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Abstract
Background
Type 2 diabetes aggravates the postprandial metabolic effects of food, which increase cardiovascular risk. We investigated the acute effects of fast food on postprandial left ventricular (LV) function and the potential effects of pre-exercise in type 2 diabetes individuals.

Methods
We used a cross-over study including 10 type 2 diabetes individuals (7 male and 3 females; 53.4 ± 8.1 years; 28.3 ± 3.8 kg/m2; type 2 diabetes duration 3.1 ± 1.8 years) and 10 controls (7 male and 3 females; 52.8 ± 10.1 years; 28.5 ± 4.2 kg/m2) performing high intensity interval exercise (HIIE; 40 min, 4 × 4min intervals, 90–95 % HRmax), moderate intensity exercise (MIE; 47 min, 70 % HRmax) and no exercise (NE) in a random order 16–18 hours prior to fast-food ingestion. Baseline echocardiography, blood pressure and biochemical measurements were recorded prior to and 16–18 hours after exercise, and 30 minutes, 2 hours and 4 hours after fast food ingestion.

Results
LV diastolic (peak early diastolic tissue velocity, peak early diastolic filling velocity), and systolic workload (global strain rate, peak systolic tissue velocity, rate pressure product) increased after consumption of fast food in both groups. In contrast to controls, the type 2 diabetes group had prolonged elevations in resting heart rate and indications of prolonged elevations in diastolic workload (peak early diastolic tissue velocity) as well as reduced systolic blood pressure after fast food consumption. No significant modifications due to exercise in the postprandial phase were seen in any group.

Conclusions
Our findings indicate that fast-food induces greater and sustained overall cardiac workload in type 2 diabetes individuals versus body mass index and age matched controls; exercise 16–18 hours pre-meal has no acute effects to the postprandial phase.

Trial registration
ClinicalTrials.gov: NCT01991769.


Background
Most of the day is spent in the postprandial state and frequent ingestion of energy dense food, rich in processed carbohydrates, saturated fats and salt (fast-food), increases the risk of cardiometabolic diseases [1–3].
Type 2 diabetes aggravates the postprandial metabolic effects of food because it impairs the transport, delivery and/or storage of carbohydrates and fats [4]. Although type 2 diabetes is an accepted cause of heart failure [5] and approximately 50 % of asymptomatic individuals with well-controlled type 2 diabetes show signs of diastolic dysfunction [6], little is known about the acute effects of food in the view of cardiac function in this population.
Endothelial function is impaired after fast food ingestion, which is related to increases in circulating glucose, triglycerides and/or elevated oxidative stress [7, 8]. However little is known about the acute consequence of excessive elevations in circulating glucose and/or triglycerides after a meal on cardiac function in type 2 diabetes.
Although few studies have investigated the acute effects of fast food on cardiac function, it is observed that food-induced elevation of circulating glucose and oxidative stress reduce diastolic function in insulin-treated type 2 diabetes patients [9], and that acute elevations in circulating triglycerides yield compensatory increases in systolic function of the left ventricle in healthy individuals [10].
Chronic exercise improves cardiac function [6] and even single bouts of exercise can improve endothelial function, triglycerides and oxidative stress in healthy and reduce postprandial glucose elevations in type 2 diabetes individuals [8, 11, 12]. Exercise 16–18 hours pre-meal has previously shown to induce improvements in total antioxidant status (TAS) and endothelial function, rather than reduce the circulating glucose or triglycerides [8]. In this setting, high intensity interval exercise (HIIE) was more effective in improving postprandial endothelial function compared to moderate intensity exercise (MIE) [8].
No study has investigated whether fast food ingestion induces an acute increase in cardiac workload, or whether this may be modified by pre-exercise as observed for endothelial function [8].
The purpose of this study was thus to explore whether a single fast food meal affects left ventricular (LV) diastolic and systolic function in the four hour postprandial phase, and whether exercise (HIIE or MIE) 16–18 hours prior to a single fast food meal could affect LV function, resting heart rate, blood pressure and/or other biochemical measures in type 2 diabetes patients.

Methods
Study participants
Type 2 diabetes individuals and healthy controls were recruited through a local newspaper and from advertisement at St. Olav’s University hospital, Trondheim, Norway. The study was performed from February to June 2012.
The inclusion criteria included: age 40 to 65 years and type 2 diabetes within the past 10 years with no use of insulin. Exclusion criteria included: known cardiovascular or lung disease, uncontrolled hypertension, orthopaedic or neurological restrictions, body mass index (BMI) >35 kg/m2, pregnancy, inability to exercise, smoking, drug or alcohol abuse, planned surgery during the trial period, serious eating- and/or personality disorders, reluctance to sign informed consent form, or more physical activity than today’s recommendations [13].
Ten type 2 diabetes individuals and 10 healthy age and BMI matched controls were included. The protocol was approved by the Regional Committee for Medical and Health Research Ethics and registered in the Clinical Trials Registry (ClinicalTrials.gov identifier: NCT01991769). Informed consent was obtained from all participants.

