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1 Enasidenib in acute myeloid leukemia: clinical development and perspectives on treatment.
Reed DR Elsarrag RZ Marris AL Keng MK
Cancer Manag Res 2079 11 8073-8080
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Recently there has been a significant progression in the understanding of molecular mutations driving biochemical and cellular signaling
changes leading to survival and proliferation of leukemiza cells in patients with acute myeloid leukemia (AML). Preclinical studies have
demons{rated @ mutated enzyme In the CITC acld Cycle, Isocitrate denydrogenase |IDH), leads to the production of an oncogenic metabolite

R-2-hydrpxy-glutarate (R-2-HG). This causes the arrest in the differentiation of hemptopoietic stem cells leading to the promaotion of leukemia.
Inhibitor§ of the IDH enzyme have been shown in preclinical studies to reduce the groduction of R-2-HG, resulting in terminal differentiation of
leukemig blast cells. In recent phase | and Il trials, the IDHZ inhibitor enasidenib ha§ shown clinical activity in patients with relapsed and
refractory (R/R) AML. This review will describe the preclinical and clinical developrjents of enasidenib and its Food and Drug Administration

approval in R/ — — — -
| rated a mutatec enzyme in the citric acid cycle, isocitrate dehydro
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(R/R) AML? This review will describe the preclinical and clinical developm
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