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FITNESS AND ACADEMIC PERFORMANCE IN ADOLESCENTS. THE MEDIATING ROLE 1 

OF LEPTIN: DADOS STUDY 2 

What is known: 3 

 Academic performance is associated with physical fitness and leptin concentration in children and 4 

adolescents. 5 

 Fitness modulates leptin concentration levels, regardless of physical activity and adiposity. 6 

What is new: 7 

 Leptin concentration mediates the association of cardiorespiratory fitness and muscular strength with 8 

academic performance in adolescents. 9 

 Improvements in cardiorespiratory fitness and muscular strength might reduce leptin concentration 10 

levels enhancing academic performance. 11 

Abstract 12 

We tested the mediating effect of leptin on the association between physical fitness (PF) components and 13 

academic performance indicators in healthy adolescents. A total of 263 adolescents (13.9 ± 0.3 years; 14 

47.5% girls; 12.5% overweight) from the DADOS (Deporte, ADOlescencia y Salud) Study were included 15 

in the analysis. PF components were assessed by the handgrip test for upper-limb muscular strength, 16 

standing long jump test for lower-limb muscular strength, 4 x 10-m shuttle run test for speed-agility, and 17 

20-m shuttle run test for cardiorespiratory fitness. Plasma leptin concentration was assessed from 18 

antecubital vein blood after an overnight fast using a sensitive ELISA kit. Academic performance 19 

indicators were assessed through final school grades and through the Spanish version of the SRA Test of 20 

Educational Ability. Body composition was assessed by body mass index and skinfold thicknesses. Boot-21 

strapped mediation procedures were performed and indirect effects with confidence intervals not 22 

including zero were interpreted as statistically significant. Our findings suggest that the positive 23 

associations observed between cardiorespiratory fitness and lower-limb muscular strength with academic 24 

performance indicators were mediated by leptin concentration after adjusting for sex, pubertal stage, 25 

socioeconomic status and adiposity (percentage of mediation ranging from 54.61% to 82.02%). 26 

Conclusions: Improvements on PF components, particularly in cardiorespiratory fitness and lower-limb 27 



2 
 

muscular strength, might reduce leptin concentration with potential benefits on academic performance in 28 

adolescents, independently of adiposity.  29 

Key words: cognition, health, school grades, adolescence, leptin. 30 

Abbreviations: CRF: Cardiorespiratory Fitness; GPA: grade point average; MS: Muscular Strength; PF: 31 

physical fitness; SES: socioeconomic status; SRT: shuttle run test. 32 

INTRODUCTION 33 

In the last decades, the role of physical fitness (PF) as a key determinant of current and future 34 

health status has been demonstrated in childhood and adolescence [1, 2]. Cardiorespiratory fitness (CRF), 35 

muscular strength (MS) and speed-agility have been proposed as the components of PF more closely 36 

related with health status [2, 3]. European children and adolescents, on average, meet the standards for 37 

healthy CRF (78% of boys and 83% of girls), however, these percentages decrease yearly [4].  38 

Empirical evidence and systematic reviews have suggested a positive association between PF 39 

components and academic performance in children and adolescents [5–9]. For instance, Marques et al. 40 

[10] have shown that there is a strong evidence for the association between CRF and academic 41 

performance which may be related to the positive effects of CRF on brain structure and cognitive 42 

functions [11]. In addition, Esteban-Cornejo et al. [12] showed that CRF and speed-agility, but not MS, 43 

positively influenced academic performance in youths independently of adiposity. By contrast, in a study 44 

conducted by Olivares et al. [13], MS was the fitness component most associated with academic 45 

performance, while no association was found between CRF and academic performance when adiposity 46 

was considered. The divergent results found in the scientific literature may be related to the fact that some 47 

of the studies analyzing the associations between PF and academic performance used measures scaled by 48 

body mass (i.e., VO2 in ml/min/kg), without recognizing the influence that adiposity could have in these 49 

associations [1]. 50 

Leptin is a 167-amino-acids adipokine classically involved in the regulation of energy 51 

homeostasis and appetite by sending signals to receptors within the hypothalamus [14].  Physiologically 52 

normal leptin levels, based on healthy European adolescents reference values, have been established at 53 

