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β-Alanine supplementation increased physical performance and improved executive function following endurance exercise in middle aged individuals
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Abstract
Background
Sarcopenia, a reduction in muscle mass and function seen in aging populations, may be countered by improving systemic carnosine stores via beta-Alanine (β-alanine) supplementation. Increasing systemic carnosine levels may result in enhanced anti-oxidant, neuro-protective and pH buffering capabilities. This enhancement should result in improved exercise capacity and executive function.

Methods
Twelve healthy adults (average age = 60.5 ± 8.6 yrs, weight = 81.5 ± 12.6 kg) were randomized and given either 2.4 g/d of β-alanine (BA) or Placebo (PL) for 28 days. Exercise capacity was tested via bouts on a cycle ergometer at 70% VO2 peak. Executive function was measured by Stroop Tests 5 min before exercise (T1), immediately before exercise (T2), immediately following fatigue (T3), and 5 min after fatigue (T4). Lactate measures were taken pre/post exercise. Heart rate, Rating of Perceived Exertion (RPE) and VO2 were recorded throughout exercise testing.

Results
PRE average time-to-exhaustion (TTE) for the PL and BA group were not significantly different (Mean ± SD; 9.4 ± 1.4mins vs 11.1 ± 2.4mins, respectively, P = 0.7). POST BA supplemented subjects cycled significantly longer than PRE (14.6 ± 3.8mins vs 11.1 ± 2.4mins, respectively, P = 0.04) while those given PL did not (8.7 ± 2.4mins vs 9.4 ± 1.4mins, respectively, P = 0.7). PL subjects were slower in completing the Stroop test POST at T4 compared to T3 (T3 = − 13.3 ± 8.6% vs T4 = 2.1 ± 8.3%, P = 0.04), while the BA group (T3 = − 9.2 ± 6.4% vs T4 = − 2.5 ± 3.5%, P = 0.5) was not. POST lactate production expressed a trend when comparing treatments, as the BA group produced 2.4 ± 2.6 mmol/L more lactate than the PL group (P = 0.06). Within group lactate production for BA (P = 0.4) and PL (P = 0.5), RPE (P = 0.9) and heart rate (P = 0.7) did not differ with supplementation.

