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Abstract

:

The purpose of this study was to examine correlations between health indicators (age, BMI, blood pressure (BP), functional strength (FS), handgrip strength, and predicted VO2 max) and carotid intima-media thickness (cIMT) in an active 50 years+ population. Study participants’ mean cIMT was also compared to the cIMT mean of the general population. Health screenings were conducted on 1818 participants at the Huntsman World Senior Games from 2016 to 2019. Pearson’s correlations, Spearman’s correlations, and ANOVA were performed using SPSS. Weak but significant correlations were evident between cIMT and age (r = 0.283, p < 0.001), systolic BP (r = 0.253, p = 0.001), diastolic BP (r = 0.074, p = 0.016), weight (r = 0.170, p < 0.001), height (r = 0.153, p < 0.001), handgrip L (r = 0.132, p < 0.001), handgrip R (r = 0.074, p < 0.029), and BMI (r = 0.07, p = 0.029); non-significant correlations were evident with predicted VO2 max (r = −0.035, p = 0.382), and FS (r = −0.025, p = 0.597). When controlling for age, systolic BP, and sex, only handgrip L (r = 0.225, p = 0.014) was significantly correlated with cIMT. Mean cIMT for this cohort was lower across all sexes and age-matched groups (cIMT = 0.6967 mm (±0.129)). Physical activity is linked to reduced cIMT. Most health-related indicators in this study were significantly but weakly correlated with cIMT. Additional research is needed before common indicators can be used as a surrogate for cIMT and CVD risk. Results from this study can provide clinicians with additional information to reduce CVD risk through modifiable risk factors. Classic CVD risk factors such as systolic BP and BMI should be considered in patients regardless of lifestyle.
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1. Introduction


Atherosclerosis is the leading cause of cardiovascular disease (CVD) worldwide [1,2]. Diagnostic ultrasound can be used to assess the degree of atherosclerotic burden by measuring the thickness of the two inner layers (intima and media) of the carotid artery [3,4]. Carotid intima-media thickness (cIMT) is a marker of general artery health, and with increasing thickness there is a decrease in vascular health and a subsequent increase in cardiovascular disease risk.



The intima is the first layer within the vessel lumen, consisting of a single layer of endothelial cells. The second is the media which has multiple layers, including vascular smooth muscle, collagen, and elastic lamellae [5]. There is a natural tendency during the aging process for reduced elasticity within the vascular lumen [6]. Remodeling will occur for a variety of reasons including excess reactive oxygen species, calcification, and endothelial dysfunction [7]. Hypertension causes remodeling due to increased pulsatile pressure on the arterial wall, resulting in increased vascular smooth muscle cells (VSMCs). Hyperglycemia and elevated insulin levels also cause vascular smooth muscle proliferation and eventually increased collagen linking [8].



As a point of care option, cIMT ultrasound screening is a relatively simple, minimally invasive approach [4,9,10,11]. Because cIMT is positively associated with cardiovascular risk, ultrasound measurement of cIMT is useful for augmenting CVD risk assessment [12,13]. Nevertheless, cIMT screening may be considered expensive by some standards (average cost in the US is AUD 300.00). Therefore, patient cardiovascular risk scores are often based on classical risk factors including blood pressure, cholesterol, smoking, age, and sex [14]. There is some controversy about solely using cIMT measurements as a surrogate of cardiovascular disease risk. The 2016 European guidelines on cardiovascular disease prevention in clinical practice [15] do not suggest routine screening of patients with ultrasound cIMT measurements. They do, however, mention that ultrasound imaging may be considered in individuals with multiple conventional risk factors. A study cited in the 2016 European guidelines demonstrates a small improvement in clinical outcomes when cIMT measurements were used as a measure of cardiovascular risk in the general population ([16]). The 2016 European guidelines highlight an increased cardiovascular risk with increasing cIMT. Another cited paper demonstrated that mean cIMT is “positively and robustly associated with cardiovascular risk” [17]. Since the publication of the 2016 European guidelines, research involving very large sample sizes (n > 100,000) has been published, highlighting that cIMT progression may be used as a surrogate marker for cardiovascular risk [18].



Research continues to show that in the clinical setting, a comprehensive assessment of patient cardiovascular risk should be undertaken before making decision about treatment and invasive imaging options [15]. It is apparent that cIMT can play a role in the clinical setting for cardiovascular disease stratification. This study does not aim to explore the role of cIMT in clinical practice but does demonstrate that cIMT is reduced in this population sample when compared to the general United States population.



