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		Abstract

		Background: About 25% of persons with new-diagnosed acute myeloid leukemia (AML) have normal cytogenetics and no NPM1 or FLT3-ITD mutation. The prognosis and best therapy of these persons is controversial. 

Methods: We evaluated 809 consecutive newly diagnosed adult with normal cytogenetics and 231 of whom had no NPM1 or FLT3-ITD mutation identified by targeted regional sequencing. 158 achieved a complete remission within 2 cycles of induction therapy and were assigned to 2 different postremission strategies: (1) 6 courses of consolidation chemotherapy (N=95); or (2) 2-4 courses of consolidation chemotherapy and an allotransplant (N=63). 

Findings: In multi-variable analyses a WBC â‰¥13Â·6Ã—10E+9/L, mutated IDH2, not having a bi-allelic CEBPA mutation at diagnosis, a positive measurable residual disease (MRD)-test during consolidation and not receiving an allotransplant were independently associated with a higher cumulative incidence of relapse (CIR) and worse event-free survival (EFS). Amongst subjects with IDH2 mutations, non-bi-allelic CEBPA mutations or a positive MRD-test, subjects receiving an allotransplant had a lower 5-year CIR (16% [95% confidence interval, 6, 26%]; vs. 83% [72, 95%]; hazard ratio, HR=8Â·77 [4Â·05, 13Â·49]; P < 0Â·001) and better 5- year EFS (74% [60, 88%] vs. 15% [5, 25%]; HR=0Â·16 [0Â·09, 0Â·29]; P < 0Â·001). In contrast, in subjects with none of these adverse predictive variables there was no difference in CIR and EFS between those receiving an allotransplant and those who did not. 

Interpretation: Our data suggest a strategy to identify which persons with AML with normal cytogenetics and no NPM1 or FLT3-ITD mutation benefit from an allotransplant. 

Trial Registration: Registered in the www.clinicaltrials.gov, NCT01455272 and NCT02185261.

Funding Statement: This work was supported by grants from the National Natural Science Foundation of China [Grant 81570182 and Grant 81770156], the Peking University Peopleâ€™s Hospital Research and Development Funds [Grant RDF2018-02], the Beijing Municipal Science and Technology Commission [Z18111000960000], the Peking University Clinical Scientist Program[BMU2019LCKXJ003] and the Fundamental Research Funds for the Central Universities

Declaration of Interests: RPG is a part-time employee of Celgene Corp.

Ethics Approval Statement: The study was approved by the Ethics Committee of Peking University Peoples Hospital and written informed consent obtained from all study participants according to tenets of the Declaration of Helsinki. 
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