Conclusion
BA supplementation increased exercise capacity and eliminated endurance exercise induced declines in executive function seen after recovery. Increased POST TTE coupled with similar PRE vs POST lactate production indicates an improvement in the ability of BA to extend exercise durations. Furthermore, by countering endurance exercise’s accompanying deficits in executive function, the aging population can maintain benefits from exercise with improved safety.
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Background
Aging is often associated with a reduction in one’s ability to exercise. A common causative factor is age-related deterioration, known as sarcopenia, and changes in viable skeletal muscle [1]. It has been previously shown that there is a direct relationship between sarcopenia onset and depleted systemic carnosine [2–5]. Carnosine is a dipeptide synthesized by carnosine synthetase in the presence of β-Alanine and L-Histidine [4, 6–10] predominantly found within skeletal muscle. It functions to improve myofiber contractility via enhancing sarcomere sensitivity to calcium, as well as to maintain pH homeostasis [4, 6, 8, 10–15]. By acting as a pH buffer, carnosine allows for larger accumulation of lactate during exercise by delaying the associated acidification of systemic pH known to have negative effects on exercise performance and cognition [2, 6, 12]. As carnosine concentrations become depleted as a result of sarcopenia, its ability to buffer pH becomes limited manifesting a quicker onset of acidosis [2, 3].
Systemic carnosine levels have been successfully elevated by supplementing β-Alanine, a non-essential amino acid and rate limiting factor in carnosine synthesis [8, 16], at 3.2 g/day and 6.4 g/day [10, 17]. Additionally, β-Alanine induced increases in systemic carnosine are sustained over a range of 4 months following supplementation [14]. Studies have been investigated β-Alanine supplementation in young adults in an effort to increase exercise performance via multiple dosing strategies and exercise modalities. Hill et al. [12] showed that increasing the dose of β-Alanine from 4.0 g/day to 6.4 g/day over 4 weeks improves total work done by high intensity, college aged cyclists. Multiple other studies have also found similar results with varying dosage strategies. For example, Hoffman et al [9] found that 6.0 g of β-Alanine for 28 days improved tactical performance and jumping ability, but not serial subtraction test time in soldiers. 6.4 g/day was found to improve upper-body Wingate bouts [18].
The improvements in exercise capacity seen in young adults led to investigation involving β-Alanine supplementation in aging adults to combat symptoms of sarcopenia [2, 4]. Studies of aging populations have used a variety of dosage schemes such as 1.6 g/day, 2.4 g/day and 3.2 g/day for a range of 28 to 84 days [2–4]. Despite the positive results seen in younger populations, only del Favero et al. [2] has directly tested muscle carnosine or endurance cycling ability in aging subjects. They found an 85.4% increase in gastrocnemius carnosine levels as well as improved endurance exercise capacity following 12 weeks of 3.2 g/day of β-Alanine supplementation [2]. Different variations of dosages and length of supplementation within aging populations have, however, shown significant increases in cycling ability without directly measuring intramuscular carnosine levels [3, 4].
Furthermore, exercise has shown to affect executive functioning, such as decision making and short term memory [19]. Interestingly, researchers have shown that carnosine also accumulates in the central nervous system, specifically the cerebral cortex [13, 14]. In cerebral tissue, carnosine acts as an anti-oxidant with neuro-protective properties [7, 9, 13, 20]. Hoffman et al. [21] used rats to show that 30 day β-Alanine supplementation increases carnosine concentrations in the cerebral cortex, hippocampus, amygdala, hypothalamus and thalamus when exposed to stress. In humans, however, a 28 day β-Alanine supplementation showed improved physical fitness performance in military personnel, yet provided only minor improvements in decision making and reaction time [9]. Further, a recently published study was also unable to demonstrate improved executive function when testing at time points immediately prior to and following exercise [22].
The present study was undertaken to further investigate the effect of β-Alanine supplementation on exercise endurance and executive function in a middle aged human population. Our primary outcome was exercise performance measured as time-to-exhaustion (TTE). Our secondary outcome was Stroop Test derived indices of executive function. We hypothesize that β-Alanine supplementation would (a) improve exercise performance and (b) attenuate the decline in post exercise executive function.

Methods
Subjects
Twelve subjects (eight men, four women) were recruited from the Buffalo, New York area. All subjects were over the age of 50 years and postmenopausal. Though prescription medications were not considered as exclusion criteria, subjects were asked to report any changes made during their time enrolled in the study. Exclusion criteria for subjects were as follows: individuals following rigorous exercise plans, individuals using supplements within 6 months of their participation, color blindness to ensure the ability to perform Stroop tests, disabling pain while riding a bicycle, smoking individuals or those who have smoked within 6 months of their participation and failure to meet cardiovascular low risk criteria. Before testing was conducted, all subjects underwent an exercise-screening test to further ensure ability to perform the bike test and assess exercise capacity. Body composition was determined using a Bodpod (Cosmed, Chicago, IL). During the screening visit, demographic data were collected for all subjects (Table 1). The State University of New York University at Buffalo’s Institutional Review Board for Human Subjects approved all procedures conducted prior to the start of subject recruitment (IRB: 699720).Table 1Subject demographics


	Subject Demographics (n = 12)

	Demographic
	Mean ± SD
	Range (low, high)

	Age (yrs)
	60.5 ± 8.6
	51, 74

	Height (m)
	1.7 ± 0.1
	1.7, 1.9

	Weight (kg)
	81.5 ± 12.6
	52.2, 95.3

	Body Fat Percent (%)
	22.6 ± 10.6
	18.7, 44.5

	Fat Free Mass (kg)
	67.7 ± 14.5
	51.1, 98.5

	Body Mass Index (kg/m2)
	27.5 ± 3.3
	20.4, 32.4

	70% Peak Watts (watts)
	110.4 ± 31.8
	65, 180




Table 1. All subjects were non-smoking, middle age individuals with no formal exercise training regimens or moderate-high health risks.

