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zcarto may explain the changes in gene expression and histone deacetylation in ZMYM3MUT yvs WT cells. C. Determination of total histone H4
3. METHODS Genorrlef cthromatin H,fi%?é associated with ZMYM3 mutations. acetylation levels using an Abcam fluorometric kit.** = p<0.0l
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derived cell line with 2 genetic backgrounds: wild- DNA damage response. to enhanced growth capacity of these cells(Figure 4. C).
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transcriptome, DNA damage response and Figure 1. A. ZMYM3 mutations Iidentified in 30 CLL patients of the
apoptosis sequenced cohort. B. Mutational profile of ZMYM3MYT patients. Each column
' represents a ZMYM3MUT patient; and each row a CLL-related gene (blue =

mutated). Bar graphs indicate the number of mutations per patient (above) Figure 3. A. Cell cycle profile determined by propidium iodide o ZMYMsMUTNOTCH1MU-T§(","TY£;"';"MUJT

and the frequency of each mutation (right). C. Clinical impact of ZMYM3 (PI) staining 24 hours after irradiation (2 Gy). B. Quantification Figure 4. A. Analysis by western blot of the expression of caspases and anti-
ACKNOWLEDGEMENTS mutations In terms of time to first treatment in the entire cohort of CLL by immunofluorescence of yH2AX and BRCAL foci after apoptotic proteins. B. Study of apoptotic cells by annexin V/PI staining.

patients (left) and in Binet stage A cases (right). irradiation (2 Gy). *:p<0.05; ***: p<0.001 C. Proliferation curves determined by MTT absorbance. *:p<0.05; ***: p<0.001
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5. CONCLUSIONS

g e é:';‘{ﬂ,:f,mén @ zMYM3 mutations are mainly loss-of-function, associate with mutations in NOTCH1 and a shorter time to first treatment, suggesting that ZMYM3 mutational status may be
ek Snsefthbeocsfin considered in the management of early stage CLL patients.
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