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Abstract
The relationship between hypoxia, metabolism, and immune cell function represents a dynamic and intricate 

interplay that profoundly influences human physiology and disease pathn꽚꓀唀Metabolic regulation lies at the core of immune cell activation and effector functions, shaping immune responses to pathogens, tumors, and inflammatory stimuli. Dysregulated hypoxia responses and metabolic 
alterations contribute to the pathogenesis of various diseases, highlighting the therapeutic potential of targeting 
metabolic pathways and hypoxia-inducible factors. Understanding the complex interactions between hypoxia, 
metabolism, and immune cell function opens new avenues for therapeutic interventions and personalized healthcare 
approaches.
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Introduction
In the intricate landscape of human physiology, the relationship 

between hypoxia, metabolism, and immune cell function represents 
a captivating nexus of biological processes. Hypoxia, or oxygen 
deficiency, profoundly impacts cellular metabolism and consequently 
influences the behavior and function of immune cells. This article 
delves into the intricate interplay between these elements, shedding 
light on how hypoxia shapes metabolic pathways and modulates 
immune responses [1].

Hypoxia and cellular metabolism

At the cellular level, oxygen serves as a critical substrate for oxidative 
phosphorylation, the primary pathway for generating adenosine 
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of HIF-α subunits, which translocate to the nucleus and dimerize with 
HIF-β subunits to activate transcription of target genes involved in 
angiogenesis, erythropoiesis, and metabolism [6]. 

Metabolic reprogramming in hypoxic myeloid cells

Hypoxia induces metabolic reprogramming in myeloid cells, 
driving shifts in glucose, lipid, and amino acid metabolism to meet 
the energetic and biosynthetic demands associated with immune 
responses. Notably, hypoxia promotes glycolysis in myeloid cells, 
facilitating ATP production and providing metabolic intermediates for 
biosynthetic pathways. Moreover, hypoxic myeloid cells exhibit altered 
lipid metabolism, with increased fatty acid uptake and oxidation to 
sustain cellular functions. Additionally, hypoxia influences amino acid 
metabolism, modulating the production of metabolites involved in 
redox balance, signaling, and immune regulation.

Impact on immune cell function and inflammation

The metabolic adaptations driven by hypoxia profoundly 
influence the function and phenotype of myeloid cells, shaping 
immune responses and inflammatory processes. Hypoxic myeloid 
cells exhibit enhanced phagocytic activity, cytokine production, and 
antigen presentation, contributing to host defense against pathogens 
and tumors. Furthermore, hypoxia-driven metabolic reprogramming 
promotes the polarization of macrophages toward pro-inflammatory 
or anti-inflammatory phenotypes, influencing the resolution or 
exacerbation of inflammatory responses.

Implications for disease pathogenesis and therapy

Dysregulated hypoxia responses and metabolic alterations in 
myeloid cells are implicated in the pathogenesis of various diseases, 
including cancer, autoimmune disorders, and chronic inflammatory 
conditions. Targeting metabolic pathways and the HIF signaling 
pathway in myeloid cells emerges as a promising therapeutic strategy 
for modulating immune responses and improving clinical outcomes 
in these diseases. Furthermore, understanding the complex interplay 
between hypoxia, metabolism, and myeloid cell function holds the 
potential to uncover novel biomarkers and therapeutic targets for 
precision medicine approaches [7].

Implications for health and disease

The intricate interplay between hypoxia, metabolism, and immune 
cell function has significant implications for human health and 
disease. Dysregulated hypoxic responses and metabolic alterations 
contribute to the pathogenesis of various diseases, including cancer, 
autoimmune disorders, and chronic inflammatory conditions [8]. 
Targeting metabolic pathways and the hypoxia-inducible factor (HIF) 

signaling pathway has emerged as a promising therapeutic strategy for 
modulating immune responses and improving clinical outcomes in 
these diseases.

Conclusion
In summary, the dynamic interplay between hypoxia, metabolism, 

and immune cell function orchestrates the body’s response to 
physiological and pathological challenges. Understanding these 
complex interactions not only deepens our knowledge of fundamental 
biological processes but also unveils novel therapeutic avenues for 
treating a spectrum of diseases. Future research endeavors aimed 
at deciphering the intricacies of this triad hold the potential to 
revolutionize immunotherapy and precision medicine, ushering in 
a new era of personalized healthcare. hypoxia exerts multifaceted 
effects on myeloid cell function and metabolism, influencing immune 
responses, inflammation, and disease pathogenesis. Elucidating 
the molecular mechanisms underlying hypoxia-induced metabolic 
reprogramming in myeloid cells offers insights into the dynamic 
interplay between cellular metabolism and immune regulation. 
Harnessing this knowledge may pave the way for innovative 
therapeutic interventions and personalized treatment strategies in 
a variety of pathological conditions characterized by dysregulated 
immune responses.