Experimental design
The study consisted of three visits, a screening (visit 1), pre-supplementation (visit 2), and post-supplementation (visit 3), and utilized a double blinded, placebo-controlled, parallel arm experimental design. Executive function and physical assessments were performed PRE and POST, which included the Stroop test, a TTE trial via cycle ergometer and lactate measures both prior to and following exercise. During all exercise bouts, VO2 was continuously measured via a Vacumed Metabolic Cart (Vacumed, Ventura, CA). Heart rate (HR) and Rate of Perceived Exertion (RPE) were recorded every 2 min during all exercise tests. All subjects were instructed to arrive to each visit after a 3 h fast and to refrain from strenuous activity prior to this. Subjects were also instructed to maintain their current activity level and diet throughout the course of the study. A 24-h diet recall was performed prior to visit 2 and visit 3 to ensure subject’s ingestion would not alter performance. Each subject’s visits took place at the same time of day. Serum blood was drawn and stored at − 70 °C PRE and POST for future study.

Supplementation
Supplementation was modeled after a similar study conducted by Stout et al. [4] Immediately following the PRE visit, subjects were randomized into one of two treatments options, β-Alanine (BA) or Placebo (PL). The BA group (n = 7) was given 2.4 g of β-Alanine per day, while the Placebo group (n = 5) was given microcrystalline cellulose. Both forms of treatment were administered in identical clear gelatin capsules. Each capsule contained 800 mg of either BA or PL. Daily supplementation within ageing subjects is commonly separated into multiple, 800 mg doses per day to avoid BA induced paresthesia, which is a pins-and-needles/prickly sensation. This is a normal dose-dependent response commonly felt on the skin of the face and extremities following the ingestion of large doses of BA and the resultant peak in BA plasma concentration [23]. This sensation has been reported to last for roughly 1 h following onset [23]. It is thought that dosing strategies designed to lower doses and, therefore, the extent of plasma concentration peaks can be a preventative measure [23]. Subjects were instructed to ingest three capsules per day, one with each meal, for 28 days. To ensure subject compliance, subjects were given a supplementation log and instructed to record the date and time that each capsule was taken. Based upon subject intake records, no subjects reported skipping supplementation. Self-compliance in supplementation was therefore sufficient. Also, by dosing 2.4 g of BA in 800 mg doses, there were no subject complaints of paresthesia, an important factor in patient comfort. Both β-Alanine and microcrystalline cellulose were purchased from Sigma-Aldrich, Co., 3050 Spruce St., St. Louis, MO.

Exercise testing
Pre and POST exercise testing were performed on a cycle ergometer as a continuous non-graded submaximal open-ended bout at 70% VO2 peak, an estimated ventilatory threshold (VT), otherwise known as a TTE trial. To determine each subjects’ 70% VO2 peak, a continuous graded exercise test (GXT) was conducted during their screening visit, a variation of that conducted by Stout et al. [24] The screening GXT was conducted as follows: following a self-conducted warm-up, subjects began cycling at a workload of 50 watts (W) and a cadence of 70 rpm (rpm). Every 2 min, watts were increased by 25 W and subjects were instructed to exercise until voluntary fatigue. If cadence fell below 70 rpm (rpm) for greater than 10 s or the subject felt they could not continue, investigators ended the test. VO2 was recorded continuously throughout the bout. HR and RPE were recorded every 2 min. Two-minute averages were calculated for the subject’s VO2 throughout the course of their GXT and plotted on a graph as a function of watts (watts vs. VO2) using Microsoft Excel. Workload for the subsequent TTE trials that are conducted in the PRE and POST visits was determined as the workload in watts that correlated to 70% of the subject’s VO2 peak, based upon the formulated graph.
Procedure for the PRE and POST TTE bout at 70% VO2 peak were as follows: Subjects began to warm up for 5 min at a self-selected pace and a workload of 50 W. Immediately following the 5-min warm up, workload in watts was increased to their respective, predetermined 70% peak. Subjects were instructed to maintain a cadence of 70 rpm at their respective workload until voluntary fatigue. Time was not started until subjects have reached a cadence of 70 rpm at their respective workload. If cadence fell below 70 rpm for greater than 10 s, the test was ended. VO2 was recorded continuously. HR and RPE were recorded every 2 min. For all exercise tests, lactate was measured via a LactatePlus (Nova Biomedical, Waltham, MA) analyzer immediately before and immediately following exercise. Lactate production was then calculated as the difference between blood lactate concentrations prior to and following exercise. TTE bouts were designed to assess subject’s endurance exercise capacity.

