SUPPLEMENTARY FIGURE LEGENDS
[bookmark: OLE_LINK12][bookmark: OLE_LINK27]Figure S1. (A) Schematic showing regulation of VEGFA mRNA translation by miR-297 and HILDA complex in hypoxia. Under hypoxia, hnRNP L is phosphorylated at Tyr359 and accumulates in the cytoplasm where it forms the HILDA complex with hnRNP A2/B1 and DRBP76, prevents miR-297-RISC activity, and increases VEGFA mRNA translation. (B) Cytosolic and nuclear distribution of hnRNP L in U937 cells under normoxic and hypoxic conditions. -tubulin and PARP1 are used as markers of cytosolic and nuclear fractions, respectively. (C) Interaction of miR-574-3p with hnRNP L and RISC. U937 cells were cultured under normoxic condition for 24 h. Lysates with the same amount of total protein were subjected to IP with anti-hnRNP L, -Ago2 or pre-immune IgG antibodies, and then qRT-PCR using miR-574-3p- or miR-17-specific probes. Signal of hnRNP L RIP-RT-qPCR for miR-17 was used as normalizer. (D) Northern blot of mature miR-574-3p and pre-miR-574 for total RNA and hnRNP L RIP-derived RNA. (E) Anti-miR-574-3p inhibitor reduces the interaction of hnRNP L with miR-574-3p. (F) Dual luciferase reporter assay using FLuc-VEGFA-3'UTR reporter lacking the CARE motif. (G) RT-qPCR-based quantitation of endogenous miR-574-3p in U937 cells using in vitro transcribed (IVT) synthetic miR-574-3p as copy number standard. (H) Quantitative Western blot of endogenous hnRNP L in U937 cells using purified recombinant GST-tagged hnRNP L as copy number standard.
[bookmark: OLE_LINK45][bookmark: OLE_LINK46][bookmark: OLE_LINK111][bookmark: OLE_LINK112]Figure S2. miR-574-3p expression and hnRNP L interaction with Ago2. (A) Cytoplasmic miR-574-3p expression in normoxia and hypoxia. U937 cells were cultured in Nmx. or Hpx. for 24 h, and miR-574-3p expression determined by qRT-PCR in RNA extracted from the cytoplasmic fraction. (B) 	hnRNP L phosphorylation does not alter binding to miR-574-3p. U937 cells were transfected with low-level (50 ng) c-Myc-tagged wild-type or Y359D mutant hnRNP L. microRNA binding to cytoplasmic hnRNP L was determined by RIP using anti-c-Myc antibody and qRT-PCR using miRNA-specific probes. Expression of wild-type and mutant hnRNP L was determined by immunoblot (right). (C) hnRNP L does not bind Ago2. Lysates from 24-h Hpx.-treated U937 cells were subjected to IP with anti-hnRNP L antibody and immunoblot with anti-Ago2 or -Dicer antibodies (left). In a reverse assay, lysates were IPed with anti-Ago2 antibody and immunoblotted with anti-hnRNP L antibody (right).
Figure S3. (A) VEGFA protein expression was measured by Western blot in U937 cells after co-transfection of miR-574-3p and anti-miR-297 inhibitor (or control miR or anti-miR, 200 nM). (B) Dual luciferase reporter activity was measured after co-transfection of miR-574-3p and anti-miR-297 inhibitor (or control miR or anti-miR, 200 nM). (C) Dual luciferase reporter activity was measured after co-transfection of wild-type and mutant miR-574-3p, miR-297 or combination of both (100 nM). (D) RIP-RT-qPCR of VEGFA mRNA using hnRNP L antibody after overexpression of miR-574-3p in U937 cells under hypoxic condition. (E) Effect of endogenous miR-574-3p on the interaction between hnRNP L and VEGFA mRNA in normoxia and hypoxia.  U937 cells were transfected with anti-miR-574-3p or control (200 nM) for 24 h in normoxia and hypoxia. Lysates were subjected to RIP with anti-hnRNP L antibody coupled with qRT-PCR using VEGFA-specific probe.
[bookmark: _GoBack]Figure S4. (A) EPRS R1R2 did not interact with miR-574-3p. Left panel: 32P-labeled miR-574-3p, was incubated with increasing amounts of recombinant R1R2 (0, 10, 20, 50, 100, 200 and 500 nM), and potential RNA-protein complexes resolved by electrophoresis on a nondenaturing 5% polyacrylamide gel. Right panel: 500 nM of R1R2 was pre-incubated with 32P-labeled miR-574-3p as competitive protein and increasing amounts of recombinant hnRNP L (0, 20, 50, 100, 200 and 500 nM) was added and RNA-protein complexes resolved by electrophoresis. (B) miR-574-3p bound to hnRNP LL but not hnRNP A2/B1. 2 g 5'-biotinylated miR-574-3p was incubated with 50 l streptavidin beads (or beads only as control) and then incubated with 1g recombinant proteins of hnRNP LL (from Origene) or GST-hnRNP A2/B1 (from Novus Biologicals) at 4 ºC for 1 h and washed 5 times extensively with NP40-containing IP buffer and bound proteins were resolved in 10% SDS-PAGE gel. (C) Caspase-3 activation in U937 cells with overexpression of miR-574-3p, miR-297 or combined and rescue by wild type or mutant hnRNP L. (D) U937 cells (1  106 cells) were transfected with anti-miR-574-3p, anti-miR-297 (50 nM) or both (25 nM/each). Cell proliferation rate was determined by MTT assay after 48 h transfection.
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