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Background: Background: Metabolic syndrome (MetS) is a cluster of risk factors, including abdominal obesity, dyslipidemia, hyperglycemia 
and hypertension that markedly elevate the incidence of cardiovascular diseases and type 2 diabetes.

Objective: This study aimed to evaluate the diagnostic value of serum angiopoietin-like protein 4 (ANGPTL4) and Caveolin-1 (Cav-1), as 
novel agents in diagnosing MetS in patients older than 50 years.

Methods: A case-control study (January–April 2025) included 60 cases with MetS and 30 matched-healthy participants of the same gender 
and age (>50 years) from hospitals in Diyala Governorate, Iraq. MetS was diagnosed by harmonized definition (≥3 features: elevated waist 
diameter, triglyceride ≥150 mg/dL, low HDL-C, BP ≥130/85 mmHg and fasting glucose ≥100 mg/dL). 

Results: Serum ANGPTL4 (142.78 ± 22.53 vs. 69.29 ± 30.80 ng/mL, p-value <0.001) and Cav-1 (16.12 ± 2.87 vs. 8.51 ± 1.59 ng/mL, 
p-value <0.001) were significantly elevated in the MetS group. Receiver Operating Characteristic (ROC) analysis demonstrated exceptional 
diagnostic performance, with an Area Under the Curve (AUC) of 0.97 for ANGPTL4 and 0.99 for Cav-1. Binary logistic regression analysis 
identified both biomarkers as significant independent predictors of MetS.

Conclusion: Serum ANGPTL4 and Caveolin-1 levels exhibited outstanding diagnostic performance for MetS in Iraqi adults aged >50 years, 
reflecting underlying lipid dysregulation and endothelial dysfunction. These biomarkers showed significant potential for enhancing early de-
tection and clinical management, warranting validation in a broader population.
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Introduction
Metabolic syndrome (MetS) comprises a group of cardio-
metabolic risk factors including abdominal obesity, dys-
lipidemia, impaired glucose tolerance, and hypertension, 
which are thought to be associated with insulin resistance 
[1,2]. The increasing number of obese people and seden-
tary lifestyles are major contributing factors to the inci-
dence of MetS, which is widespread and increasing glob-
ally. Type 2 diabetes mellitus (T2DM) is intimately linked 
to MetS and is associated with an increased risk of cardio-
vascular events [3].

MetS was defined according to the harmonized global 
consensus criteria [1], established collaboratively by inter-
national organizations including the International Diabe-
tes Federation, National Heart, Lung, and Blood Institute, 
American Heart Association, World Heart Federation, In-
ternational Atherosclerosis Society, and International As-
sociation for the Study of Obesity. Diagnosis required the 
presence of three or more of the following components: 
elevated waist circumference (≥94 cm in males, ≥80 cm in 
females); systolic blood pressure ≥130 mmHg and/or di-
astolic blood pressure ≥85 mmHg; elevated fasting serum 
glucose (≥100 mg/dL); reduced high-density lipoprotein 

cholesterol (HDL-C) (<40 mg/dL in males, <50 mg/dL 
in females); and hypertriglyceridemia (serum triglycerides 
≥150 mg/dL)[4,5]. The global prevalence of MetS is ris-
ing, affecting approximately 20–25% of adults worldwide, 
making it a significant public health concern [6,7]. While 
the harmonized diagnostic criteria are clinically useful, they 
primarily identify established metabolic dysfunction and 
may not fully capture the underlying pathophysiological 
heterogeneity or early stages of the disease [8]. This high-
lights a critical need for novel biomarkers that can enhance 
early detection, risk stratification, and provide deeper in-
sights into the molecular mechanisms of MetS.

Among promising candidates, Angiopoietin-Like Pro-
tein 4 (ANGPTL4) and Caveolin-1 have emerged as key 
proteins implicated in the pathophysiology of MetS. AN-
GPTL4 is a secreted glycoprotein that plays a pivotal role 
in lipid metabolism by acting as a potent inhibitor of li-
poprotein lipase (LPL), the primary enzyme responsible 
for clearing circulating triglycerides. By inhibiting LPL, 
elevated ANGPTL4 levels contribute directly to the hy-
pertriglyceridemia characteristic of MetS [9,10]. Further-
more, ANGPTL4 is involved in inflammation and insulin 
resistance, linking it to multiple facets of the syndrome 
[11,12]. Caveolin-1 is an integral membrane protein es-
sential for the formation of caveolae, which are specialized 
lipid raft domains involved in cellular signaling and trans-
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port. Cav-1 is a critical regulator of cholesterol homeosta-
sis, insulin receptor signaling, and endothelial function. 
Dysregulation of Cav-1 has been associated with endothe-
lial dysfunction, inflammation, and insulin resistance, all 
of which are core components of MetS [13,14]. Given the 
integral roles of these proteins in metabolic pathways, their 
quantification in circulation could offer a more direct and 
mechanistic assessment of MetS status than conventional 
clinical measures alone. The present study was to explore 
the diagnostic value of serum ANGPTL4 and Caveolin-1 
compared with conventional metabolic indexes for MetS 
in adults aged > 50 years.

