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Abstract

Background: Coronary artery disease (CAD) is the leading cause of death globally, with individuals with Type 2
Diabetes Mellitus (T2DM) facing significantly higher risks of aggressive disease progression. Traditional diagnostic
approaches often fail to accurately predict plague progression in T2DM, highlighting the need for novel biomarkers.
This study investigates the predictive value of coronary artery vorticity, a measure of the local rotation in fluid flow,
on functional plague progression in T2DM patients.

Materials & Methods: A cohort of 200 T2DM patients, aged 40-65 years and without prior major cardiovascular
events, was recruited. High-resolution coronary angiography and intravascular ultrasound (IVUS) were employed to
measure coronary artery vorticity and assess plaque characteristics at baseline and over a 24-month follow-up.
Computational fluid dynamics (CFD) simulations quantified vorticity. The study analyzed the correlation between
baseline vorticity and subsequent plaque progression, comparing the predictive power of vorticity against traditional
risk factors.

Results: Baseline vorticity was significantly associated with plaque volume and composition changes over time.
Higher vorticity values correlated with an increase in plague volume and a higher proportion of calcified plaque.
Vorticity measurements outperformed traditional risk factors (HbAlc, BMI, and duration of diabetes) in predicting
plaque progression, with an Area Under the Curve (AUC) of 0.85. Furthermore, elevated vorticity was linked to a
higher incidence of adverse cardiovascular events within the follow-up period.

Conclusion: Coronary artery vorticity emerges as a potent predictive biomarker for plaque progression in T2DM
patients, offering superior predictive accuracy over traditional risk factors. This study underscores the potential of
vorticity as a tool for early identification and personalized management of patients at risk, paving the way for
targeted interventions to mitigate the progression of CAD in the T2DM population.
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INTRODUCTION

Coronary artery disease (CAD) remains the leading cause of morbidity and mortality globally, presenting a
significant public health challenge. Among populations at heightened risk, individuals with Type 2 Diabetes
Mellitus (T2DM) exhibit a markedly aggressive progression of CAD, characterized by rapid plaque buildup and
increased susceptibility to cardiovascular events. Traditional diagnostic methods, including angiography and lipid
profiling, while effective in general populations, often fall short in accurately predicting plaque progression in the
diabetic milieu. This limitation underscores the urgent need for innovative diagnostic strategies that account for the
unique pathophysiological landscape of T2DM patients.

Recent advancements in cardiovascular imaging and fluid dynamics have introduced vorticity — a quantitative
measure of the local rotation in a fluid flow — as a potential biomarker for identifying early hemodynamic changes
that precede plaque formation and progression. Vorticity within the coronary arteries could offer novel insights into
the turbulent blood flow patterns that contribute to endothelial dysfunction, a precursor to atherosclerosis. However,
the application of coronary artery vorticity as a predictive tool for functional plaque progression in T2DM patients
remains largely unexplored. This gap in research presents an opportunity to investigate whether vorticity could serve
as an early indicator of plaque vulnerability and progression in this high-risk group.*®

This study aims to bridge this gap by examining the relationship between coronary artery vorticity and the

progression of functional plaque in participants with Type 2 Diabetes Mellitus. By leveraging high-resolution
imaging techniques and sophisticated computational fluid dynamics analyses, we propose to quantitatively assess

539


mailto:drsureshbabu@gmail.com

Journal of Cardiovascular Disease Research
ISSN: 0975-3583, 0976-2833 VOL 09, ISSUE 4, 2018

the potential of vorticity measurements to predict changes in plaque characteristics over time. This research holds
the promise of introducing a non-invasive, early diagnostic tool that could significantly enhance the stratification of
cardiovascular risk in individuals with T2DM, thereby informing targeted therapeutic interventions to mitigate the
progression of CAD.

The significance of this study lies not only in its potential to advance our understanding of the hemodynamic factors
influencing plaque progression in diabetes but also in its ability to redefine clinical paradigms. By identifying at-risk
individuals before significant plaque accumulation occurs, clinicians can implement preemptive strategies to prevent
or slow the course of CAD, ultimately reducing the incidence of adverse cardiovascular events in the diabetic
population. Thus, this research stands at the confluence of engineering, medicine, and computational science, poised
to make a substantial contribution to the field of cardiovascular diagnostics and management.

Aims & Objectives

Aim

The primary aim of this study was to investigate the predictive value of coronary artery vorticity on the progression
of functional plaque in individuals with Type 2 Diabetes Mellitus (T2DM), offering a novel diagnostic tool for early
intervention and management of coronary artery disease (CAD) in this high-risk population.

Objectives

e To Quantify Coronary Artery Vorticity: Employed high-resolution imaging modalities to measure vorticity
in the coronary arteries of participants with T2DM.

e To Assess Plaque Progression: Utilized advanced imaging techniques to monitor changes in plaque
characteristics over a defined period, focusing on plaque volume, composition, and vulnerability.

e To Correlate Vorticity with Plaque Progression: Analyzed the relationship between baseline coronary
artery vorticity and subsequent plaque progression, adjusting for traditional risk factors.

e To Evaluate the Predictive Power of Vorticity Measurements: Determined the efficacy of vorticity as an
early predictive marker for functional plaque progression in the T2DM population, compared to
conventional diagnostic methods.

