Deregulated expression of miR-29 family members in Burkitt
ANCA lymphoma cells is associated with modulation of targets involved
in proliferation, apoptosis inhibition and DNA methylation
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MicroRNAs are small non-coding regulatory RNAs (19-25 nucleotides) that bind to specific sites of their target genes : \\\‘ : DNMT3B | gt e S s s DNMTIE | o g o o o o=

and regulate post-transcriptional gene expression. Aberrant expression levels of microRNAs have been described in | CDKS [ =] CDKS [ v i
several cancers. Recently, we described that miR29-a, miR29-b, miR29-c expression levels are reduced in Burkitt "t = " poctin | DGO  HsC70 | RS |
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lymphoma tumors. BL is an aggressive B-cell ymphoma characterized by MYC oncogene translocations which leads to the
constitutive expression of the MYC oncogene. c-MYC was shown to contribute to miR-29 repression through E-box MYC
binding site located on the miR-29 promoter region. Potential targets of mir-29s contributing to the malignant R —

transformation include the cyclin-depedent kinase 6 cell (CDK6) a cell cycle regulator, the anti-apoptotic protein Mcl-1, and ._._l __j_l SRR ©°ressionwherealsoevaluated.
TCL-1, a protein critical in the transduction of antiapoptotic signals in B and T cells. Moreover, miR-29s target epigenetic T menws Crmeren e R
regulators as DNA methyltransferases (DNMTs). In the present study, we thus aimed to investigate the role of miR-29a/b/c "
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RAJI (EBV+) 24h 48h  72h Figure 6. The effect of decitabine in BL41 and Raji cells. (A) Cell viability was evaluated by Trypan Blue
- PRV Deditmbing: ol ot after decitabine treatment (1 mM) at the corresponding time course and plotted relatively to the
” , _ "_ untreated control. (B) DNMT1, DNMT3B and CDK6 protein expression, whereas b-actin and HSC70
. . pacin R | are endogenous control. (C) gPCR of p16 mRNA relative expression and its corresponding protein
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| cells. (A) The cells were evaluated by flow Figure 8. CDK6 and MCL1 mRNA expression levels after decitabine treatment. BL41
Tumor samples from BL patients

ol ;m st cytometry for subG,, G,, S and G,/M content after and Raji cells were treated with 1mM of decitabine and a qPCR was performed on
= t A“° *" staining with propidium iodide (PI). (B) Cells with  eachtime course.

Cell lineage

Figure 1. Scheme of the hot spots [ BL41EBV(-) MYC translocation 57 tumor samples from patients diagnosed with . > DNAfragmented (SubG,) were represented asin %.
involving BL pathogenesis found in our BL, registered at the Servico de Hematologia, INCA,
previously published work [ Raji EBV(+) TP53 mutated Rio de Janeiro, Brazil from 1995 to 2011.
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. B Figure 9. c-MYC mRNA and miR-29 expression between translocated vs non-translocated BL tumor samples. (A) BL tumor samples positive for c-MYC translocation vs non-translocated
4 |_H_|H|_| HHHH | | ‘ 48h = : :“ y - e tumor samples. (B) Expression of miR-29 family between translocated vs non-translocated tumor samples. The results represent the median between the samples, (*p<0.05, Man-Whitney
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Figure 1. The effect of miR-29 family mimetics on DNMT3B expression and cell viability on BL41 cells. (A) Cell viability after 24h and 48h post transfection. (B) gPCR to detect the £ 307 B3 298 % 144 Mir29B R ¢ = ..
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Figure 5. Induction of miR-29s expression after decitabine treatment. (A) BL41 and Raji cells were treated with 1 mM of Decitabine and evaluated for miR-29s expression by gPCR. (B) » s ComeinoNacona e 0 de ciéncia & tecologla . SAUDE

Decitabine also reduced c-MYC protein expressionin both the lineages.
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