Materials and methods
This case-control study was conducted across multiple 
hospitals in the Diyala Governorate, Iraq between Janu-
ary and April 2025. The study population comprised 60 
patients diagnosed with MetS and 30 age-matched healthy 
controls, all aged >50 years old. Sixty adults (>50 years 
old) with confirmed MetS (both sexes) were enrolled in 
this study. MetS diagnosis followed the standard criteria, 
requiring ≥3 of the following: abdominal obesity (waist 
circumference ≥94 cm [men]/≥80 cm [women]), hyper-
tension (BP ≥130/85 mmHg or medication), fasting blood 
glucose ≥100 mg/dL or medication, hypertriglyceridemia 
(≥150 mg/dL), and low HDL cholesterol (<40 mg/dL 
[men]/<50 mg/dL [women]). Controls: Thirty healthy 
adults (aged >50 years, of both sexes) without MetS or 
other exclusionary conditions were recruited. The controls 
were matched for age and sex.

Inclusion and exclusion criteria
Participants were included in the study if they were aged 
>50 years. Cases were required to have a confirmed diag-
nosis of MetS as determined by a supervising physician, ac-
cording to the harmonized criteria. Controls were healthy 
individuals without MetS, matched for age and sex.

Exclusion Criteria
To minimize confounding variables, participants were ex-
cluded if they presented with any of the following condi-
tions or were using specific medications known to influ-
ence metabolic or bone health: Age: ≤50 years, Cushing’s 
syndrome, thyroid dysfunction, or hypogonadism. Chron-
ic kidney disease (defined as eGFR <60 mL/min/1.73m²), 
severe hepatic disease, or severe pulmonary disease. Any 
active cancer diagnosis. Rheumatoid arthritis or a history 
of cerebrovascular disease. Current use of glucocorticoids, 
bisphosphonates, thiazolidinediones, SGLT-2 inhibitors, 
vitamin D/calcium supplements, or estrogen therapy.

Data and sample collection
Data were obtained using structured questionnaires, pa-
tient interviews, clinical examinations, and laboratory 
tests. Fasting venous blood (5 mL) was drawn from each 
participant as follows: 4 mL into gel tubes (serum separa-

tion), and 1 mL into EDTA tubes. Serum samples were 
centrifuged at 3,000 rpm for 10 min, aliquoted, and stored 
at –20°C until analysis. Hemolyzed samples were discard-
ed.

Laboratory analyses
Routine metabolic parameters were measured on automat-
ed platforms. Fasting glucose and the lipid profile includ-
ing total cholesterol (TC), triglycerides (TG), high-density 
lipoprotein cholesterol (HDL-C), low-density lipoprotein 
cholesterol (LDL-C), and very-low-density lipoprotein 
cholesterol (VLDL-C) were analyzed. Additional biochem-
ical markers, including glycated hemoglobin (HbA1c), 
uric acid, and liver enzymes (ALT and AST), were assessed 
using a Cobas C111 analyzer (Roche Diagnostics, Man-
nheim, Germany).

Serum concentrations of the primary biomarkers of 
interest were quantified using commercial enzyme-linked 
immunosorbent assay (ELISA) kits following the manu-
facturer’s protocols. Specifically, human Angiopoietin-like 
protein-4 (ANGPTL4) was measured using a quantitative 
sandwich ELISA kit (Cat. No. E3119Hu, Shanghai, Chi-
na). The reported detection range for this assay was 15.6-
1000 ng/mL, with intra-assay and inter-assay coefficients 
of variation (CV) of <8% and <10%, respectively. Human 
Caveolin-1 (Cav-1) levels were determined using a simi-
lar quantitative sandwich ELISA kit (Cat. No. E1727Hu, 
Shanghai, China). This assay had a detection range of 
0.156-100 ng/mL, with intra-assay and inter-assay CVs of 
<8% and <10%, respectively.

Statistical analysis
Statistical evaluations were carried out using GraphPad 
Prism (version 9.4.1) and MedCalc (version 20). Results 
are expressed as mean ± SD. The normal distribution of 
data was firstly evaluated, between the MetS and control 
groups continuous variables (e.g., clinical parameters and 
expression levels of biomarkers) were compared using in-
dependent samples t-tests, while categorical variables (such 
as sex) by using chi-square tests. Within the MetS group, 
subgroup analysis (e.g., subjects with or without diabetes 
mellitus, dyslipidemia, obesity and sex) was performed us-
ing independent samples t-test as well. Receiver Operat-
ing Characteristic (ROC) curve analysis was performed to 
calculate the Area Under the Curve (AUC) and optimal 
cut-off values of ANGPTL4 and Caveolin-1 for diagnosis. 
The correlation analysis between continuous variables was 
tested by Pearson’s coefficient. Additionally, the independ-
ent predictors of MetS were determined using binary logis-
tic regression. All comparisons were two-sided and p-value 
<0.05 was considered as statistically significant.

