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BACKGROUND MRNA-SEQ REVEALS POTENTIAL DIRECT TARGETS

The monoallelic deletion of Chromosome 17p (del17p) is the most common a) miR497-5p b) miR195-5p c) miR22-3p
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clinical evidence suggests del17p incurs significantly shorter overall survival 17/ . V¥V . ¥V
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of this remains limited.
The dysregulation of microRNAs (mIRNAs) is commonly observed in multiple 0 9 11 %

cancer types* Chromosome 17p harbours 25 miRNAs which bioinformatic mRNA-sed S S X
analysis has revealed are likely to regulate essential cellular processes. Thus,
we hypothesise that the loss of these miIRNAs via the deletion of chromosome
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17p may play a role in the pathology of del17p CLL. TargetScan miRWalk rareetsean i Targetscan miRWalk
) Figure 4: Venn diagrams for (a) miR-497-5p (b) miR-195-5p (c¢) miR-22-3p
17p HARBOURS 25 miRNAs showing (i) predicted targets from three different algorithms (miRDB, miRWalk,
TP53 TargetScan), and (ii) predictions cross-referenced with mRNA-seq data (miR22-
| 3p suspension data not shown). Data was filtered for significantly upregulated
[ s I 13s I s I " I s Im] genes compared to CRISPR controls (Padj<0.05, log2FC>+1).
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Figure 1: Schematic illustrating the loci of each miRNA along chromosome 17p, —
as well as TP53 at 17p13.1. mIRNAs of interest are situated in bands 13.3 and o
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Figure 2: RT-gPCR data showing expression of mature miRNAs relative to U6 ¥ T B e e S
snRNA in (a) CLL cell lines with different 17p-status (b) WT HG3 and an b) |) 2£B2 Expression [ SNAI1 Expression 111) SNAI2 Expression
iIsogenic del17p HG3 model. Error bars demonstrate standard error from the £ von- g 0008 § 0057
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Figure 3: a) Schematic illustrating the placement of Cas9 guide RNAs for the L0g2FC<-1), and upregulation of stemness markers (Padj<0.05, Log2FC>+1)

deletion of their respective pre-miRNAs. Genotype PCR screening of
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