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Abstract

The global burden of metabolic diseases has increased substantially, positioning metabolic syndrome as a major public 

health concern. It comprises a cluster of interrelated conditions, including type 2 diabetes mellitus, obesity, dyslipidemia,
hypertension, and metabolic dysfunction-associated steatotic liver disease, driven by genetic, environmental, and 

lifestyle factors. This review provides an updated synthesis (2025) of the pathophysiological mechanisms underlying 

metabolic syndrome, with emphasis on insulin resistance as a central contributor to metabolic dysfunction. Key 

processes including beta-cell dysfunction, adipose tissue inflammation, and multi-organ crosstalk are discussed to 

illustrate the systems-level nature of the disease. Therapeutic strategies are examined, highlighting advances in incretin-
based therapies and SGLT2 inhibitors, which have demonstrated significant benefits in glycemic control, weight 

reduction, and cardiovascular and renal outcomes. Emerging areas, including immunometabolism, gut microbiome 

interactions, and the integration of artificial intelligence with multi-omics technologies, are also considered, with 

attention to their current limitations and translational status. Overall, this review integrates mechanistic insights with 

clinical advances to provide a comprehensive perspective on metabolic syndrome and its evolving management in the 

era of precision medicine.
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1. Introduction

1.1 Defining a Modern Pandemic

Metabolic‍ syndrome (MetS) is essentially not one solitary disease. It is a cluster of cardiometabolic risk factors that
considerably elevate an individual's probability of atherosclerotic cardiovascular disease (ASCVD), type 2 diabetes
mellitus (T2DM), and mortality from any ‍cause [1,2]. While‍various health organizations present different diagnostic
criteria for metabolic syndrome, the primary aspects are essentially the same: excessive fat around the waist (based on
the waist circumference), high blood sugar (elevated fasting glucose), abnormal blood lipids (mainly high triglycerides
and low high-density lipoprotein cholesterol [HDL-C]) and elevated blood pressure. Usually, the presence of any three
out of these five components is sufficient to diagnose a person with MetS. The medical importance of such a
combination is quite ‍substantial [3,4]. The‍risk that MetS brings is higher than the sum of the individual components.
This indicates a shared pathophysiology. A person with MetS has 5 times higher chances of T2DM and 2 times higher
chances of cardiovascular disease within the next 5-10 years. The worldwide prevalence of MetS is very much unquiet,
and it affects about 25-35% of the adult population in developed countries. Developing countries, however, are
witnessing disturbing increases as they get adapted to the Western lifestyles. Hence, MetS becomes a leading source of
global health problems, deaths, and the rising costs of healthcare. It puts an enormous and, thus, unsustainable burden
on both individuals and societies. The origins of this pandemic are very much linked to the contemporary environment.
It is a consequence of a combination of sedentary lifestyles, overconsumption of energy-dense, heavily processed foods,
and a complex set of social and economic ‍factors [5].

1.2 Insulin Resistance: The Central Hub of Metabolic Dysfunction

While MetS is a multifaceted condition, Stages of research have shown that insulin resistance is the main problem from
which most other issues arise [6,7]. Insulin resistance is widely recognized as a central contributor to metabolic
dysfunction, although its relative importance varies across individuals and disease phenotypes. Insulin‍ is the most
important hormone out of the pancreatic beta cells. While the role of insulin resistance is well-established, much of the
mechanistic evidence derives from experimental and animal models, and its precise contribution relative to other drivers
of metabolic syndrome in humans remains context dependent. It is essential in regulating glucose levels in the body. For
instance, it allows glucose to enter the cells and then keeps it in the form of glycogen in the muscle and fat tissues.
Moreover, it reduces the glucose that the liver makes and oversees fat metabolism. When the target tissues involved in
the glucose metabolism do not react normally to insulin in the blood, the patient is said to have insulin resistance. The
genesis of insulin resistance is not straight forward; however, it is tightly coupled with body fat, particularly with the
deposit of visceral adipose tissue. Visceral fat, in contrast to subcutaneous fat, is not a passive receptor but an endocrine
organ that can eventually become dysfunctional if over-nutrition continues. This fat is changed in many ways; for
example, the size of the fat cells is increased, there is a shortage of oxygen, and the immune cells infiltrate it, which
causes it to become inflamed. Consequently, chronic low-grade inflammation or "metaflammation" is the result of this
process. The inflamed adipocytes secrete different pro-inflammatory cytokines, for instance, TNF-α and IL-6, and, in
addition, they discharge more free fatty acids (FFAs) into the blood circulation than ‍normal [8,9]. Such‍ substances
meddle with insulin signaling in peripheral tissues such as the liver and skeletal muscle by blocking the insulin receptor
substrate (IRS)-PI3K-Akt signaling pathway. The interruption of this pathway is the primary cause of insulin resistance.
As resistance is going to be developed, the pancreas will make a compensation by increasing insulin secretion to keep
blood sugar levels normal. This fragile balance can still be maintained for a while. Although, this elevated insulin
condition may be the cause of additional problems related to MetS. It facilitates sodium retention in the kidneys leading
to hypertension and it also encourages liver fat production, thereby, making the levels of fat in the blood worse. At some
point, the overwhelming and continuous demand for beta cells will result in their decline and death. Therefore, this is
the point when a person moves from compensated insulin resistance to type 2 ‍diabetes [10,11]. Although chronic low-
grade inflammation is consistently associated with metabolic dysfunction, causal relationships remain difficult to
establish due to overlapping metabolic and immune pathways.

Although metabolic syndrome, insulin resistance, and MASLD are closely interrelated, they represent distinct
conceptual entities. Metabolic syndrome is a clinical construct defined by the co-occurrence of cardiometabolic risk
factors, including central obesity, hyperglycemia, dyslipidemia, and hypertension. In contrast, insulin resistance is a
core pathophysiological mechanism that contributes to the development of these abnormalities but is not itself a clinical
diagnosis. MASLD represents an organ-specific manifestation of metabolic dysfunction, characterized by ectopic lipid
accumulation in the liver and driven in part by insulin resistance and systemic metabolic imbalance. Distinguishing
these concepts is essential for understanding the heterogeneity of metabolic disease and for developing targeted
therapeutic strategies.

1.3 A Paradigm of Multi-Organ Crosstalk Failure

Since‍2025, the concept of MetS has changed significantly. Initially, the main focus was only on insulin resistance but
now it is considered a disease in which crosstalk between organs is ‍impaired [12,13]. The‍ body usually keeps its
balance through a delicately coordinated signaling network that involves the pancreas, liver, fat tissue, skeletal muscle,
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gut, and brain. In the case of MetS, this interaction stoppage is one of the factors. Fat tissue that does not function
properly releases an excessive amount of FFAs to the liver. As a result, liver fat accumulation, a greater production of
very low-density lipoproteins (VLDL), and the beginning of liver insulin resistance ‍occur [14,15]. Meanwhile,‍
disruptions in the gut-brain axis that are caused by a decreased incretin signaling (e.g. GLP-1) and changes in signals
from gut microbiota, result in bad signals of satiety and reduced insulin secretion. Pro-inflammatory adipokines released
from the fat tissue interfere with insulin-stimulated glucose uptake in skeletal muscle, which is the primary organ for
postprandial glucose ‍management [16,17]. Moreover,‍ the diminution in signaling from the central nervous system to
adipose tissue that is in part a consequence of leptin resistance in the hypothalamus, changes the mechanisms of energy
expenditure and fat accumulation. This condition, therefore, favors the uninterrupted positive energy balance. Such
complex entanglements emphasize the necessity of a bolder approach to grasp the concept of MetS. The interconnected
pathophysiological network underlying metabolic syndrome, linking visceral adiposity, insulin resistance, dyslipidaemia,
chronic inflammation, and downstream cardiometabolic complications, is schematically illustrated in Figure 1. These
interconnected signaling disruptions ultimately manifest as distinct but overlapping clinical conditions, which together
define the spectrum of metabolic syndrome. The side effects of this conglomerate of metabolic risk factors stem from a
general malfunction of the body, thus the therapeutic methods that target only one pathway seldom bring the restoration
of the clinical condition for a prolonged ‍period [18,19]. The principal axes of inter-organ crosstalk disruption and their
molecular mediators contributing to insulin resistance, dyslipidemia, and ectopic lipid accumulation are summarized in
Table 1. To understand the clinical manifestations of metabolic syndrome, it is essential to first examine the underlying
molecular and cellular mechanisms that drive insulin resistance and systemic metabolic dysfunction.
Table 1. Key organ-organ crosstalk pathways and molecular mediators driving metabolic syndrome.