Results 
Baseline demographic, clinical and biomarker characteris-
tics of the included subjects are presented in Table 1. Both 
the MetS patients (n=60) and control individuals (n=30) 
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were matched with respect to age, sex distribution, total 
cholesterol, LDL-C homeostasis model assessment of in-
sulin resistance levels, liver function tests (ALT and AST), 
and uric acid concentration (all p > 0.05). Characteristic 
phenotypic profile was as expected in patients with MetS, 
presenting statistically higher mean levels of BMI, WC, 
fasting glycemia, HbA1c, TG and VLDL-C (p-value < 
0.001) and with significantly decreased in HDL-C con-
centrations. Crucially, the concentrations of the investi-
gated biomarkers were substantially elevated in the MetS 
group compared to controls, with ANGPTL4 (142.78 ± 
22.53 vs. 69.29 ± 30.80 ng/mL, p-value < 0.001) and Ca-
veolin-1 (16.12 ± 2.87 vs. 8.51 ± 1.59 ng/mL, p-value < 
0.001) both showing marked increases.

The significance level p < 0.05, statistical tests (inde-
pendent samples t-test for continuous variables, chi-square 
for categorical variables).

A comparison of the prevalence of key clinical situ-
ations according to standard cut-off values for diagnosis 
is presented in Table 2. The MetS group had significantly 
higher prevalences of obesity (45.0% vs 3.3%), impaired 
fasting glucose (30.0% vs 10.0%), diabetes (48.3% vs 0), 
and dyslipidemia (58.3% vs 13.3%) than controls, respec-
tively. Additionally, a high ANGPTL4 level greater than 
the mean plus one standard deviation of control was sig-
nificantly higher in MetS patients (76.7% vs.16.7%).

Stratified analysis of levels of the biomarker by MetS 
patient is shown in Table 3. Patients with diabetes (HbA1c 
≥ 6.5%) had higher levels of ANGPTL4 than those with-

out (153.1 ± 30.5 ng/ml vs. 141.2 ± 22.8 ng/ml; p-value 
=0.045), and patients with dyslipidemia had higher con-
centrations than normal subjects (152.8 ± 29 pg/ml vs. 
136,8 ± 22,5 pg/mL; p-value =0,008). A considerable sex 
effect was evident for ANGPTL4, being also higher in fe-
male patients. Conversely, Caveolin-1 was not statistically 
different for any of the strataled subgroups (diabetes status, 
dyslipidemia, obesity and sex).

ROC analysis was performed to assess the diagnostic 
values of ANGPTL4 and Caveolin-1 for differentiation of 
patients with MetS from healthy subjects. Both biomark-
ers had a great ability to distinguish cases from controls 
with AUC values close to 1. The AUCs of ANGPTL4 and 
Caveolin-1 were 0.97 (95.0%CI: 0.92–0.99) and 0.99 
(95.0%CI: 0.94–1.00), respectively, and both p-values 
119.47 ng/mL and Caveolin-1 >10.93 ng/mL as cut-off, 
the sensitivity and specificity of both markers were 96.7% 
at predicting saMets, which indicated their strong discrim-
inative power to distinguish individuals with MetS from 
those without MetS (Figure 1).

In the MetS patient group, a correlation matrix was built 
in order to assess associations among selected continuous 
variables. The study biomarkers ANGPTL4 and Caveo-
lin-1 demonstrated significant positive correlations with 
serum triglyceride levels (r = 0.371, p-value = 0.009 and r 
= 0.413, p-value = 0.003, respectively). Furthermore, a sig-
nificant positive correlation was found between ANGPTL4 
and Caveolin-1 levels (r = 0.389, p-value = 0.005). Caveo-
lin-1 also showed a weak positive correlation with BMI (r = 

Table 1. Demographic, clinical, and biomarker characteristics of the study participants.

Characteristic Control group (n=30) MetS patients (n=60) p-value

Demographic & Clinical

Age (years) 58.33 ± 4.84 60.28 ± 7.62 0.20

Gender Male 12 (40.0 %) 21 (35.0 %) 0.43

Female 18 (60.0 %) 39 (65.0 %)

