

[image: image1]








	 
	ORIGINAL RESEARCH
published: 18 January 2018
doi: 10.3389/fneur.2017.00753





[image: image1]

Heart Rate Variability in Healthy Non-Concussed Youth Athletes: Exploring the Effect of Age, Sex, and Concussion-Like Symptoms

Melissa Paniccia1,2*, Lee Verweel2, Scott Thomas3,4, Tim Taha3, Michelle Keightley4,5,6, Katherine E. Wilson2 and Nick Reed2,4,6

1 Rehabilitation Sciences Institute, University of Toronto, Toronto, ON, Canada

2 Concussion Centre, Bloorview Research Institute, Holland Bloorview Kids Rehabilitation Hospital, Toronto, ON, Canada

3 Faculty of Kinesiology and Physical Education, University of Toronto, Toronto, ON, Canada

4 Faculty of Medicine, Rehabilitation Sciences Institute, University of Toronto, Toronto, ON, Canada

5 Bloorview Research Institute, Holland Bloorview Kids Rehabilitation Hospital, Toronto, ON, Canada

6 Department of Occupational Science and Occupational Therapy, University of Toronto, Toronto, ON, Canada

OPEN ACCESS

Edited by:

David Andrew Low, Liverpool John Moores University, United Kingdom

Reviewed by:

Andreas Voss, Ernst-Abbe-Hochschule Jena, Germany
Daniel Boullosa, Universidade Católica de Brasília, Brazil

*Correspondence:

Melissa Paniccia
melissa.paniccia@utoronto.ca

Specialty section:

This article was submitted to Autonomic Neuroscience, a section of the journal Frontiers in Neurology

Received: 06 July 2017
Accepted: 28 December 2017
Published: 18 January 2018

Citation:

Paniccia M, Verweel L, Thomas S, Taha T, Keightley M, Wilson KE and Reed N (2018) Heart Rate Variability in Healthy Non-Concussed Youth Athletes: Exploring the Effect of Age, Sex, and Concussion-Like Symptoms. Front. Neurol. 8:753. doi: 10.3389/fneur.2017.00753

Background: Heart rate variability (HRV) is a non-invasive neurophysiological measure of autonomic nervous system regulation emerging in concussion research. To date, most concussion studies have focused on the university-aged athlete with no research examining healthy active youths. Corroborating changes in HRV alongside traditional subjective self-report measures (concussion symptoms) in the non-concussed state provides a foundation for interpreting change following concussion. The objectives were to (1) explore the influence of age and sex on HRV and (2) examine the relationship between HRV and baseline/pre-injury concussion symptom domains (physical, cognitive, emotional, and fatigue) in healthy youth athletes.

Method: Healthy, youth athletes 13–18 years of age [N = 294, female = 166 (56.5%), male = 128 (43.5%)] participated in this cross-sectional study. Age, sex, and concussion-like symptoms were collected as part of a baseline/pre-injury assessment. The Post-Concussion Symptom Inventory-SR13 (PCSI-SR13) was used to collect domain scores for physical, cognitive, emotional, and fatigue symptoms. HRV was collected for 24 h. HRV measures included time (SDNN, RMSSD, and pNN50) and frequency (HF, HFnu, LF, LFnu, and total power) domain HRV measures. Variables were logarithmically transformed to increase robustness of linear regression models.

Results: Older youth participants displayed significantly higher HRV compared to younger participants (p < 0.05). Females displayed significantly lower HRV compared to males (p < 0.05). A significant interaction effect between concussion-like symptoms and HRV indicated differential patterns as a function of sex (p < 0.05). Youth athletes who reported more cognitive symptoms had lower HRV (p < 0.05).

Conclusion: HRV was found to have a significant relationship with a traditional clinical measure (subjective self-report of concussion-like symptoms) utilized in concussion assessment and management. Baseline/pre-concussion trends in HRV were significantly associated with age and sex, highlighting the value in understanding key demographic factors within the context of concussion-like symptoms.
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INTRODUCTION

The study of concussion in youth athletes has received increasingly more attention over the past decade, even more so since the recent Berlin Concussion Consensus Statement highlighted their focus on pediatrics (1). Internationally, it is estimated that four million children and youth present to the emergency department with a concussion annually (2, 3). A concussion is a form of traumatic brain injury induced by biomechanical forces; this can be caused by a direct blow to the head, or elsewhere on the body generating force to the head (4). Emerging research has highlighted the potential of exploring change in physiological measures following concussion, in the context of a multimodal approach (5, 6). However, a foundational first step in examining physiological measures in youth athletes following concussion is to understand natural variations present in a healthy population, alongside traditionally used clinical measures.

The cardiovascular system is predominantly controlled by autonomic regulation through the activity of sympathetic and parasympathetic branches of the autonomic nervous system (ANS). The cardiovascular control areas exist within the brainstem, through sympathetic and parasympathetic nerves (7), which work together to create sympathovagal balance or homeostasis. The balanced interplay between these two branches ultimately results in variations of beat-to-beat time intervals, in response to a variety of physical, environmental, and mental factors. Heart rate variability (HRV) is the non-invasive quantification of these beat-to-beat variations. Reduced HRV represents an attenuation of the autonomic regulatory capacity to support flexible adjustments in response to the environment, whereas increased HRV is reflective of good overall health and ability to respond to stressors (8).

Healthy ANS functioning within youth athletes has not yet been characterized and knowing this information could significantly enhance our understanding of post-injury comparisons and the variety of factors, demographic, and concussion-related that drive change in HRV. There have been numerous adult population-based studies on healthy HRV values stratified by age, sex, medication, and physical activity (9–12). However, unique developmental changes and pediatric milestones preclude these findings from being extrapolated to youth (13).

While several studies have explored the normal variation in ANS function across infants, children, and adolescents (14–18), little is known about how these trends are reflected within an athlete-specific population. Athletes, compared to non-athletes, have been described as having increased ANS plasticity, influenced by the changing environmental conditions present in sport participation, which ultimately result in an improved ability to be flexible and adaptable (19). For youth athletes who have been involved in sport from a young age, long-term physical training likely results in increased HRV (7). These findings have also been observed across various sport backgrounds such as cycling, canoeing, roller-skating, and volleyball (20–23). Thus, a first step in understanding this relationship is the examination of HRV in a healthy population.

The ANS of athletic youth appears to be different from non-athletic youth and as such, the factors of age and sex should be uniquely considered. Regarding age effects, a cross-sectional investigation of developmental trends of HRV from pre-school to adolescence, parasympathetic signal values (i.e., HF), values did not show change up to puberty, then decreased through adolescence [14–22 years old; (24)]. However, due to the dearth of literature that specifically examines the youth/adolescent population, a secondary aim of this study is to investigate the role that age plays on HRV in youth athletes. Regarding potential sex differences, a recent meta-analysis examining HRV sex differences in adults revealed that females have a smaller mean RR interval (higher HR) and lower HRV, which is particularly observed with long-term recordings (25). However, of the 172 studies included in the meta-analysis, only 7 studies focused on the adolescent population (10–20 years old), highlighting the scarcity of literature in this area. Across various studies, adolescent males consistently demonstrated higher values across SDNN, RMSSD, pNN50, HF, and LF, compared to females (24, 26). It is unclear if these differences will be present within an athlete-specific sample, and this study aims to contribute to that exploration.