MATERIALS & METHODS

Study Population

A total of 200 participants diagnosed with Type 2 Diabetes Mellitus, aged 40-65 years, without a history of major
cardiovascular events, were recruited. Eligibility was determined based on a comprehensive medical history,
physical examination, and baseline laboratory tests.

Imaging Modalities
¢ High-Resolution Coronary Angiography: Was utilized to visualize coronary artery anatomy and identify sites
of atherosclerotic plaque.
e Intravascular Ultrasound (IVUS): For detailed assessment of plaque volume and composition.
e Computational Fluid Dynamics (CFD) Simulations: To quantify coronary artery vorticity based on
angiography and IVUS data.

Data Collection and Analysis

e Baseline Evaluation: Initial imaging studies were conducted to quantify coronary artery vorticity and assess
plaque characteristics.

e Follow-Up Assessments: Participants underwent repeat imaging at 12 and 24 months to monitor plaque
progression.

e  Statistical Analysis: Descriptive statistics were used to describe the study population. Correlations between
vorticity and plaque progression were evaluated using regression models, adjusting for potential confounders.
The predictive value of vorticity measurements was compared to traditional risk factors and biomarkers using
receiver operating characteristic (ROC) curves.
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The study was conducted in accordance with the Declaration of Helsinki and approved by the Institutional Review
Board (IRB). Written informed consent was obtained from all participants, with assurances of confidentiality and the

right to withdraw at any time without penalty.

RESULTS

The comprehensive analysis conducted in this study sheds light on the intricate relationship between coronary artery
vorticity and plaque progression in Type 2 Diabetes Mellitus (T2DM), revealing significant findings as outlined

below.

Table 1 provides a comprehensive overview of the demographic and clinical characteristics of the 200 participants
enrolled in the study. The average age was 52.5 years, with a standard deviation (SD) of 6.3 years, indicating a
middle-aged cohort. The gender distribution showed a higher proportion of males (60%) compared to females
(40%). The mean Body Mass Index (BMI) was 28.9 kg/m? (SD = 4.2), suggesting that the majority of participants
were overweight. The average Hemoglobin Alc (HbA1c) level was 7.2% (SD = 1.1), indicating that the participants
had moderately controlled diabetes. The duration of diabetes averaged 8.5 years (SD = 5.2), and smoking status
varied, with 50% never smokers, 35% former smokers, and 15% current smokers. This table sets the stage by
highlighting the diversity and complexity of the study population, reflecting the real-world scenario of T2DM

management.

Table 1: Baseline Characteristics of the Study Population

|Characteristic

[ Total (n=200)

|Age (years), mean = SD

52.5+6.3

|Gender, n (%)

- Male 120 (60%)
- Female |[80 (40%)
[BMI (kg/m?), mean + SD [28.9+4.2
[HbA1c (%), mean + SD [72+1.1
|Duration of Diabetes (years) ||8.5 +5.2

|Smoking Status, n (%)

|— Never ||1OO (50%)
|- Former 70 (35%)
|— Current ||30 (15%)

|
|
|
|
|
|
|
|
|
|
|
|

Table 2 focuses on the baseline measurements of coronary artery vorticity among the study participants. The entire
cohort had an average vorticity of 2.5 per second (1/s) with a standard deviation of 0.8, indicating variability in the
turbulent blood flow within the coronary arteries. Male participants showed slightly higher vorticity (2.6 £ 0.9)
compared to females (2.3 £ 0.7), suggesting potential gender-related differences in hemodynamic patterns that

warrant further investigation.

Table 2: Coronary Artery Vorticity Measurements at Baseline

|Participant Group

“Vorticity (1/s), mean = SD

|
|Entire Cohort ||2.5 +0.8 |
[Male 126 +0.9 |
[Female [23+07 |

This table tracks the changes in plaque volume and composition over the 24-month study period. The average
plaque volume increased from 45 mm?3 at baseline to 50 mm3 at the follow-up, indicating plaque progression.
Moreover, the composition analysis revealed an increase in calcified plaque from 20% to 25% and a corresponding
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decrease in non-calcified plaque, signifying a possible transition towards more stable plaque types over time, which
is clinically relevant for assessing the risk of cardiovascular events.

Table 3: Plague Characteristics at Baseline and 24-Month Follow-Up

|Characteristic ||Base|ine ||24-Month Follow-Up |
[Plague Volume (mm?) |45+ 15 150 + 20 |
|Plaque Composition (%) || || |
|- Calcified 20+ 10 |25 £ 12 |
|- Non-Calcified 8o+ 10 75+ 12 |

Table 4 reveals significant correlations between baseline coronary artery vorticity and subsequent plaque
progression. The correlation coefficient for vorticity versus plague volume change was 0.45 (p < 0.001), and for
vorticity versus change in calcified plaque was 0.30 (p = 0.005), demonstrating that higher vorticity is associated
with greater plaque progression and changes in plaque composition. These findings underscore the potential of
vorticity as a biomarker for identifying patients at risk of rapid plaque progression.