Design
A minimum of one week before the first trial, peak oxygen uptake (VO2peak) was assessed (Jaeger LE2000CE, Hochberg, Germany) as previously described [14]. Each of the 20 subjects participated in all trials (HIIE, MIE and no exercise (NE)), in a randomized order with a minimum of one week between trials. The timeline representing each trial is illustrated in Figs. 1, 2, 3 and 4. Baseline-1 measurements were performed on the day prior to fast-food ingestion in a resting (sedate behavior/refrained from exercise, ≥48 hours) and fasting (≥12 hours) state that abstained from caffeine, citrus and alcohol (16–18 hours). During the 16–18 hour period after HIIE, MIE or NE, the subjects were instructed to abstain from exercise, caffeine, citrus and alcohol and to report for baseline-2 in a fasting (≥12 hours) state the following morning. Before overnight fasting commenced, prior to all baseline-1 and baseline-2 measurements, subjects ingested a mixed meal at the same time and of the same content (same manufacturer, same amount) as they did before baseline-1 in their first trial. This meal was typically a standard Norwegian supper (i.e., whole grain sandwich with butter/margarine and meat/egg/fish/cheese and milk or water). Following baseline-2, fast food was ingested and measurements performed 30 minutes, 2 hours and 4 hours after the meal. The participants remained inactive in the laboratory after fast-food ingestion until end of the protocols.[image: A12937_2015_69_Fig1_HTML.gif]
Fig. 1Effects of fast food (left panel; all trials combined) and exercise (right panel; high intensity interval exercise +moderate intensity exercise vs. no exercise) on left ventricular diastolic function. Abbreviations: BL, baseline; C, control group; e’, peak early diastolic tissue Doppler velocity; E/e’ , filling pressure; E, peak early filling velocity; HIIE, high intensity interval exercise; HIIE+MIE, exercise combined; IVRT, isovolumic relaxation time; MIE, moderate intensity exercise; NE, no exercise; T2D, type 2 diabetes group. Estimated means and 95 % CIs from LMMs with the factors time, group and their interaction (left panel, figures a-d), and with the factors time, group, trial and their interactions (right panel, figures E-H). In the left panel significant (p < 0.01) time differences are indicated by *(from BL1), † (from BL2), ‡ (from food +30 min) and § (from food +2 h). For peak early filling velocity (e) there is no significant time and group interaction, and the indicated significant time differences refer to the main effect of time for both groups
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Fig. 2Effects of fast food (left panel; all trials combined) and exercise (right panel; high intensity interval exercise +moderate intensity exercise vs. no exercise) on left ventricular systolic function. Abbreviations: BL, baseline; C, control group; HIIE, high intensity exercise; HIIE+MIE, exercise combined; MIE, moderate intensity exercise; NE, no exercise; S' , peak systolic tissue Doppler velocity; T2D, type 2 diabetes group. Estimated means and 95 % CIs from LMMs with the factors time, group and their interaction (left panel, figures a-b), and with the factors time, group, trial and their interactions (right panel, figures c-d). In the left panel significant (p < 0.01) time differences are indicated by *(from BL1), † (from BL2), ‡ (from food +30 min) and § (from food +2 h). For S' and global strain rate there is no significant time and group interaction, and the indicated significant time differences refer to the main effect of time for both groups
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Fig. 3Effects of fast food (left panel; all trials combined) and exercise (right panel; high intensity interval exercise+moderate intensity exercise vs. no exercise) on resting heart rate and blood pressure. Abbreviations: BL, baseline; BP, blood pressure; C, control group; HIIE, high intensity exercise; HIIE+MIE, exercise combined; HR, resting heart rate; MIE; moderate intensity exercise; NE, no exercise; RPP, rate pressure product; T2D, type 2 diabetes group. Estimated means and 95 % CIs from LMMs with the factors time, group and their interaction (left panel, figures a-d), and with the factors time, group, trial and their interactions (right panel, figures e-h). In the left panel significant (p < 0.01) time differences are indicated by *(from BL1), † (from BL2), ‡ (from food +30 min) and § (from food +2 h). For diastolic BP there is no significant time and group interaction, and the indicated significant time differences refer to the main effect of time for both groups. For RPP, the means and CIs are shown as back-transformed values, computed by direct exponentiation of the means and CIs from the LMM based on log-transformed data
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Fig. 4Effects of fast food (left panel, trials combined) and exercise (right panel; high intensity interval exercise+moderate intensity exercise vs. no exercise) on blood glucose, C-peptide, triglycerides and total antioxidant status. Abbreviations: BL, baseline; C, control group; HIIE,  high intensity exercise; HIIE+MIE, exercise combined; MIE, moderate intensity exercise; NE, no exercise; TAS, total antioxidant status; T2D, type 2 diabetes group. Estimated means and 95 % CIs from LMMs with the factors time, group and their interaction (left panel, figures a-d), and with the factors time, group, trial and their interactions (right panel, figures e-h). In the left panel significant (p < 0.01) time differences are indicated by *(from BL1), † (from BL2), ‡ (from food +30 min) and § (from food +2 h). For triglycerides there is no significant time and group interaction, and the indicated significant time differences refer to the main effect of time for both groups. Except for TAS, the means and CIs are shown as back-transformed values, computed by direct exponentiation of the means and CIs from the LMMs based on log-transformed data





Outcome measures
The primary outcome measure was LV diastolic function measured as peak early diastolic tissue velocity (e’). Secondary outcome measures were LV late diastolic tissue velocity (a’), LV early diastolic filling velocity (E), LV late diastolic filling velocity (A), LV filling pressure (E/e’), E/A-ratio, deceleration time (DT), isovolumic relaxation time (IVRT), LV global strain and strain rate, LV peak systolic tissue velocity (S’) as well as resting heart rate, blood pressure, circulating glucose, triglycerides, total cholesterol, LDL-cholesterol, HDL-cholesterol, C-peptide, total antioxidant status (TAS) and high sensitive c-reactive protein (hs-CRP).

Exercise training protocols
All exercise trials were supervised. HIIE was performed by walking or running on an inclined treadmill. Following 10 min warm up at approximately 70 % of maximal heart rate obtained at exercise testing (HRmax), the HIIE-group performed four intervals at 90-95 % of HRmax with 3 minutes recovery periods between intervals at 70 % of HRmax and 5 minutes cool down; 40 min altogether. The MIE protocol consisted of 47 minutes exercise at 70 % of HRmax to achieve approximately similar total energy expenditure as for HIIE.

