MicroRNAs-449 REGULATE DOXORUBICIN RESPONSE THROUGH ACSL4 MODULATION IN TNBC 290p

Torres S.1, Garrido-Cano 1.1, Cervera R.%, Burgués O.24, Hernando C.3, Martinez M.T.3, Zazo S.*5, Rojo F.45, Bermejo B.34, Lluch A.1346, Cejalvo JM.134, Eroles P.146, Tormo E. 14
1. Biomedical Research Institute INCLIVA, Valencia, Spain. 2. Pathology Department, Hospital Clinico Valencia, University of Valencia, Spain. 3. Clinical Oncology Department, Hospital Clinico Universitario de Valencia, Valencia, Spain. 4. Centro de Investigacion Biomédica en Red de Cancer (CIBERONC), Valencia, Spain. 5. Fundacion Jimenez
Diaz, Madrid, Spain. 6. Universitat de Valencia, Valencia, Spain

BACKGROUND AND AIMS
Triple negative breast cancer (TNBC) accounts for 10-20% of all breast cancer (BC) cases. The high rate of aggressiveness, relapse and mortality require the search for new therapeutic targets. ACSL4 (Acyl-CoA Long Chain Family Member 4), a key enzyme in the fatty acids”
metabolism, has been related to modulation of drug resistance. The hypothesis of this work is that microRNAs-449 family (miRs-449) directly regulates ACSL4, and therefore, could modulate the response to doxorubicin (DOX).
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CONCLUSIONS  The expression of ACSL4 is higher in TNBC cell lines and patients. Inversely, miRs-449 are downregulated. This study suggests a possible role of miRs-449 family in DOX response through direct ACSL4 repression and mTOR/ABCG2 axis modulation in TNBC
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