References 
1.	 Baskaran N, Manoharan S, Balakrishnan S, Pugalendhi P (2010) Chemopreventive 

potential of ferulic acid in 7,12-dimethylbenzaanthracene-Induced mammary 
carcinogenesis in Sprague-Dawley rats. Eur J Pharmaco 63: 22.

2.	 Curtis C, Shah SP, Chin SF, Turashvili G, Rueda OM, et al. (2021)  The 
genomic and transcriptomic architecture of 2,000 breast tumours reveals novel 
subgroups.Nature 486: 346–352.

3.	 Sharmila R, Manoharan S (2012) Anti-tumor activity of rosmarinic acid in 7, 
12-dimethylbenz (a) anthracene (DMBA) induced skin carcinogenesis in Swiss 
albino mice. Ind J of Physio Sciences 7: 344-356.

4.	 Sivaramakrishna R, Gordon R (2022) Detection of breast cancer at a smaller 
size can reduce the likelihood of metastatic spread: a quantitative analysis.
Acad Radiol 4: 8–12.

5.	 Suresh S, Manoharan M, Vijayaanand P, Sugunadevi A (2020) Chemopreventive 
and antioxidant efficacy of (6)-paradol in 7, 12-dimethylbenz (a) anthracene 
induced hamster buccal pouch carcinogenesis. Pharmacological Reports 62: 
1178–1185.

6.	 Michaelson JS, Silverstein M, Wyatt J (2017) Predicting the survival of patients 
with breast carcinoma using tumor size.Cancer 95: 713–723.

7.	 Anjugam C, Sridevi N, Rajendra Prasad M, Balupillai A (2018) Morin prevents 
ultraviolet-b radiation-induced photocarcinogenesis through activating 
thrombospondin-1 in the mouse skin. Asian J Pharma Clin Res 11: 24-34.

8.	 Stephens PJ, Tarpey PS, Davies H, Van Loo P, Greenman C, et al. (2020) The 
landscape of cancer genes and mutational processes in breast cancer.Nature 
486: 400–404.

https://www.sciencedirect.com/science/article/abs/pii/S0014299910002815
https://www.sciencedirect.com/science/article/abs/pii/S0014299910002815
https://www.sciencedirect.com/science/article/abs/pii/S0014299910002815
https://www.nature.com/articles/nature10983?__hstc=12316075.cde2cb5f07430159d50a3c91e72c280a.1492646400108.1492646400109.1492646400110.1&__hssc=12316075.1.1492646400111&__hsfp=1773666937
https://www.nature.com/articles/nature10983?__hstc=12316075.cde2cb5f07430159d50a3c91e72c280a.1492646400108.1492646400109.1492646400110.1&__hssc=12316075.1.1492646400111&__hsfp=1773666937
https://www.nature.com/articles/nature10983?__hstc=12316075.cde2cb5f07430159d50a3c91e72c280a.1492646400108.1492646400109.1492646400110.1&__hssc=12316075.1.1492646400111&__hsfp=1773666937
http://nopr.niscpr.res.in/handle/123456789/13732
http://nopr.niscpr.res.in/handle/123456789/13732
http://nopr.niscpr.res.in/handle/123456789/13732
https://www.sciencedirect.com/science/article/abs/pii/S1076633297801547
https://www.sciencedirect.com/science/article/abs/pii/S1076633297801547
https://link.springer.com/article/10.1016/S1734-1140(10)70380-7
https://link.springer.com/article/10.1016/S1734-1140(10)70380-7
https://link.springer.com/article/10.1016/S1734-1140(10)70380-7
https://acsjournals.onlinelibrary.wiley.com/doi/full/10.1002/cncr.10742
https://acsjournals.onlinelibrary.wiley.com/doi/full/10.1002/cncr.10742
https://innovareacademics.in/journals/index.php/ajpcr/article/view/21652
https://innovareacademics.in/journals/index.php/ajpcr/article/view/21652
https://innovareacademics.in/journals/index.php/ajpcr/article/view/21652
https://www.nature.com/articles/nature11017
https://www.nature.com/articles/nature11017

	Corresponding author
	Abstract 

