distribution of bases
at each nucleotide position either extending past the miRBase reference terminus or
before the terminus.

Supp. Table 1 (page 211). Statistics for each population separately for the single
most abundant isomiR produced from a given precursor arm. The most abundant
isomiR’s identity was determined by analyzing the technical replicates separately for
each of the populations. At each locus, we also generated the “conservative” estimate by
requiring that the most abundant isomiR have higher expression than the miRBase
reference by at least 0.585 log2 units.

Supp. Table 2 (page 212). Statistics for each population separately for the single
most abundant isomiR produced from a given precursor arm — using only
females. The most abundant isomiR’s identity was determined by analyzing the entire
collection of all unique datasets that passed quality control and belonged to females. At
each locus, we also generated the “conservative” estimate by requiring that the most
abundant isomiR have higher expression than the miRBase reference by at least 0.585
log2 units.

Supp. Table 3 (page 213). Statistics for each population separately for the single
most abundant isomiR produced from a given precursor arm — using only males.
The most abundant isomiR’s identity was determined by analyzing the entire collection
of all unique datasets that passed quality control and belonged to males. At each locus,
we also generated the “conservative” estimate by requiring that the most abundant
isomiR have higher expression than the miRBase reference by at least 0.585 log2 units.
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Quantile Normalized Counts
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Quantile Normalized Counts
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Quantile Normalized Counts
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Quantile Normalized Counts
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Quantile Normalized Counts
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Supp. Table 1. Statistics for each population separately for the single most abundant isomiR produced from a given
precursor arm. The most abundant isomiR’s identity was determined by analyzing the technical replicates separately for each of the
populations. At each locus, we also generated the “conservative” estimate by requiring that the most abundant isomiR have higher
expression than the miRBase reference by at least 0.585 log2 units.

CEU FIN GBR TSI YRI
Num Perce Num Perce Num Perce Num Perce Num Perce
ber ntage ber ntage ber ntage ber ntage ber ntage
i\:/lofs,\ilcf; o ams 197 190 170 192 188
MiRBase miRNA sequence 63 32% 61 32% 56 33% 66 34% 57 30%
not among the 95-th percentile
;?FF;E';S:SZ‘R notin agreement with | g9 50% 93 49% 92 54% 97 51% 96 51%
Top isomiR (conservative) not in 86 44% 84 44% 77 45% 87 45% 83 44%
agreement with miRBase
Top isomiR disagrees with 13 7% 13 7% 10 6% 13 7% 10 5%
miRBase at 5' end
qu isomiR dllsagrees with 3 20, 2 1% 5 1% 3 20, 5 1%
miRBase at 5' end only
Top isomiR disagrees with %6 49% 91 48% 920 53% 94 49% 94 50%
miRBase at 3' end
Top isomiR disagrees with 86 44% 80 42% 82 48% 84 44% 86 46%
miRBase at 3' end only
Top isomiR disagrees with o o o o o
B o oo 10 5% 11 6% 8 5% 10 5% 8 4%
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Supp. Table 2. Statistics for each population separately for the single most abundant isomiR produced from a given
precursor arm — using only females. The most abundant isomiR’s identity was determined by analyzing the entire collection of all
unique datasets that passed quality control and belonged to females. At each locus, we also generated the “conservative” estimate
by requiring that the most abundant isomiR have higher expression than the miRBase reference by at least 0.585 log2 units.

CEU FIN GBR TSI YRI

Num Perce Num Perce Num Perce Num Perce Num Perce

ber ntage ber ntage ber ntage ber ntage ber ntage
MIRNA precursor arms 198 189 193 182 199
considered
r“]/'O'tRaBrf]zigmtfeN&_stiq::rg‘;i ile | 57 30% 52 28% 58 31% 56 30% 59 30%
;?gésaosrg'R notin agreement with | o, 47% 91 48% 95 49% 87 48% 97 49%
ngesr%r;‘r:?vf/ﬁf‘”é‘?g;:;’:) notin 84 42% 81 43% 87 45% 79 43% 87 44%
;?gésaosrg'z %'.S:r%ees with 13 7% 12 6% 12 6% 10 5% 13 7%
s | o | w | s | | 3 | w | 1 | w | 2 | ™
;?gésaosrg'z %'.S:r%ees with 92 46% 88 47% 92 48% 86 47% 95 48%
;?gésaosrg'z %'.S:r%es; I‘}’,"'th 81 41% 79 42% 83 43% 77 42% 84 42%
;?gésaosrg'z ‘ﬂzfgfsss"‘”th 11 6% 9 5% 9 5% 9 5% 11 6%
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Supp. Table 3. Statistics for each population separately for the single most abundant isomiR produced from a given
precursor arm — using only males. The most abundant isomiR’s identity was determined by analyzing the entire collection of all
unique datasets that passed quality control and belonged to males. At each locus, we also generated the “conservative” estimate by
requiring that the most abundant isomiR have higher expression than the miRBase reference by at least 0.585 log2 units.

CEU FIN GBR TSI YRI

Num Perce Num Perce Num Perce Num Perce Num Perce

ber ntage ber ntage ber ntage ber ntage ber ntage
MlRNA precursor arms 192 183 187 189 195
considered
'r\IAO'tR:rf]zi;“tfeN&_stiq::rZ‘;i e | 63 32% 58 31% 60 31% 54 30% 62 31%
;?gésaosrg'R notin agreement with | o, 48% 87 48% 91 49% 92 49% 93 48%
ngesr%r;‘r:?vf/ﬁf‘”é‘?g;:;’:) notin 81 42% 79 43% 82 44% 83 44% 82 42%
;?gésaosrg'z %'.S:r%ees with 13 7% 11 6% 10 5% 11 6% 11 6%
;?gésaosrg'z %'.S:r%es; I‘}’,"'th 2 1% 3 2% 3 2% 2 1% 3 2%
;?gésaosrg'z %'.S:r%ees with 90 47% 84 46% 88 47% 90 48% 90 46%
;?gésaosrg'z %'.S:r%es; I‘}’,"'th 79 41% 76 42% 81 43% 81 43% 82 42%
;?gésaosrg'z ‘ﬂzfgfsss"‘”th 11 6% 8 4% 7 4% 9 5% 8 4%
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