Within baseline/pre-injury testing paradigms, it is standard to obtain self-reported symptom scores in addition to other standardized measures such as neuropsychological assessments (4). In the event of a concussion, these results are used to make comparisons with pre-injury scores in guiding return-to-play decisions. In particular, the value and focus on subjective symptom reporting has recently been debated (27, 28). Many studies have reported the presence of concussion-like symptoms in healthy (non-concussed) individuals (29–32). For example, in healthy child and youth athletes, Hunt et al. (30) found that fatigue was reported by more than half of the participants, nervousness was reported by 32% of youth girls, and 25% of the entire youth sample reported headaches, drowsiness, and difficulty concentrating. Thus, it is evident that concussion-like symptoms are non-specific; they are likely influenced by a confluence of personal and psychological factors such as school course load, emotional distress, and sport seasonality (33). The objectives of this study are the following: (1) to explore the effect of age and sex on HRV in healthy youth athletes and (2) to evaluate the relationship between HRV and concussion-like symptoms in a non-concussed state, and more specifically across physical, cognitive, emotional, and fatigue domains.

MATERIALS AND METHODS

Ethics approval was received from the Holland Bloorview Research Ethics Board at Holland Bloorview Kids Rehabilitation Hospital. All participants and their parents provided informed assent and consent, respectively, prior to their participation in this study.

Study Design

A cross-sectional study of healthy youth athletes was conducted in which pre-injury/baseline data were collected on demographic information (age, sex) and concussion-related factors (concussion-like symptoms, previous history of concussion).

Participants

A convenience sample of 294 healthy youth athletes (ages 13–18 years old) was recruited from local community sport organizations. Exclusion criteria were the following: participants with developmental delay, neurological condition, symptomatic from previous concussion, and non-English speaking. While participants were permitted to have a concussion history, they had to be asymptomatic and be fully participating in school and sport at the time of study entry. Participant demographics can be found in Table 1.

TABLE 1 | Participant demographics.
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Procedure

Upon receiving their informed consent, all participants completed a baseline/pre-injury assessment. Age, sex, and concussion history (i.e., number of previous concussions) were collected using a demographic collection form administered by research personnel. Level of competition (e.g., representative, house-league, or recreational), and primary sport (defined as the sport they played for the longest duration and at the highest level of competition) was also collected. The Post-Concussion Symptom Inventory-SR13 (PCSI-SR13; herein referred to as PCSI) was used as a self-report symptom assessment scale designated for adolescents to assess post-concussion symptoms. The PCSI is a 22-item self-report questionnaire used for youth ages 13–18 years; it has a seven point rating scale from 0 to 6 (0 = “not a problem,” 3 = “somewhat of a problem,” and 6 = “severe problem”). Both total scores (sum of all symptom ratings) and domain scores were derived. Symptoms within each domain include, but are not limited to: physical domain (e.g., headache, dizziness, blurred vision); cognitive domain (e.g., trouble concentrating, confused, mentally foggy); emotional domain (e.g., sad, irritable, nervous); and fatigue domain (e.g., fatigue, drowsiness). The PCSI has been found to have good validity and reliability among these age groups (32). Internal consistency has been found to range from 0.79 to 0.93 for the subscales and 0.94 for the total symptom score (32). Following the paper-and-pencil data collection, a 24-h HRV recording was collected via the Polar RS800CX watch and chest strap (RS800cx; Polar Electro, Kemple, Finland). The Polar technology used within this study has been deemed a valid tool to collect heart rate data, especially with respect to longer term recordings in the context of individuals who are physically active (34–36). Research personnel suited each participant with a chest strap that was suitable to their torso circumference. The heart rate sensor was buttoned to the central strap and research personnel then applied a conductivity gel to the inside of the strap. Participants were instructed on how to clasp the strap in position and to place the sensor directly below their sternum for optimal recording. Each participant was assisted by research personnel to adjust the chest strap and ensure the sensor was placed on the sternum. Participants were then instructed to put on the watch and wear it at all times. When all the equipment was set in place accurately, participants were instructed to press the start button on their watch, to commence heart rate recording. Due to the group-based testing environment of this large baseline study, there was not a consistent start time across all individuals. Based on sport team availability and school schedules, the start time varied between morning hours on the weekend and evening hours on weekdays. In accordance with the task force (37), HRV was collected over 24 h during normal daily routine to ensure greater stability of HRV measures. All participants were instructed to carry out their usual daily activities, with the exception of removing the device (and putting it back on) if they went swimming or played a contact sport. Participants were not controlled in terms of the time they decided to sleep and wake-up. As well, due to the group setting of testing within a larger baseline study, collecting specific sleep and wake times from participants upon their return of heart rate equipment was challenging, in which the majority did not do this or the information was incomplete. To address this limitation, the variable “Max HRV total power” was created to capture the 5-min window frame that the highest HRV value occurred, with the hypothesis that it would reflect a “sleep period” within the 24-h recording [i.e., highest parasympathetic activity occurs during sleep (38)]. This variable was accounted for in the statistical analysis.

Data Analysis

HRV Analysis

The parameters of HRV were obtained non-invasively by calculating the RR wave interval of the heart via the QRS complex. The Polar RS800CX technology used in this study had a sampling rate of 1,000 Hz, which has been documented as sufficient time resolution (7). Time- and frequency domain measures were used in this study. Time-domain variables were selected for analysis as they are easily computed and have been shown to be highly correlated with HF power, a measure of parasympathetic activity (7). Power spectral analysis, via fast Fourier transformation, was used to derive frequency domain variables. Set out by the task force (37), the frequency bandwidths are characterized: HF (0.15–0.4 Hz) and LF (0.04–0.15 Hz).

The RHRV program, via R statistical programming (R Core Team, 2013), was used to compute time and frequency domain variables. For purposes of signal processing, it is crucial that the signals are corrected for ectopic and missed beats (39, 40). The automatic removal of spurious points was performed by the FilterNIHR function (replaces beats by a mean combination of preceding and following beats), creating RR intervals appropriate for analyses. The filter was set to a minimum of 25 beats per minute and a maximum of 200 beats per minute. For computation of the spectral components of the RR interval, the InterprolatedNIHR function was employed (4 Hz). Window frames were 300 s, 50% overlap. Duration of the recording influences many HRV indices, thus recordings that were <14 h and were not continuous recordings were excluded (7). Table 2 provides a definition for the time and frequency domain measures used in this study. The authors warrant caution in the interpretation of LF findings as considerable controversy on the usefulness of this measure has been documented. For example, Goldstein et al. (41) stated that LF likely is not representative of sympathetic autonomic modulation. Similarly, Billman (42) highlighted LF’s exceedingly poor relationship to sympathetic nerve activation, resulting in challenges delineating the physiological basis of this measure. As such, it is challenging to interpret the mechanisms driving change in an already exploratory study.

TABLE 2 | Definition of time and frequency domain heart rate variability variables.
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Statistical Analysis

Descriptive analyses (mean, SD, range, and percentiles) were generated for all HRV variables, and stratified by sex. Multiple regression analyses were performed to investigate the effects of age, sex, and concussion-like symptoms on HRV in healthy youth athletes. The independent variables were age, sex, and PCSI physical, cognitive, emotional, and fatigue domains. The dependent variables were time (i.e., SDNN, RMSSD, and pNN50) and frequency domain (i.e., HF, HFnu, LF, LFnu, and total power) measures of HRV. The “Max HRV Total Power” variable was also included in this analysis to account for the variability in the start/stop time. Visual inspection of the dependent variable (i.e., HRV) indicated values outside the acceptable range of skewness (between −1 and 1) and kurtosis (near the value of 3). Thus, logarithmic transformations were applied to these variables to enhance statistical inference from the models. These transformations are appropriate based on data skewness and is in line with the analysis approach in the field of HRV in youth (43). Here, all diagnostic tests were indicative of meeting all model assumptions; constant error variance, no significant outliers, outcome variable is linearly related to the predictors, the predictors are not linearly dependent and nor do they display multicollinearity. R statistical programming package (R Core Team, 2013) was used for all analyses. Level of statistical significance was set to p < 0.05.

