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Study of therapeutic targets that cause functional defects in blood cells from myelo
dysplastic syndrome patients
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FOS is an immediate early gene whose expression level is rapidly increased under t
ranslation arrest in the cells exposed to DNA-damaging stresses. We found that translation arrest-induced
elevation of FOS mRNA was attenuated in neutrophils from myelodysplastic syndrome (MDS) patients. The aber
rant FOS mRNA induction was not due to reduced transcriptional activity but insufficient mRNA stabilizatio
n. In some patients, the expression levels of HuR, an mRNA-binding protein that stabilizes FOS mRNA, was d
ecreased compared to those in healthy controls. Further, two microRNAs targeting FOS mRNA were increased i
n two-third of the patients tested. Our study indicated that the aberrant expressions of HuR and microRNAs

resulted in the attenuated FOS mRNA induction in MDS.
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