Consensus has yet to be reached on cIMT associations with some, but not all, health-related metrics such as VO2 max, blood pressure, strength, age, weight, and body mass index (BMI) [19,20]. Not all variance in cIMT can be explained by the risk factors studied in this paper. Metabolic risk factors such as waist circumference, fasting lipids, and fasting plasma glucose can also be used. Studies of middle-aged women after pregnancy showed that predictors of metabolic health have varying levels of association with cIMT [21]. Research on metabolic health predictors in an active healthy elderly population are limited. As already described at length in the literature, smoking causes endothelial dysfunction and cardiovascular disease progression [22]



Cardiorespiratory fitness’ association with the progression of cIMT is equivocal. Some studies performed in middle-aged individuals have reported an inverse correlation between cIMT and VO2 max [19,23,24]. Results from studies looking at similar younger populations have been inconclusive [25,26]. Larger population based observational trials in the 50+ population are lacking.



Cross-sectional studies have reported no association between physical strength and cIMT [26,27]. Intervention studies in younger healthy populations have shown a slight improvement of cIMT with exercise training programs [28,29]. A large prospective cohort study in adolescent males showed decreased CVD mortality in those with increased knee extension strength and handgrip strength [30]. Another study using a similar population as Ortega et al. [30] have shown inverse associations between muscular strength and cIMT [31]. Handgrip strength has routinely been used in research as a marker of physical fitness [32]. Previous studies have normalized grip strength for weight, BMI, and fat mass [33]. These studies were mostly performed in healthy populations. Our study uses it as an independent assessment, exploring its potential prognostic value without BMI and weight [34,35], as these are separate independent variables in this study. Overall, handgrip strength was used as one of two markers of physical fitness in our study. However, studies in elderly populations are surprisingly limited. One study of older men with a mean age of 81.4 (±3.2) years found an association between higher cIMT and lower handgrip strength [36], although no other association was present between cIMT and overall physical function. Studies of associations between cIMT and health markers in a population who are active and participate in frequent physical activity are limited. The apparent societal fascination for fitness and health, coupled with increased prevalence of CVD risk as the population ages, makes research centered around an active healthy population vital. A greater understanding of the aforementioned health markers associations with cIMT could lead to an increased understanding of CVD disease progression in an active aging population. Thus, this could lead to the potential for less invasive, cost-effective screenings to be part of CVD risk assessments.



The main purpose of this study is to assess correlations between health indicators (age, BMI, blood pressure (BP), functional strength (FS), handgrip strength, and predicted VO2 max) and cIMT in a healthy and active 50-year-old and older population. Additionally, this study makes a comparison of mean cIMT between the study participants and the general 50-year-old and older population.




2. Materials and Methods


The Huntsman World Senior Games (HWSG) is an annual event in St. George, UT, USA. The participants of this event are over 50 years old and older and represent more than 30 different countries; the average attendance for these games is more than 11,000 athletes annually. It is anticipated that these participants have higher activity levels and more active lifestyles than age-matched seniors in the general population.



Health screening data from 1821 participants were used (948 males, 872 females, 1 unknown). Ages ranged from 50 to 99 years old. When outliers were noted upon preparation of the data for analyses, they were excluded if values were outside of physiological limitations [n = 2]; for example, a diastolic BP of 650 mmHg would be considered an error in data entry and removed from the data set. Values were also not included if a person was not in a male or female category [n = 1]. A total of 1818 participants were included in the analysis. Total numbers for each screening outcome varied based on the number of participants who completed each screening (cIMT [n = 1818], BP [n = 1046], weight/height/BMI [n = 975], functional strength (FS) [n = 467], handgrip strength [n = 871], and predicted VO2 max [n = 661]).



As part of an ongoing collaboration with the HWSG, undergraduate students from local universities were involved in data collection and trained prior to the annual games event. Students were trained and subjected to practice to proficiently perform a variety of health screenings as part of a free health screening assessment for all registered HWSG participants. Screening results were shared with individual participants and recorded in an electronic database. Consent to use the data in this study was gained from the participants before the completion of screenings. Data were de-identified and collated into Excel spreadsheets. Participants were able to choose any or all of the screening tests offered. As such, not all participants who came to the health screenings participated in every screening assessment.



Intima-media thickness was measured by trained university students using a portable SonoSite ultrasound machine (Bothell, WA, USA). Longitudinal images of the far wall of the carotid artery, just proximal to the carotid bifurcation, were captured and assessed [37]. Participants had three images taken bilaterally. An average intima-media wall thickness was attained from all six images on a 10 mm longitudinal section. Images were analyzed using SonoCalc IMT 4.0 software SPSS Statistics Version 28 (SonoSite, Bothell, WA, USA). SonoCalc is an automated edge tracking software that was used to ensure accuracy and reliability of measurement [38].