Fast food
The fast food consisted of a vegetarian mozzarella pizza (Dr. Oetker); 335 g (874 kcal/ 3655 kJ), 83.4 g carbohydrates, 44.2 g fat, and 34.8 g protein. A previous study indicated that this pizza induces a marked postprandial increase in circulating glucose, triglycerides, C-peptide and a decrease in TAS as well as a transient impairment in endothelial function in healthy individuals [8].

Clinical and laboratory examinations
Resting echocardiography
Three consecutive cycles in B-mode acquisitions (mean frame rate 53/sec) and color tissue Doppler imaging (TDI) (mean frame rate 159.9/sec) were recorded from the 3 apical views (four-chamber, two-chamber, and long- axis) and B-mode from the parasternal view. Measurements included E, A, IVRT and DT. Pulsed wave tissue Doppler velocities were measured at the four mitral annular sites in the four-chamber and two-chamber views. The mean of these points was used for S’ , e’ and a’ [15]. The ratio E/e’ was calculated as an estimate of LV filling pressure [16]. Global strain and strain rate were calculated from 2-dimensional strain echocardiography [17]. Measurements obtained in this study are in accordance with standard procedures recommended by the American Society of Echocardiography [18], and no subjects were excluded because of impaired echocardiographic image quality. Images were analyzed off line using EchoPAC version BT12 (GE Vingmed Ultrasound, Horten, Norway). The observer was blinded to group participation, trial and point in time during ultrasound analysis.

Resting heart rate and blood pressure
The lowest heart rate observed during echocardiography was defined as the resting heart rate. Upright blood pressure measurements were performed using Philips SureSigns V52 (Andover, Massachusetts, US). Before baseline-1 and baseline-2, participants rested in a sitting position for at least 10 minutes before measurements. Blood pressure at these time points was noted as the median of three recordings. At the remaining time points, upright blood pressure was measured only once. Rate pressure product (RPP; heart rate x systolic blood pressure) was calculated to determine myocardial workload.

Biochemical analysis
Blood was collected after blood pressure measurements and before echocardiography. Blood glucose, C-peptide, plasma triglycerides, total cholesterol, high density lipoprotein (HDL) and low density lipoprotein (LDL) and high-sensitive C-reactive protein (hs-CRP) were analyzed according to standard procedures at the St. Olavs Hospital (Trondheim) at all time-points; HbA1c was measured at baseline-1. Blood glucose was measured using photometric hexokinase UV method (Roche Modular, Roche Diagnostics, Germany) and C-peptide was measured using chemiluminescence method (Immulite 2000, Siemens Medical Solutions, New Jersey, US). The blood lipids were measured using photometric, enzymatic colorimetric method (Roche Modular, Roche Diagnostics Germany). Hs-CRP was measured using Tina-quant CRPHS immunoturbidimetric assay (Roche Modular, Roche Diagnostics, Germany). HbA1c was measured using TINIA (Turbidimetric Inhibition immunoassay) (Roche Cobas Integra 400 plus, Roche Diagnostics, Germany). Insulin sensitivity was calculated using the HOMA2 calculator (The Homeostasis Assessment Model, University of Oxford, UK). Total antioxidant status (TAS) was analyzed as previously described [19].


Statistical methods
The statistical analysis was performed by linear mixed models (LMMs). Within-subject correlations were considered using a random intercept in the LMM. A full model included group (type 2 diabetes or controls), trial (HIIE, MIE, or NE), and time (baseline-1, baseline-2, and 30 minutes, 2 hours and 4 hours post-meal). Models with two levels of the trial factor (HIIE and MIE combined or NE) were also considered. Tests for overall effects of factors and factor interactions were done by likelihood ratio tests using significance level 0.05. Post hoc comparisons specified and tested appropriate linear combinations (contrasts) of the estimated model parameters for the selected models. In all models, the baseline means (baseline-1) for each group were restricted to be equal for the three exercise trials due to randomization to trials within each group [20]. Outcome variables not meeting the normal assumptions of the LMM were log transformed prior to the statistical analysis in cases where this transformation improved the approximation to the normal distribution. The analyses were performed in the R statistical package [21].
This study is explorative rather than confirmative, and thus we did not perform any formal adjustment for multiple testing. However, if nothing else is explicitly stated, the results presented and discussed here are statistically significant at p<0.01.


Results
Subject characteristics
Subject characteristics are reported in Table 1. Twenty participants completed all trials (HIIE, MIE, NE), and exercised according to prescribed exercise heart rates and followed instructions of sedentary behavior during the NE trial. No adverse events were reported. Since no statistically significant effects of pre-exercise were found, the results discussed below are from LMMs including the factors group and time.Table 1Subject characteristics


	 	Type 2 diabetes
	Control
	
                              p
                            

	n
	10
	10
	 
	Male/Female, n (%)
	7/3 (70/30)
	7/3 (70/30)
	 
	Diabetes duration, years
	3.1 ± 1.8
	-
	 
	Age, years
	53.4 ± 8.1
	52.8 ± 10.1
	0.89

	Body mass index, kg/m2
	28.3 ± 3.8
	28.5 ± 4.2
	0.91

	Waist circumference, cm
	107.1 ± 27.5
	104.4 ± 13.8
	0.78

	HbA1c, % (mmol/mol)
	6.4 ± 1.0 (46.0 ± 7.0)
	5.5 ± 0.2 (36.0 ± 1.5)
	0.01

	HOMA-ir
	2.2 ± 0.7
	1.7 ± 0.7
	0.10

	VO2peak, ml/kg/min
	38.8 ± 7.8
	36.2 ± 8.8
	0.51

	VO2peak, L/min
	3.39 ± 0.84
	3.36 ± 0.92
	0.93

	Medical agents, n (%)
	 	 	 
	 Anti-diabetic
	6 (60)
	0 (0)
	 
	 Statins
	1 (10)
	1 (10)
	 
	 Anti-hypertension
	6 (60)
	1 (10)
	 

Data are means ± SD unless otherwise indicated
Abbreviations: HbA1c glycosylated hemoglobin, HOMA-ir homeostatic assessment model- insulin resistance, VO
                          2peak
                         peak oxygen uptake
T-tests were used to test for differences between groups at baseline




Effect of pre-exercise
Since no statistically significant effects of pre-exercise were found, the results discussed below are from LMMs including the factors group and time.