<12.41 ng/mL in males and <38.61 ng/mL in females [15]. Leptin has been associated with enhanced 54 

cognitive processes at normal concentrations, while at high levels it has been related with several 55 

cardiovascular disease risk factors [16], impaired cognitive function [17] and poor academic performance 56 
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[18, 19]. In parallel, an inverse association between PF and circulating leptin concentration levels has 57 

been reported in youth [20–22]. Although prior research assessing the association between CRF and 58 

leptin in adolescents has shown an inverse relationship independently of adiposity [20, 21], Hosick et al. 59 

[22] found that this association was explained by adiposity, suggesting that not considering adiposity 60 

could lead to misleading conclusions.  61 

Despite Haapala et al. identified a mediating role of motor performance on the association 62 

between leptin and reading fluency in a sample of 106 boys aged 6–8 years [19], no previous studies have 63 

examined the mediating role of leptin concentration on the association between PF and academic 64 

performance. Given the growing body of research highlighting the key role of PF on academic 65 

performance, and the previously argued independent inverse associations of leptin with PF and academic 66 

performance, we hypothesized that leptin concentration could act as an underlying mechanism for the 67 

influence of PF on academic performance. Thus, the objective of the current study was to test the 68 

mediating role of leptin concentration levels on the association between PF components and academic 69 

performance indicators in healthy adolescents, adjusting by several potential confounders including 70 

adiposity. 71 

METHODS 72 

Participants 73 

The present study is part of the DADOS (Deporte, ADOlescencia y Salud) study, a 3-year 74 

longitudinal research project (from 2015 to 2017) aimed to analyze the influence of competitive sport 75 

practice on health, academic performance and psychological wellness through adolescence. All 76 

participants were recruited from secondary schools and sport clubs of Castellon (Spain), and met the 77 

general DADOS inclusion criteria; born in 2001, enrolled in 2nd grade of secondary school and free of 78 

any chronic disease. The results presented in this study belong to baseline data obtained between 79 

February and May of 2015. From the total DADOS study sample (n=274), a subsample of 263 80 

adolescents (125 girls) with valid data for at least PF, academic performance and leptin concentration 81 

were included in the analysis.  82 

Physical fitness 83 

PF was assessed using the ALPHA (Assessing Levels of Physical Activity) health-related fitness 84 

test battery for adolescents [23]. In brief, CRF was assessed using the 20-m Shuttle Run Test. The final 85 
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number of completed stages was used in the analyses. Speed-agility was assessed using the 4x10m 86 

Shuttle Run Test. The test was performed twice and the best time (s) was used in the analyses. Because 87 

speed-agility is inversely related to high physical fitness, it was first multiplied by -1. Upper-limb MS 88 

was assessed using a hand dynamometer with adjustable grip (TKK 5401 Grip D; Takey Scientific 89 

Instruments, Tokyo, Japan). The test was performed twice for each hand alternatively, using the optimal 90 

grip-span. The handgrip score (kg) was calculated as the average of the best score for each hand. Lower-91 

limb MS was assessed using the standing long jump test. The test was performed twice and the longest 92 

distance (cm) was used in the analyses.  93 

Plasma Leptin concentrations 94 

After an overnight fast of at least 10h, blood samples were drawn from the antecubital vein while 95 

subjects remained in seated position. Blood samples in EDTA tubes (Greiner bio-one, Kremsmünster, 96 

Austria) were used for plasma collection after centrifugation (3500 rpm×10 min at 4ºC). Plasma leptin 97 

concentrations were measured using a sensitive ELISA kit (EIA-2395, Enzyme-Linked Immunosorbent 98 

Assay; DRG Instruments GmbH, Marburg, Germany). The sensitivity of the leptin concentration assay 99 

was 0.7 ng/mL, with intra-assay and inter-assay coefficients of variation of <10% and <15% respectively. 100 

Academic performance indicators 101 

Academic performance was assessed using school grades and an academic questionnaire. 1) 102 

School grades: the final school grades from the 1st course of secondary school on a ten-point scale were 103 

provided by the participants. Four indicators were included in the analyses: math, language, the average 104 

of math and language, and grade point average (GPA). Language is the grade of Catalan; the official 105 

teaching language at school. GPA was defined as the single average of the grades of Geography and 106 