BMI (kg/m²) 24.67 ± 2.55 29.18 ± 2.81 <0.001

Waist circumference (cm) 84.6 ± 2.55 98.8 ± 6.7 <0.001

Metabolic Parameters

Fasting Blood Glucose (mg/dL) 80.90 ± 11.03 124.23 ± 44.11 <0.001

HbA1c (%) 5.22 ± 0.52 7.68 ± 2.15 <0.001

Total Cholesterol (mg/dL) 172.07 ± 32.37 171.15 ± 41.11 0.92

Triglycerides (mg/dL) 87.17 ± 30.10 164.85 ± 71.07 <0.001

HDL-C (mg/dL) 51.13 ± 7.84 40.37 ± 9.72 <0.001

LDL-C (mg/dL) 103.63 ± 27.77 99.15 ± 37.94 0.57

VLDL-C (mg/dL) 17.37 ± 5.90 33.00 ± 14.54 <0.001

Liver Function & Other

ALT (U/L) 20.43 ± 5.68 20.60 ± 6.15 0.90

AST (U/L) 21.53 ± 6.19 19.37 ± 6.74 0.14

Uric Acid (mg/dL) 4.14 ± 1.46 4.39 ± 1.48 0.46

Study Biomarkers

ANGPTL4 (ng/mL) 69.29 ± 30.80 142.78 ± 22.53 <0.001

Caveolin-1 (ng/mL) 8.51 ± 1.59 16.12 ± 2.87 <0.001

Table 2. Prevalence of Clinical Conditions by Group Based on Standard Cut-offs

Condition (Definition) Patient group (n=60) Control group (n=30)

Obesity (BMI ≥ 30) 27 (45.0%) 1 (3.3%)

Impaired Fasting Glucose (FBS 100-125 mg/dl) 18 (30.0%) 3 (10.0%)

Diabetes (FBS ≥126 mg/dl or HbA1c ≥6.5%) 29 (48.3%) 0 (0%)

Dyslipidemia (Triglycerides ≥150 mg/dl or HDL <40 mg/dl) 35 (58.3%) 4 (13.3%)

High ANGPTL4 ( >Mean + 1SD of Controls) 46 (76.7%) 5 (16.7%)
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0.250, p-value = 0.046). Non-significant associations were 
observed for the other variables. For instance, fasting blood 
glucose showed a weak positive correlation with VLDL and 
triglycerides (r 0.32, p-value < 0.05), but not with the bio-
markers. No other statistically significant correlations were 
observed between biomarkers and parameters such as LDL-
C, HDL-C, HbA1c, or age (Figure 2).

Binary logistic regression analysis (Table 4) identified 
ANGPTL4 and Caveolin-1 as significant independent 
predictors of MetS status after adjusting for triglycerides, 

which was the only conventional lipid parameter retained 
in the model. For each one-unit increase in ANGPTL4 
(ng/mL), the odds of having MetS increased by 23.0% 
(OR = 1.23, 95.0% CI, 1.062–1.446; p-value =0.006). 
A one-unit increase in Caveolin-1 (ng/mL) was associated 
with a more than fourfold increase in the odds of MetS 
(OR = 4.23, 95.0% CI: 1.92–9.32, p-value <0.001). The 
overall model was highly significant (χ² = 11.26, p-value < 
0.001) and explained a substantial proportion of the vari-
ance in MetS status (Nagelkerke’s R² = 0.91).

Table 3. Stratified Analysis of ANGPTL4 and Caveolin-1 Levels by Metabolic Health Status in MetS 

Subgroup No. ANGPTL4 (ng/ml) p-value Caveolin-1 (ng/ml) p-value
By Diabetes FBS ≥126 mg/dl or HbA1c ≥6.5%)

HbA1c ≥ 6.5%) 25 153.1 ± 30.5 0.045 17.1 ± 3.4 0.078
HbA1c < 6.5%) 35 141.2 ± 22.8 15.6 ± 2.7
By Dyslipidemia (Triglycerides ≥150 mg/dl or HDL <40 mg/dl) 

With Dyslipidemia 35 152.8 ± 28.1 0.008 16.2 ± 3.2 0.65
Without Dyslipidemia 25 136.8 ± 22.5 15.8 ± 2.4
By Obesity (BMI ≥ 30) 

Obese (BMI ≥30) 26 141.8 ± 24.3 0.210 15.8 ± 3.5 0.49
Non-Obese (BMI <30) 34 143.9 ± 21.3 16.7 ± 2.7
By Gender 

Male 21 133.9 ± 12.9 0.025 16.5 ± 2.8 0.71
Female 39 145.8 ± 28.6 16.1 ± 3.2
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Fig. 1. ROC curve analysis of serum ANGPTL4 and Caveolin-1 for the diagnosis of MetS.

Fig. 2. Correlation matrix of metabolic parameters and novel biomarkers in the MetS.
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Discussion
This study demonstrated the significant potential of se-
rum ANGPTL4 and Caveolin-1 levels as novel diagnos-
tic biomarkers for metabolic syndrome in Iraqi adults 
over 50 years of age. The most striking finding was the 
exceptional diagnostic performance of both biomarkers, 
with ANGPTL4 achieving an AUC of 0.974 (sensitivity, 
96.6%; specificity, 93.3%) and Caveolin-1 demonstrating 
even higher performance with an AUC of 0.990 (sensitiv-
ity, 96.6%; specificity, 96.6%). These results represent a 
substantial advancement over traditional MetS diagnostic 
approaches, and suggest that these biomarkers could sig-
nificantly enhance early detection.