Cardiac function
The LV diastolic responses to fast food are illustrated in Fig. 1a-d.
The type 2 diabetes group had an overall poorer diastolic function (e’) and higher filling pressure (E/e’) versus controls (Fig. 1a-b).
In general, diastolic workload increased (higher e’ , a’ , E and A) within 30 minutes after the meal in both groups. Subsequently, diastolic workload reversed towards baseline-2 levels, but in contrast to controls (p = 0.10), the type 2 diabetes group showed an indication of increased diastolic workload as measured by e’ that persisted 4 hours after the meal (p = 0.02). Late diastolic filling (a’) remained elevated 4 hours after fast food in both groups.
Filling pressure (E/e’) and isovolumic relaxation time (IVRT) were reduced within 2 hours after the meal in the type 2 diabetes group; this was not significantly different after fast food in the controls. The difference between groups in change from baseline-2 to 2 hours post-meal was almost significant for IVRT (p = 0.03) but not for filling pressure (p = 0.08). No effect of time was observed for E/A ratio because both E and A increased. Supernormal filling is associated with vigorous recoil of the ventricle during diastole with an increase of negative pressure in the ventricle and evacuation of blood from the atrium. This causes a high E wave, shortening of the IVRT and normal deceleration time. We found that the shortened IVRT and lack of changes to deceleration time might be due to the same mechanism.
Pre-exercise did not influence postprandial early diastolic velocity (e’) (Fig. 1e) or any other diastolic echocardiographic variables (Fig. 1f-h).
The LV systolic response to fast food are illustrated in Fig. 2a-b. In general, systolic workload (global strain rate and S’) increased 30 min after the meal in both groups. Systolic workload was subsequently reversed, but remained significantly elevated (global strain rate and S’) compared to baseline-2 after 4 hours in both groups (Fig. 2a-b).
Pre-exercise did not affect systolic function (Fig. 2c-d).

Hemodynamic measurements
The heart rate, blood pressure and RPP responses to fast food are illustrated in Fig. 3a-d.
The type 2 diabetes group had an increased heart rate versus controls (p < 0.01 or p < 0.05) at all time-points except 30 minutes after fast food (p = 0.06). Resting heart rate increased within 30 minutes after the meal and subsequently decreased in both groups; it decreased to a larger extent in controls than in type 2 diabetes. Only the controls re-gained baseline resting heart rate after 4 hours (Fig. 3a).
From baseline-1 to baseline-2, systolic blood pressure decreased in type 2 diabetes, but not in controls. Within 2 hours after fast food, the mean systolic blood pressure in the type 2 diabetes group decreased and subsequently reversed within 4 hours post-meal. In contrast, systolic blood pressure in the controls did not change after ingestion of fast food ingestion (Fig. 3b).
Overall, RPP was higher in the type 2 diabetes group versus to controls (baseline-1 and 4 hours, p < 0.01; baseline 2 and 2 hours: p < 0.05; 30 minutes, p = 0.05). The RPP was increased post-meal in both controls and type 2 diabetes (p < 0.01 and p < 0.05, respectively). It subsequently reduced within 2 hours (p < 0.01 and p < 0.05, respectively), but was changed back to baseline 2 levels after 4 hours only in the controls (Fig. 3d).
Pre- exercise did not influence heart rate, blood pressure response or RPP (Fig. 3e-h).

Biochemistry
The response of circulating glucose, C-peptide, triglycerides and TAS to fast food is illustrated in Fig. 4a-d, respectively. Fast food increased the glucose levels within 30 minutes after the meal in both groups. The subsequent drop in mean glucose levels was delayed in the type 2 diabetes group versus the control group. This was indicated by the fact that the difference 2 hours versus 30 minutes post-meal is significant for controls (p < 0.001) but not for type 2 diabetes group (p = 0.5)— only the controls returned to baseline glucose levels 4 hours post-meal (Fig. 4a). Concurrently, C-peptide levels peaked at 30 minutes post-meal in controls versus at 2 hours post-meal in the type 2 diabetes group (Fig. 4b).
The type 2 diabetes group had indications of an overall higher triglyceride level than the controls (p < 0.05, Fig. 4c). The effect of fast food on triglyceride levels was similar in both groups.
The TAS response to fast food was similar for the two groups—TAS decreased within 4 hours in both controls and type 2 diabetes (p < 0.01 and p < 0.05, respectively; Fig. 4d). Hs-CRP, HDL and LDL did not change in the postprandial phase in either group.
Pre-exercise did not influence any biochemical variables measured at any time-point (Fig. 4e-h).