RESULTS

The sample in this study consisted of 294 youth between the ages of 13–18 (M = 14.22, SD = 1.21) years old [female = 166 (56.5%), male = 128 (43.5%)]. The majority of athletes played their primary sport at a high level of competition; 84% representative; 5.7% house league; 2.7% recreation (7.4% did not report level of competition). In terms of sport distribution, 62.5% played hockey, and 18.7% played soccer. The remaining sports were composed of various individual (10.2%; e.g., running, swimming, and skiing) and group (4%; e.g., baseball, basketball, and volleyball) sports. Youth participants also reported their exposure to sports on a weekly basis (M = 3.57, SD = 1.15, min = 1, max = 10). Preliminary univariate analyses were run to examine preexisting relationships between all variables of interest [demographic and concussion-related factors (PCSI domains and concussion history)]. There were no significant age differences between males and females. The majority of the sample (71%) had no previous history of concussion. Neither sex nor age were significantly related to previous concussions or number of previous concussions. The majority of youth athletes (78.2%) endorsed at least one symptom on the PSCI; 42.5% endorsed physical symptoms, 37.8% endorsed cognitive symptoms, 61.9% endorsed fatigue symptoms. Finally, no significant differences were found across HRV variables when comparing participants with no history of concussion to participations with a concussion history. Participant demographics are presented in Table 1. Across the 294 participants, the average length of the heart rate recording was 21.46 h (SD = 5.78) and length of recording was not found to be significantly associated with the HRV variables of interest. However, of the total 294 participants within this study, 147 participants had heart rate recordings which encountered multiple and sporadic start and stop times. Based on methodology recommendations and the RHRV computing backdrop, these were not sound to use for analysis in variables that required a continuous time series (44). It is important to note here that the limitation in data computation only applied to certain HRV variables. As such, they were excluded from specific regression models but not excluded from the study at large. Regarding “Max HRV Time,” M = 3:02 a.m., SD = 1 h, 55 min, min = 1:46 a.m., max = 6:55 a.m. Descriptive statistics on HRV variables are presented in Tables 3 and 4 (stratified by sex). Please see Table 5 for the N according to HRV variable.

TABLE 3 | Descriptive statistics of heart rate variability variables for males.
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TABLE 4 | Descriptive statistics of heart rate variability variables for females.
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TABLE 5 | Linear regression model estimates of demographic and concussion-related factors.
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Max HRV Total Power

A linear regression was performed on Max HRV total power. Demographic factors (age and sex) were not significant in this model. Concussion-like factors (physical, cognitive, emotional, and fatigue domains; concussion history) were also not significant in this model.

SDNN

Sex had a significant main effect, whereby females had lower SDNN compared to males (B = −0.071, SE = 0.033, p = 0.03). Age was also significant (B = 0.031, SE = 0.013, p = 0.023) in predicting SDNN, whereby older participants had higher SDNN compared to younger participants. Regarding concussion-like symptoms, the cognitive domain was the only domain demonstrating a significant effect (B = −0.021, SE = 0.009, p = 0.02). Here, there was a negative relationship, whereby youth who endorsed more cognitive symptoms had lower SDNN (Figure 1). Physical, emotional, and fatigue domains as well as previous concussion history were not significant in this model (Table 5).
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FIGURE 1 | (A) Scatterplot with linear line of best fit depicting relationship between cognitive domain symptoms on PCSI and time-domain HRV variables (log [SDNN], RMSSD). (B) Interaction effect plot, depicting the relationship between PCSI total score by previous history of concussion as a function of sex (male/female) on pNN50.



RMSSD

Age and sex did not have significant main effects within this model. Concussion-like symptoms in the cognitive domain had a main effect on RMSSD (B = −2.195, SE = 1.00, p = 0.03). A negative relationship was present, whereby youth who reported more cognitive symptoms had lower RMSSD (Figure 1). Physical, emotional, and fatigue domains as well as previous concussion history were not significant in this model (Table 5).

pNN50

This was modeled differently from the above measures and a best-fit model was derived from including an interaction term and examining the PCSI total score (rather than the domain-specific variables). Age and sex did not have a significant effect on pNN50. The notable finding in this model was a significant interaction effect between PCSI total score and pNN50 as a function of sex (B = 0.424, SE = 0.211, p = 0.04). Here, the relationship between PCSI total score and sex was present in those who did not have a previous history of concussion (Figure 1). In females with no previous history of concussion, there was a positive association between PCSI total score and pNN50, whereby increased concussion-like symptom reporting was associated with increased pNN50. The opposite was found in males with no previous history of concussion, whereby increased concussion-like symptom reporting was associated with decreased pNN50 (Table 5).

HF

While age did not have a significant effect, sex did have a main effect on HF (B = −153.73, SE = 64.71, p = 0.019), whereby females had lower HF compared to males. The physical, cognitive, emotional, and fatigue domains of the PCSI as well as previous concussion history were not significant in this model (Table 5).

HFnu

Demographic factors such as age and sex did not have a significant effect on HFnu. The physical, cognitive, emotional, and fatigue domains of the PCSI as well as previous concussion history were not significant in this model (Table 5).

LF

While age did not have a significant effect, sex did have a main effect on HF (B = −2.172, SE = 1.09, p = 0.04), whereby females had lower LF compared to males. The physical, cognitive, emotional, and fatigue domains of the PCSI as well as previous concussion history were not significant in this model (Table 5).

LFnu

Demographic factors such as age and sex did not have a significant effect on HFnu. The physical, cognitive, emotional, and fatigue domains of the PCSI as well as previous concussion history were not significant in this model (Table 5).

Total Power

Sex had a significant main effect on total power (B = −0.203, SE = 0.08, p = 0.01), whereby females had lower total power compared to males. Age, concussion-like domains, and previous history of concussion were not significant in this model (Table 5).

DISCUSSION

The purpose of this study was to examine the effect of development, sex, and concussion-like symptoms on a measure of cardiac autonomic function (i.e., HRV) in a sample of healthy youth athletes. This area of research has been limited by: (1) the lack of focus on the youth population, compared to studies on children or adults; (2) the specific exploration of demographic trends within an athlete population; and (3) the corroboration of a novel physiological measure with traditionally used clinical measures. To the author’s knowledge, this study is one of the first to examine HRV in a large sample of healthy youth athletes, in the context of a traditional clinical tool commonly used in the assessment and management of concussion (i.e., subjective symptom reporting). This study contributes new knowledge in the realm of understanding the physiological correlates associated with everyday, non-specific, concussion-like symptoms. This study found significant effects of sex and age across HRV measures as well as the impact of everyday cognitive symptoms on HRV. Previous history of concussion, while accounted for, did not appear to markedly effect HRV across all measures.