Executive function testing
Executive function throughout the study was examined via the Stroop test, a cognitive task designed to assess working memory and response inhibition. Emphasis was placed on measuring declines in executive function following endurance exercise. The Stroop test consisted of a series of colors listed as words in two vertical columns of ten. On the left, ten words were written in their corresponding color (i.e., “GREEN” written in GREEN ink), while on the right ten new words were written in a mismatched color (i.e., “GREEN” was written in RED ink). Prior to beginning each test, subjects were instructed to give their verbal responses as quickly and accurately as possible; subjects were also instructed prior to beginning each test that if a mistake was made, they shall correct themselves and move on. Within each test, two tasks were asked of each subject similar to a study conducted by Solis et al. [22] Each task was performed on a separate pass through the words. During the first pass, subjects performed the first task in which they were to read the word ignoring the color of the ink (i.e., “GREEN” written in RED ink; correct answer is GREEN). The second task was performed during the second pass and consisted of simply identifying the color of the ink (i.e., “GREEN” written in RED ink; correct answer is RED). Scoring was conducted as Stroop’s original “Basic score,” that consisted of simply the time to complete each task [25]. Each task was timed via a stopwatch. Accuracy was measured, however, not scored because the time taken by a subject for corrected errors contributed to the overall time to completion [26].
Four Stroop tests were given during each visit, 1 5 min before exercise (T1), one immediately before exercise (T2), one immediately following fatigue (T3) and finally 1 5 min after fatigue (T4). Four Stroop tests were given during each visit to minimize a learning effect in performance. During each visit, T1 was treated as a true test; however, it was used as a practice for subsequent trials to re-familiarize the subject to testing procedure and not included in data analysis. Percent change was calculated as a change from PRE to POST within each time point (i.e., percent change from PRE T3 to POST T3). The percent change within each time point was then used to analyze differences between time points.

Statistical analysis
TTE data sets were analyzed using Two Way Measures Analysis of Variance (ANOVA), while physiological measures and Stroop test data was analyzed using T-tests. All data was analyzed with a P level of 0.05 set to determine significance. All analysis tests were run using SigmaPlot version 13.0 software (Systat Software, San Jose, CA). Weighted effect sizes were calculated using Cohen’s d similar to previous studies [27–29]. Effect sizes are presented based upon a scale (small = 0.2; medium = 0.5; large = 0.8) set according to Homack et al. [29] An estimated sample size of 13 was calculated utilizing data from del Favero et al [2], an α of 0.05 and 95% confidence intervals, with a R2 of 0.8. The current study analyzed data from a sample size of 12, which resulted in a power of 0.9. Data are presented as Mean ± SD throughout unless otherwise noted.


