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Until a few years ago, the improvements in outcome for patients with AML occurred only in small 
incremental steps. In the recent years, optimized supportive care and the addition  of novel targeted 
compounds as well as the introduction of novel drug formulations, like CPX-351 (Vyxeos) have lead to 
further optimization of treatment outcomes in selected patient subgroup 
Choice of initial treatment regimen for AML is typically based on both patient and disease characteristics. 
Although younger adults are commonly treated with intensive chemotherapy, his-torically there has been 
a tendency to view older patients as universally ineligible for intensive chemotherapy , and clinical trials 
of intensive chemotherapy have often excluded older patients and those with clinically significant 
comorbidities. However, an increasing number of registry studies have demonstrated that many older 
patients benefit from receiving intensive induction therapy versus lower-intensity therapy or best 
supportive care. 
Given these outcomes in older patients, eligibility for intensive treatment must be assessed with a more 
holistic approach, taking into account each patient’s comorbidities, cognitive status, preferences, and 
treatment goals in addition to age and performance status. Importantly the potential tolerability of 
allogeneic hematopoietic cell transplantation is an important assessment which has to be achieved 
throughout the initial work-up, ideally. 
Conventional chemotherapy, such as the ‘7 + 3ʹ induction regimen of cytarabine (100 to 200 mg/m2 
continuous infusion for 7 days) plus 3 days of an anthracycline (daunorubicin or idarubicin), has been a 
standard of care for several decades. However, CR rates with 7 + 3 vary according to patient subgroups. 
CR is achieved in 45% to 65% of patients aged <65 years compared with 30% to 40% in those aged >65 
years; younger patients also tend to have correspondingly longer OS. Still. 3+7 regimens remain the 
standard of care in intermediate-risk AML without FLT3 aberrations. Patients with FLT3-ITD or TKD 
mutations should receive midostaurin in addition to 3+7. In case of core-binding factor aberrations or a 
NPM1 mutation, the addition of gemtuzumab ozogamicin to 3+7 is recommended in several countries. 
CPX-351 (Vyxeos® in the United States; Vyxeos® Liposomal in Europe) is a nanoscale liposomal dual-
drug encapsulation of daunorubicin and cytarabine at a synergistic 1:5 molar drug ratio and is approved 
by the U.S. Food and Drug Administration and the European Medicines Agency as induc-tion and 
consolidation therapy for adults with newly diagnosed therapy-related AML or AML with 
myelodysplasia-related changes (AML-MRC; e.g., AML with antecedent myelodysplastic syndromes 
[MDS] or MDS/myeloproliferative neoplasms, de novo AML with certain MDS-related changes, and 
multilineage dysplasia in the absence of NPM1 or biallelic CEBPA mutations); current management 
guidelines for AML also recommend CPX-351 for patients with these AML subtypes.  CPX-351 allows 
the maintenance of a synergistic drug ratio in plasma following administration, and prolongs drug 
exposure relative to the free drugs. Further, the CPX-351 liposome is preferentially taken up by leukemia 
cells versus normal cells in the bone marrow, followed by intracellular release of the encapsulated drugs.   
In a randomized, open-label, phase 3 trial, CPX-351 induction followed by consolidation was compared 
with 7 + 3 in 309 patients aged ≥60 years with high-risk/secondary AML. CR was achieved by 
significantly more patients in the CPX-351 group relative to the 7 + 3 group (37.3% vs 25.6%; P = 0.04). 
The primary endpoint analysis, which included a median follow-up of 20.7 months, found significantly 
longer median OS with CPX-351 versus 7 + 3 (9.56 vs 5.95 months; hazard ratio [HR] = 0.69 [95% 
confidence interval (CI): 0.52, 0.90]; 1-sided P = 0.003). A final analysis of the study, which included 
up to 5 years of follow-up, confirmed the improvement in OS observed with CPX-351 versus 7 + 3, with 
an HR that was consistent with the primary endpoint analysis and Kaplan-Meier–estimated 5-year 
survival rates of 18% versus 8%. Several real-world analyses in Europe suggest that patients who receive 
allogeneic HCT do benefit most from induction therapy with Vyxeos.  
Ongoing trials will answer the question whether Vyxeos will also be beneficial for younger patients with 
intermediate-or low-risk AML.  
In summary, patients with AML at initial diagnosis should be carefully assessed for the tolerability of 



intensive therapy as no comparative treatment with similar efficacy has been developed, so far. 
Biological risk and eligibility for allogeneic HCT are major factors for further treatment algorithms.  
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