Discussion
Our findings indicate that fast-food induces greater overall cardiac workload in type 2 diabetes individuals than in BMI and age matched controls. Pre-exercise did not modify fast food induced changes in LV function, resting heart rate, blood pressure, blood glucose, triglycerides or total antioxidant status.
The observed postprandial increase in diastolic workload in both type 2 diabetes and healthy overweight individuals is novel. Our data contrast the few previous studies that investigated the effects of lipid infusions or a carbohydrate rich meal on cardiac function [9, 10]. Further study is needed to determine whether this is a result of the “combined meal”  used here. The other studies [9, 10] might also have missed an initial increase in diastolic workload due to measuring postprandial response 1 or 2 hours after infusion or ingestion, respectively. In contrast to our finding of increased diastolic workload (e’) after the meal, von Bibra et al. [9] observed a significantly reduced diastolic workload (e’) 2 hours after ingesting a pure carbohydrate meal (48 g). Nielsen et al. [22] found no changes in diastolic function after short-term hyperglycemia by insulin discontinuation in insulin dependent type 2 diabetes individuals. However, these participants [9, 22] had longer history of type 2 diabetes and were insulin dependent.
The present study indicates that fast food interacts with LV diastolic function to a greater extent in type 2 diabetes individuals compared to controls. This could be explained by the prolonged postprandial increase in heart rate in the type 2 diabetes group: An increased heart rate increases diastolic function (E, e’) and shortens IVRT. The decrease in filling pressure in the type 2 diabetes group within 2 h post-meal, could be explained by the indication of sustained increase in e’ at this time point in this group while E is reduced.
We could speculate whether the postprandial diastolic compensations observed in the type 2 diabetes group is an early sign of diastolic dysfunction. However, further research is needed to investigate the progress and interaction of food ingestion and diastolic compensations in type 2 diabetes across different disease stages.
The increased LV systolic workload after fast food ingestion is in line with Holland et al. [10] who demonstrated increased systolic workload (LV global strain rate) induced by increased circulating triglycerides after intra venous administration of a fat emulsion in healthy individuals, and Nielsen et al. [22] who observed increased systolic workload (S’ and strain rate) due to hyperglycemia in type 2 diabetes individuals with and without heart failure. However, our data is in contrast to von Bibra et al. [9] who observed no postprandial change in systolic function (S’) in insulin dependent type 2 diabetes individuals with longer duration after ingesting carbohydrates. The diverse findings may be due to different measurement times as well as differences in methods used to increase circulating glucose and/or triglycerides.
The RPP differences seen here between groups suggest that the type 2 diabetes group had greater cardiac workload compared to controls.
The higher heart rate at rest and prolonged increases in heart rate after fast food consumption by type 2 diabetes individuals relative to controls may be due to several factors including cardiovascular autonomic neuropathy (CAN) that can cause abnormalities in heart rate control by reduced vagal activity and/or high sympathetic activity [23]. Furthermore, both glucose ingestion [24] and elevated plasma fatty acid concentrations [25] may stimulate the cardiac autonomic nervous system with a possible increase in catecholamines. Thus, the effects of fast food seen here may be due to catecholamine induced increases in inotropy that result in increased contractility of the cardiac muscle as well as increased dromotropic and chronotropic effects that increases the heart rate.
Although increased heart rate is commonly observed during euglycemic clamp in this patient group as well as those with metabolic syndrome [23], von Bibra et al. [9] observed no particular increase in resting heart rate 2 hours after a carbohydrate-rich meal in insulin dependent type 2 diabetes individuals. This may be due to the long standing type 2 diabetes [9], which increase the possibility of depressed sympathetic activity [23]. Nielsen et al. [26] observed a tendency towards increased heart rate (p = 0.08) due to high levels of lipid infusion versus low lipid infusion controls—this indicates that fast food may increase heart rate more than healthy foods.
The postprandial reduction in systolic blood pressure in the type 2 diabetes group might be an early stage of postprandial systolic hypotension, which is a common hemodynamic condition in diabetes [27] and is associated with an increased risk of cerebrovascular disease [28]. The mechanisms mediating postprandial reductions in blood pressure are not fully understood, but food-induced neurohormonal changes leading to reduced vascular resistance in the splanchnic vasculature as well as CAN, resulting in impaired sympathetic nervous activity has been suggested [29–31].
Gudmundsdottir et al. [32] investigated the postprandial changes after a healthy meal versus a fast food meal and found small changes in blood lipids and hs-CRP with no differences between meals. Our study supports these findings with no changes in cholesterol and hs-CRP.
In the present study, pre-exercise did not modify TAS in type 2 diabetes or controls. This is in contrast to Tyldum et al. [8] who observed a significant exercise-induced improvement in TAS, associated with improvements in endothelial function in healthy normal weight men (42 ± 4 years) using the same protocol as described here. This indicates that our participants had a poorer response to exercise versus lean and healthy individuals [8]. This may possibly be due to central obesity and poorer metabolic control in our study participants versus normal weight individuals.
The lack of exercise-induced improvements in postprandial TAS in the present study may be explained by a lack of exercise induced postprandial changes in circulating glucose- and triglyceride levels. Although the lack of exercise-induced TAS changes contrast with the findings of Tyldum et al. [8], the lack of exercise induced changes in glucose- and triglyceride levels did concur. Nevertheless, exercise-induced changes have previously been observed due to acute exercise on postprandial triglyceride levels and hyperglycemia [33–35].
However, studies are difficult to compare due to different measurement methods, meal composition and size, timing of exercise, exercise mode, intensity and duration. Inadequate energy expenditure [36] and/or inadequate exercise timing relative to the meal may explain the lack of exercise induced reduction in postprandial glucose [37] - and/or triglyceride excursion [38], etc. The acute effect of different exercise modes and timing of these on the postprandial response of the LV certainly needs to be further investigated in type 2 diabetes as the time course of adaptation may be different in the heart/endothelium than normal body weight persons.

