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Supplementary Figure 1 | Determining RNA structures with high throughput sequencing. A 
version of Figure 2 illustrating how nuclease digests can be coupled with reverse transcription and 
high throughput sequencing to map RNA structures1-5. 
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Supplementary Table 1 | RNA structure modeling approaches that have been used with high 
throughput RNA structure probing methods. Specific approaches are listed for each technique 
included in Table 1. 
 

Method Demonstrated Structure Modelling 
Enzymatic Probes 
PARS 1,2 and  
PARTE6 

Vienna RNA Package7 
SeqFold8 

FragSeq3 Direct analysis of cutting scores, aggregate analysis of cutting scores over transcriptome 
dsRNA-seq and ssRNA-seq4,5  Structure score calculation by comparing dsRNA-seq and ssRNA-seq 
Small Molecule Probes 
SHAPE-Seq9-13 Structural modelling with RNAstructure Package14-16 
DMS-seq17  Direct analysis of reactivities, aggregate analysis over transcriptome 
Mod-seq18 Direct analysis of reactivities 
CIRS-seq19 Aggregate analysis of reactivities over transcriptome, RNAstructure Package 14,15, RNA Structure Framework for 

transcriptome-wide structural modelling20 
Structure-Seq21,22,40,41 Aggregate analysis of reactivities over transcriptome, RNA structure modelling with RNAstructure Package14,15, 

StructureFold for transcriptome-wide structural modelling23 
ChemModSeq24,25 EM24,25 or BUM-HMM26  approach, to classify nucleotides into reactivity bins, analysis of classified data 

MAP-Seq27-29 Direct analysis of reactivities, Reconstruction of RNA secondary structures from mutate-and-map datasets using 
REEFFIT29 

SHAPE-MaP30 Differential SHAPE analysis between conditions to identify RNA-ligand/protein interactions31; Structure modelling 
with RNAstructure Package14-16, and comparative sequence alignment32,33, Visualization of suboptimal 
conformations34 

RING-MaP35  RING analysis to identify tertiary interactions35 and direct base pair interactions36, clustering analysis on sequencing 
reads to identify sub-populations 

icSHAPE37 Direct analysis of reactivities, aggregate analysis over transcriptome, VTD analysis to uncover differences with in 
vitro folding 

MOHCA-Seq38 COHCOA framework for identify 2D proximity maps, three dimensional modelling with Rosetta 
SHAPES39 Direct analysis of reactivities 
DMS-MaP-Seq42 Aggregate analysis of reactivities over transcriptome, RNA structure modelling with RNAfold Package43 
Ligation-Based Methods 
RNA Proximity Ligation44 Direct analysis of ligation junctions with respect to secondary structure models 
LIGR-Seq45 Detection of ligation junctions and secondary structure models from known models and in silico prediction on 

ligated products 
PARIS46 Detection of ligated junctions and their consensus structure prediction from RNAalifold 
SPLASH47 Detection of ligated junctions, comparison to known crystal and secondary structures, and compared found ligation 

products to a snoRNA prediction program (PLEXY) 
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