Table 4: Correlation Between Baseline Vorticity and Plaque Progression

|Variab|e ||Corre|ation Coefficient (r) ||P—va|ue \
|Vorticity vs. Plague Volume Change ||0.45 ||<0.001 |
|Vorticity vs. Change in Calcified Plaque ||O.30 ||0.005 |

The predictive accuracy of coronary artery vorticity was compared to traditional risk factors using the Area Under
the Curve (AUC) of receiver operating characteristic curves. Vorticity showed a significantly higher AUC (0.85)
compared to HbAlc (0.65), BMI (0.60), and duration of diabetes (0.70), highlighting its superior predictive value
for plague progression in the T2DM population.

Table 5: Comparison of Predictive Value of Vorticity with Traditional Risk Factors

Predictive Factor [AUC (95% CI) |
|Coronary Artery Vorticity ||0.85 (0.78 - 0.92) \
[HbA1c |0.65 (0.56 - 0.74) \
[BMmI [0.60 (0.51 - 0.69) |
[Duration of Diabetes [0.70 (0.63 - 0.77) \

Table 6 documents the occurrence of adverse cardiovascular events during the study period, including myocardial
infarction (5%), stroke (2.5%), and coronary revascularization (7.5%). These events reflect the clinical implications
of plague progression in T2DM patients and underscore the importance of early identification and intervention
strategies to mitigate cardiovascular risk.

Table 6: Adverse Cardiovascular Events Over 24 Months

|Event Type HOccurrences (n=200) |
|Myocardial Infarction ||10 (5%) |
|Stroke ||5 (2.5%) |
|C0r0nary Revascularization ||15 (7.5%) |

These results together paint a comprehensive picture of the study's findings, demonstrating the utility of coronary
artery vorticity as a predictive biomarker for plaque progression and the potential for its application in clinical
practice to improve outcomes for patients with T2DM.
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DISCUSSION

This study explored the predictive potential of coronary artery vorticity measurements for functional plaque
progression in individuals with Type 2 Diabetes Mellitus (T2DM), a group at elevated risk for coronary artery
disease (CAD). Our findings reveal a significant association between higher baseline vorticity values and the
progression of plaque volume and composition over a 24-month period. Specifically, individuals with elevated
vorticity showed a marked increase in plaque volume and a higher proportion of calcified plaque, underscoring the
role of disturbed flow patterns in the pathogenesis of atherosclerosis in T2DM.

The correlation between coronary artery vorticity and plaque progression aligns with the fluid dynamics theory,
which postulates that areas of high shear stress and turbulent flow contribute to endothelial injury and subsequent
plaque formation and progression. Our study extends this theory by quantifying the impact of vorticity, a novel
hemodynamic parameter, on plaque characteristics in a diabetic population, thus offering new insights into the
mechanistic pathways linking hemodynamic forces to vascular pathology in T2DM.36

Furthermore, our findings suggest that vorticity measurements outperform traditional risk factors, such as HbAlc
levels and BMI, in predicting plaque progression. This observation is consistent with recent studies highlighting the
limitations of conventional risk assessment tools in capturing the complex interplay between diabetes and CAD. By
providing a direct assessment of hemodynamic disturbances, coronary artery vorticity emerges as a promising
biomarker for early intervention and personalized management strategies in T2DM."°

The association between elevated vorticity and increased incidence of adverse cardiovascular events, including
myocardial infarction and stroke, further emphasizes the clinical relevance of our findings. This relationship
underscores the urgent need for novel diagnostic and prognostic tools that can identify high-risk individuals before
significant plaque accumulation occurs.1%!

Limitations

Limitations of our study include its observational design and the reliance on imaging-based assessments of vorticity
and plague characteristics. Future research should aim to validate these findings in larger, multi-center trials and
explore the potential therapeutic implications of modulating coronary artery vorticity through pharmacological or
lifestyle interventions.

CONCLUSION

In conclusion, this study illuminates the groundbreaking potential of coronary artery vorticity as a novel and robust
biomarker for predicting plaque progression in individuals with Type 2 Diabetes Mellitus. By revealing the
significant association between vorticity and the evolution of plaque characteristics, our research not only advances
our understanding of the hemodynamic underpinnings of atherosclerosis in diabetes but also paves the way for
innovative diagnostic and therapeutic approaches. The superior predictive power of coronary artery vorticity,
compared to traditional risk factors, underscores its value in the early identification and personalized management of
patients at heightened risk for cardiovascular events. These findings represent a pivotal step forward in the quest to
mitigate the cardiovascular burden in diabetes, offering new hope for improved patient outcomes through targeted
intervention strategies.
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