Organ Axis Primary Mediators Pathophysiological Consequence Clinical
Manifestation

Adipose → Liver FFAs, TNF-α, IL-6 Hepatic insulin resistance, increased
VLDL secretion

Dyslipidemia,
MASLD

Adipose → Skeletal
Muscle Pro-inflammatory adipokines Impaired insulin-stimulated glucose

uptake
Postprandial
hyperglycemia

Gut → Brain Reduced GLP-1, altered short-chain fatty
acids (SCFAs)

Impaired satiety signaling, appetite
dysregulation Obesity

Gut → Systemic
Circulation

LPS (endotoxemia), reduced barrier
integrity Low-grade systemic inflammation Insulin resistance

Brain →Adipose Leptin resistance Reduced energy expenditure, increased
fat storage

Positive energy
balance

Liver → Systemic Excess VLDL, glucose overproduction Atherogenic dyslipidemia,
hyperglycemia ASCVD risk

Figure 1. The interconnected pathophysiology of metabolic syndrome.
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1.4 Objectives of the Review

This review aims to provide a comprehensive and integrative synthesis of metabolic syndrome as a systems-level
disorder. Specifically, it seeks to: (i) elucidate the central role of insulin resistance and its molecular underpinnings, (ii)
characterize multi-organ crosstalk and the signaling networks linking metabolic tissues, (iii) examine the progression of
key disease domains including T2MD, dyslipidemia, hypertension, and MASLD, and (iv) critically evaluate current and
emerging therapeutic strategies, including incretin-based therapies, sodium-glucose cotransporter-2 (SGLT2) inhibitors,
and precision medicine approaches driven by artificial intelligence (AI) and multi-omics integration.

2. Literature Search and Selection Strategy

This narrative review was conducted using a structured literature search to ensure comprehensive coverage of current
evidence related to metabolic syndrome and its multi-organ pathophysiology. Electronic databases including PubMed,
Scopus, and Web of Science were systematically searched for relevant articles published between 2015 and 2025, with
priority given to studies published in the last five years.

The search strategy incorporated combinations of keywords and Medical Subject Headings terms such as: “metabolic
syndrome”, “insulin resistance”, “organ crosstalk”, “immunometabolism”, “gut microbiome”, “MASLD”, “GLP-1
receptor (GLP-1R) agonists”, “SGLT2 inhibitors”, “multi-omics”, and “artificial intelligence in metabolic disease”.

Studies were selected based on relevance to the mechanistic understanding and clinical management of metabolic
syndrome. Inclusion criteria comprised original research articles, clinical trials, systematic reviews, and high-impact
narrative reviews published in peer-reviewed journals. Exclusion criteria included non-English publications, case
reports, conference abstracts without full data, and studies lacking clear methodological rigor.

Emphasis was placed on integrating high-quality primary studies, landmark clinical trials, and recent advances to ensure
both depth and contemporary relevance. Reference lists of selected articles were also screened to identify additional
pertinent studies.

2.1 The Pathophysiology of Beta-Cell Dysfunction

The‍transition from compensated insulin resistance to T2DM is when pancreatic beta cells can no longer maintain their
high secretion levels. The switch is not abrupt but gradual and is determined by multiple stressors. The term for this is
‍glucolipotoxicity [20,21]. Eventually,‍ exposure to high glucose levels (glucotoxicity) combined with elevated FFAs
(lipotoxicity) has a direct damaging effect on beta cells. A rise in glucose concentration stimulates the metabolic flux
through the beta cell. As a result, the excessive production of reactive oxygen species (ROS) occurs, and the cell
experiences stress in the endoplasmic reticulum due to the increased demand of insulin production and ‍folding [22,23].
Saturated‍ FFAs may transform into perilous lipid species such as ceramides that lead to programmed cell death
(apoptosis). On top of that, the deposition of islet amyloid polypeptide also takes place. This peptide is co-released with
insulin and thus generates toxic oligomers and amyloid plaques around the beta cells, which damages them even more.
The continuous assault of this kind on cells causes the gradual decrease of both beta-cell function, which comprises
defective glucose sensing and insulin secretion, as well as beta-cell mass. The reduction hereof finally brings about the
relative insulin deficiency that characterizes ‍T2DM [24]. An improved understanding of these disease processes has
directly informed the development of targeted therapeutic strategies aimed at modifying both metabolic pathways and
organ-level dysfunction.

2.2 A Historical Perspective on Therapeutics

Over the years, our understanding of T2DM and its treatments has changed as evidenced by when the first
pharmacotherapy (oral medication) for T2DM was developed - producing ways to influence the function of a declining
pancreas (increased secretion) or by providing the body with "added" or "external" insulin [25,26]. Sulfonylureas‍such
as glipizide and meglitinides act in a similar manner by shutting down the ATP-sensitive potassium (K-ATP) channel
located on the beta cell. The result is depolarization and insulin release. Still, they carry a significant risk of
hypoglycaemia and may cause beta-cell exhaustion. The traditional first-line drug, metformin, mainly works by
lowering glucose production in the liver and has a small insulin-sensitizing effect in the peripheral tissues. The detailed
molecular mechanisms, such as its effect on mitochondrial complex I and AMPK activation, are still being ‍resolved
[27,28]. The‍ next wave of drugs also aimed to tackle insulin resistance in a more direct manner. One of the main
insulin-sensitizing agents is a group of medications called thiazolidinediones (TZDs) with pioglitazone being one of
them. They bind with and activate the PPARγ nuclear receptor, which is a protein highly abundant in m-Fat cells. TZDs
promote the generation of smaller, more insulin-sensitive fat cells. Besides, they make fat storage change from the belly
area to under the skin. This process, in fact, helps with reducing lipotoxicity. Nevertheless, the employment of TZDs
has been curtailed owing to side effects such as weight gain, edema, and bone ‍fractures [29,30]. Despite these advances,
current therapies do not fully address the complexity and heterogeneity of metabolic disease, prompting exploration of
emerging concepts that extend beyond traditional pharmacology.
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2.3 Progression from Insulin Resistance to Clinical Disease

Building on the molecular mechanisms of insulin resistance, the progression toward overt metabolic disease involves a
continuum of compensatory and maladaptive responses. Early hyperinsulinemia maintains glucose homeostasis;
however, persistent metabolic stress leads to beta-cell dysfunction, glucolipotoxicity, and systemic metabolic imbalance.
This transition marks the shift from subclinical metabolic dysregulation to clinically manifest conditions such as T2MD
and associated cardiometabolic complications.

2.4 The Incretin Revolution: GLP-1R Agonists and DPP-4 Inhibitors

Despite robust clinical trial outcomes, long-term safety, durability of weight loss, and real-world adherence remain
areas requiring further investigation. The‍ rant about the poor incretin system has finally been resolved with the
treatment. Dipeptidyl peptidase-4 (DPP-4) inhibitors, for instance, sitagliptin, block the degradation of endogenous
GLP-1 and GIP. As a result, the body's natural incretin response is ‍improved [31,32]. Such‍medications can be taken by
mouth and do not cause weight gain, with the risk of hypoglycemia being very low. Nevertheless, their glucose-
lowering effect is only slight. It wasn't until the development of injectable GLP-1R agonists, like liraglutide and
semaglutide, that the real breakthrough occurred. These drugs behave like natural GLP-1, thus they provide insulin
release and glucagon suppression that are both strong and dependent on glucose. Moreover, their potent effects on the
brain help decrease appetite and raise satiety, thereby resulting in a noteworthy and, most importantly, a weight loss that
is maintained for a long time. Thus, this is a direct approach to the problem of obesity. The latest generation of these
pharmaceuticals comprises ‍multi-agonists [33-35]. The medication that was given the green light in 2022, Tirzepatide,
is a dual agonist for both the GLP-1R and GIP receptor. It can achieve astounding levels of glycemic control and weight
reduction practically to the level of bariatric surgery have been shown in the landmark trials including SURPASS as
well as SURMOUNT. Late-stage clinical trials of even more complicated tri-agonists targeting GLP-1, GIP, and
glucagon receptors, such as retatrutide, were reported as of early 2025. They have indicated more than 24% average
weight loss and are very promising for the treatment of obesity, diabetes, and the related disorders such as MASLD [36].
The mechanistic targets, principal organ sites of action, and dominant clinical benefits of established and emerging
pharmacological classes used in metabolic disease management are summarized in Table 2. The clinical efficacy of dual
incretin agonism has been robustly demonstrated in the SURPASS clinical trial program, where tirzepatide achieved
superior glycemic control and weight reduction compared to insulin and GLP-1R agonists. In parallel, the SURMOUNT
trials reported substantial weight loss exceeding 20% in patients with obesity, highlighting its potential to modify
disease trajectory beyond glycemic control.

Table 2.Major therapeutic classes in metabolic disease and their primary mechanistic targets and organ-level benefits.

