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Abstract 

Chronic inflammatory diseases (CIDs), such as cardiovascular disorders, diabetes, and 

autoimmune conditions, are driven by persistent immune activation and oxidative stress. 

Emerging evidence highlights the critical role of micronutrients in modulating inflammatory 

pathways and supporting immune function. Deficiencies in essential micronutrients, including 

vitamin D, vitamin C, zinc, and selenium, are commonly observed in individuals with chronic 

inflammation and may worsen disease outcomes. Micronutrient supplementation has shown 

potential in reducing inflammatory markers, enhancing antioxidant defense, and improving 

clinical symptoms when used as an adjunct to standard therapies. However, outcomes vary 

depending on dosage, bioavailability, and individual health status. This paper emphasizes the 

importance of targeted and personalized micronutrient interventions for effective management of 

chronic inflammatory diseases. 
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Introduction 

Chronic inflammatory diseases (CIDs) have emerged as a major public health challenge across 

the globe, affecting millions of individuals and placing a substantial burden on healthcare 

systems. These conditions, which include rheumatoid arthritis, cardiovascular diseases, type 2 

diabetes, inflammatory bowel disease, and certain autoimmune disorders, are characterized by 

persistent, low-grade inflammation that gradually damages tissues and impairs normal 

physiological functions. Unlike acute inflammation—which is a protective and short-term 

response to injury or infection—chronic inflammation is prolonged and often dysregulated, 

contributing to disease progression and complications over time. In recent decades, there has 

been a growing recognition that lifestyle and dietary factors play a crucial role in both the onset 
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and management of these diseases, with particular emphasis on the role of micronutrients in 

modulating inflammatory processes. 

 
Fig: - 1 “Role of Essential Micronutrients in Immune Function and Defense Mechanisms” 

Micronutrients, comprising vitamins and minerals required in small quantities, are essential for 

maintaining normal metabolic functions, supporting immune responses, and protecting the body 

against oxidative stress. Despite their minimal quantitative requirement, their qualitative 

significance is profound. Nutrients such as vitamin D, vitamin C, vitamin E, zinc, selenium, and 

iron are directly involved in immune regulation, cellular repair, and antioxidant defense 

mechanisms. When the body experiences deficiencies in these micronutrients, it can lead to 

impaired immune function, increased susceptibility to infections, and an exaggerated 

inflammatory response. This relationship becomes especially critical in individuals suffering 

from chronic inflammatory diseases, where nutrient deficiencies not only coexist but may also 

exacerbate disease severity. 

The link between micronutrient status and inflammation is complex and multifaceted. Chronic 

inflammation is often associated with increased production of reactive oxygen species (ROS) and 

pro-inflammatory cytokines such as tumor necrosis factor-alpha (TNF-α), interleukin-6 (IL-6), 

and C-reactive protein (CRP). These inflammatory mediators contribute to oxidative stress, 

which further damages cells and tissues, creating a vicious cycle of inflammation and 

degeneration. Micronutrients play a pivotal role in breaking this cycle. For instance, antioxidants 

like vitamin C and vitamin E help neutralize free radicals, thereby reducing oxidative stress, 
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while minerals like zinc and selenium contribute to the proper functioning of antioxidant 

enzymes and immune cells. Vitamin D, on the other hand, is known for its immunomodulatory 

effects, influencing both innate and adaptive immune responses. 

 
Fig: - 2 “Mechanisms of Anti-Inflammatory Diet in Modulating Chronic Inflammation 

Pathways” 

In many cases, individuals with chronic inflammatory diseases exhibit significant deficiencies in 

key micronutrients. This may be due to several factors, including poor dietary intake, 

malabsorption issues, increased metabolic demands, or the effects of medications. For example, 

patients with inflammatory bowel disease often suffer from malabsorption of nutrients, leading 

to deficiencies in vitamins and minerals that are essential for immune health. Similarly, chronic 

illnesses can increase the body's demand for certain nutrients, making it difficult to maintain 

adequate levels through diet alone. These deficiencies not only weaken the body's defense 

mechanisms but also hinder recovery and increase the risk of complications. 

