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Figure S1. The ten most probable secondary structure assignments predicted by MC-Fold with SHAPE constraints for pri-mir-16-1.
The nucleotide sequence of pri-mir-16-1 is displayed above the MC-Fold output. Each secondary structure prediction is displayed in
dot-bracket format, with those at the top of the figure being more probable than those closer to the bottom. The constraint mask used
in the generation of these secondary structure predictions is provided below the nucleotide sequence.
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Figure S2. The ten most probable secondary structure assignments predicted by MC-Fold with SHAPE constraints for pri-mir-30a.
The nucleotide sequence of pri-mir-30a is displayed above the MC-Fold output. Each secondary structure prediction is displayed in
dot-bracket format, with those at the top of the figure being more probable than those closer to the bottom. The constraint mask used
in the generation of these secondary structure predictions is provided below the nucleotide sequence.
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Figure S3. The ten most probable secondary structure assignments predicted by MC-Fold with SHAPE constraints for pri-mir-107.
The nucleotide sequence of pri-mir-107 is displayed above the MC-Fold output. Each secondary structure prediction is displayed in
dot-bracket format, with those at the top of the figure being more probable than those closer to the bottom. The constraint mask used
in the generation of these secondary structure predictions is provided below the nucleotide sequence.
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Figure S4. Inclusion of SHAPE data significantly influences the most probable secondary
structure reported by MC-Fold for pri-mir-16-1. The top model is the most probable secondary
structure of pri-mir-16-1 predicted by MC-Fold using no constraints and is color coded
according to the probability of being single-stranded predicted by MC-Fold alone. In the middle
and bottom panels, the most probable secondary structure from the MC-Fold simulations
conducted with SHAPE data added as a low resolution constraint is used (and is identical to the
secondary structure depicted in Figure 1 of the main text). In contrast to Figure 1, the color
coding reflects the single-stranded probability calculated by MC-Fold without SHAPE
constraints as shown for the top model, but with the tails constrained to be single-stranded
(middle); and the normalized SHAPE intensity alone, without re-weighting by the MC-Fold
procedure (bottom). Note that the base-pairing register changes from the top model to the bottom
two models when the tails are constrained to be single-stranded, as predicted by SHAPE.
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Figure S5. Inclusion of SHAPE data significantly influences the most probable secondary
structure reported by MC-Fold for pri-mir-30a. The top model is the most probable secondary
structure of pri-mir-30a predicted by MC-Fold using no constraints and is color coded according
to the probability of being single-stranded predicted by MC-Fold alone. In the middle and
bottom panels, the most probable secondary structure from the MC-Fold simulations conducted
with SHAPE data added as a low resolution constraint is used (and is identical to the secondary
structure depicted in Figure 1 of the main text). In contrast to Figure 1, the color coding reflects
the single-stranded probability calculated by MC-Fold without SHAPE constraints as shown for
the top model, but with the tails constrained to be single-stranded (middle); and the normalized
SHAPE intensity alone, without re-weighting by the MC-Fold procedure (bottom). Note that the
base-pairing register changes from the top model to the bottom two models when the tails are
constrained to be single-stranded, as predicted by SHAPE.
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Figure S6. Inclusion of SHAPE data significantly influences the most probable secondary
structure reported by MC-Fold for pri-mir-107. The top model is the most probable secondary
structure of pri-mir-107 predicted by MC-Fold using no constraints and is color coded according
to the probability of being single-stranded predicted by MC-Fold alone. In the middle and
bottom panels, the most probable secondary structure from the MC-Fold simulations conducted
with SHAPE data added as a low resolution constraint is used (and is identical to the secondary
structure depicted in Figure 1 of the main text). In contrast to Figure 1, the color coding reflects
the single-stranded probability calculated by MC-Fold without SHAPE constraints as shown for
the top model, but with the tails constrained to be single-stranded (middle); and the normalized
SHAPE intensity alone, without re-weighting by the MC-Fold procedure (bottom). Note that the
base-pairing register changes from the top model to the bottom two models when the tails are
constrained to be single-stranded, as predicted by SHAPE.
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