The elevated concentrations of ANGPTL4 in patients 
with MetS are consistent with its established role in lipid 
metabolism. As a potent inhibitor of LPL, ANGPTL4 di-
rectly contributes to the hypertriglyceridemia characteris-
tic of MetS by reducing triglyceride clearance [10,15]. Our 
findings align with previous reports [16] and are further 
supported by evidence that ANGPTL4 expression is regu-
lated by metabolic states, including fasting and insulin re-
sistance. Its multifaceted role in lipid metabolism, inflam-
mation, and vascular permeability makes it a compelling 
biomarker that reflects the complex pathophysiology of 
MetS [15,17].

Similarly, the marked increase in Caveolin-1 levels ob-
served in the MetS group reflects fundamental alterations 
in cellular signaling and membrane structure. A result is 
similar to that reported by  Arefian et al. [18]. Caveolin-1 
is a critical scaffolding protein essential for cholesterol ho-
meostasis, insulin signaling, and lipid metabolism [19,20]. 
Dysregulation of Caveolin-1 is linked to the core compo-
nents of MetS, including insulin resistance and endothelial 
dysfunction. This clinical observation is corroborated by 
genetic studies demonstrating that certain CAV1 variants 
are associated with an increased risk of MetS in various 
populations, thereby providing a genetic basis for its role 
in metabolic dysfunction [21,22].

The results of this study show that serum ANGPTL4 
and Caveolin-1 are highly useful as novel candidate MetS 
diagnostic markers in those over 50 years old. After dis-
carding false positives due to overlap between individuals, 
the present study demonstrated that Caveolin-1 and AN-
GPTL4 exhibited diagnostic accuracy, with AUC values of 
0.990 and 0.974, respectively. These values approach the 
threshold for clinical utility in routine diagnostic practice 

and compare favorably with previously reported biomark-
ers for MetS [23].

While conventional criteria are essential for diagnosis, 
they often identify MetS at a relatively late stage. The in-
troduction of biomarkers such as ANGPTL4 and Cave-
olin-1 may facilitate a shift towards more proactive and 
personalized management of MetS [24]. By reflecting key 
pathophysiological processes like lipid dysregulation and 
endothelial dysfunction, these markers have the potential 
to serve as early indicators of metabolic distress, allowing 
for timely intervention before the full clinical onset of the 
syndrome [25,26]. Furthermore, they may enable more 
nuanced risk stratification beyond traditional clinical as-
sessments, helping to distinguish between patients with 
different underlying molecular pathologies[27]. This ap-
proach aligns with the principles of precision medicine, 
where biomarkers could guide more targeted therapeutic 
strategies [28]. Therefore, while not replacing cost-effective 
clinical criteria, ANGPTL4 and Caveolin-1 could serve as 
valuable second-line tools for early detection and risk as-
sessment in high-risk populations.

The observed biomarker elevations occurred within the 
broader context of insulin resistance, which is the central 
pathophysiological mechanism underlying MetS. The sig-
nificant differences in fasting blood glucose and HbA1c 
levels between the patient and control groups in this study 
reflect the progressive insulin resistance that characterizes 
this condition. Both ANGPTL4 and Caveolin-1 intersect 
with insulin signaling pathways, with ANGPTL4 con-
tributing to lipid-mediated insulin resistance through its 
effects on free fatty acid availability, while Caveolin-1 di-
rectly participates in insulin receptor signaling and glucose 
metabolism [29,30]. The chronic low-grade inflammation 
characteristic of MetS provides additional mechanistic evi-
dence for these biomarkers. ANGPTL4 involvement in 
inflammatory processes, particularly oxidative stress and 
chronic inflammation, aligns with the inflammatory mi-
lieu observed in patients with MetS. Similarly, Caveolin-1 
role in organizing cholesterol-rich membrane microdo-
mains affects inflammatory signaling pathways and cellular 
responses to metabolic stress [23,29,31].

Conventional diagnosis of metabolic syndrome is based 
on clinical factors like waist circumference, blood pres-
sure, fasting glucose level, triglycerides and HDL choles-
terol. While these criteria are still necessary, they often do 
not catch MetS in early stages and do not encompass its 

Table 4: Binary Logistic Regression Identifies ANGPTL4 and Caveolin-1 as Independent Predictors of MetS 

Predictor B S.E. Wald p-value Odds Ratio (OR) 95% CI for OR
ANGPTL4 0.21 0.078 7.4 0.006 1.23 (1.062 to 1.446)
Caveolin-1 1.44 0.4 12.8 <0.001 4.23 (1.92 to 9.32)
HbA1c (%) Variable not included in the model
Total Cholesterol Variable not included in the model
Triglycerides 0.04 0.023 4.19 0.04 1.049 (1.002 to 1.098)
HDL-C Variable not included in the model
LDL-C Variable not included in the model
Constant -15.95 4.46 12.76 0.0004 - -

Dependent Variable: Group (MetS = 1, Combined Controls = 0). Model χ² = 11.26, p < 0.001, Nagelkerke R² = 0.91.
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underlying pathophysiological heterogeneity. Clinical ap-
plications It may be speculated that the introduction of 
ANGPTL4 and Caveolin-1 as diagnostic markers would 
improve early detection and monitoring [27,32].