Given this context, micronutrient supplementation has gained considerable attention as a 

potential adjunct strategy for managing chronic inflammatory diseases. Supplementation aims to 

restore nutrient balance, enhance immune function, and reduce inflammation, thereby improving 

overall health outcomes. Several clinical and experimental studies have demonstrated that 

targeted supplementation of specific micronutrients can lead to reductions in inflammatory 

markers, improvement in clinical symptoms, and enhanced quality of life for patients. For 

instance, vitamin D supplementation has been associated with reduced disease activity in 

autoimmune disorders, while zinc supplementation has shown benefits in improving immune 

function and reducing infection rates. 
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However, the role of micronutrient supplementation is not without challenges. The effectiveness 

of supplementation can vary widely depending on factors such as dosage, bioavailability, 

duration of intervention, and individual patient characteristics. Excessive intake of certain 

micronutrients can also lead to toxicity and adverse effects, highlighting the need for careful 

assessment and personalized approaches. Moreover, while supplementation can be beneficial, it 

should not replace a balanced and nutrient-rich diet, which remains the cornerstone of good 

health. 

Another important aspect to consider is the growing field of personalized nutrition, which 

emphasizes the need to tailor dietary and supplementation strategies based on individual genetic, 

metabolic, and lifestyle factors. Advances in nutrigenomics and biomedical research are paving 

the way for more precise and targeted interventions that can optimize the benefits of 

micronutrient supplementation. This approach is particularly relevant in the context of chronic 

inflammatory diseases, where individual responses to nutrients can vary significantly. 

In addition to clinical management, the role of micronutrients in the prevention of chronic 

inflammatory diseases is also gaining attention. Adequate intake of essential vitamins and 

minerals through a balanced diet can help maintain immune homeostasis and prevent the onset of 

inflammation-related conditions. Public health initiatives aimed at improving nutritional 

awareness and addressing micronutrient deficiencies—often referred to as “hidden hunger”—are 

critical in reducing the global burden of chronic diseases. 

In conclusion, the relationship between micronutrients and chronic inflammatory diseases 

represents a critical area of research and clinical practice in the field of food and nutrition. 

Micronutrients play a vital role in regulating immune function, reducing oxidative stress, and 

maintaining overall health. Their deficiencies can significantly contribute to the development and 

progression of chronic inflammation, while appropriate supplementation offers a promising 

avenue for disease management. However, a balanced, evidence-based, and individualized 

approach is essential to maximize the benefits and minimize potential risks. As research 

continues to evolve, a deeper understanding of micronutrient interactions and their therapeutic 

potential will further enhance strategies for managing chronic inflammatory diseases effectively. 

Pathophysiology of Chronic Inflammation 

Chronic inflammation is a complex and sustained biological response that arises when the body 

fails to resolve an initial inflammatory stimulus. Unlike acute inflammation, which is rapid, 

protective, and self-limiting, chronic inflammation persists over a prolonged period and often 

leads to progressive tissue damage and functional impairment. The pathophysiology of chronic 

inflammation involves a dynamic interplay between immune cells, inflammatory mediators, 

oxidative stress, and environmental as well as genetic factors, all of which contribute to the 

maintenance of a low-grade but persistent inflammatory state. 
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At the core of chronic inflammation is the continuous activation of the immune system. When 

the body encounters a harmful stimulus—such as infection, injury, toxins, or autoimmune 

triggers—immune cells like macrophages, neutrophils, and lymphocytes are activated. In acute 

conditions, this response is tightly regulated and resolves once the threat is eliminated. However, 

in chronic inflammation, the triggering factor either persists or the regulatory mechanisms fail, 

resulting in prolonged immune activation. Macrophages play a central role in this process by 

continuously releasing pro-inflammatory cytokines such as tumor necrosis factor-alpha (TNF-α), 

interleukin-1 beta (IL-1β), and interleukin-6 (IL-6). These cytokines act as signaling molecules 

that recruit additional immune cells to the site, thereby amplifying the inflammatory response. 