Age Effects

This study found an age effect on HRV in one (SDNN) of the five HRV variables examined, whereby older youth participants had higher SDNN compared to younger youth athletes. While age-related trends in HRV are likely related to age-related changes in heart rate (45), these developmental trends were not found in other measures of HRV. However, when comparing mean HRV values to those found in a systematic review comparing athletic versus non-athletic adults, the youth values found in this study were all markedly higher (SDNN, RMSSD, and HF) than those reported in the review (46). Fukuba et al. (47) explored HRV characteristics of pre- and post-adolescent Japanese individuals between the ages of 8 and 20 years and found no effect of age on parasympathetic and sympathetic indices. It is possible that cardiac autonomic modulation may develop until approximately 7–8 years old and stabilize throughout adolescence (47). This mechanism has been emphasized as a stabilization of sympathovagal balance, noted by increased cholingeric and decreased adrenergic modulation of HRV (18). Seifert et al. (48) found significant age trends of HRV in the group of children under the age of 11 years old (i.e., HRV decreased with increasing age). However, these were not present in the group over the age of 11 years old (48). Given that (1) the sample in this study was composed of 13- to 18-year-old athletes and (2) 17- to 18-year olds only made up 5.1% of the total sample, the high performance athletic status, and age range may not have been sensitive enough to capture developmental change. It is important to note that this finding was only present in SDNN, compared to other HRV variables within this study; here, it is challenging to decipher if SDNN is truly impacted by age or if this reflects a chance finding. A more rigorous exploration of development within this age range of youth athletes is warranted.

Sex Effects

This study found consistent sex differences across both time (i.e., SDNN) and frequency domain HRV measures (i.e., HF, LF, and total power), whereby females displayed decreased HRV compared to males. These results are mirrored in a recent meta-analysis on sex differences in HRV across the life span, which found that females have less variability in the time-domain measures, lower total power, yet higher HF power compared to males, which is contrary to the findings of this study (25). Our findings are consistent with adolescent literature, which have shown that boys displayed higher HRV in measures that reflect parasympathetic activity [SDNN, RMSSD, pNN50, and HF; (49–51)]. These results are not surprising given that girls typically experience puberty 2 years prior to boys (52). Here, pre-pubertal hormonal changes such as estrogen and progesterone as well as substantial changes of hormonal levels during induction of ovulation play a role in driving change in HRV [i.e., lowering HRV; (53)] Thus, the timing of pubertal development may coincide with the emergence and maturation of neural autonomic mechanisms (13, 26, 54). Sex differences found in this study may also be linked to athleticism; boys in this age range may engage in more physical training thus increasing their HRV compared to girls (55). While there were no significant differences between males and females in the level of sport exposure within this study (males: M = 3.45, SD = 1.04; females: M = 3.66, SD = 1.22), it is unclear how the level of intensity and duration of sport exposure differed. Given that baseline sex differences in HRV exist in healthy youth, it can be hypothesized that ANS vulnerabilities, which occur during this developmental stage, may potentially explain the role that sex plays in concussion recovery where it has been found that females report more concussions (56), experience a greater severity of symptoms and a protracted recovery compared to males (57). Future research on how these sex differences manifest following a concussion is warranted.

Concussion-Like Symptoms

Across a multitude of studies (30–32), it has become evident that there may be significant overlap in daily variations of concussion-like symptoms with those experienced by an injured population. Here, it is important to note that due to the fact that concussion symptoms are non-specific, the interest in this study was to conceptualize concussion-like symptoms in the context of everyday variability (i.e., experienced by healthy, non-injured youth). Within the context of sustaining a concussion, however, subjective symptom reporting is problematic in athletic populations who may be prone to inaccurate reporting due to fear of a prolonged return-to-play process (58). This study found that endorsing cognitive symptoms (while healthy) was reflected in lower HRV. Cortico-subcortical networks, which regulate harmony between the sympathetic and parasympathetic branches of the ANS, structurally and functionally link to cognitively related processes (8). Within the domain of cognitive symptoms experienced day-to-day, reported difficulties with memory, concentration, confusion, and slower mental processing can feedback to the ANS as a form of physiological stress, causing changes in cardiovascular regulation. In a recent meta-analysis on the effects of acute mental stress in healthy adults revealed significantly lower HRV in those who experience more stress on tasks of computer work, arithmetic, and academic examination (59), authors stated a potential autonomic balance shift toward sympathetic activation and parasympathetic withdrawal. While it is not surprising that high-performing youth athletes experience variations in concussion-like symptoms (30), it is important to consider the potential post-concussion implications of these findings. Clinically, baseline/pre-injury trends in cognitive symptoms and HRV can contextualize and inform comparisons post-concussion. It may be that youth athletes who report high levels of cognitive symptoms and display decreased HRV at baseline have a protracted recovery in the event of a concussion compared to those who do not experience cognitive symptoms on a daily basis. This study provides a foundation to that inquiry and demonstrates the presence of a physiological signal in daily forms of cognitive stress.

Endorsing symptoms in physical, emotional, and fatigue domains did not reveal any effects in this study. In non-athlete populations of healthy adolescents, a scoping review revealed relationships between daily emotional symptoms of anxiousness, nervousness, and sadness and decreased HRV; it is hypothesized that the ability to regulate emotions relates to ANS flexibility and adaptability in the face of life stressors (60). However, being a healthy youth athlete may be a protective factor in these concussion-like domains. For example, youth athletes, compared to non-athletes have been shown to have better psychosocial functioning, emotional well-being, self-efficacy, and psychological resilience (61). It may be plausible that daily physical symptoms are mitigated by sport participation as well. However, it is worth noting that the PCSI is not a comprehensive assessment on each of these domains and expansion of these domains within targeted clinical assessments is warranted within this population.

Finally, the interaction between total symptom score on HRV as a function of sex is noteworthy; in youth athletes with no history of concussion, females who reported more total concussion-like symptoms displayed increased HRV, whereas males who reported more total symptoms displayed decreased HRV. This finding is in line with concussion research which revealed a suppression of LF power in males, associated with mood disturbances, even following concussion symptom resolution (62). These sex differences may also be explained by psychophysiological theories which state that in the context of stress, females may be more likely to “tend-and-befriend,” seeking out a support network and resources for coping (63). It is worth noting that the expectation of change in HRV, regardless of sex, would be that an increase in concussion-like symptoms is associated with a decrease in HRV. However, given that this study specifically examined a healthy population, it may be that females’ ability to self-regulate, seek out resources, and/or recognize daily stress feeds back positively to the ANS in ways that are uniquely different from the ways healthy males react to stress. Afferent ANS pathways have demonstrated the release of oxytocin via oxytocin neurons to buffer stress and serves to reduce the impact of stressful events; this feedback loop has been implicated in inducing bradycardia (lowered heart rate) which in turn increases HRV (64). Conversely, males may employ the “fight-or-flight” reaction in response to stress, increasing sympathetic activity and decreased HRV (63). While the ability to cope with concussion-like symptoms was not captured in this study, the constructs of self-management and self-regulation would be key to consider in future research.

