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Acute myeloid leukemia (AML) is the deadliest 
leukemia in adults, with a mean age of 67 years 
at the time of diagnosis.1,2 Approximately 20-
50 percent of patients do not achieve a complete 
remission with intensive induction chemotherapy, 
and most patients’ relapse.3 Azacytidine, one of 
the hypomethylating agents, is commonly used 
to control the disease. Venetoclax is a BCL-2 
inhibitor that is synergistic with azacytidine. The 
addition of venetoclax to the treatment is based 
on a randomized trial that improves survival 
and increases response rates.4,5 This study 
aims to evaluate the efficacy and safety data of 
venetoclax+azacytidine combination, a new 
treatment modality in relapsed/refractory (R/R) 
AML and high-risk myelodysplastic syndrome 
(MDS).

R/R AML and high-risk MDS patients aged ≥18 
years were included in the study. The off-label use 
of drugs for each patient was received permission 
from the Turkish Medicines and Medical Devices 

Agency. Venetoclax was given orally on day 1: 
100 mg, day 2: 200 mg, next days: 400 mg/day. 
Azacytidine 1-7. days (every 28 days) 75 mg/m² 
administered subcutaneously (alternatively, 50 
mg/m² as 5-2-5). All patients received prophylaxis 
for tumor lysis syndrome (TLS) for at least three 
days. In patients receiving antifungal therapy 
that inhibits CYP3A enzyme activity, the dose of 
venetoclax was reduced by 75%. 

A total of 15 patients, 14 R/R AML and 1 MDS 
RAEB-1, followed in the Bursa Uludag University 
Hematology Department was included in the 
study. 60% (n=9) of these patients were female, 
and the median age was 65 years (32-84). 50% 
(n=7) of AML patients were de novo leukemia. 
Fourteen patients were between ECOG 0 and 2. 
Fourteen were in the medium, and one was in 
the high cytogenetic risk group. The treatment 
indication was salvage therapy in 13 patients and 
consolidation in 2 patients. Median 2 cycles (1-
4) of venetoclax+azacytidine chemotherapy was 
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applied to the patients. The median follow-up 
time was 1.2 months (0.1-6.5). The median time 
to first response with treatment was one month 
(0.5-5). The refractory disease was persistent in all 
four patients who were found to have a refractory 
disease at the end of the first cycle. The best 
responses obtained with venetoclax+azacytidine 
were complete remission (CR) in one patient, 
complete remission with incomplete hematologic 
recovery (CRi) in one patient, morphological 
leukemia-free state (MLFS) in 4 patients, and 
partial response (PR) in one patient. The remission 
duration in 2 patients with composite remission 
(CR + CRi) was 3.5 and 17 months. Minimal 
residual disease was negative in only one patient. 
Venetoclax+azacytidine was used as a bridge 
therapy to allogeneic transplant in one patient. 
With Venetoclax+azacytidine, erythrocyte and 
platelet replacement requirement decreased in 
only 13.3% (n=2) of the patients. Grade 3 and 
above hematological toxicity was observed in 14 
patients. The most common non-hematologic 
toxicities were fatigue-anorexia (80%), pneumonia 
(25%), and associated with the gastrointestinal 
tract (40% nausea and vomiting, 13% diarrhea). 
66.6% of the patients were complicated with 
infection. Two patients had COVID-19 infection 
and recovered with treatment. TLS was developed 
in 2 patients. One of these patients had TLS at the 
time of diagnosis. Venetoclax dose reduction or an 
interruption was required in 60% (n=9) patients. 
The mortality rate in the first 30 days was 20%.

The management of AML gradually turns into 
an individualized approach to applying targeted 
therapies. The time to enter early remission is 
critical. For this reason, deaths due to infection 
should be prevented. Although the toxicities 
of this combination therapy can be managed, 
close follow-up of the patients is mandatory. 

Venetoclax+azacytidine combination therapy 
is relatively well-tolerated, can improve blood 
counts, relieve symptoms, improve life quality, and 
prolong survival. Still, more studies are needed to 
assess long-term disease control.
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