 
Fig: - 3 “T-Cell Mediated Immune Response and Cytokine Signaling in Chronic 

Inflammation” 

A critical molecular pathway involved in chronic inflammation is the activation of nuclear factor 

kappa B (NF-κB), a transcription factor that regulates the expression of numerous inflammatory 

genes. Under normal conditions, NF-κB remains inactive in the cytoplasm. However, in response 

to stress signals, infections, or oxidative damage, it becomes activated and translocates to the 

nucleus, where it promotes the production of pro-inflammatory cytokines, adhesion molecules, 

and enzymes such as cyclooxygenase-2 (COX-2). This leads to a sustained inflammatory 

cascade that perpetuates tissue injury and immune activation. 

Another key component of chronic inflammation is oxidative stress, which results from an 

imbalance between the production of reactive oxygen species (ROS) and the body’s antioxidant 

defenses. ROS are highly reactive molecules generated during normal cellular metabolism, 
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particularly in the mitochondria. In chronic inflammatory conditions, excessive ROS production 

overwhelms the antioxidant system, leading to damage of cellular components such as lipids, 

proteins, and DNA. This oxidative damage not only impairs cellular function but also further 

activates inflammatory pathways, including NF-κB signaling, thereby creating a vicious cycle 

between oxidative stress and inflammation. 

The involvement of adaptive immunity further complicates the pathophysiology of chronic 

inflammation. T lymphocytes, particularly T-helper (Th1 and Th17) cells, contribute to the 

persistence of inflammation by producing cytokines that sustain immune activation. In 

autoimmune diseases, the immune system mistakenly recognizes self-antigens as foreign, leading 

to continuous immune attacks on healthy tissues. B lymphocytes also play a role by producing 

autoantibodies, which form immune complexes that deposit in tissues and trigger further 

inflammatory responses. 

Chronic inflammation also induces structural and functional changes in affected tissues. 

Persistent immune activation leads to the infiltration of inflammatory cells, fibrosis, and tissue 

remodeling. Over time, this can result in organ dysfunction, as seen in conditions such as liver 

cirrhosis, atherosclerosis, and chronic kidney disease. In metabolic disorders like obesity and 

type 2 diabetes, adipose tissue becomes an active site of inflammation, releasing adipokines and 

cytokines that contribute to systemic inflammation and insulin resistance. 

The gut microbiota has also emerged as a significant factor in the development of chronic 

inflammation. Dysbiosis, or an imbalance in the microbial community, can disrupt intestinal 

barrier function and promote the translocation of bacterial components such as 

lipopolysaccharides (LPS) into the bloodstream. This triggers systemic immune activation and 

contributes to chronic inflammatory states, particularly in diseases like inflammatory bowel 

disease and metabolic syndrome. 

In summary, the pathophysiology of chronic inflammation is driven by a continuous cycle of 

immune activation, cytokine production, oxidative stress, and tissue damage. Key molecular 

pathways such as NF-κB signaling, along with the involvement of both innate and adaptive 

immunity, sustain this process. The interaction between environmental factors, genetic 

predisposition, and lifestyle choices further influences the progression of chronic inflammation. 

Understanding these mechanisms is essential for developing effective therapeutic strategies, 

including the role of micronutrients, which can modulate these pathways and help restore 

immune balance. 

Key Micronutrients and Their Anti-inflammatory Roles 

Vitamin D 

Vitamin D is widely recognized as one of the most influential micronutrients in immune 

regulation and inflammation control. It functions not merely as a vitamin but as a hormone that 
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interacts with vitamin D receptors (VDR) present on various immune cells, including T 

lymphocytes, B cells, and antigen-presenting cells. Through these interactions, vitamin D 

modulates both innate and adaptive immunity. It suppresses excessive inflammatory responses 

by inhibiting the production of pro-inflammatory cytokines such as TNF-α, IL-6, and IL-17, 

while simultaneously promoting anti-inflammatory cytokines like IL-10. This dual action helps 

maintain immune balance and prevents chronic immune overactivation. 

In chronic inflammatory diseases such as inflammatory bowel disease (IBD), rheumatoid 

arthritis, and multiple sclerosis, low levels of vitamin D are frequently observed and are often 

associated with increased disease severity and relapse rates. One of the critical roles of vitamin D 

in such conditions is maintaining the integrity of the gut epithelial barrier, thereby preventing the 

translocation of harmful pathogens and toxins that can trigger inflammation. Supplementation 

with vitamin D has been shown to improve immune tolerance, reduce inflammatory markers, and 

support overall disease management, particularly when deficiency is present. 