Blood pressure measurements were performed with the participants in a seated position, with the blood pressure cuff on the left arm. The Omron HEM-780 (Kyoto, Japan) Automated Blood Pressure Monitor was used for all assessments. If a blood pressure assessment resulted in a high reading, blood pressure was repeated after a 5 min resting period to ensure accuracy of the assessment.



Weight was assessed using a Tanita (Tokyo, Japan) digital scale. Height was measured with a SECA 213 Portable Stadiometer (Hamburg, Germany). BMI was calculated from these two measurements using the equation BMI = kg/m2.



Resting predicted VO2 max was performed using the Polar M430 (Polar Electro Inc., Bethpage, NY, USA) heart rate wristwatch monitor and the Polar VO2 prediction equation [39].



Grip strength was assessed using a Jamar Handgrip Dynamometer (Los Angeles, CA, USA). Three measurements were taken on both the left and right side according to the Jamar protocol, with the highest score recorded. Participants were given as much time as required to repeat attempts.



Functional strength is a novel form of assessing core strength and stability. Multiple core exercises were used (wall sit, front plank, left and right-side plank, left and right supine bridge with leg extension, and 60-degree sit-up hold), with participants instructed to perform the tasks until failure. However, participants were given target times to classify scores into fair, good, and excellent categories with greater than 2 min being excellent. Total scores were calculated as a sum of each exercise score. A categorical variable was created from the continuous time variable according to published recommendations [40].



Data Analysis


Statistical analysis was performed using SPSS Statistics Version 28 (Armonk, NY, USA). Based on previous published research [21,41], our sample size of n = 1818 (female = 872, male = 946) is sufficient to provide adequate power for multiple statistical analyses. A post hoc Bonferroni correction was applied to avoid type I errors [42].



Quartiles for cIMT, measured in millimeters, were calculated as follows: 1st <0.607, 2nd 0.607 to <0.689, 3rd 0.689 to <0.772, and 4th >0.772. One-way analysis of variance (ANOVA) was performed with cIMT divided into three categories of low (<0.599 mm, [n = 400]), medium (0.600–0.799 mm, [n = 1080]), and high (>0.800, [n = 338]). Quartiles of cIMT measurements were collapsed into tertiles to allow for a more straight-forward analysis and understanding. Natural cut points in the data were used. Previous research which performed similar analysis used cut points with similar cIMT measurements as this study [43].



Continuous data were checked for normality. Correlations were performed between cIMT and collated continuous variables. Pearson’s correlations were used for normally distributed variables (age, systolic BP, diastolic BP, weight, height, FF, handgrip L, handgrip R, and predicted VO2 max). Due to the skewed data for BMI, Spearman’s correlation was applied.



Age categories were based on decades (50–59 years, 60–69 years, 70–79 years, 80+). Age groups over 80 years were combined to maintain a meaningful group size (males n = 107, females n = 58).





3. Results


The cIMT variable was the dependent variable in this study. Mean cIMT across the entire population was 0.697 mm (±0.129). Mean cIMT increased for both males and females as age increased (Table 1). Mean age of the participants was 67.9 ± 8.5 years.



Significant differences in cIMT categories were noted for age, systolic BP, diastolic BP, weight, height, BMI, handgrip L, and FS. No significant difference was present for predicted VO2 max and handgrip R (Table 2).



Post hoc analysis indicated that there was no significant differences in predicted VO2 max and R hand grip strength. Despite handgrip R being significant with one-way ANOVA, (p = 0.032), Bonferroni correction significance was not achieved. BMI yielded significance only between the middle and high category (p = 0.02). All other dependent variables yielded statistically significant differences, with age and systolic BP having the highest significance p < 0.001 (Supplementary Table S1).



Weak significant positive correlations of cIMT were seen with age (r = 0.283, p < 0.001), systolic BP (r = 0.253, p = 0.001), diastolic BP (r = 0.074, p = 0.016), weight (r = 0.170, p < 0.001), height (r = 0.153, p < 0.001), handgrip L (r = 0.132, p < 0.001), handgrip R (r = 0.074, p = 0.029), and BMI (r = 0.07, p = 0.029). Non-significant weak negative correlations were evident in predicted VO2 max (r = −0.035, p = 0.382) and FS (r = −0.025, p = 0.597). (Supplementary Table S2).



Pearson’s correlations were performed while controlling for age, systolic BP, and sex (Table 3). cIMT remained positively associated with weight, BMI, handgrip L, handgrip R, diastolic BP, and height. cIMT was negatively correlated with functional strength and predicted VO2 max. Of these correlations, significance was found only with handgrip L.