Limitations

This study is not without limitations. First, the HRV methodology employed a 24-h recording, which was taken during normal everyday conditions. While long-term recording approach has been deemed ecologically valid (65), the major limitation of this study was the processing issue that occurred as a result of sporadic start and stop times unintentionally driven by participants. Here, the ability to compute frequency domain variables was limited, resulting in a significantly lower N for those analyses. Thus, collecting HRV data over 24 h may not be feasible with this age group. Future research using “ecologically valid” recordings should employ more control in monitoring the parameters of collecting data. For example, Bornas et al. (65) collected HRV data over a duration of 2.5 h, whereby all youth participants had a consistent classroom schedule. Here, youth were able to freely go about their morning classroom routine, the environment acting as a consistent control across all participants. Interpreting change in HRV can also be limited by other factors such as frequency and intensity of physical activity. Associations of HRV have been described with physical activity in which increased participation in physical activity increased HRV (66–68). On the other hand, a previous study using controlled conditions (69) revealed that the variance of the average heart rate was also large across age groups; this finding was also replicated in a review on heart rate in adolescents (45). Thus, it is unclear if the large variance reflects the differences of the individual characteristics of cardiovascular control rather than the differences of activity. Restrictions on physical activity in this study were not feasible or appropriate for long-term recordings, given the diverse activity repertoires of youth (school, sport, extracurricular activity). However, given that the sample was predominantly representative/high-performing athletes (i.e., likely engage in moderate to vigorous forms of physical activity on a regular basis), there is some homogeneity in this sample. The limitation in not accounting for physical activity does mirror the current state of literature (25) and future exploration could include the concurrent collection of HRV and actigraphy technology to capture the type, frequency, and intensity of physical activity.

Second, development was assumed to be captured by age; while these two variables are highly correlated, more rigorous evaluation such as Tanner’s stage (70) may have yielded a more sensitive means to capture developmental trends in ANS function (26). This recommendation is likely useful given the variation in autonomic modulation occurring after puberty (71). However, due to the fact that youth athletes were in the presence of other youth during the baseline/pre-injury testing protocol, it was not feasible to collect highly sensitive information without the risk of disclosing private information. Furthermore, a potentially confounding effect may have been menstruation cycle in females. Studies investigating the effects of the menstrual cycle on cardiac autonomic function have stated that regulation of autonomic tone is modified during the menstrual cycle, in which the alteration of ovarian hormones might be responsible for changes seen in cardiac autonomic activity (72, 73). Based on the age range of this sample (13–18 years old), it is unclear how the menstrual cycle may or may not have played a role in symptom reporting or in HRV changes. Future study capturing stage of development in addition to time period of menstrual cycle would likely contribute to a more robust understanding of developmental variations in ANS function.

It is worth nothing that the complexity of cardiac autonomic regulation was not comprehensively captured within this study. As mentioned, HRV is influenced by an array of different physiological inputs to the ANS. This study examined linear methods of HRV analysis and thus, the findings in this study can only be applied to linear measures of HRV. However, the use of non-linear methods of analysis (e.g., DFA and SampEn) is warranted to construct a broader understanding on healthy ANS function in youth athletes; it is possible that non-linear methods reveal sensitivities in self-reported symptoms that linear methods cannot capture (65, 74, 75). Finally, the use ECG lead-based technology may have yielded enhanced accuracy in recording the heart rate signal compared to the Polar technology used within this study (76).

CONCLUSION

Findings indicate the presence of variability in reporting concussion-like symptoms in a healthy, non-concussed sample of youth athletes. Here, youth athletes who reported more cognitive symptoms had lower HRV. This finding is a foundational first step in exploring a novel physiological measure in the context of a traditional, subjective measure (PCSI) used in the clinical assessment of youth athletes. Sex differences were consistent across HRV measures revealing that females have lower HRV compared to males. Interestingly, the relationship between concussion-like symptom reporting and HRV differed between males and females (with no previous concussion), and assessments of coping and self-management may provide additional information at elucidating this difference.

ETHICS STATEMENT

This study was carried out in accordance with the recommendations of “Tri-Council Policy Statement: Ethical Conduct for Research Involving Humans (TCPS 2), Holland Bloorview Research Ethics Board” with written informed consent from all subjects. All subjects gave written informed consent in accordance with the Declaration of Helsinki. The protocol was approved by the “Holland Bloorview Research Ethics Board.”

AUTHOR CONTRIBUTIONS

MP conceptualized the study objectives, data collection and analysis, and drafted manuscript; LV contributed to the conceptualization of the study with particular expertise in methodology and data processing, contributed to literature review and manuscript draft; ST participated in the methodology and data processing design and editing manuscript; TT participated in the conceptual design with expertise in data processing, editing manuscript; MK conceptualized study objectives and edited manuscript; KW participated in data collection, literature review, and editing manuscript; NR is the principal investigator on this manuscript with a broader role in supervising the proposal, data collection and analysis, methodology, diligent manuscript draft review, and editing for submission.

ACKNOWLEDGMENTS

This work was funded by the Canadian Institutes of Health Research (#127048), the Ontario Neurotrauma Foundation and the Ontario Brain Institute. The Ontario Brain Institute is an independent non-profit corporation, funded partially by the Ontario government. The opinions, results, and conclusions are those of the authors and no endorsement by the Ontario Brain Institute is intended or should be inferred. This work was originally featured within the first author’s doctoral thesis, as part of a larger body of work on neurophysiological variation (77). The authors thank the Rehabilitations Sciences Institute at the University of Toronto for their support throughout the doctoral program. We would also like to acknowledge the efforts of the members of the CIHR “NeuroCare” Team and the members of the Concussion Centre (Bloorview Research Institute), specifically Talia Dick, James Murphy, and Katherine Mah. We are grateful to the youth and families for their participation in this research. Special thanks to Christopher Gupta for his work on collating background literature. Jordan Collins is also thanked for his work and expertise in statistical analysis.

REFERENCES

1. Davis GA, Anderson V, Babl FE, Gioia GA, Giza CC, Meehan W, et al. What is the difference in concussion management in children as compared with adults? A systematic review. Br J Sports Med (2017) 51(12):949–57. doi:10.1136/bjsports-2016-097415

2. Crowe L, Babl F, Anderson V, Catroppa C. The epidemiology of paediatric head injuries: data from a referral centre in Victoria, Australia. J Paediatr Child Health (2009) 45(6):346–50. doi:10.1111/j.1440-1754.2009.01499.x

3. Lyttle MD, Crowe L, Oakley E, Dunning J, Babl FE. Comparing CATCH, CHALICE and PECARN clinical decision rules for paediatric head injuries. Emerg Med J (2012) 29(10):785–94. doi:10.1136/emermed-2011-200225

4. McCrory P, Meeuwisse W, Dvorak J, Aubry M, Bailes J, Broglio S, et al. Consensus statement on concussion in sport – the 5th international conference on concussion in sport held in Berlin, October 2016. Br J Sports Med (2017). doi:10.1136/bjsports-2017-097699

5. Ellis MJ, Leddy J, Willer B. Multi-disciplinary management of athletes with post-concussion syndrome: an evolving pathophysiological approach. Front Neurol (2016) 7:136. doi:10.3389/fneur.2016.00136

6. Reed N, Murphy J, Dick T, Mah K, Paniccia M, Verweel L, et al. A multi-modal approach to assessing recovery in youth athletes following concussion. J Vis Exp (2014) 91:51892. doi:10.3791/51892

7. Aubert AE, Seps B, Beckers F. Heart rate variability in athletes. Sports Med (2003) 33(12):889–919. doi:10.2165/00007256-200333120-00003

8. Thayer JF, Sternberg E. Beyond heart rate variability: vagal regulation of allostatic systems. Ann N Y Acad Sci (2006) 1088(1):361–72. doi:10.1196/annals.1366.014

9. Berntson GG, Cacioppo JT, Quigley KS. Cardiac psychophysiology and autonomic space in humans: empirical perspectives and conceptual implications. Psychol Bull (1993) 114(2):296–322. doi:10.1037/0033-2909.114.2.296

10. Malpas SC, Purdie GL. Circadian variation of heart rate variability. Cardiovasc Res (1990) 24(3):210–3. doi:10.1093/cvr/24.3.210