Focusing on a population aged 50 years and older is 
particularly relevant, as the prevalence of MetS increases 
significantly with age, affecting over 40% of individuals in 
this demographic. Age-related changes in metabolic regu-
lation, including decreased insulin sensitivity and altered 
lipid metabolism, create a pathophysiological environ-
ment where ANGPTL4 and Caveolin-1 dysregulation is 
especially pertinent [33,34]. This age-specific approach ad-
dresses the clinical reality that MetS in older adults confers 
a higher risk of adverse cardiovascular outcomes, making 
early and accurate detection critical for implementing pre-
ventive strategies [34,35].

Strengths and Limitations
The main strengths of this study are the comprehensive sta-
tistical approach and the excellent diagnostic value for both 
markers. ROC analysis was used, supplemented by robust 
estimation of the AUC, to demonstrate excellent clinical 
discrimination. The age-matched design reduces potential 
confounding by age-related metabolic changes, and the 
emphasis on subjects 50 yr of age (or older) addresses a 
high-risk population in which early detection is most use-
ful. Nevertheless, there are some limitations to this study. 
The inherent limitations of the relatively small sample size 
that may affect the generalizability as well as the limitation 
for biomarkers validation, in addition to a cross-sectional 
single-centered design confined to Iraq adults older than 
50 years prevented us from elaborating insights in relation 
to biodynamic of these biomarkers over time (e.g., track-
ing disease progression or treatment response) and limited 
their applicability for other ethnicities, younger individuals 
or different care settings which was con- firmed by Caveo-
lin-1 variants racial specific association with MetS. Hence, 
further large longitudinal studies in the other populations 
are necessary to validate the value of biomarkers for moni-
toring, prognosis and more extended clinical practice.

Conclusion
This study provides compelling evidence for the excep-
tional diagnostic utility of serum ANGPTL4 and Caveo-
lin-1 levels as novel biomarkers for MetS in adults over 
50 years of age. The mechanistic basis for their dysregu-
lation in MetS and the excellent diagnostic performance 
of such biomarkers make them promising candidates to 
become transformative tools for early diagnosis and clini-
cal practice. These results warrant future exploration of 
these markers in the context of larger and more diverse 
populations and their inclusion in comprehensive diag-
nostic and therapeutic strategies for MetS. The prognostic 
implications of these findings in different populations and 
by strategy to improve method standardization are subjects 
for further investigation.

Acknowledgements
The authors acknowledge all the authorities and medical 
staff in the Diyala Governorate hospitals for their assis-
tance in patient recruitment and sample collection. Ac-
knowledgement The authors would like to thank Tikrit 
University College of Medicine for their support. We are 
also grateful to all the volunteers participating in this study.

Authors’ Contributions
HIA: Conceptualization, Methodology, Investigation, 
Data Curation, writing – Original Draft, Visualization, 
Formal Analysis, Software, Validation, Writing – Review 
& Editing. ERS: Supervision, Project Administration, 
Resources, Conceptualization, Writing, Review & Edit-
ing.

Availability of data and materials
The datasets generated and analyzed during the current 
study are not publicly available because of participant pri-
vacy and confidentiality concerns but are available from 
the corresponding author upon reasonable request.

Conflict of interest
None to declare.

Ethical approval 
An agreement to conduct this study was signed before sam-
ple collection began. The Tikrit University College of Med-
icine collaborated in this study. This study was approved by 
the research committee (No. 3/3/2025) in accordance with 
the Declaration of Helsinki. All participants provided writ-
ten informed consent to participate in the study.

Funding
This research received no specific funding.

References
1.	 Chew NWS, Ng CH, Tan DJH, Kong G, Lin C, Chin YH, et al. The global 

burden of metabolic disease: Data from 2000 to 2019. Cell Metab 
2023;35:414-428.e3. https://doi.org/10.1016/j.cmet.2023.02.003.

2.	 Neeland IJ, Lim S, Tchernof A, Gastaldelli A, Rangaswami J, Ndumele 
CE, et al. Metabolic syndrome. Nat Rev Dis Prim 2024;10:60–77. https://
doi.org/10.1038/s41572-024-00563-5.

3.	 Nwankwo M, Okamkpa CJ, Danborno B. Comparison of diagnostic 
criteria and prevalence of metabolic syndrome using WHO, NCEP-ATP 
III, IDF and harmonized criteria: A case study from urban southeast 
Nigeria. Diabetes Metab Syndr Clin Res Rev 2022;16:1–34.

4.	 Fahed G, Aoun L, Bou Zerdan M, Allam S, Bou Zerdan M, Bouferraa Y, et 
al. Metabolic syndrome: updates on pathophysiology and management 
in 2021. Int J Mol Sci 2022;23:786.

