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TP53-mutated (TP53mut) AML and high-risk MDS are 
often treated with hypomethylating agents (HMAs) 
combined with venetoclax (Ven). However, 
myelosuppression often leads to dose-reductions 
and/or cycle delays. Administration of noncytotoxic 
doses of decitabine (Dec) 1×/week decreases HMA-
mediated myelosuppression while maintaining S-
phase–dependent DNMT1-targeting.1

In pre-clinical studies, single-dose Ven given prior to 
HMA administration inhibited de novo pyrimidine 
synthesis,2 countering a major mechanism of 
resistance to HMAs without suppressing normal 
myelopoiesis.

We conducted a retrospective analysis of patients 
with TP53mut MDS/AML at our institution treated with 
once weekly low dose dacogen and once weekly 
dose of venetoclax 

Once weekly Regimen (q28 day cycle): 

- Venetoclax PO, 400 mg on days 1, 8, 15, 22 

- Decitabine SQ, 0.2 mg/kg (~5 mg/m2) on days 2, 9, 
16, 23

Conclusion/Discussion 
§ Once weekly Ven with low-dose subQ Decitabine 

is well tolerated, yielding high response rates in 
TP53mut MDS/AML.

§ We demonstrate proof-of-activity for cytotoxic 
DNMT1-targeting to a high-risk, chemorefractory 
population by allowing sustained drug exposure.

§ A low dose of once weekly decitabine/venetoclax  
may increase HMA/Ven efficacy independent of 
P53 and decrease myelosuppression/toxicity 
seen with standard HMA/ven dosing.

§ A prospective clinical trial evaluating this weekly 
low dose regimen is actively enrolling patients 
with MDS and AML (NCT05184842).
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