11. Stein PK, Kleiger RE, Rottman JN. Differing effects of age on heart rate variability in men and women. Am J Cardiol (1997) 80(3):302–5. doi:10.1016/S0002-9149(97)00350-0

12. Tsuji H, Venditti FJ, Manders ES, Evans JC, Larson MG, Feldman CL, et al. Determinants of heart rate variability. J Am Coll Cardiol (1996) 28(6):1539–46. doi:10.1016/S0735-1097(96)00342-7

13. Chen S-R, Chiu H-W, Lee Y-J, Sheen T-C, Jeng C. Impact of pubertal development and physical activity on heart rate variability in overweight and obese children in Taiwan. J Sch Nurs (2012) 28(4):284–90. doi:10.1177/1059840511435248

14. Finley JP, Nugent ST. Heart rate variability in infants, children and young adults. J Auton Nerv Syst (1995) 51(2):103–8. doi:10.1016/0165-1838(94)00117-3

15. Finley JP, Nugent ST, Hellenbrand W. Heart-rate variability in children. Spectral analysis of developmental changes between 5 and 24 years. Can J Physiol Pharmacol (1987) 65(10):2048–52. doi:10.1139/y87-320

16. Goto M, Nagashima M, Baba R, Nagano Y, Yokota M, Nishibata K, et al. Analysis of heart rate variability demonstrates effects of development on vagal modulation of heart rate in healthy children. J Pediatr (1997) 130(5):725–9. doi:10.1016/S0022-3476(97)80013-3

17. Massin MM, Maeyns K, Withofs N, Ravet F, Gérard P. Circadian rhythm of heart rate and heart rate variability. Arch Dis Child (2000) 83(2):179–82. doi:10.1136/adc.83.2.179

18. Massin M, von Bernuth G. Normal ranges of heart rate variability during infancy and childhood. Pediatr Cardiol (1997) 18(4):297–302. doi:10.1007/s002469900178

19. Gavrilova EA. Heart rate variability and sports. Hum Physiol (2016) 42(5):571–8. doi:10.1134/S036211971605008X

20. Dixon EM, Kamath MV, McCartney N, Fallen EL. Neural regulation of heart rate variability in endurance athletes and sedentary controls. Cardiovasc Res (1992) 26(7):713–9. doi:10.1093/cvr/26.7.713

21. Goldsmith RL, Bigger JT, Steinman RC, Fleiss JL. Comparison of 24-hour parasympathetic activity in endurance-trained and untrained young men. J Am Coll Cardiol (1992) 20(3):552–8. doi:10.1016/0735-1097(92)90007-A

22. Puig J, Freitas J, Carvalho MJ, Puga N, Ramos J, Fernandes P, et al. Spectral analysis of heart rate variability in athletes. J Sports Med Phys Fitness (1993) 33(1):44–8.

23. Shin K, Minamitani H, Onishi S, Yamazaki H, Lee M. Autonomic differences between athletes and nonathletes: spectral analysis approach. Med Sci Sports Exerc (1997) 29(11):1482–90. doi:10.1097/00005768-199711000-00015

24. Cysarz D, Linhard M, Edelhäuser F, Längler A, Van Leeuwen P, Henze G, et al. Unexpected course of nonlinear cardiac interbeat interval dynamics during childhood and adolescence. PLoS One (2011) 6(5):e19400. doi:10.1371/journal.pone.0019400

25. Koenig J, Thayer JF. Sex differences in healthy human heart rate variability: a meta-analysis. Neurosci Biobehav Rev (2016) 64:288–310. doi:10.1016/j.neubiorev.2016.03.007

26. Faulkner MS, Hathaway D, Tolley B. Cardiovascular autonomic function in healthy adolescents. Heart Lung (2003) 32(1):10–22. doi:10.1067/mhl.2003.6

27. Balasundaram AP, Athens J, Schneiders AG, McCrory P, Sullivan SJ. Day-to-day variability of post-concussion-like symptoms reported over time by a non-concussed cohort. Brain Inj (2016) 30(13–14):1599–604. doi:10.1080/02699052.2016.1199902

28. Schatz P, Moser RS, Solomon GS, Ott SD, Karpf R. Prevalence of invalid computerized baseline neurocognitive test results in high school and collegiate athletes. J Athl Train (2012) 47(3):289–96. doi:10.4085/1062-6050-47.3.14

29. Gouvier WD, Uddo-Crane M, Brown LM. Base rates of post-concussional symptoms. Arch Clin Neuropsychol (1988) 3(3):273–8. doi:10.1093/arclin/3.3.273

30. Hunt A, Paniccia M, Reed N, Keightley M. Concussion-like symptoms in child and youth athletes at baseline: what is “typical”? J Athl Train (2016) 51:749–57. doi:10.4085/1062-6050-51.11.12

31. Iverson GL, Lange RT. Examination of “postconcussion-like” symptoms in a healthy sample. Appl Neuropsychol (2003) 10(3):137–44. doi:10.1207/S15324826AN1003_02

32. Sady MD, Vaughan CG, Gioia GA. Psychometric characteristics of the postconcussion symptom inventory in children and adolescents. Arch Clin Neuropsychol (2014) 29(4):348–63. doi:10.1093/arclin/acu014

33. Chan RC. Base rate of post-concussion symptoms among normal people and its neuropsychological correlates. Clin Rehabil (2001) 15:266–73. doi:10.1191/026921501675253420

34. Boullosa DA, Abreu L, Tonello L, Hofmann P, Leicht AS. Exercise is medicine: case report of a woman with smoldering multiple myeloma. Med Sci Sports Exerc (2013) 45(7):1223–8. doi:10.1249/MSS.0b013e3182880359

35. Boullosa DA, Abreu L, Tuimil JL, Leicht AS. Impact of a soccer match on the cardiac autonomic control of referees. Eur J Appl Physiol (2012) 112(6):2233–42. doi:10.1007/s00421-011-2202-y

36. Oliveira-Silva I, Leicht AS, Moraes MR, Simões HG, Del Rosso S, Córdova C, et al. Heart rate and cardiovascular responses to commercial flights: relationships with physical fitness. Front Physiol (2016) 7:648. doi:10.3389/fphys.2016.00648

37. Heart rate variability: standards of measurement, physiological interpretation and clinical use. Task force of the European Society of Cardiology and the North American Society of Pacing and Electrophysiology. Circulation (1996) 93(5):1043–65. doi:10.1161/01.CIR.93.5.1043

38. Kim H-S, Yoon K-H, Cho J-H. Diurnal heart rate variability fluctuations in normal volunteers. J Diabetes Sci Technol (2014) 8(2):431–3. doi:10.1177/1932296813519013

39. Eckberg DL, Fritsch JM. Human autonomic responses to actual and simulated weightlessness. J Clin Pharmacol (1991) 31(10):951–5. doi:10.1002/j.1552-4604.1991.tb03655.x

40. Kamath MV, Fallen EL. Power spectral analysis of heart rate variability: a noninvasive signature of cardiac autonomic function. Crit Rev Biomed Eng (1993) 21(3):245–311.