Results
A total of 13 subjects completed the study (PL = 6, BA = 7). One subject from the PL group was not included in data analysis due to an outlier TTE of 54.4 min and failure to disclose intense, routine cycling training until after exercise tests were performed. One subject withdrew from the study prior to being assigned to a treatment group due to personal reasons. The total number of subjects included in the data set analyzed is 12.
TTE
Mean PRE TTE (10.3 ± 2.1 min) was similar among PL (n = 5) and BA (n = 7) groups (9.4 ± 1.4mins vs 11.1 ± 2.4 mins, respectively, P = 0.7). POST TTE was similar between treatments (P = 0.5; Effect Size = 0.02), time (P = 0.2; Effect Size = 0.003) and time-by-treatment (P = 0.09; Effect Size = .03). However, within treatment analysis indicated that POST TTE increased 24% from PRE TTE with BA supplementation (11.1 ± 2.4 min to 14.6 ± 3.8 min, P = 0.04; Effect Size = 0.4), while POST TTE was similar to PRE TTE after PL supplementation (9.4 ± 1.4 min to 8.7 ± 2.4 min, P = 0.7; Effect Size = 0.1). Fig 1.[image: A12970_2018_238_Fig1_HTML.png]
Fig. 1PRE vs POST Δ TTE. Results are represented as boxplots with * P < 0.05. Data represents mean ± SD. POST BA TTE was significantly longer than PRE (14.6 ± 3.8mins vs 11.1 ± 2.4mins, respectively, P = 0.04); PL TTE did not significantly change (PRE, 9.4 ± 1.4mins; POST, 8.7 ± 2.4mins, P = 0.7). PL, Placebo; BA, β-Alanine





Physiological measures
Blood lactate concentration is commonly measured during clinical exercise testing as a marker of a “normal” physiological response to exercise representing exertion. Lactate production was measured as post-exercise subtracted from pre-exercise lactate concentration. PRE lactate production was similar among supplementation groups (BA = 5.9 ± 0.7 mmol/L vs PL = 5.0 ± 0.9 mmol/L, P = 0.5). POST lactate production expressed a trend as BA produced 2.4 ± 2.6 mmol/L more lactate than PL (BA = 6.6 ± 0.8 mmol/L vs PL = 4.2 ± 0.9 mmol/L, P = 0.06). Lactate production did not increase from PRE to POST within BA (P = 0.4) nor PL (P = 0.5). Fig 2. No differences were detected for average HR (P = 0.9) or RPE (P = 0.7) during exercise.[image: A12970_2018_238_Fig2_HTML.png]
Fig. 2PRE vs POST lactate production. Results are represented as boxplots. Data represent mean ± SD. No change in lactate production within either group. When comparing treatments, POST lactate production expressed a trend as BA produced more lactate than PL (P = 0.06). PL, Placebo; BA, β-Alanine





Stroop tests
As a marker of executive function, subjects performed the Stroop test prior to and after each TTE test. A decline in executive function is represented as an increased time to complete the task. POST BA (T3 = − 9.2 ± 6.4% vs T4 = − 2.5 ± 3.5%, P = 0.5) did not have a decline in ability to identify colors as was seen with PL (T3 = − 13.3 ± 8.6% vs T4 = 2.1 ± 8.3%, P = 0.04). Fig 3. No significance was found when comparing T2 vs T3 or T4. No significance was found for time to complete the Stroop test task of reading the words at any time point. Based on Cohen’s d calculations, both the PL (1.9) and BA (1.5) groups corresponded to high effect size within Stroop test performance [28, 29].[image: A12970_2018_238_Fig3_HTML.png]
Fig. 3Stroop test performance. Percent change from PRE to POST time to perform the Stroop test task of identifying the colors. Positive change represents a decline in executive function. Data represent mean ± SD. Results are represented with * P < 0.05. BA mediated the decline in executive function following recovery from fatigue (T3 vs T4) seen within PL (P = 0.04). PL, Placebo; BA, β-Alanine