Drug Class Representative
Agents Primary Mechanism Dominant

Organ Target Key Clinical Benefit

Biguanides Metformin Inhibits hepatic gluconeogenesis;
AMPK activation Liver Improves insulin

sensitivity

GLP-1RAgonists Semaglutide,
Liraglutide

Enhances insulin secretion;
suppresses appetite

Brain, Pancreas,
Gut

Weight loss, glycemic
control

Dual GLP-1/GIP
Agonists Tirzepatide Synergistic incretin signaling Brain, Pancreas Profound weight loss,

T2DM remission

SGLT2 Inhibitors Empagliflozin,
Dapagliflozin Renal glucose excretion Kidney, Heart Cardio-renal protection

PPARγ Agonists (TZDs) Pioglitazone Adipocyte insulin sensitization Adipose tissue Improved insulin
sensitivity

Thyroid Hormone
Receptor-β Agonists Resmetirom Enhances hepatic lipid oxidation Liver MASLD/MASH

improvement

2.5 The Rise of the SGLT2 Inhibitors: A New Cardio-Renal Paradigm

While‍the incretin revolution was going on, a new class of drugs appeared that work differently. SGLT2 inhibitors, such
as empagliflozin and dapagliflozin, are agents that act in the proximal tubule of the ‍kidney [37,38]. Although
cardiovascular and renal benefits are well supported by large, randomized trials, the exact mechanisms underlying these
effects remain incompletely understood. They‍ prevent glucose from being absorbed again, so glucose in excess is
excreted with urine, which is called glycosuria. This is an insulin-independent mechanism that helps to normalize blood
glucose levels efficiently and with a very low risk of hypoglycaemia. At the same time, it causes a slight decrease in
body weight and a reduction in blood pressure due to the osmotic diuretic effect. It was amazing that essential and
largely unexpected beneficial effects of such drugs on the heart and ‍kidneys [39,40]. Large-scale cardiovascular
outcome trials such as EMPA-REG OUTCOME, DECLARE-TIMI 58, and DAPA-HF have unequivocally
demonstrated that SGLT2 inhibitors are very effective in reducing the risk of major adverse cardiovascular events,
hospitalizations for heart failure, and the progression of chronic kidney disease in both diabetic and non-diabetic
individuals. These improvements are far from what could be accounted for by glycemic control alone. They are most
likely the result of a complicated interplay of different factors including hemodynamic changes (less preload and
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afterload), metabolic changes (inducing a mild state of ketosis which is a better source of energy for the heart), and
direct effects on inflammation and fibrosis of the heart and ‍kidneys. [41,42]. It‍ has altered the way we comprehend
T2DM to be a condition that mainly causes damage to the heart, kidneys, and metabolism. The complementary
mechanisms of incretin-based multi-agonists and SGLT2 inhibitors, acting through central appetite regulation,
pancreatic hormone modulation, gastrointestinal motility, and renal glucose excretion, are illustrated in Figure 2.
Consequently, the standards of care put more emphasis on employing medications such as SGLT2 inhibitors and GLP-
1R agonists which have been shown to have organ-protective effects, thus their use is not limited to patients with certain
HbA1c levels ‍only [43]. While these mechanisms provide a molecular foundation, metabolic syndrome cannot be fully
explained by isolated pathways, as it arises from dynamic interactions between multiple organs. Large-scale randomized
controlled trials have firmly established the cardio-renal benefits of SGLT2 inhibitors. The EMPA-REG OUTCOME
trial demonstrated a significant reduction in cardiovascular mortality with empagliflozin, while the DECLARE-TIMI 58
and DAPA-HF trials confirmed reductions in heart failure hospitalization and progression of chronic kidney disease,
including in non-diabetic populations.

The

Figure 2. Mechanisms of action of revolutionary anti-diabetic drug classes. (A) GLP-1/GIP multi-agonists (e.g.,
Tirzepatide). (B) SGLT2 inhibitors (e.g., Empagliflozin).

3. Multi-Organ Crosstalk: Dyslipidemia and Hypertension

3.1 Atherogenic Dyslipidemia: More than just High Cholesterol

‍dyslipidemia of MetS and T2DM that is different from familial hypercholesterolemia has been frequently referred
to as atherogenic dyslipidemia. The scenario is not that of a very high concentration of low-density lipoprotein
cholesterol (LDL-C) which in fact can be in the normal range or only slightly ‍increased [44-46]. Rather,‍ it is
characterized by a specific set of parameters such as elevated triglycerides, decreased levels of HDL-C, and a change in
LDL composition towards small, dense particles. These small, dense LDL particles are more susceptible to oxidative
changes and can more easily infiltrate the arterial wall. Consequently, atherosclerosis risk is higher, even if LDL-C
levels are within the normal range. This detrimental lipid profile is essentially a consequence of insulin resistance in the
liver. When the body is insulin resistant, insulin does not inhibit fat breakdown in fat tissue. As a result, there is a
continuous supply of FFAs to the liver. Moreover, elevated insulin levels signal the liver to produce more fat via a
process called ‍lipogenesis [47-49]. This‍additional fat causes the liver to release an excessive amount of VLDL particles
that are filled with triglycerides. Once in the blood, cholesteryl ester transfer protein mediates the exchange of some of
the triglycerides in these VLDL particles with the cholesteryl esters that it finds in HDL and LDL particles. The
exchange generates HDL particles that are rich in triglycerides and rapidly cleared from the circulation, thus reducing
HDL-C. It also generates triglyceride-rich LDL particles that are converted by hepatic lipase into small, dense LDL
particles. These small, dense LDL particles are very harmful, first of all, because they can easily penetrate the artery
lining, secondly, they are more susceptible to oxidation, and thirdly, they have a lower affinity for the LDL receptor.
Thus, they are retained for a longer time in the bloodstream [50,51].

Lifestyle‍changes are the primary treatment for atherogenic dyslipidemia. Statins are very powerful in decreasing LDL-
C by inhibiting HMG-CoA reductase and thus are used if necessary. In the case of extreme hypertriglyceridemia, the
physician may administer fibrates (PPARα agonists) or large amounts of omega-3 fatty acids. Additionally, novel drugs
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that specifically target ANGPTL3 and apoC-III are also becoming less hesitant as potent triglyceride-lowering ‍agents
[52,53].

3.2 Hypertension in Metabolic Syndrome: AMultifactorial Challenge

The‍connection between insulin resistance and high blood pressure in MetS is a complicated one, and the causality can
be traced in both directions. It is due to a combination of intertwined mechanisms that blood pressure is elevated [54,55].
Prolonged high insulin levels promote the retention of sodium and water in the kidneys through reabsorption, thus
increasing blood volume. Besides that, insulin resistance and elevated leptin levels also stimulate the sympathetic
nervous system. Consequently, the heart rate and cardiac output become higher, and the blood vessels constrict more,
leading to an increase in blood ‍pressure [56,57]. At‍ the same time, malfunctioning fat tissue raises the activity of the
renin-angiotensin-aldosterone system through increased production of angiotensinogen as well as by intensifying
intrarenal and vascular renin-angiotensin-aldosterone system (RAAS) signaling. As a consequence, this brings about
vasoconstriction and sodium retention even more. These effects on the circulation system become aggravated by
endothelial dysfunction. Under such conditions elevated glucose and increased levels of FFAs lead to the generation of
ROS and the development of an inflammatory process in the vascular ‍endothelium [58-60]. This‍reduces the availability
of nitric oxide and thus makes the vascular tone to be in a state of constant constriction. The treatment of hypertension
in MetS is according to the usual standard guidelines. RAAS inhibitors, such as angiotensin-converting enzyme
inhibitors or angiotensin receptor blockers, are put first in the line of treatment because of their good metabolic and
protective effects on the kidneys. Calcium channel blockers and thiazide diuretics are also frequently used. What is
more, these new metabolic drugs also offer some benefits for blood pressure. GLP-1R agonists help to lower blood
pressure via such mechanisms as natriuresis and slight weight reduction. SGLT2 inhibitors contribute to blood pressure
lowering especially due to their osmotic diuretic action [61-63].

3.3 Obesity and MASLD: The Core and Consequence of Energy Overload

3.3.1 Adipose Tissue as a Dysfunctional Endocrine Organ

The‍modern perspective of obesity has altered. It is not simply considered one of being overweight anymore. Rather, it
is recognized as a long-term, comeback disease that is associated with a dead organ: fat ‍tissue [64-66]. Under‍healthy
conditions, adipose tissue is the main organ that can store the excess energy in the form of triglycerides and release the
most helpful type of substances called adipokines. To give an example, adiponectin is the one that has very strong anti-
inflammatory and insulin-sensitizing effects. Obesity development is an adipocyte enlargement beyond their usual
capacity, also called hypertrophy. The increase in the size of adipocytes causes mechanical stress, reduces blood flow,
and finally, cell death occurs. The cell death causes the tissue infiltration of immune cells, especially macrophages, in
very large numbers. These macrophages convert from anti-inflammatory "M2" to pro-inflammatory "M1" phenotype,
hence the occurrence of metaflammation, an inflammatory state associated with ‍metabolism [67-69]. This inflamed fat
tissue becomes resistant to insulin and changes its secretion pattern. The production of the helpful hormone adiponectin
is reduced dramatically, while the release of the harmful pro-inflammatory cytokines like TNF-α, IL-6, and IL-1β, as
well as the production of the damaging adipokines such as leptin and resistin, increases greatly. One of the factors that
cause the brain to keep a positive energy balance is its resistance to leptin, even though high levels of this hormone are
found in the blood. There is no reduction in appetite and no increase in energy expenditure. Recent phase II and III
clinical trials have further supported the therapeutic potential of metabolic-targeting agents in MASLD/MASH, with
GLP-1R agonists demonstrating histological improvement in steatohepatitis and fibrosis resolution in a subset of
patients. As outlined earlier, insulin resistance serves as a central mechanistic link connecting systemic metabolic
dysfunction with hepatic lipid accumulation. This dysfunctional state is the one that drives the widespread insulin
resistance and inflammation that are at the root of all other aspects of ‍MetS [70,71].