Conclusions
Our findings indicate that fast food induces greater and sustained overall cardiac workload in the postprandial phase in type 2 diabetes individuals compared to BMI and age matched controls. Pre-exercise had no acute effects to the postprandial phase. The acute interaction of food on cardiac function in type 2 diabetes needs further study. More research is also needed on the effects of other exercise methods and exercise timing on postprandial cardiac function and other cardiovascular risk markers in this patient group.
Limitations
The limitations of this study include a small sample size and similarity (BMI and WC) between groups. We evaluated the effect of fast-food on LV function, and therefore the individual effects of carbohydrates, fat and salt cannot be evaluated. A recent study demonstrated no effect on diastolic function in normotensive healthy men after one week of high dietary sodium intake [39]. However a previous study found that one week of high dietary sodium intake impair myocardial relaxation [40]. The strengths of this study include the strictly controlled study environment, supervised exercise interventions as well as the similarity in BMI and WC between groups as it excludes potentially confounding effects of adiposity.


Statement of assistance
The authors acknowledge the echocardiographic assistance of colleagues at the St. Olavs Hospital and Norwegian University of Science and Technology, Trondheim, Norway: Torfinn Eriksen, Bjørn Olav Haugen, Ola Kleveland, Erik Madsen, Tomas Renhult Skaug and Asbjørn Støylen, as well as the research assistance of Bjarne Nes and Arnt Erik Tjønna, Nina Backlund and Gøril Bakken Rønning.
Guarantors
C.B.I and S.M.H are equal guarantors taking responsibility of the contents of the article.

Funding
The study was funded by the Liaison Committee between the Central Norway Regional Health Authority (RHA) and the Norwegian University of Science and Technology (NTNU), K.G. Jebsen Foundation for Medical Research and the Norwegian Diabetes Association.


[image: Creative Commons]Open Access This article is distributed under the terms of the Creative Commons Attribution 4.0 International License (http://​creativecommons.​org/​licenses/​by/​4.​0/​), which permits unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver (http://​creativecommons.​org/​publicdomain/​zero/​1.​0/​) applies to the data made available in this article, unless otherwise stated.

References
1.
Cavalot F, Pagliarino A, Valle M, Di Martino L, Bonomo K, Massucco P, et al. Postprandial blood glucose predicts cardiovascular events and all-cause mortality in type 2 diabetes in a 14-year follow-up: lessons from the San Luigi Gonzaga Diabetes Study. Diabetes Care. 2011;34:2237–43.CrossRefPubMedPubMedCentral

2.
Pereira MA, Kartashov AI, Ebbeling CB, Van Horn L, Slattery ML, Jacobs Jr DR, et al. Fast-food habits, weight gain, and insulin resistance (the CARDIA study): 15-year prospective analysis. Lancet. 2005;365:36–42.CrossRefPubMed

3.
Eberly LE, Stamler J, Neaton JD, Multiple Risk Factor Intervention Trial Research G. Relation of triglyceride levels, fasting and nonfasting, to fatal and nonfatal coronary heart disease. Arch Intern Med. 2003;163:1077–83.CrossRefPubMed

4.
Stephenson EJ, Smiles W, Hawley JA. The Relationship between Exercise, Nutrition and Type 2 Diabetes. Med Sport Sci. 2014;60:1–10.CrossRefPubMed

5.
de Simone G, Devereux RB, Chinali M, Lee ET, Galloway JM, Barac A, et al. Diabetes and incident heart failure in hypertensive and normotensive participants of the Strong Heart Study. J Hypertens. 2010;28:353–60.CrossRefPubMedPubMedCentral

6.
Hollekim-Strand SM, Bjorgaas MR, Albrektsen G, Tjonna AE, Wisloff U, Ingul CB. High-intensity interval exercise effectively improves cardiac function in patients with type 2 diabetes mellitus and diastolic dysfunction: a randomized controlled trial. J Am Coll Cardiol. 2014;64:1758–60.CrossRefPubMed

7.
Ceriello A, Quagliaro L, Piconi L, Assaloni R, Da Ros R, Maier A, et al. Effect of postprandial hypertriglyceridemia and hyperglycemia on circulating adhesion molecules and oxidative stress generation and the possible role of simvastatin treatment. Diabetes. 2004;53:701–10.CrossRefPubMed

8.
Tyldum GA, Schjerve IE, Tjonna AE, Kirkeby-Garstad I, Stolen TO, Richardson RS, et al. Endothelial dysfunction induced by post-prandial lipemia: complete protection afforded by high-intensity aerobic interval exercise. J Am Coll Cardiol. 2009;53:200–6.CrossRefPubMedPubMedCentral

9.
von Bibra H, St John Sutton M, Schuster T, Ceriello A, Siegmund T, Schumm-Draeger PM. Oxidative stress after a carbohydrate meal contributes to the deterioration of diastolic cardiac function in nonhypertensive insulin-treated patients with moderately well controlled type 2 diabetes. Horm Metab Res. 2013;45:449–55.CrossRef

10.
Holland DJ, Erne D, Kostner K, Leano R, Haluska BA, Marwick TH, et al. Acute elevation of triglycerides increases left ventricular contractility and alters ventricular-vascular interaction. Am J Physiol Heart Circ Physiol. 2011;301:H123–128.CrossRefPubMed

11.
Gillen JB, Little JP, Punthakee Z, Tarnopolsky MA, Riddell MC, Gibala MJ. Acute high-intensity interval exercise reduces the postprandial glucose response and prevalence of hyperglycaemia in patients with type 2 diabetes. Diabetes Obes Metab. 2012;14:575–7.CrossRefPubMed

12.
Karstoft K, Christensen CS, Pedersen BK, Solomon TP. The acute effects of interval- Vs continuous-walking exercise on glycemic control in subjects with type 2 diabetes: a crossover, controlled study. J Clin Endocrinol Metab. 2014;99:3334–42.CrossRefPubMed

13.
International Diabetes Federation: Global Guideline for Type 2 Diabetes Available at: http://​www.​idf.​org/​sites/​default/​files/​IDF%20​T2DM%20​Guideline.​pdf Accessed March 28, 20142012.