5.	 Liu L, Cai X-C, Sun X-Y, Zhou Y-Q, Jin M-Z, Wang J, et al. Global 
prevalence of metabolic syndrome in patients with psoriasis in the 
past  two decades: current evidence. J Eur Acad Dermatol Venereol 
2022;36:1969–79. https://doi.org/10.1111/jdv.18296.

6.	 Liang X, Or B, Tsoi MF, Cheung CL, Cheung BMY. Prevalence of 
metabolic syndrome in the United States National Health and Nutrition 
Examination Survey 2011–18. Postgrad Med J 2023;99:985–92. https://
doi.org/10.1093/postmj/qgad008.

7.	 Jamali Z, Ayoobi F, Jalali Z, Bidaki R, Lotfi MA, Esmaeili-Nadimi A, et al. 
Metabolic syndrome: a population-based study of prevalence and risk 
factors. Sci Rep 2024;14:3987. https://doi.org/10.1038/s41598-024-
54367-4.

8.	 Hung C-C, Zhen Y-Y, Niu S-W, Lin K-D, Lin HY-H, Lee J-J, et al. Predictive 



7Acta Marisiensis - Seria Medica 2026;72(2)

Value of HbA1c and Metabolic Syndrome for Renal Outcome in Non-
Diabetic CKD Stage 1-4 Patients. Biomedicines 2022;10:1–10. https://
doi.org/10.3390/biomedicines10081858.

9.	 Kharazmi-Khorassani S, Kharazmi-Khorassani J, Rastegar-Moghadam 
A, Samadi S, Ghazizadeh H, Tayefi M, et al. Association of a genetic 
variant in the angiopoietin-like protein 4 gene with metabolic syndrome. 
BMC Med Genet 2019;20:1–6. https://doi.org/10.1186/s12881-019-
0825-8.

10.	 Aryal B, Price NL, Suarez Y, Fernández-Hernando C. ANGPTL4 in 
Metabolic and Cardiovascular Disease. Trends Mol Med 2019;25:723–
34. https://doi.org/10.1016/j.molmed.2019.05.010.

11.	 Chen J, Luo Q, Yi Y, Wang J, Chen P, Luo F, et al. ANGPTL3 as a target 
for treating lipid disorders in type 2 diabetes patients. Lipids Health Dis 
2024;23:1–9.

12.	 Zuo Y, He Z, Chen Y, Dai L. Dual role of ANGPTL4 in inflammation. 
Inflamm Res  Off J Eur Histamine Res  Soc . [et Al] 2023;72:1303–13. 
https://doi.org/10.1007/s00011-023-01753-9.

13.	 Abaj F, Saeedy SAG, Mirzaei K. Are caveolin-1 minor alleles more likely 
to be risk alleles in insulin resistance mechanisms in metabolic diseases? 
BMC Res Notes 2021;14:1–8.

14.	 Peng H, Mu P, Li H, Lin S, Lin C, Lin K, et al. Caveolin-1 Is Essential 
for the Improvement of Insulin Sensitivity through AKT Activation during 
Glargine Treatment on Diabetic Mice. J Diabetes Res 2021;2021:1–9. 
https://doi.org/10.1155/2021/9943344.

15.	 Mysling S, Kristensen KK, Larsson M, Kovrov O, Bensadouen A, 
Jørgensen TJD, et al. The angiopoietin-like protein ANGPTL4 catalyzes 
unfolding of the hydrolase domain in lipoprotein lipase and the endothelial 
membrane protein GPIHBP1 counteracts this unfolding. Elife 2016;5:1–
9. https://doi.org/10.7554/eLife.20958.

16.	 Estefes-Duarte JA, Espinosa-Sánchez A, Pérez-Hernández N, Ortiz MI, 
Fernández-Martínez E. Mechanisms of Bioactive Lipids to Modulate 
Master Regulators of Lipid Homeostasis and Inflammation in Metabolic 
Syndrome. Curr Pharm Biotechnol 2024;26:1755–76.

17.	 Sylvers-Davie KL, Davies BSJ. Regulation of lipoprotein metabolism by 
ANGPTL3, ANGPTL4, and ANGPTL8. Am J Physiol Endocrinol Metab 
2021;321:E493–508. https://doi.org/10.1152/ajpendo.00195.2021.

18.	 Arefian M, Mazaheri-Tehrani S, Yazdi M, Kelishadi R. Caveolin Gene, a 
Possible Risk Factor for Metabolic Syndrome in Humans: A Systematic 
Review and Meta-Analysis. Int J Prev Med 2025;16:1–8.

19.	 Boscher C, Nabi IR. Caveolin-1: role in cell signaling. Adv Exp Med Biol 
2012;729:29–50. https://doi.org/10.1007/978-1-4614-1222-9_3.

20.	 Simón L, Campos A, Leyton L, Quest AFG. Caveolin-1 function at the 
plasma membrane and in intracellular compartments in  cancer. Cancer 
Metastasis Rev 2020;39:435–53. https://doi.org/10.1007/s10555-020-
09890-x.