3.3.2 From Non-Alcoholic Fatty Liver Disease (NAFLD) to MASLD: ADisease of Ectopic Fat

Once‍the storage capacity of subcutaneous fat tissue is surpassed; lipids are going to be spilled and accumulated in non-
fat tissues. This phenomenon is known as ectopic fat deposition or lipotoxicity. The liver is the organ that is most
affected by this ‍process [72-74]. The‍accumulation of fat in the liver, in the absence of overconsumption of alcohol, was
formerly referred to as NAFLD. In 2023, an international expert panel agreed to rename the condition to MASLD. This
is a more accurate description of the condition as the liver's reaction to metabolic syndrome. MASLD can be seen as a
spectrum. The very first stage is just the presence of fat in the liver, which is essentially a safe ‍condition [75-77].
Nevertheless,‍this may develop in some individuals to metabolic dysfunction-associated steatohepatitis, abbreviated as
MASH. MASH is a significant progression of the condition, characterised by the irritation and enlargement of liver
cells. MASH causes worry as it can lead to liver fibrosis, i.e. scarring of the liver, due to inflammation and damage to
cells that occur over a long period of time. Eventually, this fibrosis can turn into cirrhosis, liver failure at its final stage,
and hepatocellular carcinoma, the major type of liver cancer, according to which liver transplantation due to MASH will
be the leading cause worldwide by ‍2025 [78-80]. The‍evolution of MASH is generally illustrated by the "multiple hit"
hypothesis. The "first hit" is the fat accumulation in the liver which is a result of insulin resistance and increased free
fatty acid flow. The "second hits" are a variety of factors. They are oxidative stress due to mitochondrial dysfunction,
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endoplasmic reticulum stress caused by fat toxicity, inflammatory signals induced by gut-derived endotoxins, and
signaling from pro-inflammatory cytokines. Thus, these factors comprise the necroinflammatory process that causes
‍fibrosis [81].

3.3.3 The Therapeutic Frontier for MASH

Although‍MASH was everywhere and had very serious impacts, there were no FDA-approved drugs that targeted it
specifically until quite recently. In 2024, the FDA granted accelerated approval to resmetirom, a drug that binds to
thyroid hormone receptor-beta and thereby increases liver fat ‍metabolism [82-84]. This was a very important landmark.
The pipeline for therapies is now very vibrant. The most promising agents are those that essentially focus on the main
metabolic causes of the disease. One example is GLP-1R agonists like semaglutide and multi-agonists like tirzepatide
that have demonstrated impressive effectiveness in MASH resolution and fibrosis improvement as they help with
weight loss and reduce liver lipotoxicity. Besides these, there are also FXR agonists, such as obeticholic acid, that
regulate bile acid production and lessen the inflammation. In addition, CCR2/5 inhibitors are there which stop
inflammatory monocytes from migrating to the liver. The next generation of MASH therapy will probably be
combination regimens that target metabolism, inflammation, and fibrosis ‍simultaneously [85].

In addition to classical signaling pathways, circulating organokines-including adipokines, myokines, and cardiokines-
serve as key mediators of inter-organ metabolic communication. Adipokines such as adiponectin exert insulin-
sensitizing and anti-inflammatory effects, whereas others, including fatty acid-binding protein 4 (FABP4), are
associated with insulin resistance and atherogenic processes. Similarly, myokines such as irisin link skeletal muscle
activity to systemic energy homeostasis, while cardiokines like follistatin-like 1 (FSTL1) contribute to cardiovascular
and metabolic regulation.

Recent clinical evidence highlights the diagnostic and integrative value of these molecules. For instance, combined
profiling of adiponectin, irisin, and FSTL1 has demonstrated high diagnostic performance in identifying metabolic
syndrome, reflecting the coordinated dysfunction of multiple organs. Furthermore, emerging studies utilizing machine
learning approaches suggest that organokine networks can be modeled to predict disease risk and inter-organ signaling
patterns. These findings reinforce the concept that metabolic syndrome is not only a disorder of individual tissues but
also a disruption of a dynamic, circulating signaling network.

4. Emerging Directions

The field of metabolic disease is rapidly changing due to technological advances and new ideas. Research today focuses
on the complex systems that control homeostasis, moving past single organs and pathways.

4.1 Immunometabolism: The Immune System as a Metabolic Rheostat

A major emerging paradigm is the emergence of immunometabolism, which studies the communication between the
immune and metabolic systems. The immune system is no longer considered to be a mere responder to metabolic stress
as it is shown that it is an active regulator of metabolic ‍homeostasis [86,87]. Immune‍cells are equipped with a range of
receptors that can not only identify metabolic substances such as glucose, fatty acids, and amino acids but also
recognize metabolic hormones like insulin and leptin. With this capability, immune cells are able to modify their
operation according to the metabolic state of the organism. Thus, effector T cells in a nutrient-rich milieu escalate
glycolysis to energize their fast proliferation and pro-inflammatory activities. On the other hand, regulatory T cells in
nutrient-deficient milieus rely on fatty acid oxidation to retain their immunosuppressive functions. Such a link implies
that the continuous nutrient overabundance of MetS alters the immune system in a way that it becomes ‍pro-
inflammatory [88,89]. The‍ local inflammatory response of macrophages in adipose tissue is only part of the story. A
systemic pro-inflammatory shift is a major contributor to endothelial dysfunction in blood vessels, beta-cell damage in
the pancreas, and inflammatory injury in the liver and kidneys. This concept broadens the horizon of treatment options
tremendously. The next-generation drugs might no longer be limited to the metabolic pathways but rather they could
work to "reprogram" the immune system to a metabolically healthy, anti-inflammatory state again. An example of such
an approach would be the targeting of certain metabolic checkpoints in immune ‍cells [90].

4.2 The Gut Microbiome: ANeglected Endocrine Organ

The trillions of microorganisms that inhabit the human intestines, called the gut microbiome, have recently been
identified as major environmental contributors to the onset of metabolic disease [91]. Current evidence linking gut
microbiota to metabolic disease is largely associative, and variability between individuals limits the translation of these
findings into standardized therapeutic interventions. The‍microbiome functions similarly to an endocrine organ in the
sense that it produces a very diverse set of bioactive substances while digesting dietary components, notably fiber.
These substances travel through the blood to various organs, thus sending them messages. The most researched are the
SCFAs i.e. butyrate, propionate, and ‍acetate [92]. Colonic cells use SCFAs as an energy source, enhance the intestinal
wall's integrity, and signal through the activation of G protein-coupled receptors such as GPR41 and GPR43 across
multiple cell kinds, including enteroendocrine L-cells [93]. These‍ cells are the ones where the release of GLP-1 is
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triggered. A properly functioning and varied microbiome that is effective in the production of SCFAs is associated with
good metabolic health. In contrast, the gut microbiome of obese individuals with T2MD is characterized by reduced
diversity (dysbiosis), and a shift towards bacteria that are more efficient in energy extraction and inflammation-inducing,
according to several studies. In such an instance, a "leaky" gut barrier may allow bacterial constituents, for example,
lipopolysaccharide (LPS), to reach the blood. Thereby, a low-grade systemic inflammatory response termed "metabolic
endotoxemia" occurs, which is one of the factors causing insulin ‍resistance [94,95]. These‍cells are the ones where the
release of GLP-1 is triggered. The contrasting metabolic consequences of a eubiotic versus dysbiotic gut microbiome,
including short-chain fatty acid production, incretin signalling, intestinal barrier integrity, and systemic inflammatory
tone, are schematically depicted in Figure 3. In parallel with biological insights, technological advancements
particularly in AI and multi-omics are reshaping how metabolic disease is characterized and managed.

A properly functioning and varied microbiome that is effective in the production of SCFAs is associated with good
metabolic health. In contrast, the gut microbiome of obese individuals with T2MD is characterized by reduced diversity
(dysbiosis), and a shift towards bacteria that are more efficient in energy extraction and inflammation-inducing,
according to several studies. In such an instance, a "leaky" gut barrier may allow bacterial constituents, for example,
LPS, to reach the blood. Thereby, a low-grade systemic inflammatory response termed "metabolic endotoxemia" occurs,
which is one of the factors causing insulin ‍resistance [96].

Figure 3. The role of the gut microbiome in metabolic health and disease. (A) Healthy microbiome. (B) Dysbiotic microbiome.

4.3 Personalized Medicine: The AI and Multi-Omics Revolution

Perhaps the most important trend shaping the future of metabolic medicine in 2025 is the integration of AI and multi-
omics technologies to start a new era of true precision medicine [97]. Two individuals with T2DM may have received
the diagnosis through very different biological processes; one may have primarily hepatic insulin resistance, while the
other may have primary beta-cell failure. Yet, historically, they have been treated with the same protocols. Emerging
studies integrating multi-omics datasets with machine learning models have demonstrated the ability to stratify patients
into biologically distinct subtypes, improving prediction of disease progression and therapeutic response, although most
applications remain at the translational or early clinical stage. After gathering huge datasets related to genomics,
transcriptomics, proteomics, and metabolomics, scientists are gradually able to dissect MetS into separate molecular
subtypes or "endotypes". To identify these complicated patterns in high-dimensional data, machine learning and deep
learning algorithms play a vital role. The clinical implications of such sub-typing are quite ‍profound [98].

AI is also transforming the pharmaceutical industry in a way that drugs are discovered. To illustrate our point, we
mentioned GEN-101, and how generative AI platforms are able to come up with an entirely new drug candidate in a
matter of seconds with a very specific set of properties, that are even pre-defined by the user. Innovation is thus
accelerated to a very significant extent. Moreover, digital health platforms, wearable sensors, and continuous glucose
monitors are becoming the sources of a large volume of real-world patient data. AI algorithms can shift through this
data to provide very personalized lifestyle recommendations, predict hypoglycemic episodes, and create "digital twins"
of patients to see how they will respond to different treatments, before patients actually receiving these ‍treatments.
[99,100]. Despite substantial advances, metabolic syndrome remains a heterogeneous condition, and variability in
pathophysiology and treatment response underscores the need for individualized and evidence-calibrated approaches
[101]. The clinical efficacy and evidence hierarchy of major therapeutic strategies in metabolic syndrome are
summarized in Table 3, highlighting the strong support from large randomized controlled trials for incretin-based
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therapies and SGLT2 inhibitors, alongside emerging evidence for microbiome- and AI-driven approaches. The
application of AI in metabolic medicine spans a spectrum from clinically implemented tools to emerging investigational
frameworks.

