SUPPLEMENTARY METHODS
Western blotting and silver staining
Immunoprecipitation using anti-GFP antibody or normal rabbit IgG as a control was performed with the RiboCluster Profiler RIP-Assay Kit (MBL, RN1001) as shown in the main text. After immunoprecipitation, IP and input samples were separated on SuperSepTM Ace 5-20% gradient gels (Wako) and transferred to BioTraceTM PVDF transfer membranes (Pall Corporation) with an iBlotTM semi-dry transfer machine (Invitrogen). Blots were then blocked in TBS-T buffer (20mM Tris-HCl pH7.5; 150mM NaCl; 0.2% Triton X-100) supplemented with 5% skim milk for 4h at 4°C. The membrane was incubated with anti-GFP at 1:2000 in TBS-T overnight at 4°C. Alkaline phosphatase-conjugated goat anti-rabbit IgG (ICN/CAPPEL Biomedicals) was used at 1:10000 in TBS-T and incubated with the membrane for 1h at room temperature. Detection was carried out with the CDP-Star Detection Reagent (GE Healthcare Life Sciences). On the other hand, silver staining of polyacrylamide gels was performed with Silver Stain 2 Kit (Wako).
Quantitative real-time PCR for detecting ADAR isoform bound pri-miRNAs
HeLa cells were cultured overnight at 37ºC in 9 cm dishes to 3.0×106 cells per 10 ml of Dulbecco’s modified Eagle medium (Invitrogen) supplemented with 10% inactivated fetal bovine serum (SIGMA). The expression constructs for each ADAR isoform (5.5μg / dish) mixed with pri-mir-22 (1.5μg each / dish) were transfected with Lipofectamine 2000 (Invitrogen) and incubated at 37°C for two days. Immunoprecipitation and total RNA purification were performed with the RiboCluster Profiler RIP-Assay Kit (MBL, RN1001). Total RNA purified from the IP or input samples were treated with DNase (TURBOTM DNase (0.88 U) (Invitrogen)), and reverse transcribed with random hexamers using the Transcriptor High Fidelity cDNA Synthesis Kit (Roche). Real-time PCR was performed with FastStart Universal SYBR Green Master (ROX) (Roche), normalized to input RNA. Primers used for real-time PCR are described in Table S9.
Detection of editing sites on pri-mir-22 by direct sequencing
Total RNA (input) and immunoprecipitated RNA (IP) purification were performed with RIP-Assay Kit (MBL). Hela cells overexpressing construct was immunoprecipitated by anti-GFP antibody (Clonetech) or normal rabbit IgG used as control. After DNase treatment (Invitrogen), reverse transcription was carried out on total RNA using random hexameters and the Transcriptor High Fidelity cDNA Synthesis Kit (Roche).
Using cDNAs synthesized by the same procedure, PCR was performed by AmpliTaq Gold (Invitrogen) with the following mir-22 specific primers: 5’-ACC TGG CTG AGC CGC AGT AGT TCT-3’ (FW) and 5’-AAA CCG CTC CTT GCT GGG CCA AT-3’ (RV). The amplified PCR products were sequenced, and the editing ratio at position 15 was determined by the height of G peak diving by sum of G and A peak heights in the sequencing chromatogram, as described previously1.
miRNA manqué in ENCODE small RNA-seq data
To check for miRNA manqué in the ENCODE small RNA-seq data, we downloaded  the alignments of GM12878 (lymphoblastoid) and K562 (immortalised myelogenous leukemia) human cell lines sequenced by small RNA fraction (20-200 nt) with 76 nt single-end reads (accession number: GSM605625, GSM605630). The details of the data processing are described in the ENCODE paper2. We classified the retrieved data into mature miRNA, pre-miRNA, pri-miRNA fragments, and miRNA manqué respectively, as described in Fig. 2 and Fig. S4, based on read length and the percentage of overlap with the miRBase annotation (release 20).
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