41. Goldstein DS, Bentho O, Park M-Y, Sharabi Y. Low-frequency power of heart rate variability is not a measure of cardiac sympathetic tone but may be a measure of modulation of cardiac autonomic outflows by baroreflexes: low-frequency power of heart rate variability. Exp Physiol (2011) 96(12):1255–61. doi:10.1113/expphysiol.2010.056259

42. Billman GE. The LF/HF ratio does not accurately measure cardiac sympatho-vagal balance. Front Physiol (2013) 4:26. doi:10.3389/fphys.2013.00026

43. Jarrin DC, McGrath JJ, Poirier P, Séguin L, Tremblay RE, Montplaisir JY, et al. Short-term heart rate variability in a population-based sample of 10-year-old children. Pediatr Cardiol (2015) 36(1):41–8. doi:10.1007/s00246-014-0962-y

44. Garcia CA, Otero A, Presedo J, Vila X. Heart Rate Variability Analysis in R with RHRV: Use R! Conference 2013. (2013). Available from: http://www.edii.uclm.es/~useR-2013/slides/40.pdf

45. Fleming S, Thompson M, Stevens R, Heneghan C, Plüddemann A, Maconochie I, et al. Normal ranges of heart rate and respiratory rate in children from birth to 18 years of age: a systematic review of observational studies. Lancet (2011) 377(9770):1011–8. doi:10.1016/S0140-6736(10)62226-X

46. da Silva VP, de Oliveira NA, Silveira H, Mello RGT, Deslandes AC. Heart rate variability indexes as a marker of chronic adaptation in athletes: a systematic review: heart rate variability in athletes. Ann Noninvasive Electrocardiol (2015) 20(2):108–18. doi:10.1111/anec.12237

47. Fukuba Y, Sato H, Sakiyama T, Yamaoka Endo M, Yamada M, Ueoka H, et al. Autonomic nervous activities assessed by heart rate variability in pre- and post-adolescent Japanese. J Physiol Anthropol (2009) 28(6):269–73. doi:10.2114/jpa2.28.269

48. Seifert G, Calaminus G, Wiener A, Cysarz D. Heart rate variability reflects the natural history of physiological development in healthy children and is not associated with quality of life. PLoS One (2014) 9(3):e91036. doi:10.1371/journal.pone.0091036

49. Henje Blom E, Olsson EMG, Serlachius E, Ericson M, Ingvar M. Heart rate variability is related to self-reported physical activity in a healthy adolescent population. Eur J Appl Physiol (2009) 106(6):877–83. doi:10.1007/s00421-009-1089-3

50. Reed KE, Warburton DE, Whitney CL, McKay HA. Differences in heart rate variability between Asian and Caucasian children living in the same Canadian community. Appl Physiol Nutr Metab (2006) 31(3):277–82. doi:10.1139/h05-015

51. Silvetti MS, Drago F, Ragonese P. Heart rate variability in healthy children and adolescents is partially related to age and gender. Int J Cardiol (2001) 81(2–3):169–74. doi:10.1016/S0167-5273(01)00537-X

52. Rogol AD, Clark PA, Roemmich JN. Growth and pubertal development in children and adolescents: effects of diet and physical activity. Am J Clin Nutr (2000) 72(2 Suppl):521S–8S.

53. Uckuyu A, Toprak E, Cifcti O, Cifcti FC. The fluctuation in the heart rate variability throughout ovulation induction cycle: is the case different in polycystic ovary syndrome? Gynecol Obstet (2013) 3(5):172–6. doi:10.4172/2161-0932.1000172

54. Lenard Z, Studinger P, Mersich B, Kocsis L, Kollai M. Maturation of cardiovagal autonomic function from childhood to young adult age. Circulation (2004) 110(16):2307–12. doi:10.1161/01.CIR.0000145157.07881.A3

55. Sharma VK. Heart rate variability in adolescents – normative data stratified by sex and physical activity. J Clin Diagn Res (2015) 9:CC08–13. doi:10.7860/JCDR/2015/15373.6662

56. Covassin T, Swanik CB, Sachs ML. Sex differences and the incidence of concussions among collegiate athletes. J Athl Train (2003) 38(3):238–44. doi:10.4085/1062-6050-51.3.05

57. Zemek R, Barrowman N, Freedman SB, Gravel J, Gagnon I, McGahern C, et al. Clinical risk score for persistent postconcussion symptoms among children with acute concussion in the ED. JAMA (2016) 315(10):1014. doi:10.1001/jama.2016.1203

58. Lovell MR, Collins MW, Maroon JC, Cantu RC, Hawn M, Burke C, et al. Inaccuracy of symptom reporting following concussion in athletes. Med Sci Sports Exerc (2002) 34(Suppl 1):S298. doi:10.1097/00005768-200205001-01680

59. Castaldo R, Melillo P, Bracale U, Caserta M, Triassi M, Pecchia L. Acute mental stress assessment via short term HRV analysis in healthy adults: a systematic review with meta-analysis. Biomed Signal Process Control (2015) 18:370–7. doi:10.1016/j.bspc.2015.02.012

60. Paniccia M, Paniccia D, Thomas S, Taha T, Reed N. Clinical and non-clinical depression and anxiety in young people: a scoping review on heart rate variability. Auton Neurosci (2017) 208:1–14. doi:10.1016/j.autneu.2017.08.008

61. Eime RM, Young JA, Harvey JT, Charity MJ, Payne WR. A systematic review of the psychological and social benefits of participation in sport for children and adolescents: informing development of a conceptual model of health through sport. Int J Behav Nutr Phys Act (2013) 10(1):98. doi:10.1186/1479-5868-10-98

62. Hutchison MG, Mainwaring L, Senthinathan A, Churchill N, Thomas S, Richards D. Psychological and physiological markers of stress in concussed athletes across recovery milestones. J Head Trauma Rehabil (2016) 32(3):E38–48. doi:10.1097/HTR.0000000000000252

63. Turton S, Campbell C. Tend and befriend versus fight or flight: gender differences in behavioral response to stress among university students. J Appl Biobehav Res (2007) 10(4):209–32. doi:10.1111/j.1751-9861.2005.tb00013.x

64. Higa KT, Mori E, Viana FF, Morris M, Michelini LC. Baroreflex control of heart rate by oxytocin in the solitary-vagal complex. Am J Physiol Regul Integr Comp Physiol (2002) 282(2):R537–45. doi:10.1152/ajpregu.00806.2000

65. Bornas X, Balle M, De la Torre-Luque A, Fiol-Veny A, Llabrés J. Ecological assessment of heart rate complexity: differences between high- and low-anxious adolescents. Int J Psychophysiol (2015) 98(1):112–8. doi:10.1016/j.ijpsycho.2015.07.007

66. Buchheit M, Platat C, Oujaa M, Simon C. Habitual physical activity, physical fitness and heart rate variability in preadolescents. Int J Sports Med (2007) 28(3):204–10. doi:10.1055/s-2006-924296

67. Gutin B, Howe C, Johnson MH, Humphries MC, Snieder H, Barbeau P. Heart rate variability in adolescents: relations to physical activity, fitness, and adiposity. Med Sci Sports Exerc (2005) 37(11):1856–63. doi:10.1249/01.mss.0000175867.98628.27

68. Nagai N, Moritani T. Effect of physical activity on autonomic nervous system function in lean and obese children. Int J Obes (2003) 28(1):27–33. doi:10.1038/sj.ijo.0802470

69. Davignon A, Rautaharju P, Boisselle E, Soumis F, Mégélas M, Choquette A. Normal ECG standards for infants and children. Pediatr Cardiol (1980) 1(2):123–31. doi:10.1007/BF02083144

70. Tanner JM, Whitehouse RH. Clinical longitudinal standards for height, weight, height velocity, weight velocity, and stages of puberty. Arch Dis Child (1976) 51(3):170–9. doi:10.1136/adc.51.3.170