Discussion
This study shows that a 28-day BA supplementation in aging men and women increases endurance exercise performance and executive function. These findings specifically reinforce that BA supplementation correlates with improved exercise performance with potential secondary effects leading to improved muscle strength, decreased fall risk and improved cardiovascular health. More research is needed to further investigate the secondary effects of BA supplementation. In addition, this study adds BA supplementation as a way to prevent the decline in executive function seen following recovery from endurance exercise.
del Favero et al [2] demonstrated an 85% increase in skeletal muscle carnosine content following 12 weeks of BA supplementation 60–80 year old. This study’s use of 2.4 g/day of BA for 28 days to improve skeletal muscle carnosine has been shown to be effective in multiple previous studies and thus was not directly measured in this study [2, 4, 12, 24]. One of our main findings included a BA supplementation directed improvement in TTE during 70% cycle ergometer exercise compared to PL. This confirms the improvements in exercise performance seen in the work from Stout et al [4] who used the same BA supplementation dose and schedule. This small body of work is in agreement to a very recent meta-analysis evaluating effect size of BA supplementation, which stated that BA has its largest impact on extending exercise capacity rather than improving short term performance [30].
Interestingly, despite improved TTE, BA subjects in this study showed no difference in HR, RPE or lactate levels during exercise compared with PL subjects. These findings, consistent with our hypothesis, indicate that BA supplementation is associated with the ability to attenuate physiological stress associated with endurance exercise resulting in delayed fatigue onset.
The second major finding was that BA supplementation mediated the executive function decline that follows transient executive function improvements associated with endurance exercise, a phenomenon reported in recent literature and consistent with our hypothesis. For example, Pollow et al [28] noted that immediately following an endurance exercise bout, Stroop test performance briefly exceeds baseline testing though this effect is transient as it is followed by slowing of executive function [28]. BA’s effects on executive function in the current study are supported by Hoffman et al’s [21] ability to detect improved cerebral cortex, hippocampus, amygdala, hypothalamus and thalamus carnosine content through BA supplementation in rodents, as it is thought that improved intracranial carnosine correlates to better executive functioning. However, the results also directly contradict current literature regarding BA’s ability to enhance executive function once utilizing human subjects [9, 19]. Additionally, Solis et al. [22] also investigated BA’s effects on Stroop test performance and saw no benefit with BA supplementation. However, this discrepancy may be due to the fact that the subjects enrolled were already trained cyclists. The differing fitness levels between the current study and that performed by Solis et al. [22] make it difficult to compare results.
Limitations to this study include a sample size of 12. As a result of patient withdrawal and an outlier in the data set, the current study failed to reach its estimated sample size of 13. However, power analysis of the present study’s data revealed a power of 0.9. Secondly, BA’s effect on TTE showed only a moderate effect size of 0.4 despite having a significantly longer POST TTE compared to PRE TTE. This warrants future investigations regarding the relationship between BA supplementation and endurance exercise in the aging population. Thirdly, neither skeletal muscle nor brain carnosine concentrations were assessed, however, the dosing strategy for BA was similar to other work that did see elevations of carnosine in those locations. Finally, while lactate, RPE and HR were measured during and after exercise, blood pH was not. This limited the ability to assess if the improvements in endurance exercise time was due to carnosine directed pH buffering.

Conclusion
In summary, the current study indicates that 2.4 g/day of BA, given as three, 800 mg doses with a meal per day, for 28 days can improve endurance exercise capacity with no changes in lactate, RPE or HR. This BA dosing strategy was also able to reduce endurance exercise induced declines in executive function. Currently, this is the first investigation of BA supplementation and executive function following recovery from endurance exercise.

Funding
The State University of New York University at Buffalo’s Center for Undergraduate Research and Creative Activities (CURCA) and University Honors College partially funded subject compensation and research materials via grants.

Availability of data and materials
The datasets generated during and/or analyzed during the current study are not publicly available due to them containing information that could compromise research participant privacy/consent but are available from the corresponding author on reasonable request.


Authors’ contributions
TF assisted in protocol development, scheduled and conducted subject visits, collected data, analyzed data and was a major contributor to writing the manuscript. AM aided in subject visits, data collection and writing the manuscript. CM aided in subject visits, data collection and developing graphs for the manuscript. BTW was the staff phlebotomist, assisted in protocol development, aided in data collection and analysis, and was major contributor to writing the manuscript. ZML aided with phlebotomy and contributed to the figures. PJH was the principal investigator overseeing all research activity, assisted in protocol development and was a major contributor to writing the manuscript. All authors read and approved the final manuscript.

Ethics approval and consent to participate
Before any research activity took place, The State University of New York University at Buffalo’s Institutional Review Board approved of the design of this study. All subjects were asked to read and sign an Informed Consent prior to conducting any form of research activity during their first visit.

Consent for publication
Not applicable.

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

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.