14.
Rognmo O, Hetland E, Helgerud J, Hoff J, Slordahl SA. High intensity aerobic interval exercise is superior to moderate intensity exercise for increasing aerobic capacity in patients with coronary artery disease. Eur J Cardiovasc Prev Rehabil. 2004;11:216–22.CrossRefPubMed

15.
Thorstensen A, Dalen H, Amundsen BH, Aase SA, Stoylen A. Reproducibility in echocardiographic assessment of the left ventricular global and regional function, the HUNT study. Eur J Echocardiogr. 2010;11:149–56.CrossRefPubMed

16.
Ommen SR, Nishimura RA, Appleton CP, Miller FA, Oh JK, Redfield MM, et al. Clinical utility of Doppler echocardiography and tissue Doppler imaging in the estimation of left ventricular filling pressures: A comparative simultaneous Doppler-catheterization study. Circulation. 2000;102:1788–94.CrossRefPubMed

17.
Reisner SA, Lysyansky P, Agmon Y, Mutlak D, Lessick J, Friedman Z. Global longitudinal strain: a novel index of left ventricular systolic function. J Am Soc Echocardiogr. 2004;17:630–3.CrossRefPubMed

18.
Lang RM, Bierig M, Devereux RB, Flachskampf FA, Foster E, Pellikka PA, et al. Recommendations for chamber quantification: a report from the American Society of Echocardiography's Guidelines and Standards Committee and the Chamber Quantification Writing Group, developed in conjunction with the European Association of Echocardiography, a branch of the European Society of Cardiology. J Am Soc Echocardiogr. 2005;18:1440–63.CrossRefPubMed

19.
Wisloff U, Stoylen A, Loennechen JP, Bruvold M, Rognmo O, Haram PM, et al. Superior cardiovascular effect of aerobic interval training versus moderate continuous training in heart failure patients: a randomized study. Circulation. 2007;115:3086–94.CrossRefPubMed

20.
Fitzmaurice GM, Laird NM, Ware JH. Applied Longitudinal Analysis. New York: Wiley; 2004. p. 126–32.

21.
Team RC. R: A Language and Environment for Statistical Computing. Vienna, Austria: R Foundation for Statistical Computing; 2014. http://​www.​R-project.​org.

22.
Nielsen R, Norrelund H, Kampmann U, Botker HE, Moller N, Wiggers H. Effect of acute hyperglycemia on left ventricular contractile function in diabetic patients with and without heart failure: two randomized cross-over studies. PLoS One. 2013;8:e53247.CrossRefPubMedPubMedCentral

23.
Valensi P, Chiheb S, Fysekidis M. Insulin- and glucagon-like peptide-1-induced changes in heart rate and vagosympathetic activity: why they matter. Diabetologia. 2013;56:1196–200.CrossRefPubMed

24.
Paolisso G, Manzella D, Rizzo MR, Barbieri M, Gambardella A, Varricchio M. Effects of glucose ingestion on cardiac autonomic nervous system in healthy centenarians: differences with aged subjects. Eur J Clin Invest. 2000;30:277–84.CrossRefPubMed

25.
Paolisso G, Manzella D, Rizzo MR, Ragno E, Barbieri M, Varricchio G, et al. Elevated plasma fatty acid concentrations stimulate the cardiac autonomic nervous system in healthy subjects. Am J Clin Nutr. 2000;72:723–30.PubMed

26.
Nielsen R, Norrelund H, Kampmann U, Kim WY, Ringgaard S, Schar M, et al. Failing heart of patients with type 2 diabetes mellitus can adapt to extreme short-term increases in circulating lipids and does not display features of acute myocardial lipotoxicity. Circ Heart Fail. 2013;6:845–52.CrossRefPubMed

27.
Jansen RW, Lipsitz LA. Postprandial hypotension: epidemiology, pathophysiology, and clinical management. Ann Intern Med. 1995;122:286–95.CrossRefPubMed

28.
Tabara Y, Okada Y, Uetani E, Nagai T, Igase M, Kido T, et al. Postprandial hypotension as a risk marker for asymptomatic lacunar infarction. J Hypertens. 2014;32:1084–90. discussion 1090.CrossRefPubMed

29.
Lipsitz LA, Ryan SM, Parker JA, Freeman R, Wei JY, Goldberger AL. Hemodynamic and autonomic nervous system responses to mixed meal ingestion in healthy young and old subjects and dysautonomic patients with postprandial hypotension. Circulation. 1993;87:391–400.CrossRefPubMed

30.
Luciano GL, Brennan MJ, Rothberg MB. Postprandial hypotension. Am J Med. 2010;123:281 e281–286.CrossRef

31.
Parati G, Bilo G. Postprandial blood pressure fall: another dangerous face of blood pressure variability. J Hypertens. 2014;32:983–5.CrossRefPubMed

32.
Gudmundsdottir FD: Effects of two different types of fast food on postprandial metabolism in normal- and overweight subjects. MSc thesis. University of Iceland Faculty of Food Science and Nutrition, School of Health Sciences 2012.