Vitamin C and Vitamin E 

Vitamin C and vitamin E are potent antioxidants that play a crucial role in combating oxidative 

stress, a major driver of chronic inflammation. Vitamin C, a water-soluble antioxidant, 

neutralizes reactive oxygen species (ROS) in the aqueous compartments of the body, such as 

blood plasma and intracellular fluids. It also regenerates other antioxidants, including vitamin E, 

thereby enhancing the overall antioxidant defense system. In addition, vitamin C supports the 

function of immune cells like neutrophils and lymphocytes, improving the body’s ability to 

respond to infections and inflammatory stimuli. 

Vitamin E, a fat-soluble antioxidant, protects cell membranes from oxidative damage by 

preventing lipid peroxidation. This is particularly important in chronic inflammatory conditions 

where oxidative stress can damage cellular structures and exacerbate inflammation. Together, 

vitamins C and E act synergistically to reduce oxidative damage, improve immune function, and 

promote tissue repair. Clinical studies suggest that adequate intake or supplementation of these 

vitamins can reduce biomarkers of oxidative stress and inflammation, contributing to better 

disease outcomes. 

Zinc 

Zinc is an essential trace element that plays a fundamental role in immune system development 

and function. It is involved in numerous enzymatic reactions and is critical for the proper 

functioning of both innate and adaptive immunity. Zinc influences the activity of T cells, natural 

killer (NK) cells, and macrophages, all of which are vital in controlling inflammatory responses. 

It also regulates cytokine production, helping to maintain a balance between pro-inflammatory 

and anti-inflammatory signals. 
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Zinc deficiency is relatively common, particularly in populations with poor dietary intake or 

chronic illnesses. Such deficiency can lead to impaired immune responses, increased 

susceptibility to infections, and heightened inflammatory activity. In the context of chronic 

inflammatory diseases, zinc deficiency can exacerbate disease progression by weakening 

immune defense and increasing oxidative stress. Supplementation with zinc has been shown to 

improve immune function, reduce infection rates, and support wound healing, making it a 

valuable component in the management of inflammatory conditions. 

Selenium 

Selenium is a vital micronutrient known for its role in antioxidant defense and immune function. 

It is an integral component of selenoproteins, including glutathione peroxidase, which helps 

protect cells from oxidative damage by neutralizing harmful free radicals. Selenium also plays a 

role in regulating inflammatory responses by modulating the production of cytokines and 

influencing immune cell activity. 

In chronic inflammatory diseases, selenium deficiency has been linked to increased oxidative 

stress and a higher risk of disease progression. Low selenium levels can impair the body’s ability 

to control inflammation, leading to greater tissue damage. Research suggests that selenium 

supplementation may help reduce inflammatory markers, improve antioxidant capacity, and 

enhance immune function. However, it is important to maintain optimal levels, as excessive 

selenium intake can lead to toxicity. 

Omega-3 Fatty Acids (as Functional Micronutrient Adjuncts) 

Although omega-3 fatty acids are classified as macronutrients, they are often included in 

discussions of micronutrient therapy due to their significant anti-inflammatory properties. 

Omega-3 fatty acids, particularly eicosapentaenoic acid (EPA) and docosahexaenoic acid 

(DHA), play a crucial role in regulating inflammatory processes. They act by inhibiting the 

production of pro-inflammatory eicosanoids derived from arachidonic acid and promoting the 

synthesis of anti-inflammatory mediators such as resolvins and protectins. 

Omega-3 fatty acids also influence gene expression related to inflammation and improve lipid 

metabolism, which is particularly beneficial in metabolic and cardiovascular diseases. Clinical 

studies have demonstrated that omega-3 supplementation can reduce levels of inflammatory 

markers such as CRP and TNF-α, as well as improve symptoms in conditions like rheumatoid 

arthritis. When combined with micronutrients, omega-3 fatty acids can have a synergistic effect, 

enhancing overall anti-inflammatory outcomes. 