[image: Creative Commons]Open AccessThis 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.
Fiatarone MA, O’Neill EF, Ryan ND, Clements KM, Solares GR, Nelson ME, Evans WJ. Exercise training and nutritional supplementation for physical frailty in very elderly people. N Engl J Med. 1994;330:1769–75.CrossrefPubMed

2.
del Favero S, Roschel H, Solis MY, Hayashi AP, Artioli GG, Otaduy MC, Gualano B. Beta-alanine (Carnosyn™) supplementation in elderly subjects (60-80 years): effects on muscle carnosine content and physical capacity. Amino Acids. 2012;43:49–56.CrossrefPubMed

3.
McCormack WP, Stout JR, Emerson NS, Scanlon TC, Warren AM, Wells AJ, Hoffman JR. Oral nutritional supplement fortified with beta-alanine improves physical working capacity in older adults: a randomized, placebo-controlled study. Exp Gerontol. 2013;48:933–9.CrossrefPubMed

4.
Stout JR, Graves BS, Smith AE, Hartman MJ, Cramer JT, Beck TW, Harris RC. The effect of beta-alanine supplementation on neuromuscular fatigue in elderly (55–92 years): a double-blind randomized study. J Int Soc Sports Nutr. 2008;5:21.CrossrefPubMedPubMedCentral

5.
Stuerenburg HJ, Kunze K. Concentrations of free carnosine (a putative membrane-protective antioxidant) in human muscle biopsies and rat muscles. Arch Gerontol Geriatr. 1999;29:107–13.CrossrefPubMed

6.
Artioli GG, Gualano B, Smith A, Stout J, Lancha AH Jr. Role of beta-alanine supplementation on muscle carnosine and exercise performance. Med Sci Sports Exerc. 2010;42:1162–73.CrossrefPubMed

7.
Bellia F, Vecchio G, Cuzzocrea S, Calabrese V, Rizzarelli E. Neuroprotective features of carnosine in oxidative driven diseases. Mol Asp Med. 2011;32:258–66.Crossref

8.
Culbertson JY, Kreider RB, Greenwood M, Cooke M. Effects of Beta-alanine on muscle carnosine and exercise performance: a review of the current literature. Nutrients. 2010;2:75–98.CrossrefPubMedPubMedCentral

9.
Hoffman JR, Landau G, Stout JR, Dabora M, Moran DS, Sharvit N, Ostfeld I. Beta-alanine supplementation improves tactical performance but not cognitive function in combat soldiers. J Int Soc Sport Nutr. 2014;11:8.Crossref

10.
Kendrick IP, Kim HJ, Harris RC, Kim CK, Dang VH, Lam TQ, Bui TT, Wise JA. The effect of 4 weeks beta-alanine supplementation and isokinetic training on carnosine concentrations in type I and II human skeletal muscle fibres. Eur J Appl Physiol. 2009;106:131–8.CrossrefPubMed

11.
Derave W, Everaert I, Beeckman S, Baguet A. Muscle carnosine metabolism and beta-alanine supplementation in relation to exercise and training. Sports Med. 2010;40:247–63.CrossrefPubMed

12.
Hill CA, Harris RC, Kim HJ, Harris BD, Sale C, Boobis LH, Kim CK, Wise JA. Influence of beta-alanine supplementation on skeletal muscle carnosine concentrations and high intensity cycling capacity. Amino Acids. 2007;32:225–33.CrossrefPubMed

13.
Guiotto A, Calderan A, Ruzza P, Borin G. Carnosine and carnosine-related antioxidants: a review. Curr Med Chem. 2005;12:2293–315.CrossrefPubMed

14.
Sale C, Saunders B, Harris RC. Effect of beta-alanine supplementation on muscle carnosine concentrations and exercise performance. Amino Acids. 2010;39:321–33.CrossrefPubMed

15.
Stegen S, Blancquaert L, Everaert I, Bex T, Taes Y, Calders P, Derave W. Meal and beta-alanine coingestion enhances muscle carnosine loading. Med Sci Sports Exerc. 2013;45:1478–85.CrossrefPubMed