Table 3. Landmark clinical evidence supporting major therapeutic strategies in metabolic syndrome.

Therapeutic
Class

Representative
Agent Key Trial Study Type Major Outcomes Level of

Evidence Ref.

GLP-1R
Agonists Semaglutide SUSTAIN/STEP RCT Significant HbA1c

reduction, weight loss High [102]

Dual Incretin
Agonist Tirzepatide SURPASS/SURMOUNT RCT Superior glycemic

control, >20% weight loss High [103]

SGLT2
Inhibitors Empagliflozin EMPA-REG OUTCOME RCT ↓ CV mortality, ↓ HF

hospitalization High [104]

SGLT2
Inhibitors Dapagliflozin DAPA-HF RCT ↓ heart failure progression

(incl. non-diabetics) High [105]

MASLD
Therapy Resmetirom Phase III trials RCT Improved liver histology,

reduced steatosis
Moderate-
High [106]

Microbiome-
based Various Meta-analyses Mixed Variable metabolic

improvement Emerging [107]

AI/Multi-
omics - Translational studies Observational Patient stratification,

predictive modeling Emerging [108]

4.3.1 Current Clinical Applications

AI and multi-omics approaches are increasingly being integrated into clinical and translational workflows. Current
applications include risk prediction models for T2MD and cardiovascular disease, analysis of continuous glucose
monitoring data for personalized glycemic control, and patient stratification using multi-omics datasets [109]. Digital
health platforms and wearable devices further enable real-time monitoring and data-driven clinical decision support.
While these tools are not yet universally implemented, they are actively being incorporated into specialized clinical
settings and research-driven healthcare systems [110].

4.3.2 Emerging and Investigational Directions

Beyond current applications, AI and multi-omics technologies hold significant potential to transform metabolic
medicine. Emerging approaches aim to define molecular endotypes of metabolic syndrome, enabling highly
individualized therapeutic strategies. Machine learning models are being developed to integrate genomics, proteomics,
and metabolomics data for improved prediction of disease progression and treatment response. In addition, concepts
such as digital twins and AI-driven drug discovery remain largely investigational, with most applications currently
confined to early-stage or translational research. Despite their promise, challenges related to data standardization,
interpretability, and clinical validation continue to limit widespread adoption.

5. Conclusion

The field of metabolic disease research and treatment has changed dramatically over the past decade and is at an
exciting turning point in 2025. We have shifted from focusing solely on blood sugar levels in diabetes to a broader view
that considers multiple organs involved in metabolic syndrome. We have advanced from treatments that only manage
high blood sugar to innovative agents that cause significant weight loss, reverse liver fat accumulation, and offer crucial
heart and kidney protection. Our improved understanding of immunometabolism and the microbiome has opened new
biological areas for treatment. The future will focus on integration and personalization. The old one-size-fits-all method
for metabolic disease no longer works. The next wave of treatments will likely involve tailored combination therapies
based on detailed molecular profiling of each patient. An AI driven diagnostic tool might spot a patient with a "gut
dysbiosis-driven" form of T2MD, leading to a personalized treatment plan that includes a GLP-1/GIP/glucagon tri-
agonist and a specially designed live biotherapeutic to improve gut barrier function. Challenges certainly remain.
Ensuring fair global access to these costly and complex new therapies is a significant societal and economic obstacle.
We must also go further upstream and create better strategies for prevention. This includes addressing the unhealthy
environment and the social factors that drive this pandemic. However, for the first time in modern medicine, we have
the scientific and technological tools to not only manage metabolic diseases but also push them into remission and, in
some cases, reverse the underlying issues. The path from understanding the metabolic chaos to controlling it will be the
key medical challenge and opportunity of the next decade. Taken together, these developments highlight a paradigm
shift from reductionist approaches toward integrated, systems-level management of metabolic disease.
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6. Strengths and Limitations of Current Evidence

The current body of research on metabolic syndrome demonstrates several key strengths. First, large-scale clinical trials
and mechanistic studies have consistently established insulin resistance, adipose dysfunction, and multi-organ crosstalk
as central drivers of disease. Second, therapeutic advances-particularly incretin-based therapies and SGLT2 inhibitors-
are supported by robust randomized controlled trials demonstrating significant metabolic, cardiovascular, and renal
benefits. Additionally, emerging fields such as immunometabolism and multi-omics have expanded the conceptual
framework of metabolic disease beyond traditional models.

However, important limitations remain. A substantial proportion of mechanistic insights are derived from preclinical or
associative studies, limiting direct clinical translation. Evidence linking the gut microbiome to metabolic disease, while
compelling, is heterogeneous and lacks standardized therapeutic approaches. Similarly, AI and precision medicine
strategies, although promising, remain largely in early-stage or translational research with limited real-world validation.
Furthermore, long-term safety, durability, and population-level applicability of newer pharmacological interventions
require continued investigation. These gaps highlight the need for integrative, longitudinal, and clinically validated
studies to fully realize the potential of current advances.

Acknowledgements

The authors would like to acknowledge Lovely Professional University, Phagwara for continuous support and
encouragement.

Author Contributions

Shivangi Sharma: Data curation, Literature review, Writing-original draft, Visualization. Shivank Sharma:
Conceptualization, Methodology, Supervision, Writing-review & editing, Validation, Project administration.

Conflict of Interest

The authors declare that they have no known competing financial interests or personal relationships that could have
appeared to influence the work reported in this paper.

Generative AI Statement

The authors used ChatGPT as a language-assistance tool for grammar and phrasing improvement. They take full
responsibility for all content.

References

[1] Hayden MR. Overview and new insights into the metabolic syndrome: Risk factors and emerging variables in the development
of type 2 diabetes and cerebrocardiovascular disease. Medicina (Kaunas). 2023, 59(3), 561. DOI: 10.3390/medicina59030561

[2] Ahmad MI, Shapiro MD. Preventing diabetes and atherosclerosis in the cardiometabolic syndrome. Current Atherosclerosis
Reports. 2021, 23(4), 16. DOI: 10.1007/s11883-021-00913-8

[3] Scuteri A, Laurent S, Cucca F, Cockcroft J, Cunha PG, Mañas LR, et al. Metabolic Syndrome and Arteries Research (MARE)
Consortium. Metabolic syndrome across Europe: Different clusters of risk factors. European Journal of Preventive Cardiology.
2015, 22(4), 486-491. DOI: 10.1177/2047487314525529

[4] Webster AJ, Gaitskell K, Turnbull I, Cairns BJ, Clarke R. Characterisation, identification, clustering, and classification of
disease. Scientific Reports. 2021, 11(1), 5405. DOI: 10.1038/s41598-021-84860-z

[5] GBD 2023 Causes of Death Collaborators. Global burden of 292 causes of death in 204 countries and territories and 660
subnational locations, 1990-2023: A systematic analysis for the Global Burden of Disease Study 2023. Lancet. 2025,
406(10513), 1811-1872. DOI: 10.1016/S0140-6736(25)01917-8

[6] Gluvic Z, Zaric B, Resanovic I, Obradovic M, Mitrovic A, Radak D, et al. Link between metabolic syndrome and insulin
resistance. Current Vascular Pharmacology. 2017, 15(1), 30-39. DOI: 10.2174/1570161114666161007164510

[7] Zhao X, An X, Yang C, Sun W, Ji H, Lian F. The crucial role and mechanism of insulin resistance in metabolic disease. Frontiers
in Endocrinology. 2023, 14, 1149239. DOI: 10.3389/fendo.2023.1149239

[8] Crasan IM, Tanase M, Delia CE, Gradisteanu-Pircalabioru G, Cimpean A, Ionica E. Metaflammation's role in systemic
dysfunction in obesity: A comprehensive review. International Journal of Molecular Sciences. 2025, 26(21), 10445. DOI:
10.3390/ijms262110445

[9] Schleh MW, Caslin HL, Garcia JN, Mashayekhi M, Srivastava G, Bradley AB, et al. Metaflammation in obesity and its
therapeutic targeting. Science Translational Medicine. 2023, 15(723), eadf9382. DOI: 10.1126/scitranslmed.adf9382

[10] Haynes A, Cooper MN, Bower C, Jones TW, Davis EA. Maternal smoking during pregnancy and the risk of childhood type 1
diabetes in Western Australia. Diabetologia. 2014, 57(3), 469-472. DOI: 10.1007/s00125-013-3122-7

[11] Matonti L, Blasetti A, Chiarelli F. Nutrition and growth in children. Minerva Pediatrics. 2020, 72(6), 462-471. DOI:
10.23736/S0026-4946.20.05981-2

Sharma and Sharma

JDBT, Vol. 2, No. 1, April 2026 https://jdbt.eternopublisher.com

11

https://www.nature.com/srep/


[12] Mina T, Yew YW, Ng HK, Sadhu N, Wansaicheong G, Dalan R, et al. Adiposity impacts cognitive function in Asian populations:
An epidemiological and mendelian randomization study. The Lancet Regional Health__Western Pacific. 2023, 33, 100710. DOI:
10.1016/j.lanwpc.2023.100710