33.
Zhang JQ, Ji LL, Nunez G, Feathers S, Hart CL, Yao WX. Effect of exercise timing on postprandial lipemia in hypertriglyceridemic men. Can J Appl Physiol. 2004;29:590–603.CrossRefPubMed

34.
Gill JM, Al-Mamari A, Ferrell WR, Cleland SJ, Packard CJ, Sattar N, et al. Effects of prior moderate exercise on postprandial metabolism and vascular function in lean and centrally obese men. J Am Coll Cardiol. 2004;44:2375–82.CrossRefPubMed

35.
van Dijk JW, Manders RJ, Tummers K, Bonomi AG, Stehouwer CD, Hartgens F, et al. Both resistance- and endurance-type exercise reduce the prevalence of hyperglycaemia in individuals with impaired glucose tolerance and in insulin-treated and non-insulin-treated type 2 diabetic patients. Diabetologia. 2012;55:1273–82.CrossRefPubMed

36.
Peddie MC, Rehrer NJ, Perry TL. Physical activity and postprandial lipidemia: are energy expenditure and lipoprotein lipase activity the real modulators of the positive effect? Prog Lipid Res. 2012;51:11–22.CrossRefPubMed

37.
Poirier P, Tremblay A, Catellier C, Tancrede G, Garneau C, Nadeau A. Impact of time interval from the last meal on glucose response to exercise in subjects with type 2 diabetes. J Clin Endocrinol Metab. 2000;85:2860–4.PubMed

38.
Zhang JQ, Thomas TR, Ball SD. Effect of exercise timing on postprandial lipemia and HDL cholesterol subfractions. J Appl Physiol (1985). 1998;85:1516–22.

39.
Mak GS, Sawaya H, Khan AM, Arora P, Martinez A, Ryan A, et al. Effects of subacute dietary salt intake and acute volume expansion on diastolic function in young normotensive individuals. Eur Heart J Cardiovasc Imaging. 2013;14:1092–8.CrossRefPubMedPubMedCentral

40.
Tzemos N, Lim PO, Wong S, Struthers AD, MacDonald TM. Adverse cardiovascular effects of acute salt loading in young normotensive individuals. Hypertension. 2008;51:1525–30.CrossRefPubMed



Competing interest
The authors declare that they have no competing interests.

Authors’ contributions
SMH designed the protocol, retrieved funding, administrated the project, collected- and interpreted data and wrote the manuscript; VM collected data, contributed to the discussion and reviewed the manuscript; TF performed the statistical analyses, contributed to the discussion and reviewed the manuscript; UW supervised the project, contributed to the discussion and interpretation of data and edited the manuscript; CBI supervised the project, retrieved funding, designed the protocol, collected and interpreted data, reviewed and edited the manuscript and collected data. All authors read and approved the final manuscript.


OEBPS/sidebar.gif





OEBPS/A12937_2015_69_Fig3_HTML.gif
>
m

= P e G eE
P = g o= e &
2 P : M
88 - g3
§s PN 3a
g8 AL - g8
£y S A= g 2y
i T 1 1 H
#|__rvm) [ F__rr) [raza)
CS R R T— CE R ER T T
F
—— — v e
e Py =20 L
ge g8
£ £
sl ) reon) gl rroe) [reon)
B e W o R e T Ty
c G
B —— | s e e
3 o=F oo &
g H
is fe
£ £
g~ En
§ ]
S8 Sg;
(7o) [Fosa]
CS I T T— W sz e B
e
e S mmem P
g == ¢ g [ e g3
3 H
&8 &g
i <&
il - —~ T z
5| LTl 7 B -
gl L L Ly 88
(7o) [Fooa] firnliz=l

O T T ™) O TR T





OEBPS/cc-by.png
() _®





OEBPS/A12937_2015_69_Fig1_HTML.gif
e (cm/s)

10

14

12

8

@

Filling pressure (E/e’)

60 80 100 120

40

(¢}

E (cm/s)
60 70 80 90 100

o

IVRT (ms)

50

70

60

40

16

[—— 720 HIEWIE -

G, HIE*MIE

= ofm o CINE
T
thmet T 2 T T
T T T o
B e ] g
o
02
1
. o
Trials| | Food ©-
BL1 Bz +3mn +h  +ah
E
—— 0 8f—— romEmE  —e—- cHiEME
- C ~7 |—=— T20,NE - C.NE
23
It}
. 11 3%
H
29.
és
|
£3
[
B
g
BL1 BL2 +30min +2h +4h
G
= e
8——— ToiNe CINE
s
=8
is
;a
s
8
Triats] [Food Trials] [Food
BL1 BL2 +30min +2h +4h BL1 BL2 +30min +2h +4h
H
|—e— 120 R]—— TDHIEME -+ C HIEME
== & —~= Tone - GNE
s
28
E
=
€3
o
g

Trials’

BL1

BL2

+30min

+2h  +ah






OEBPS/contact.gif





OEBPS/A12937_2015_69_Fig4_HTML.gif
2 t e
2] 3°
g I H
Sof T I _e T So o,
° F-x7 T=A ° E-—f7 i~
g 7 [ ~{_[Fas] [Fesa]
1 6z +%mn B o Wi Bz me B
B
o —— o meme e
g = o &
B
H
£o
g

oL

e
Cv Gv
s ——rr— e
T o oo B
g §
i i
g g
i :
- I S S 2t &
FeS e il o)
G O A CENN NN

o
S

— |
N =r =z
3 3
£ £
2ol T 1 T“T‘q 2
o rmmmm o rmmmm

Bl BLZ  +3%min o an BT B2 +3omn O wan





OEBPS/A12937_2015_69_Fig2_HTML.gif
>
o

i i
i g
2 e
3" 2
Z ]
R 5=
] (Fo) | e
CO T T B Wme

B D

g IR oo miee
g2 Es

3 [Trials] [Food] 3 [Trials] [Food

O T I I ) O CET T N )





