[bookmark: _GoBack]SUPPLEMENTARY METHODS

RNA 3’ labelling
Purified transcripts (20 pmol) were incubated for 1 h at 37oC with 1 µL of 10x ligase buffer (New England BioLabs), 3 µL [32P]pCp (6000 Ci/mmol; New England Nuclear)  and 1 µL of T4 RNA ligase (New England BioLabs) in a final volume of 10 µL. The reactions were stopped by the addition of 20 µL of formamide dye buffer (95% formamide, 10 mM EDTA, and 0.025% bromophenol blue), and the RNA was then purified by 10% polyacrylamide gel electrophoresis. The bands of the correct sizes containing the 3’-end-labelled RNAs were excised and the RNA recovered as described above except that the detection was performed by autoradiography.

In-line probing
[bookmark: OLE_LINK1]Trace amounts of labelled RNA (≈50 000 cpm) were heated at 70°C for 5 min, and were then were slow-cooled to room temperature over 1 h in buffer containing 50 mM Tris–HCl pH 7.5 and 100 mM of LiCl, KCl, or 100 mM KCL and 1 µM PhenDC3 in a final volume of 10 µL. Following this incubation, the final volume of each sample was adjusted to 20 µL such that the final concentrations were 50 mM Tris–HCl pH 7.5, 20 mM MgCl2, and 100 mM of LiCl, KCl or 100 mM KCl and 1 µM PhenDC3. The reactions were then incubated for 40 h at room temperature. The RNA was then ethanol-precipitated and dissolved in 20 µL of formamide dye loading buffer (95% formamide, 10 mM EDTA, and 0.025% bromophenol blue). For alkaline hydrolysis, 5’-end-labelled RNA (50 000 cpm) was dissolved in 5 µL of water, 1 µL of 1 N NaOH was added and the reactions were incubated for 1 min at room temperature prior to being quenched by the addition of 3 µL of 1 M Tris–HCl pH 7.5. The RNA molecules were then ethanol-precipitated and dissolved in 20 µL of formamide dye loading buffer. RNase T1 ladders were prepared using 50 000 cpm of 5’-end-labelled RNA dissolved in 10 µL of buffer containing 20 mM Tris–HCl pH 7.5, 10 mM MgCl2 and 100 mM LiCl. The mixtures were incubated for 2 min at 37°C in the presence of 0.6 U of RNase T1 (Roche Diagnostic), and the reactions were then quenched by the addition of 20 µL of formamide dye loading buffer. The radioactivity of the in-line probing samples, and of both of the ladders, were measured and equal amounts (in terms of counts per minute) of all conditions and ladders of each candidate were fractionated on denaturing (8 M urea) 10% polyacrylamide gels. The RNA was then visualized by exposure to a phosphorscreen (GE Healthcare) using a Typhoon Trio instrument (GE Healthcare). The SAFA (Semi Automated Footprinting Analysis) software was then used to quantify each band. The intensity of the band incubated in presence of KCl was then divided by the intensity of the corresponding band incubated in presence of LiCl. The histograms show the mean results of two separate experiments.
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Supplementary Figure 1. In line probing of the pri-miRNAs. The ratios of the cleavage for each nucleotide comparing K+/Li+ (black bars) and PhenDc/Li+ (white bars) are shown. A ratio of >2 for the nucleotides in the loops is indicative of G4 folding.
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Supplementary Figure 2. Mir497 expression in the presence of PhenDC3. HEK293 cells were transfected with either the wild type or the G/A pri-mir497 overexpressing plasmids and treated with different PhenDC3 concentrations. The mature mir497 levels were measured by qPCR.ns not significant.