4. Discussion


Associations between cIMT and multiple health indicators in athletes 50 years old and older were evaluated. Mean cIMT for this cohort was lower than the general population across both sexes and all age groups [44].



Previous studies have highlighted that there is a positive correlation between age and systolic BP with increased cIMT [45,46,47,48]. The aging process and increased pressure load in the vascular system due to hypertension will lead to adaptive hypertrophy of the arterial wall [49]. Additionally, cIMT is higher in males than females [50]. While previous research has been uncommon in an active elderly population, our data revealed a similar correlation of increased cIMT with age and systolic BP as the one detected in other populations. As such, repeats of correlations were performed while controlling for age, systolic BP, and sex.



Age- and sex-matched cIMT were lower in this study when compared to the Edinburgh Artery Study [44], which looked at an age-stratified random sample of people across 10 general medicine practices [n = 1106] [44]. No specific questionnaire about exercise rates was completed for this study; however, it is presumed that baseline exercise and activity is higher than average in this population due to the demographic of the participants in this study (all participants are world senior games competitors). The mean BMI of senior games athletes was 25.19 compared to the US average of 29.3 [51], and their obesity rate based on BMI (BMI > 30) was 10.73 compared to the national average for adults over 60 years old of 42.8% [52]. Additionally, mean cIMT was lower across both sexes and in all ages compared to average elderly populations [44]. The population level benefit of exercise in this study is possibly manifested in lower cIMT scores. This can be expected as individuals who exercise or are more consistent with physical activity are known to have more favorable health outcomes, as demonstrated in the studies dating as far back as 1953 [53]. Research indicates an increased life expectancy of 1.3 to 3.7 years with regular patterns of moderate to high levels of physical activity, and up to 3.3 years without cardiovascular disease [54]. Reductions in cardiovascular disease-related deaths are also correlated with decreased cIMT [54]. Some research has indicated that atherosclerosis in a healthy and active population could be reversed or stabilized with increasing age [53]. It is unlikely that many participants were following a strict plant-based diet as suggested by Esselstyn [53], and, indeed, we found no evidence of stabilizing cIMT with increased age, only attenuations in increasing thickness with age.



Importantly, while overall health outcomes of individuals in this cohort are undoubtedly better than the US national average [36,44,55,56], cIMT was still positively correlated with the expected markers of systolic BP, age, and sex. Therefore, while an individual may be considered physically fit and healthy, recommendations to maintain or improve clinical health markers such as BP and BMI should still be given. In this study, BP shows the strongest correlation with cIMT and therefore remains perhaps the most vital intervention even in healthy active individuals without apparent vascular morbidities.



Studies suggest scores on handgrip assessments may be indicative of overall strength for the whole body [57,58]. Our study found a significant but weak positive correlation between handgrip strength and cIMT (Supplementary Table S2). Results indicated that as handgrip scores increased, cIMT also increased. Even after controlling for age, systolic BP, and sex, these correlations remained for handgrip L. Handgrip R was also positively correlated but was not statistically significant (p = 0.069). One consideration for this might be that most of the sample was likely right-handed; therefore, handedness should be considered when using handgrip strength as a marker for cIMT.



As health-related outcomes improve, one would expect a decrease in cIMT. However, the positive correlation we found may partly be explained by the effect of increased systolic blood pressure during exercise and strenuous activity, which can lead to smooth muscle hypertrophy of the media layer of the artery. This is supported by randomized control trials [59], which highlight that exercise programs do not decrease cIMT. It is worth noting that correlations (without control variables) were significant but not considered strong (handgrip L r = 0.132, handgrip R r = 0.074). Functional strength is an indicator of core strength and stability and is a different indicator of strength than handgrip measures. While previous research conducted in general adult populations showed improved vascular status with improved skeletal muscle status [60], there were no statistically significant differences or correlations in functional strength scores across cIMT categories. After controlling for systolic BP, age, and sex, analysis showed that increased functional fitness was non-significantly (p = 0.161) correlated with decreased cIMT. It is important to note that mean cIMT was considerably lower in our study population, providing support for the overall effects of exercise as vital in decreasing potential atherosclerotic burden [61]. In this study, correlations were present but not significant. Future research with increased sample size may yield correlations that are statistically significant.



Some recent evidence has highlighted that the femoral artery may be superior to the carotid region [62]. However, in this study, carotid artery assessment was considered less invasive as the assessment was conducted in an open area. It should also be noted that the data collection took place prior to the publication of this paper [63]. Additional research surrounding the role of femoral artery intima-media thickness and its correlation with common health markers would be of interest.



