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Figure S1: Read count distribution. Total (A) and unique (B) read counts are shown for each biological 
replicate. On average, 150,000 reads corresponding to approximately 1700 to 2900 unique miRNAs with a minimum of 5 read counts, were identified across all samples.

Figure S2: Side by side comparison of canonical and variant miRNA expression reveal consistent response to nanoparticles. A slightly better distinction of exposure duration was observed for the variant containing miRNAs (isomiRs). The dotted red square includes all samples (coloured symbols) exposed for 6h and the dotted black square all the samples exposed to nanoparticles for 24h.

Figure S3: Integrative miR:mRNA transcriptome correlation-based miRNA target prediction. (A) Heatmap of correlated (cutoff >|0.7|) miR:gene pairs, for 6 hours and 24 hours exposures. (B) Venn comparisons of correlated miRs and genes between time points. (C) Biological processes enriched by correlated genes that were common to 6h and 24 exposures (red box), unique to 24h exposures (blue box) or unique to 6h exposures (black box).

Figure S4: Side by side heatmaps of correlated miRs (left) and genes (right). MiR and mRNA transcriptome were profiled in same total RNA pool obtained from unexposed (Ctrl) THP-1 cells or THP-1 cells exposed to titanium dioxide (nTi), zinc oxide (nZn) and silver (nAg) nanoparticles, for 6h or 24h.

[bookmark: OLE_LINK25][bookmark: OLE_LINK26][bookmark: OLE_LINK29][bookmark: OLE_LINK30]Figure S5: Venn comparison between miRs (A) identified to have a high correlation (cutoff >|0.7|) with mRNA expression and those identified as differentially expressed following 24h exposure to silver nanoparticles (nAg). Similarly, mRNAs that correlated with miR expression (cutoff >|0.7|) were compared to those that were differentially expressed as a result of 24h exposure to silver nanoparticles (B). The topmost enriched biological processes, represented by the unique mRNAs from the set of compared mRNAs in (B), are depicted in (C) and (D). FDR is the false discovery rate.

Figure S6Figure S6: Venn comparison of differentially expressed genes (Benjamini-Hochberg FDR < 0.05, log 2 difference > 0.58) in cells exposed to bulk-sized ZnO particles (bZnO – 300 nm), nano-sized ZnO particles (nZnO – 20 nm), Ag nanoparticles (nAg – 20 nm) and non-particulate nitric acid silver [Ag (1+)] is shown in (A). Response to metal (zinc, copper, cadmium) ion is the most enriched pathway represented by shared (10 genes in all exposures and 37 genes particle-based exposures) differentially expressed genes (B). Metal ion response related pathways are highlighted in green.

Figure S7: Relative expression of selected miRNAs, as quantified by RT-PCR. Seq denotes expression as determined by small RNA sequencing while qPCR denotes the relative expression determined via real time PCR. Real time PCR expression was determined relative to endogenous RNU48 expression. Y-axis is log2-transformed, normalized count data from small RNAseq, and log2-transformed relative qPCR expression using the ddCt method. Error bars indicate mean and SEM from three (smallRNAseq) or four (qPCR) replicates.
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