Clinical Evidence and Therapeutic Implications 

Clinical research over the past two decades has increasingly examined whether correcting 

micronutrient status can meaningfully alter the course of chronic inflammatory diseases. Across 

conditions such as rheumatoid arthritis, inflammatory bowel disease, type 2 diabetes, and 
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cardiovascular disorders, a consistent pattern emerges: when clear deficiencies are present, 

targeted supplementation tends to improve clinical markers and, in some cases, patient-reported 

outcomes. For instance, vitamin D repletion in deficient individuals has been associated with 

reductions in inflammatory cytokines and modest improvements in disease activity scores in 

autoimmune conditions. Similarly, zinc supplementation in deficient populations can enhance 

immune competence, reduce infection frequency, and support tissue repair, all of which 

indirectly lessen inflammatory burden. Antioxidant vitamins such as C and E have shown the 

capacity to lower oxidative stress markers, thereby interrupting one of the key drivers of chronic 

inflammation. 

From a therapeutic standpoint, these effects translate into three broad benefits. First, there is 

evidence of reduced disease severity, reflected in lower inflammatory biomarkers (e.g., CRP, 

IL-6) and, in some studies, improved clinical indices. Second, patients often report better 

quality of life, including reduced fatigue, improved physical function, and enhanced well-

being—outcomes that are especially meaningful in long-term conditions. Third, micronutrients 

may enhance responsiveness to conventional treatments. For example, adequate vitamin D 

status has been linked with better responses to biologic therapies in autoimmune diseases, while 

correction of iron or B-vitamin deficiencies can improve energy metabolism and treatment 

tolerance. 

However, the literature is far from uniform. Findings are frequently mixed, and this variability 

deserves careful attention. Differences in study design—including small sample sizes, short 

intervention periods, and lack of standardized endpoints—limit the strength of conclusions. 

Dosage and formulation also vary widely across trials; the same nutrient may show benefit at 

one dose and none at another, particularly when bioavailability differs. Population 

characteristics further complicate interpretation: age, baseline nutritional status, comorbidities, 

and genetic factors can all influence how an individual responds to supplementation. A trial 

conducted in a deficient population is far more likely to show benefit than one in a nutritionally 

replete group. 

This leads to a crucial clinical insight: micronutrient supplementation is most effective when it is 

targeted rather than routine. In individuals with confirmed deficiencies, supplementation can 

correct metabolic imbalances, restore immune function, and reduce inflammatory activity. In 

contrast, indiscriminate use in individuals without deficiency often yields inconsistent or 

negligible results, and in some cases may pose risks of excess intake—particularly with fat-

soluble vitamins or trace elements like selenium. 

Micronutrient Deficiencies in Chronic Inflammatory Diseases 

Micronutrient deficiencies are a common and clinically significant feature of chronic 

inflammatory diseases, contributing both to their progression and to poorer health outcomes. 
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These deficiencies arise through a combination of factors, including inadequate dietary intake, 

impaired absorption, increased metabolic demands, and the effects of long-term medication use. 

In conditions such as inflammatory bowel disease (IBD), the integrity of the intestinal lining is 

compromised, leading to malabsorption of essential nutrients like vitamin D, iron, zinc, and B-

complex vitamins. At the same time, chronic inflammation itself accelerates nutrient utilization, 

as the body requires additional vitamins and minerals to sustain immune activity and repair 

damaged tissues.  

 
Fig: - 4 “Impact of Poor Diet on Gut Microbiota, Immune Dysfunction, and Intestinal 

Inflammation” 

This imbalance creates a state often described as “hidden hunger,” where caloric intake may be 

sufficient but micronutrient status remains inadequate. Deficiencies in key nutrients weaken 

immune function, reduce antioxidant capacity, and increase oxidative stress, thereby intensifying 

inflammatory processes. For example, low levels of vitamin D can impair immune regulation, 

while zinc deficiency can disrupt cytokine balance and delay wound healing. Iron deficiency, 

commonly seen in chronic disease, further contributes to fatigue and reduced physiological 

resilience. The figure above illustrates how these deficiencies are interconnected with 

inflammation, forming a vicious cycle in which inflammation worsens nutrient status, and poor 

nutrient status, in turn, exacerbates inflammation. Addressing these deficiencies through dietary 

improvements and targeted supplementation is therefore essential not only for correcting 

nutritional imbalances but also for breaking this cycle and improving disease management 

outcomes. 
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Mechanisms of Action 