Cardiovascular health has been linked to cardiorespiratory fitness or predicted VO2 max in previous research [63]. As cIMT is a predictor of systemic vascular disease, the impact of predicted VO2 max on cIMT has similarly been studied, however, not in a healthy and active sample of the population aged 50 years and over. Previous studies have shown that increased VO2 max correlated with decreased cIMT [24,64]. However, our population of healthy active adults showed no significant difference or correlations. This may be because our sample population had a relatively lower mean cIMT; therefore, a change in cIMT with respect to changes in predicted VO2 max in a healthy population may not be as pronounced as in the average population. After controlling for age, systolic BP, and sex, analysis showed that increasing predicted VO2 max led to decreased cIMT (r = −0.134); however, this correlation was not statistically significant (p = 0.147). Future studies with larger sample sizes should be completed to draw more robust conclusions.




5. Conclusions


This study reinforces that physical activity leads to decreased CVD risk, as measured by cIMT. However, even in a sample of highly active individuals, physical activity does not offset typical risk factors. Age, systolic BP, weight, and BMI were all positively correlated with greater cIMT. This suggests that these parameters may be used as surrogates for assessing vascular health and atherosclerotic cardiovascular disease. More research is needed to identify how these metrics can be applied together to form a CVD risk screening program for guiding interventions.
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Table 1. Mean cIMT.






Table 1. Mean cIMT.





	

	
Male

	
Female






	
Tertile

	
50–59

[n = 111]

	
60–69

[n = 356]

	
70–79

[n = 372]

	
80–99

[n = 107]

	
50–59

[n = 206]

	
60–69

[n = 371]

	
70–79

[n = 237]

	
80–99

[n = 58]




	
1st

	
0.577

	
0.622

	
0.652

	
0.676

	
0.564

	
0.594

	
0.614

	
0.610




	
2nd

	
0.636

	
0.703

	
0.729

	
0.740

	
0.624

	
0.658

	
0.693

	
0.713




	
3rd

	
0.699

	
0.793

	
0.824

	
0.818

	
0.698

	
0.723

	
0.777

	
0.811











 





Table 2. One-way ANOVA with Bonferroni correction for differences in age, BP, physical characteristics, predicted VO2 max, and strength via cIMT.






Table 2. One-way ANOVA with Bonferroni correction for differences in age, BP, physical characteristics, predicted VO2 max, and strength via cIMT.












	
	Low (cIMT < 0.599) [n = 400, 22%]
	Medium (cIMT 0.600–0.799) [n = 1080, 59.4%]
	High (cIMT > 0.800) [n = 338, 18.6%]
	p Value





	Age
	64.91 ± 8.69
	67.82 ± 8.32
	71.61 ± 7.63
	≤0.001 a,b,c



	Systolic BP
	126.44 ± 16.30
	132.05 ± 16.55
	139.89 ± 16.47
	≤0.001 a,b,c



	Diastolic
	78.50 ± 9.71
	79.47 ± 9.72
	81.15 ± 9.76
	≤0.05 c



	Weigh (pounds)
	159.1 ± 31.6
	162.19 ± 33.60
	175.77 ± 36.91
	≤0.001 b,c



	Height (inches)
	66.7 ± 3.82
	67.31 ± 3.95
	68.68 ± 4.08
	<0.001 b,c



	BMI
	25.02 ± 3.78
	25.03 ± 4.05
	26.05 ± 4.85
	≤0.05 b,c



	Handgrip (L)
	32.58 ± 10.61
	35.92 ± 11.16
	36.29 ± 11.35
	≤0.05 a,c



	Handgrip (R)
	33.69 ± 11.03
	35.74 ± 11.27
	36.42 ± 11.76
	NS



	VO2 Max
	39.16 ± 8.78
	39.42 ± 8.82
	38.38 ± 8.14
	NS



	Functional Strength
	13.55 ± 2.49
	14.17 ± 2.15
	13.36 ± 2.30
	≤0.05 a,b







a = significant difference between low and medium. b = significant difference between medium and high. c = significant difference between low and high.













 





Table 3. Correlations while controlling for age, systolic BP, and sex.






Table 3. Correlations while controlling for age, systolic BP, and sex.
















	
	Dias—BP (n = 1045)
	Weight (n = 975)
	Height (n = 978)
	BMI (n = 974)
	Functional Strength (n = 467)
	Handgrip L (n = 871)
	Handgrip R (n = 871)
	Predicted VO2 Max (n = 611)





	r
	0.007
	0.161
	0.088
	0.126
	−0.130
	0.225
	0.168
	−0.134



	p
	0.940
	0.081
	0.346
	0.175
	0.161
	0.014
	0.069
	0.175
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