21.	 Yaikwawong M, Ek-eudomsuk P, Sittithumcharee G, Anupunpisit V, 
Peerapatdit T, Deerochanawong C, et al. A prevalent caveolin-1 gene 
rs926198 variant is associated with type 2 diabetes mellitus in the Thai 
population. Sci Rep 2024;14:1–9. https://doi.org/10.1038/s41598-024-
78534-9.

22.	 Baudrand R, Goodarzi MO, Vaidya A, Underwood PC, Williams JS, 
Jeunemaitre X, et al. A prevalent caveolin-1 gene variant is associated 

with the metabolic syndrome in  Caucasians and Hispanics. Metabolism 
2015;64:1674–81. https://doi.org/10.1016/j.metabol.2015.09.005.

23.	 Fan K-C, Chen S-C, Yen I-W, Lin C-H, Kuo C-H, Lyu Y-P, et al. Plasma 
angiopoietin-like protein 4 as a novel biomarker predicting 10-year  
mortality in a community-based population: a longitudinal cohort study. 
Arch Med Sci 2025;21:51–9. https://doi.org/10.5114/aoms/189504.

24.	 Gharipour M, Nezafati P, Sadeghian L, Eftekhari A, Rothenberg I, Jahanfar 
S. Precision medicine and metabolic syndrome. ARYA Atheroscler 
2022;18:1–10. https://doi.org/10.22122/arya.2022.26215.

25.	 Gesteiro E, Megía A, Guadalupe-Grau A, Fernandez-Veledo S, Vendrell 
J, González-Gross M. Early identification of metabolic syndrome risk: 
A review of reviews and proposal for defining pre-metabolic syndrome 
status. Nutr Metab Cardiovasc Dis 2021;31:2557–74. https://doi.org/
https://doi.org/10.1016/j.numecd.2021.05.022.

26.	 Cho Y, Lee SY. Useful Biomarkers of Metabolic Syndrome. Int J Environ 
Res Public Health 2022;19. https://doi.org/10.3390/ijerph192215003.

27.	 Srikanthan K, Feyh A, Visweshwar H, Shapiro JI, Sodhi K. Systematic 
Review of Metabolic Syndrome Biomarkers: A Panel for Early Detection, 
Management, and Risk Stratification in the West Virginian Population. Int 
J Med Sci 2016;13:25–38. https://doi.org/10.7150/ijms.13800.

28.	 Pearson ER. Personalized medicine in diabetes: the role of ‘omics’ and 
biomarkers. Diabet Med 2016;33:712–7. https://doi.org/https://doi.
org/10.1111/dme.13075.

29.	 Islam MS, Wei P, Suzauddula M, Nime I, Feroz F, Acharjee M, et al. The 
interplay of factors in metabolic syndrome: understanding its roots and 
complexity. Mol Med 2024;30:1–21. https://doi.org/10.1186/s10020-
024-01019-y.

30.	 Bovolini A, Garcia J, Andrade MA, Duarte JA. Metabolic Syndrome 
Pathophysiology and Predisposing Factors. Int J Sports Med 
2021;42:199–214. https://doi.org/10.1055/a-1263-0898.

31.	 de Souza GM, de Albuquerque Borborema ME, de Lucena TMC, da Silva 
Santos AF, de Lima BR, de Oliveira DC, et al. Caveolin-1 (CAV-1) up 
regulation in metabolic syndrome: all roads leading to the  same end. 
Mol Biol Rep 2020;47:9245–50. https://doi.org/10.1007/s11033-020-
05945-y.

32.	 Rafaqat S, Sharif S, Majeed M, Naz S, Manzoor F, Rafaqat S. Biomarkers 
of Metabolic Syndrome: Role in Pathogenesis and Pathophysiology Of 
Atrial Fibrillation. J Atr Fibrillation 2021;14:1–9. https://doi.org/10.4022/
jafib.20200495.

33.	 Ilow R, Regulska-Ilow B, Różańska D, Kowalisko A, Biernat J. Prevalence 
of metabolic syndrome among 40- and 50-year-old inhabitants of  
Wroclaw, Poland. Ann Agric Environ Med 2012;19:551–6.

34.	 Holmannova D, Borsky P, Andrys C, Kremlacek J, Fiala Z, Parova 
H, et al. The Influence of Metabolic Syndrome on Potential Aging 
Biomarkers in Participants with Metabolic Syndrome Compared to 
Healthy Controls. Biomedicines 2024;12:1–15. https://doi.org/10.3390/
biomedicines12010242.

35.	 Hooshmand E, Akbarzade I, Delbari D, Niroomand M, Ghavidel F, Saatchi 
M. Prevalence of Metabolic Syndrome Among Adults Aged 50 and Above 
and Associated Factors: A Cross-Sectional Study From Ardakan Cohort 
Study on Aging (ACSA). Heal Sci Reports 2025;8:1–7. https://doi.org/
https://doi.org/10.1002/hsr2.70508.