71. Tanaka H, Borres M, Thulesius O, Tamai H, Ericson MO, Lindblad LE. Blood pressure and cardiovascular autonomic function in healthy children and adolescents. J Pediatr (2000) 137(1):63–7. doi:10.1067/mpd.2000.108098

72. Saeki Y, Atogami F, Takahashi K, Yoshizawa T. Reflex control of autonomic function induced by posture change during the menstrual cycle. J Auton Nerv Syst (1997) 66(1–2):69–74. doi:10.1016/S0165-1838(97)00067-2

73. Sato N, Miyake S, Akatsu J, Kumashiro M. Power spectral analysis of heart rate variability in healthy young women during the normal menstrual cycle. Psychosom Med (1995) 57(4):331–5. doi:10.1097/00006842-199507000-00004

74. Balle M, Tortella-Feliu M, Bornas X. Distinguishing youths at risk for anxiety disorders from self-reported BIS sensitivity and its psychophysiological concomitants. Int J Psychol (2013) 48(5):964–77. doi:10.1080/00207594.2012.723804

75. Pittman-Polletta BR, Scheer FAJL, Butler MP, Shea SA, Hu K. The role of the circadian system in fractal neurophysiological control. Biol Rev Camb Philos Soc (2013) 88(4):873–94. doi:10.1111/brv.12032

76. Hernando D, Garatachea N, Almeida R, Casajús JA, Bailón R. Validation of heart rate monitor Polar RS800 for heart rate variability analysis during exercise. J Strength Cond Res (2016). doi:10.1519/JSC.0000000000001662

77. Paniccia M. Heart Rate Variability and Concussion: Exploring Neurophysiological Variation in Youth Athletes [Unpublished Doctoral Dissertation]. Toronto, ON: University of Toronto (2017).

Conflict of Interest Statement: This research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2018 Paniccia, Verweel, Thomas, Taha, Keightley, Wilson and Reed. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) or licensor are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fneur-08-00753-t004.jpg
Variable N Mean (SD) Range 25th percentile 50th percentile  75th percentile
SDNN (ms) 166 177.91 (52.89) 77.16-502.95 145.26 170.40 200.42
RMSSD (ms) 166 65.65 (28.58) 21.87-156.93 44.68 61.20 7833
PNN5O0 (%) 166 2528 (12.32) 0.93-54.68 15.99 24.51 3284

HF (ms)* 86 307.91 (306.49) 61.64-2,324.95 175.08 283.48 495.08
HFnu* 86 35.02 (8.61) 14.38-58.07 29.89 33.67 4005

LF (ms?)" 86 624.52 (310.59) 173.77-1,905.63 364.48 590.09 779.69
LFnu® 86 64.98 (8.61) 41.93-85.62 59.94 66.33 70.10
Total power (ms?)* 86 2,574.99 (1,660.58) 944.00-7,305 1,611.71 2,455.76 3,272.76

*A smaller N based on the inabillty to analyze those participants (N

analysis methodology,

147) who had sporadic and muliple start and stop times within the 24-h recording. According to rigorous
is not sound to link multiple recordings within one larger recording for the purpose of deriving frequency domain variables (RHRV, R Core Programming, 2013).





OPS/images/fneur-08-00753-t005.jpg
Heart rate variability variable

log (SDNN) (N = 294)
RMSSD (N = 294)
PNN50* (N = 204)

HE (N = 147)

HFnu (N = 147)

log (LF) (N = 147)

LFnu (N = 147)

log (Total power) (N = 147)

Estimate (SE)

Sex

~0.071 (0.03)"
~2.746 (3.60)
~2.676.(1.85)

0123 (1.62)
~2.172(1.09)"
-0.123(1.62)
-0.203 (0.08)

163.73 (64.71)"

Age

0.031(0.01)"
—0.133 (1.46)

-5.98(20.33)
-0.731(0.65)
0.247 (0.44)
0.731(0.65)
0017 (0.03)

PCSI physical

~0013 (0.01)
-0.991 (1.13)
-31.41(17.38)
0.001 (0.56)
-0621(0.38)
~0001(0.56)
-0.035 (0.03)

PCSI cognitive

~0.021(0.009)"
~2.195 (1.00)"
~11.31(14.99)
-0.581(0.48)
~0.049 (0.33)
0581(0.48)
-0.021(0.02)

PCSI emotional

0,015 (0.01)
1.429 (1.43)

-17.77 (23.89)
-0217(0.76)
0137 (051)
0216 (0.76)
0018 (0.04)

PCSl fatigue

0,015 (0.01)
1.097 (1.58)

457 (23.74)
1.018 (0.56)
0325 (0.38)
-1.018 (0.56)
0037 (0.03)

Previous.
concussion

0061 (0.04)
6.585 (3.90)
2,997 (1.67)
43.47 (65.09)
2.394(1.78)
0.471(1.2)

-2.394 (1.78)
0.110(0.09)

*A significant p-value < 0.05.

“The uniqueness of the pNNS0 model. Level of it indicated a removal of age s a factor and removal of each PCS] domain. Rather, PSCI total score enhanced the fit of the model
and Is described within e resulis seclion.





OPS/images/fneur-08-00753-t002.jpg
Variable

SDNN
RMSSD

PNNSO

LFnu
Total power

Uniits

Miliseconds (ms)
Miliseconds (ms)

Percentage (%)

Miliseconds squared (ms?)

Percentage (%)
Miliseconds squared (ms?)

Percentage (%)
Miliseconds squared (ms?)

Definition
SD of all RR intervals

Root mean square of successive
differences between RR intervals

Percentage of adjacent RR intervals
that differ from each other by more
than 50 ms

Power in the high frequency range
(0.15-0.4 Hz)

HF is divided by the sum of (HF + LF)
Power in the low-frequency range
(0.04-0.15 Hz)

LF is divided by the sum of (HF + LF)
The variance of all R intervals






OPS/images/fneur-08-00753-t003.jpg
Variable N Mean (SD) Range 25th percentile 50th percentile  75th percentile
SDNN (ms) 128 193.33 (68.87) 88.81-445.82 149.97 186.64 22279
RMSSD (ms) 128 6859 (32.37) 20.31-183.30 4491 5065 8062
PNNSO (%) 128 26.20(13.90) 1.93-56.39 14.86 2431 37.31

HF (ms?)* 61 444,06 (284.63) 42.45-1,113.41 207.21 37205 684.97
HFnu* 61 34.93(10.4) 16.08-58.04 27.31 35.68 4148

LF (ms)* 61 762.90 (373.99) 186.74-2,027.14 49415 74398 94256
LFnu* 61 65.07 (10.46) 4195-83.92 58.52 64.32 72.60
Total power (ms)* 61 3,314.24 (1,681.27) 781.00-10,310 2,096.95 3,020.08 4,006.08

*A smaller N based on the inabilty to analyze those participants (N = 147) who had sporadic and multple start and stop times within the 24-h recordling. According to rigorous
analysis methodology, it is not sound to link multiple recordings within one larger recording for the purpose of deriving frequency domain variables (RHRV, R Core Programming, 2013).
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Variable
Age, M (SD) 14.22(1.21)
Sex
Males 128 (43.5%)
Females 166 (56.5%)
History of concussion
Yes 85 (29%)
1 57 (19.5%)
23 27 (9.2%)
4 1(0.3%)
Level of competition
Competitive 249 (84.6%)
House league 17 (5.7%)
8(2.7%)

Recreation
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