[13] Wang H, Zhao J, Yu Z, Pan H, Wu S, Zhu Q, et al. Types of on-screen content and mental health in kindergarten children. JAMA
Pediatrics. 2024, 178(2), 125-132. DOI: 10.1001/jamapediatrics.2023.5220

[14] Jung UJ, Choi MS. Obesity and its metabolic complications: the role of adipokines and the relationship between obesity,
inflammation, insulin resistance, dyslipidemia and nonalcoholic fatty liver disease. International Journal of Molecular Sciences.
2014, 15(4), 6184-6223. DOI: 10.3390/ijms15046184

[15] Pal SC, Méndez-Sánchez N. Insulin resistance and adipose tissue interactions as the cornerstone of metabolic (dysfunction)-
associated fatty liver disease pathogenesis. World Journal of Gastroenterology. 2023, 29(25), 3999-4008. DOI:
10.3748/wjg.v29.i25.3999

[16] Nicholson T, Church C, Baker DJ, Jones SW. The role of adipokines in skeletal muscle inflammation and insulin sensitivity.
Journal of Inflammation-London. 2018, 15, 9. DOI: 10.1186/s12950-018-0185-8

[17] Sharma B, Dabur R. Role of pro-inflammatory cytokines in regulation of skeletal muscle metabolism: A systematic review.
Current Medicinal Chemistry. 2020, 27(13), 2161-2188. DOI: 10.2174/0929867326666181129095309

[18] Patial R, Batta I, Thakur M, Sobti RC, Agrawal DK. Etiology, pathophysiology, and treatment strategies in the prevention and
management of metabolic syndrome. Archives of Internal Medicine Research. 2024, 7(4), 273-283. DOI: 10.26502/aimr.0184

[19] Guerra JVS, Dias MMG, Brilhante AJVC, Terra MF, García-Arévalo M, Figueira ACM. Multifactorial basis and therapeutic
strategies in metabolism-related diseases. Nutrients. 2021, 13(8), 2830. DOI: 10.3390/nu13082830

[20] Solis-Herrera C, Triplitt C, Cersosimo E, DeFronzo RA. Pathogenesis of type 2 diabetes mellitus. Endotext [Internet]. 2025.
[21] Yong J, Johnson JD, Arvan P, Han J, Kaufman RJ. Therapeutic opportunities for pancreatic β-cell ER stress in diabetes mellitus.

Nature Reviews Endocrinology. 2021, 17(8), 455-467. DOI: 10.1038/s41574-021-00510-4
[22] Zeeshan HM, Lee GH, Kim HR, Chae HJ. Endoplasmic reticulum stress and associated ROS. International Journal of Molecular

Sciences. 2016, 17(3), 327. DOI: 10.3390/ijms17030327
[23] Onyango AN. Cellular stresses and stress responses in the pathogenesis of insulin resistance. Oxidative Medicine and Cellular

Longevity. 2018, 2018, 4321714. DOI: 10.1155/2018/4321714
[24] Cerf ME. Beta cell physiological dynamics and dysfunctional transitions in response to islet inflammation in obesity and

diabetes. Metabolites. 2020, 10(11), 452. DOI: 10.3390/metabo10110452
[25] Kahn SE, Cooper ME, Del Prato S. Pathophysiology and treatment of type 2 diabetes: Perspectives on the past, present, and

future. Lancet. 2014, 383(9922), 1068-1083. DOI: 10.1016/S0140-6736(13)62154-6
[26] Blaslov K, Naranđa FS, Kruljac I, Renar IP. Treatment approach to type 2 diabetes: Past, present and future. World Journal of

Diabetes. 2018, 9(12), 209-219. DOI: 10.4239/wjd.v9.i12.209
[27] Cao R, Tian H, Zhang Y, Liu G, Xu H, Rao G, et al. Signaling pathways and intervention for therapy of type 2 diabetes mellitus.

MedComm (2020). 2023, 4(3), e283. DOI: 10.1002/mco2.283
[28] Pappachan JM, Fernandez CJ, Chacko EC. Diabesity and antidiabetic drugs. Molecular Aspects of Medicine. 2019, 66, 3-12.

DOI: 10.1016/j.mam.2018.10.004
[29] Chan RJ, Helmeczi W, Hiremath SS. Revisiting resistant hypertension: A comprehensive review. Internal Medicine Journal.

2023, 53(10), 1739-1751. DOI: 10.1111/imj.16189
[30] Verhaegen AA, Van Gaal LF. Drugs affecting body weight, body fat distribution, and metabolic function-mechanisms and

possible therapeutic or preventive measures: An update. Current Obesity Reports. 2021, 10(1), 1-13. DOI: 10.1007/s13679-020-
00419-5

[31] Nasr NE, Sadek KM. Role and mechanism (s) of incretin-dependent therapies for treating diabetes mellitus. Environmental
Science and Pollution Research. 2022, 29(13), 18408-18422. DOI: 10.1007/s11356-021-18080-w

[32] Alluri AA, Guntupalli Y, Suvarna SS, Prystupa Y, Khetan SP, Vejandla B, et al. Incretin-based therapies: Advancements,
challenges, and future directions in type 2 diabetes management. Journal of Basic and Clinical Physiology and Pharmacology.
2025, 36(2-3), 95-111. DOI: 10.1515/jbcpp-2025-0031

[33] Petersen J, Strømgaard K, Frølund B, Clemmensen C. Designing poly-agonists for treatment of metabolic diseases: Challenges
and opportunities. Drugs. 2019, 79(11), 1187-1197. DOI: 10.1007/s40265-019-01153-6

[34] Brandt SJ, Müller TD, DiMarchi RD, Tschöp MH, Stemmer K. Peptide-based multi-agonists: A new paradigm in metabolic
pharmacology. Journal of Internal Medicine. 2018, 284(6), 581-602. DOI: 10.1111/joim.12837

[35] Huang X, Liu J, Peng G, Lu M, Zhou Z, Jiang N, et al. Gut hormone multi-agonists for the treatment of type 2 diabetes and
obesity: Advances and challenges. Journal of Endocrinology. 2024, 262(3), e230404. DOI: 10.1530/JOE-23-0404

[36] Simancas-Racines D, Annunziata G, Verde L, Fascì-Spurio F, Reytor-González C, Muscogiuri G, et al. Nutritional strategies for
battling obesity-linked liver disease: The role of medical nutritional therapy in metabolic dysfunction-associated steatotic liver
disease (MASLD) management. Current Obesity Reports. 2025, 14(1), 7. DOI: 10.1007/s13679-024-00597-6

[37] Preda A, Montecucco F, Carbone F, Camici GG, Lüscher TF, Kraler S, et al. SGLT2 inhibitors: From glucose-lowering to
cardiovascular benefits. Cardiovascular Research. 2024, 120(5), 443-460. DOI: 10.1093/cvr/cvae047

[38] Taylor SI, Blau JE, Rother KI. SGLT2 inhibitors may predispose to ketoacidosis. Journal of Clinical Endocrinology &
Metabolism. 2015, 100(8), 2849-2852. DOI: 10.1210/jc.2015-1884

[39] Muzammil MA, Syed MA, Riaz S, Anwar M, Fariha F, Imran L, et al. Advancements in the treatment of diuretic resistance in
congestive heart failure. Cardiology in Review. 2024. DOI: 10.1097/CRD.0000000000000763

[40] Thompson BT, Cox PN, Antonelli M, Carlet JM, Cassell J, Hill NS, et al. Challenges in end-of-life care in the ICU: Statement

heart failure: A comprehensive meta-analysis of five randomised controlled trials. Lancet. 2022, 400(10354), 757-767. DOI:
10.1016/S0140-6736(22)01429-5

[42] Bornstein MR, Tian R, Arany Z. Human cardiac metabolism. Cell Metabolism. 2024, 36(7), 1456-1481. DOI

of the 5th international consensus conference in critical care: Brussels, Belgium, April 2003: Executive summary. Critical Care
Medicine. 2004, 32(8), 1781-1784. DOI: 10.1097/01.ccm.0000126895.66850.14

[41] Vaduganathan M, Docherty KF, Claggett BL, Jhund PS, de Boer RA, Hernandez AF, et al. SGLT-2 inhibitors in patients with

:
10.1016/j.cmet.2024.06.003

Sharma and Sharma

https://jdbt.eternopublisher.com JDBT, Vol. 2, No. 1, April 2026

12



[43] Winiarska A, Knysak M, Nabrdalik K, Gumprecht J, Stompór T. Inflammation and oxidative stress in diabetic kidney disease:
The targets for SGLT2 inhibitors and GLP-1 receptor agonists. International Journal of Molecular Sciences. 2021, 22(19), 10822.
DOI: 10.3390/ijms221910822

[44] Halcox J, Misra A. Type 2 diabetes mellitus, metabolic syndrome, and mixed dyslipidemia: How similar, how different, and how
to treat? Metabolic Syndrome and Related Disorders. 2015, 13(1), 1-21. DOI: 10.1089/met.2014.0049

[45] Iqbal J, Al Qarni A, Hawwari A, Alghanem AF, Ahmed G. Metabolic syndrome, dyslipidemia and regulation of lipoprotein
metabolism. Current Diabetes Reviews. 2018, 14(5), 427-433. DOI: 10.2174/1573399813666170705161039

[46] Srikanth S, Deedwania P. Management of dyslipidemia in patients with hypertension, diabetes, and metabolic syndrome.
Current Hypertension Reports. 2016, 18(10), 76. DOI: 10.1007/s11906-016-0683-0

[47] Jeon YG, Kim YY, Lee G, Kim JB. Physiological and pathological roles of lipogenesis. Nature Metabolism. 2023, 5(5), 735-759.
DOI: 10.1038/s42255-023-00786-y

[48] Rachek LI. Free fatty acids and skeletal muscle insulin resistance. Progress in Molecular Biology and Translational Science.
2014, 121, 267-292. DOI: 10.1016/B978-0-12-800101-1.00008-9

[49] Lambert JE, Ramos-Roman MA, Browning JD, Parks EJ. Increased de novo lipogenesis is a distinct characteristic of individuals
with nonalcoholic fatty liver disease. Gastroenterology. 2014, 146(3), 726-735. DOI: 10.1053/j.gastro.2013.11.049

[50] Lee TH. By the way, doctor. I just got my cholesterol checked, and I'm confused. LDL is bad and HDL is good, so how can they
be combined into an overall number that makes any sense? Isn't that like an accountant mixing debits with credits? Wouldn't it
make more sense to have a net cholesterol number (HDL minus LDL), or perhaps a ratio? Harvard Health Letter. 2003, 28(11),
8.