	Name
	Sequence

	Fwd primir200c WT Transcription
	taatacgactcactatagGCCTGACCCAAGGTGGGCGGGCTGGGCGGGGGCCCTCGTCTTACCCAGCAGTGTTTGGG

	Fwd primir200c G/A Transcription
	taatacgactcactatagGCCTGACCCAAGGTGGGCGGGCTGaGCGGaaGCCCTCGTCTTACCCAGCAGTGTTTGGG

	Rev primir200c Transcription
	ACACAGGGACAGGGGCCTCCATCATTACCCGGCAGTATTAGAGACTCCCAACCGCACCCAAACACTGCTGGGTAAGACGAGGG

	Fwd primir451a WT Transcription
	taatacgactcactataggCTACTGACTGCCAGGGCACTTGGGAATGGCAAGGAAACCGTTACCATTAC

	Fwd primir451a G/A Transcription
	taatacgactcactataggCTACTGACTGCCAGaGCACTTGGGAATGGCAAGGAAACCGTTACCATTAC

	Rev primir451a Transcription
	CTTCCTGGCACGTTTTCTGGGTATAGCAAGAGAACCATTACCATTACTAAACTCAGTAATGGTAACGGTTTCCTTGCC

	Fwd primir497 Transcription
	taatacgactcactataggTCTTCCTTTCAACCCACCCCGGTCCTGCTCCCGCCCCAGCAGCACACTGTGGTTTGTACGGCACTGTGGCCACGTCC

	Rev primir497 WT Transcription
	ACTTCTCCAGGATGGCCTCCCAGGGCCAAGCCTCGGCGGTGCCTCCCCCACCCTCGCTCTAACACCACAGTGTGGTTTGGACGTGGCCACAGTGCCGTAC

	Rev primir497 G/A Transcription
	ACTTCTCCAGGATGGCCTCCCAGGGCCAAGCCTCGGCGGTGCCTCtCtCACCCTCGCTCTAACACCACAGTGTGGTTTGGACGTGGCCACAGTGCCGTAC

	RTS primir200c
	CCCAAACACTGCTGGGTAAGACG

	RTS primir451a
	CATTACTAAACTCAGTAATGGTAACG

	RTS primir497
	GGCCTCCCAGGGCCAAGCCTCGGC

	Fwd G/A Q5 mut primir200c
	gggGCCCTCGTCTTACCCAGCAG

	Rev G/A Q5 mut primir200c
	gccCAGCCCGCCCACCTTGGG

	Fwd G/A Q5 mut primir451a
	CTGACTGCCAgagCACTTGGGAA

	Rev G/A Q5 mut primir451a
	TAGGTTGTGACAGGCTGAG

	Fwd G/A Q5 mut primir497
	AGCGAGGGTGagaGAGGCACCGC

	Rev G/A Q5 mut primir4597
	CTAACACCACAGTGTGGTTTGG

	Fwd C/U Q5 mut primir497
	GGTCCTGCTCtCGCCCCAGCA

	Rev C/U Q5 mut primir4597
	GGGGTGGGTTGAAAGGAAGAGAGC

	Rev qPCR universal
	GTGCAGGGTCCGAGGT

	Fwd qPCR 
mir-16-5p
	GCTGTCGTAGCAGCACGTAAATA

	Fwd qPCR mir142-3p
	GCTGTCGTGTAGTGTTTCCTACTT

	Fwd qPCR 
let-7a-5p
	GCTGTCGTGAGGTAGTAGGTTGT

	Fwd qPCR
mir200c-3p
	GCGCTAATACTGCCGGGTAAT

	Fwd qPCR
mir-451a
	TGGTCGGAAACCGTTACCATTAC

	Fwd qPCR
mir-497-5p
	GCGCAGCAGCACACTGTG

	Control ASO
	mCmCmCmAmAmCmGmUmCmGmCmUmGmCmAmAmCmCmC

	Primir451a 
Anti-G4 ASO
	mCmCmCmAmAmGmTmGmCmCmCmTmGmGmCmAmGmTmC

	Primir497
Pro-G4 ASO
	mGmGmAmGmCmAmGmGmAmCmCmGmGmGmGmTmGmG



Supplementary Table 1. Sequence of primers and oligonucleotides used. m means 2’O-methyl.
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