Micronutrients exert their anti-inflammatory effects through multiple, interconnected biological 

mechanisms that collectively help regulate immune function, reduce oxidative stress, and 

maintain physiological balance. One of the most fundamental mechanisms is antioxidant 

activity, through which micronutrients neutralize harmful free radicals or reactive oxygen 

species (ROS). Vitamins such as vitamin C and vitamin E, along with minerals like selenium, 

play a crucial role in this process. They either directly scavenge free radicals or act as cofactors 

for antioxidant enzymes such as glutathione peroxidase. By reducing oxidative stress, these 

micronutrients prevent cellular damage to lipids, proteins, and DNA, thereby interrupting one of 

the key drivers of chronic inflammation. 

Another important mechanism is immune modulation, where micronutrients regulate the 

activity and function of immune cells. Nutrients like vitamin D and zinc influence both innate 

and adaptive immunity by controlling the differentiation and activation of T-cells, B-cells, and 

macrophages. They also modulate the production of cytokines, which are signaling molecules 

responsible for coordinating immune responses. For instance, vitamin D suppresses pro-

inflammatory cytokines such as TNF-α and IL-6 while promoting anti-inflammatory cytokines 

like IL-10. This balanced cytokine response is essential in preventing excessive or prolonged 

inflammation, which is characteristic of chronic inflammatory diseases. 

Micronutrients also play a significant role in gene expression and regulation of inflammatory 

pathways. Certain vitamins and minerals can influence transcription factors such as nuclear 

factor kappa B (NF-κB), which is a key regulator of inflammation-related genes. When activated, 

NF-κB promotes the expression of various pro-inflammatory mediators. Micronutrients like 

vitamin D, zinc, and omega-3 fatty acids can inhibit the activation of this pathway, thereby 

reducing the production of inflammatory cytokines and enzymes such as cyclooxygenase-2 

(COX-2). Additionally, micronutrients can affect epigenetic mechanisms, including DNA 

methylation and histone modification, which further regulate gene expression linked to 

inflammation. 

A growing area of research highlights the role of micronutrients in gut microbiota regulation, 

which is closely linked to immune health and inflammation. The gut microbiome consists of 

trillions of microorganisms that play a vital role in digestion, metabolism, and immune function. 

Micronutrients help maintain the diversity and balance of these microbial communities. For 

example, certain vitamins and trace elements support the growth of beneficial bacteria while 

inhibiting pathogenic species. A healthy gut microbiota enhances the integrity of the intestinal 

barrier, preventing the leakage of harmful substances such as lipopolysaccharides (LPS) into the 

bloodstream—a process that can trigger systemic inflammation. Furthermore, beneficial gut 
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bacteria produce short-chain fatty acids (SCFAs), which have anti-inflammatory properties and 

support immune regulation. 

Conclusion 

In summary, micronutrient supplementation represents a meaningful, though not standalone, 

strategy in the management of chronic inflammatory diseases. Vitamins and minerals such as 

vitamin D, vitamin C, vitamin E, zinc, and selenium play indispensable roles in modulating 

immune responses, reducing oxidative stress, and regulating key inflammatory pathways. When 

deficiencies are present, their correction can ease disease severity, improve functional outcomes, 

and support the effectiveness of conventional therapies. The underlying mechanisms—

antioxidant defense, cytokine regulation, gene expression control, and maintenance of gut 

microbiota—illustrate how deeply nutrition is interwoven with inflammatory biology. At the 

same time, the evidence urges restraint: benefits are most consistent when supplementation is 

guided by need, dose, and context, rather than applied uniformly. Over-supplementation or 

poorly targeted use may yield little advantage and, in some cases, risk harm. What emerges, 

therefore, is a balanced view. A nutrient-dense diet remains the foundation, while carefully 

tailored supplementation serves as an adjunct, not a substitute. As research advances, particularly 

in personalized nutrition and nutrigenomics, there is growing promise for more precise, 

individualized interventions that align micronutrient support with a patient’s specific biological 

profile. Such an approach holds the potential not only to manage chronic inflammation more 

effectively but also to improve long-term health and quality of life. 
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