[51] Borén J, Taskinen MR, Björnson E, Packard CJ. Metabolism of triglyceride-rich lipoproteins in health and dyslipidaemia.
Nature Reviews Cardiology. 2022, 19(9), 577-592. DOI: 10.1038/s41569-022-00676-y

[52] Nurmohamed NS, Dallinga-Thie GM, Stroes ESG. Targeting apoC-III and ANGPTL3 in the treatment of hypertriglyceridemia.
Expert Review of Cardiovascular Therapy. 2020, 18(6), 355-361. DOI: 10.1080/14779072.2020.1768848

[53] Olkkonen VM, Sinisalo J, Jauhiainen M. New medications targeting triglyceride-rich lipoproteins: Can inhibition of ANGPTL3
or apoC-III reduce the residual cardiovascular risk? Atherosclerosis. 2018, 272, 27-32. DOI:
10.1016/j.atherosclerosis.2018.03.019

[54] Stanciu S, Rusu E, Miricescu D, Radu AC, Axinia B, Vrabie AM, et al. Links between metabolic syndrome and hypertension:
The relationship with the current antidiabetic drugs. Metabolites. 2023, 13(1), 87. DOI: 10.3390/metabo13010087

[55] Bovolini A, Garcia J, Andrade MA, Duarte JA. Metabolic syndrome pathophysiology and predisposing factors. International
Journal of Sports Medicine. 2021, 42(3), 199-214. DOI: 10.1055/a-1263-0898

[56] Russo B, Menduni M, Borboni P, Picconi F, Frontoni S. Autonomic nervous system in obesity and insulin-resistance-the
complex interplay between leptin and central nervous system. International Journal of Molecular Sciences. 2021, 22(10), 5187.
DOI: 10.3390/ijms22105187

[57] Badoer E. Cardiovascular and metabolic crosstalk in the brain: Leptin and resistin. Frontiers in Physiology. 2021, 12, 639417.
DOI: 10.3389/fphys.2021.639417

[58] Roy B. Pathophysiological mechanisms of diabetes-induced macrovascular and microvascular complications: The role of
oxidative stress. Medical Sciences. 2025, 13(3), 87. DOI: 10.3390/medsci13030087

[59] Yang DR, Wang MY, Zhang CL, Wang Y. Endothelial dysfunction in vascular complications of diabetes: A comprehensive
review of mechanisms and implications. Frontiers in Endocrinology. 2024, 15, 1359255. DOI: 10.3389/fendo.2024.1359255

[60] Horton WB, Barrett EJ. Microvascular dysfunction in diabetes mellitus and cardiometabolic disease. Endocrine Reviews. 2021,
42(1), 29-55. DOI: 10.1210/endrev/bnaa025

[61] Belančić A, Sener YZ, Vučković M, Blais JE, Fajkić A, Sher E, et al. Blood pressure effects of SGLT2 inhibitors and GLP-1
receptor agonists: Mechanisms, trial evidence and real-world data. British Journal of Clinical Pharmacology. 2025. DOI:
10.1002/bcp.70378

[62] Puglisi S, Rossini A, Poli R, Dughera F, Pia A, Terzolo M, Reimondo G. Effects of SGLT2 Inhibitors and GLP-1 receptor
agonists on renin-angiotensin-aldosterone system. Frontiers in Endocrinology. 2021, 12, 738848. DOI:
10.3389/fendo.2021.738848

[63] Cherney DZI, Udell JA, Drucker DJ. Cardiorenal mechanisms of action of glucagon-like-peptide-1 receptor agonists and
sodium-glucose cotransporter 2 inhibitors. Med. 2021, 2(11), 1203-1230. DOI: 10.1016/j.medj.2021.10.004

[64] Longo M, Zatterale F, Naderi J, Parrillo L, Formisano P, Raciti GA, et al. Adipose tissue dysfunction as determinant of obesity-
associated metabolic complications. International Journal of Molecular Sciences. 2019, 20(9), 2358. DOI:
10.3390/ijms20092358

[65] Manna P, Jain SK. Obesity, oxidative stress, adipose tissue dysfunction, and the associated health risks: Causes and therapeutic

10.1002/oby.21003
[67] Chen S, Saeed AFUH, Liu Q, Jiang Q, Xu H, Xiao GG, et al. Macrophages in immunoregulation and therapeutics. Signa

strategies. Metabolic Syndrome and Related Disorders. 2015, 13(10), 423-44. DOI: 10.1089/met.2015.0095
[66] Grant RW, Dixit VD. Adipose tissue as an immunological organ. Obesity (Silver Spring). 2015, 23(3), 512-518. DOI:

l
Transduction and Targeted Therapy. 2023, 8(1), 207. DOI: 10.1038/s41392-023-01452-1

[68] Nazari M, Taremi S, Elahi R, Mostanadi P, Esmeilzadeh A. Therapeutic properties of M2 macrophages in chronic wounds: An
innovative area of biomaterial-assisted M2 macrophage targeted therapy. Stem Cell Reviews and Reports. 2025, 21(2), 390-422.
DOI: 10.1007/s12015-024-10806-3

[69] Pérez S, Rius-Pérez S. Macrophage polarization and reprogramming in acute inflammation: A redox perspective. Antioxidants.
2022, 11(7), 1394. DOI: 10.3390/antiox11071394

[70] Varra FN, Varras M, Varra VK, Theodosis-Nobelos P. Molecular and pathophysiological relationship between obesity and
chronic inflammation in the manifestation of metabolic dysfunctions and their inflammation-mediating treatment options
(Review). Molecular Medicine Reports. 2024, 29(6), 95. DOI: 10.3892/mmr.2024.13219

[71] Yang M, Liu S, Zhang C. The related metabolic diseases and treatments of obesity. Healthcare. 2022, 10(9), 1616. DOI:
10.3390/healthcare10091616

Sharma and Sharma

JDBT, Vol. 2, No. 1, April 2026 https://jdbt.eternopublisher.com

13



[72] Cavaliere G, Cimmino F, Trinchese G, Catapano A, Petrella L, D'Angelo M, et al. From obesity-induced low-grade
inflammation to lipotoxicity and mitochondrial dysfunction: Altered multi-crosstalk between adipose tissue and metabolically
active organs. Antioxidants. 2023, 12(6), 1172. DOI: 10.3390/antiox12061172

[73] Powell-Wiley TM, Poirier P, Burke LE, Després JP, Gordon-Larsen P, Lavie CJ, et al. Obesity and cardiovascular disease: A
scientific statement from the american heart association. Circulation. 2021, 143(21), e984-e1010. DOI:
10.1161/CIR.0000000000000973

[74] Voorhout LJ, Verburg A, Pisters R, Ten Berg JM, Hemels MEW. Clinical implications of the interaction between metabolic risk
factors, coronary artery disease and atrial fibrillation. Future Cardiology. 2026, 22(1), 57-63. DOI:
10.1080/14796678.2025.2603066

[75] Verma MK, Tripathi M, Singh BK. Dietary determinants of metabolic syndrome: Focus on the obesity and metabolic
dysfunction-associated steatotic liver disease (MASLD). Metabolic Syndrome-Lifestyle and Biological Risk Factors. 2024. DOI:
10.5772/intechopen.113264

[76] Miller DM, McCauley KF, Dunham‐Snary KJ. Metabolic dysfunction‐associated steatotic liver disease (MASLD): Mechanisms,
clinical implications and therapeutic advances. Endocrinology, Diabetes & Metabolism. 2025, 8(6), e70132. DOI:
10.1002/edm2.70132

[77] Pecani M, Andreozzi P, Cangemi R, Corica B, Miglionico M, Romiti GF, et al. Metabolic syndrome and liver disease: Re-
appraisal of screening, diagnosis, and treatment through the paradigm shift from NAFLD to MASLD. Journal of Clinical
Medicine. 2025, 14(8), 2750. DOI: 10.3390/jcm14082750

[78] Ghazanfar H, Javed N, Qasim A, Zacharia GS, Ghazanfar A, Jyala A, et al. Metabolic dysfunction-associated steatohepatitis and