16.
Hoffman JR, Emerson NS, Stout JR. Beta-Alanine Supplementation. Curr Sport Med Rep. 2012;11:189–95.Crossref

17.
Harris RC, Tallon MJ, Dunnett M, Boobis L, Coakley J, Kim HJ, Fallowfield JL, Hill CA, Sale C, Wise JA. The absorption of orally supplied beta-alanine and its effect on muscle carnosine synthesis in human vastus lateralis. Amino Acids. 2006;30:279–89.CrossrefPubMed

18.
Tobias G, Benatti FB, Painelli VD, Roschel H, Gualano B, Sale C, Artioli GG. Additive effects of beta-alanine and sodium bicarbonate on upper-body intermittent performance. Amino Acids. 2013;45:309–17.CrossrefPubMedPubMedCentral

19.
Williams BT, Horvath PJ, Burton HW, Leddy J, Wilding GE, Rosney DM, Shan G. The effect of pre exercise carbohydrate consumption on cognitive function. J Athl Enhancement. 2015;4:1.

20.
Tallon MJ, Harris RC, Maffulli N, Tarnopolsky MA. Carnosine, taurine and enzyme activities of human skeletal muscle fibres from elderly subjects with osteoarthritis and young moderately active subjects. Biogerontology. 2007;8:129–37.CrossrefPubMed

21.
Hoffman JR, Ostfeld I, Stout JR, Harris RC, Kaplan Z, Cohen H. Beta-alanine supplemented diets enhance behavioral resilience to stress exposure in an animal model of PTSD. Amino Acids. 2015;47:1247–57.CrossrefPubMedPubMedCentral

22.
Solis MY, Cooper S, Hobson RM, Artioli GG, Otaduy MC, Roschel H, Robertson J, Martin D, Painelli VS, Harris RC, Gualano B, Sale C. Effects of beta-alanine supplementation on brain homocarnosine/carnosine signal and cognitive function: an exploratory study. PLoS One. 2015;10:16.Crossref

23.
Decombaz J, Beaumont M, Vuichoud J, Bouisset F, Stellingwerff T. Effect of slow-release beta-alanine tablets on absorption kinetics and paresthesia. Amino Acids. 2012;43:67–76.CrossrefPubMed

24.
Stout JR, Cramer JT, Zoeller RF, Torok D, Costa P, Hoffman JR, O'Kroy J. Effects of beta-alanine supplementation on the onset of neuromuscular fatigue and ventilatory threshold in women. Amino Acids. 2007;32:381–6.CrossrefPubMed

25.
Jensen AR. The stroop color-word test - a review. Curr contents/Soc. Behav Sci. 1981;39(20)

26.
Provost SC, Woodward R. Effects of nicotine gum on repeated administration of the stroop test. Psychopharmacology. 1991;104:536–40.CrossrefPubMed

27.
Cohen J. Statistical power analysis for the behavioral sciences. Academic press. 2nd; 1988.

28.
Pollow D, Williams B, Joyce D, Horvath P. Caffeine does not affect improvements in cognition during prolonged high-intensity exercise in alert well-trained individuals. J Caffeine Res. 2016;6:163–71.Crossref

29.
Homack S, Riccio CA. A meta-analysis of the sensitivity and specificity of the stroop color and word test with children. Arch Clin Neuropsychol. 2004;19:725–43.CrossrefPubMed

30.
Saunders B, Elliot-Sale K, Artioli GG, Swinton P, Dolan E, Roschel H, Sale C, Gualano B. β-Alanine supplementation to improve exercise capacity and performance: a systematic review and meta-analysis. Br J Sports Med. 2017;51:658–69.CrossrefPubMed




OEBPS/sidebar.gif





OEBPS/cc-by.png
() _®





OEBPS/A12970_2018_238_Fig1_HTML.png
N

00000000000
111111






OEBPS/A12970_2018_238_Fig3_HTML.png
Stroop lest Perrormance

m
=
2

1.

oooooooo
- _ A . B

PL, Placebo; BA, B-Alanine.





OEBPS/contact.gif





OEBPS/A12970_2018_238_Fig2_HTML.png
555555555






