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INTRODUCTION 
Acute Myeloid Leukemia (AML), a hematologic malignancy 
characterized by the rapid proliferation of abnormal myeloid 
cells, poses a formidable challenge in the landscape of cancer. 
Hypomethylating agents, a class of drugs designed to modify 
the epigenetic landscape of cells, have emerged as crucial play-
ers in the therapeutic arsenal against AML. This article explores 
the effects of hypomethylating agents on AML cells, delving 
into the molecular intricacies and clinical implications of these 
interventions. Epigenetics, the study of heritable changes in 
gene function that do not involve alterations to the underlying 
DNA sequence, plays a pivotal role in cancer, including AML. 
Aberrant DNA methylation, a common epigenetic modification, 
can silence tumor-suppressor genes and contribute to the un-
controlled growth of leukemia cells.

DESCRIPTION
Hypomethylating agents, such as azacitidine and decitabine, 
work by disrupting this abnormal DNA methylation pattern. By 
incorporating themselves into the DNA structure during repli-
cation, these agents hinder the activity of DNA methyltransfer-
ases, the enzymes responsible for adding methyl groups. This 
interference leads to DNA demethylation, potentially restoring 
normal gene function and impeding the malignant progression 
of AML cells. One of the primary effects of hypomethylating 
agents in AML cells is the induction of cellular differentiation. 
In normal hematopoiesis, precursor cells differentiate into ma-
ture blood cells with specific functions. In AML, this process is 
disrupted, leading to the accumulation of undifferentiated blast 
cells. Hypomethylating agents aim to rectify this by promoting 
the maturation of AML cells into more mature and functional 
forms, potentially restoring a more normal hematopoietic pro-
cess. Moreover, hypomethylating agents exhibit pro-apoptot-
ic effects, triggering programmed cell death in AML cells. The 

restoration of apoptosis, a natural mechanism for eliminating 
damaged or abnormal cells, is a crucial aspect of combating the 
uncontrolled proliferation characteristic of leukemia.

The use of hypomethylating agents in AML extends across 
different clinical scenarios. In older adults or patients with co-
morbidities who may not be suitable candidates for intensive 
chemotherapy, hypomethylating agents offer a valuable alter-
native. These agents have demonstrated efficacy in improv-
ing overall survival and delaying disease progression, making 
them a cornerstone in the management of AML in specific 
patient populations. In certain cases, hypomethylating agents 
are employed in combination with other therapeutic modali-
ties, such as histone deacetylase inhibitors or targeted agents. 
Combinatorial approaches aim to enhance the effectiveness of 
treatment and overcome resistance mechanisms, providing a 
multifaceted attack on leukemia cells. While hypomethylating 
agents have shown remarkable clinical benefits, challenges per-
sist, particularly in addressing resistance mechanisms and op-
timizing therapeutic strategies. A subset of AML patients may 
exhibit resistance or only partial responses to these agents. Re-
search efforts are underway to identify predictive biomarkers 
and elucidate the factors influencing response variability, pav-
ing the way for more personalized treatment approaches [1-4].

CONCLUSION
Hypomethylating agents stand at the forefront of epigene-
tic modulation in the battle against Acute Myeloid Leukemia. 
Their ability to reprogram the epigenetic tapestry of AML cells, 
inducing differentiation and apoptosis, has ushered in a new 
era in leukemia therapeutics. As research advances and the 
molecular intricacies of AML become clearer, the promise of 
more effective and personalized treatments using hypometh-
ylating agents continues to shine brightly on the horizon. The 
ongoing commitment to unraveling the molecular tapestry of 
AML ensures that these agents will play a pivotal role in shap-
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ing the future landscape of leukemia treatment.

ACKNOWLEDGEMENT
None.

CONFLICT OF INTEREST
The author’s declared that they have no conflict of interest.

REFERENCES
1.	 Clarke RT, Van den Bruel A, Bankhead C, Mitchell CD, Phil-

lips B (2016) Clinical presentation of childhood leukae-

mia: A systematic review and meta-analysis. Cancer Rev 
36(6):677-692. 

2.	 Cordo V, Van der Zwet JC, Canté-Barrett K, Pieters R, 
Meijerink JP (2021) T-cell acute lymphoblastic leukemia: 
A roadmap to targeted therapies. Blood Cancer Discov 
2(1):19-31. 

3.	 Hu H, Zhu W, Qin J, Chen M, Gong L, et al. (2017) Acetyl-
ation of PGK1 promotes liver cancer cell proliferation and 
tumorigenesis. Hepatol 65(2):515-528. 

4.	 Dang CV (2012) MYC on the path to cancer. Cell 149(1):22-
35. 

https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Clinical+presentation+of+childhood+leukaemia%3A+a+systematic+review+and+meta-analysis&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Clinical+presentation+of+childhood+leukaemia%3A+a+systematic+review+and+meta-analysis&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=T-cell+Acute+Lymphoblastic+Leukemia%3A+A+Roadmap+to+Targeted+Therapies&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=T-cell+Acute+Lymphoblastic+Leukemia%3A+A+Roadmap+to+Targeted+Therapies&btnG=
https://aasldpubs.onlinelibrary.wiley.com/doi/full/10.1002/hep.28887
https://aasldpubs.onlinelibrary.wiley.com/doi/full/10.1002/hep.28887
https://aasldpubs.onlinelibrary.wiley.com/doi/full/10.1002/hep.28887
https://www.cell.com/fulltext/S0092-8674(12)00296-6