Molecular Oncology. 2025, 19(2), 275-294. doi: 10.1002/1878-0261.13685
[80] Jatana S, Krys D, Verhoeff K, Kung JY, Jogiat U, Montano-Loza AJ, et al. Liver allograft cirrhosis, retransplant, and mortalit

progression to hepatocellular carcinoma: A literature review. Cancers. 2024, 16(6), 1214. DOI: 10.3390/cancers16061214
[79] Karin M, Kim JY. MASH as an emerging cause of hepatocellular carcinoma: Current knowledge and future perspectives.

y
secondary to recurrent disease after transplant for mash: A systematic review and meta-analysis. Transplantation. 2025, 109(5),
832-843. DOI: 10.1097/TP.0000000000005276

[81] Liu X, Lu F, Chen X. Examination of the role of necroptotic damage-associated molecular patterns in tissue fibrosis. Frontiers in
Immunology. 2022, 13, 886374. DOI: 10.3389/fimmu.2022.886374

[82] Kokkorakis M, Boutari C, Hill MA, Kotsis V, Loomba R, Sanyal AJ, et al. Resmetirom, the first approved drug for the
management of metabolic dysfunction-associated steatohepatitis: Trials, opportunities, and challenges. Metabolism. 2024, 154,
155835. DOI: 10.1016/j.metabol.2024.155835

[83] Arvanitakis K, Koufakis T, Cholongitas E, Francque S, Germanidis G. Insights into the results of Resmetirom trials: Can a
thyroid hormone receptor agonist be the holy grail of MASH therapy? Pharmacology & Therapeutics. 2025, 268, 108811. DOI:
10.1016/j.pharmthera.2025.108811

[84] Kuchay MS, Isaacs S, Misra A. Intrahepatic hypothyroidism in MASLD: Role of liver-specific thyromimetics including
resmetirom. Diabetes, Metabolic Syndrome and Obesity. 2024, 18(5), 103034. DOI: 10.1016/j.dsx.2024.103034

[85] Zhu Y, Cai B. Mechanisms and therapeutic insights into MASH-associated fibrosis. Trends in Endocrinology and Metabolism.
2025, 36(3), 284-297. DOI: 10.1016/j.tem.2024.11.006

[86] Man AWC, Zhou Y, Xia N, Li H. Involvement of gut microbiota, microbial metabolites and interaction with polyphenol in host
immunometabolism. Nutrients. 2020, 12(10), 3054. DOI: 10.3390/nu12103054

[87] Feng B, Li R, Li W, Tang L. Metabolic immunoengineering approaches to enhance CD8+ T cell-based cancer immunotherapy.
Cell Systems. 2024, 15(12), 1225-1244. DOI: 10.1016/j.cels.2024.11.010

[88] Turbitt WJ, Buchta Rosean C, Weber KS, Norian LA. Obesity and CD8 T cell metabolism: Implications for anti-tumor
immunity and cancer immunotherapy outcomes. Immunological Reviews. 2020, 295(1), 203-219. DOI: 10.1111/imr.12849

[89] Waibl Polania J, Lerner EC, Wilkinson DS, Hoyt-Miggelbrink A, Fecci PE. Pushing past the blockade: Advancements in t cell-
based cancer immunotherapies. Frontiers in Immunology. 2021, 12, 777073. DOI: 10.3389/fimmu.2021.777073

[90] Cui Y, Feng Z, Zhao Q, Dai H, Zheng Y, Rui H, et al. Immunocyte lipid metabolic reprogramming: A novel pathway for targeted
intervention in autoimmune diseases. Frontiers in Immunology. 2025, 16, 1713148. DOI: 10.3389/fimmu.2025.1713148

[91] Fan Y, Pedersen O. Gut microbiota in human metabolic health and disease. Nature Reviews Microbiology. 2021, 19(1), 55-71.
DOI: 10.1038/s41579-020-0433-9

[92] Zhang D, Jian YP, Zhang YN, Li Y, Gu LT, et al. Short-chain fatty acids in diseases. Cell Communication and Signaling. 2023,
21(1), 212. DOI: 10.1186/s12964-023-01219-9

[93] Kimura I, Inoue D, Hirano K, Tsujimoto G. The SCFA Receptor GPR43 and energy metabolism. Frontiers in Endocrinology.
2014, 5, 85. DOI: 10.3389/fendo.2014.00085

[94] Nishizawa K. Low-grade endotoxemia, diet, and gut microbiota-an emphasis on the early events leading to dysfunction of the
intestinal epithelial barrier. Biomedical Research and Clinical Practice. 2016, 1(2), 46-57. DOI: 10.15761/BRCP.1000112

[95] De Punder K, Pruimboom L. Stress induces endotoxemia and low-grade inflammation by increasing barrier permeability.
Frontiers in Immunology. 2015, 6, 223. DOI: 10.3389/fimmu.2015.00223

[96] Biazzo M, Deidda G. Fecal microbiota transplantation as new therapeutic avenue for human diseases. Journal of Clinical
Medicine. 2022, 11(14), 4119. DOI: 10.3390/jcm11144119

[97] Kant S, Deepika, Roy S. Integrative multi-omics and artificial intelligence: A new paradigm for systems biology. OMICS. 2025,
29(2), 100-112. DOI: 10.1089/omi.2024.0195

[98] Chen R, Yang L, Goodison S, Sun Y. Deep-learning approach to identifying cancer subtypes using high-dimensional genomic
data. Bioinformatics. 2020, 36(5), 1476-1483. DOI: 10.1093/bioinformatics/btz769

[99] Sadée C, Testa S, Barba T, Hartmann K, Schuessler M, Thieme A, et al. Medical digital twins: enabling precision medicine and
medical artificial intelligence. Lancet Digit Health. 2025,7(7), 100864. DOI: 10.1016/j.landig.2025.02.004

[100]Tibrewala A, Itchhaporia D. Revolutionizing hypertension management in type 2 diabetes: The promise of digital twin
technology. JACC: Advances. 2024, 3(9), 101173. DOI: 10.1016/j.jacadv.2024.101173

[101]Sharma S, Gupta M, Sharma S. Exploring thiophene-based pharmacophores as emerging therapeutics for neurodegenerative

Sharma and Sharma

https://jdbt.eternopublisher.com JDBT, Vol. 2, No. 1, April 2026

14

disorders. Critical Reviews in Analytical Chemistry. 2025. DOI: 10.1080/10408347.2025.2554239



[102]Tzang CC, Wu PH, Luo CA, Chen ZT, Lee YT, Huang ES, et al. Metabolic rebound after GLP-1 receptor agonist
discontinuation: a systematic review and meta-analysis. eClinicalMedicine. 2025, 90, 103680. DOI:
10.1016/j.eclinm.2025.103680

[103]Garvey WT, Frias JP, Jastreboff AM, le Roux CW, Sattar N, Aizenberg D, et al. Tirzepatide once weekly for the treatment of
obesity in people with type 2 diabetes (SURMOUNT-2): A double-blind, randomized, multicentre, placebo-controlled, phase 3
trial. The Lancet. 2023, 402(10402), 613-626. DOI: 10.1016/S0140-6736(23)01200-X

[104]Fitchett D, Butler J, van de Borne P, Zinman B, Lachin JM, Wanner C, et al. Effects of empagliflozin on risk for cardiovascular
death and heart failure hospitalization across the spectrum of heart failure risk in the EMPA-REG OUTCOME trial. European
Heart Journal. 2018, 39(5), 363-370. DOI: 10.1093/eurheartj/ehx511

[105]Preda A, Montecucco F, Carbone F, Camici GG, Lüscher TF, Kraler S, et al. SGLT2 inhibitors: From glucose-lowering to
cardiovascular benefits. Cardiovascular Research. 2024, 120(5), 443-460. DOI: 10.1093/cvr/cvae047

[106]Liu CH, Zeng QM, Hu TY, Huang Y, Song Y, Guan H, et al. Resmetirom and thyroid hormone receptor-targeted treatment for
metabolic dysfunction-associated steatotic liver disease (MASLD). Portal Hypertension & Cirrhosis. 2025, 4(1), 66-78. DOI:
10.1002/poh2.100

[107]Duvallet C, Gibbons SM, Gurry T, Irizarry RA, Alm EJ. Meta-analysis of microbiome studies identifies shared and disease-
specific patterns. bioRxiv. 2017, 134031. DOI: 10.1038/s41467-017-01973-8

[108]Wang X, Xiong D, Cui S, Duan B, Ding G, Huang Y, et al. Artificial intelligence-enabled multi-omics biomarkers for immune
checkpoint blockade: mechanisms, predictive modeling, and clinical translation. Frontiers in Immunology. 2026, 17, 1732079.
DOI: 10.3389/fimmu.2026.1732079

[109]Arora P, Sharma A, Sharma S, Arulsamy S, Mani N, Kumar S. Topoisomerase I/II inhibitors: from established drugs to next-

Sharma and Sharma

JDBT, Vol. 2, No. 1, April 2026 https://jdbt.eternopublisher.com

15

generation therapeutics. Inflammopharmacology. 2026. DOI: 10.1007/s10787-026-02186-6
[110]Arulsamy S, Sharma S. Machine learning in tuberculosis: Advancements in diagnostics, drug resistance prediction, and

prognosis. Disease Prevention and Epidemiology. 2026, 1(1), 48-62. DOI: 10.64229/0x7z9373