History, Natural Science, Math, Spanish, Catalan, English and Physical Education. 2) Academic 107 

questionnaire: the Spanish version of the Science Research Associates Test of Educational Abilities was 108 

completed by the participants. This test measures three basic abilities: verbal ability (command of 109 

language), numeric ability (speed and precision in performing operations with numbers and quantitative 110 

concepts) and reasoning ability (the aptitude to find logical ordination criteria in sets of numbers, figures 111 

or letters). Scores for the three abilities were obtained by adding positive answers. Overall academic 112 

ability was calculated by adding the three abilities’ scores (verbal + numeric + reasoning). As previously 113 

published from DADOS study [9], this work used the level 3 of the TEA test. 114 
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Covariates 115 

Measures were assessed in duplicate by trained members of the DADOS research group 116 

following standardized procedures [24], and average measures were used for the analysis. Briefly, body 117 

weight was measured to the nearest 0.1 kg using an electronic scale (SECA 861, Hamburg, Germany). 118 

Height was measured to the nearest 0.1 cm using a wall-mounted stadiometer (SECA 213, Hamburg, 119 

Germany). Body mass index (BMI) was calculated as weight/height squared (kg/m
2
). Participants were 120 

classified into normal weight and overweight or obese, according to the BMI cutoffs proposed by Cole et 121 

al. [25]. The BMI values were transformed into standard deviation scores (SDS) according to WHO 122 

reference population for sex and age [26]. In addition, skinfold thicknesses were measured at the left side 123 

of the body to the nearest 0.2 mm using a Holtain skinfold caliper at 2 sites (triceps and subscapular). 124 

Sum of both skinfolds was used for data analyses as indicator of adiposity. 125 

Pubertal stage was self-reported according to the 5 stages described by Tanner and Whitehouse 126 

[27] based on external primary and secondary sex characteristics. Standardized pictures were used to 127 

assess two components: pubic hair growth for boys and girls, plus breast development in girls and genital 128 

development in boys. A 5-point maturity rating was used where stage 1 corresponds to the prepubertal 129 

state and stage 5 corresponds to mature state. The highest rating of the 2 components was used for data 130 

analyses. 131 

The Family Affluence Scale (FAS) developed by Currie et al. [28] was used as a proxy of 132 

socioeconomic status (SES), which is based on material conditions in the family such as car ownership, 133 

bedroom occupancy, computer ownership and home internet access. 134 

Statistical analyses 135 

Characteristics of the sample are presented as mean ± standard deviation (SD) unless otherwise 136 

stated. Differences between sexes were assessed by t test for continuous variables and chi-square test for 137 

nominal variables. All variables were checked for normality using both graphical (normal probability 138 

plots) and statistical (Kolmogorov-Smirnov test) procedures. Due to its skewed distribution, leptin 139 

concentrations were log-transformed before the analysis. As preliminary analyses did not show significant 140 

interactions of sex with leptin and PF variables in relation to academic performance indicators (all 141 

P>0.05), all analyses were performed for boys and girls together.  142 
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Partial correlation analysis controlling for sex, pubertal stage and SES were performed to 143 

examine the relationships between PF components, leptin concentration, adiposity and academic 144 

performance indicators. Additionally, linear regression analyses were performed to clarify the potential 145 

role of leptin concentration as mediator variable in the association between PF components (independent 146 

variables) and academic performance indicators (dependent variables) using 2 separate models. Model 1 147 

included sex, pubertal stage and SES; and Model 2 included Model 1 plus leptin concentration. Finally, 148 

separate mediation analyses were performed in order to elucidate whether the associations between PF 149 

and academic performance were mediated by leptin concentration. The PROCESS macro version 2.16.3, 150 

model four, with 5.000 bias-corrected bootstrap samples and 95% confidence intervals was used for these 151 

analyses. Mediation is assessed by the indirect effect of the PF (independent variable) on academic 152 

performance (dependent variable) through leptin concentration (mediator). The total (c path), direct (c′ 153 

path) and indirect effects (a*b paths) are presented (figure I). Indirect effects (ab) with confidence 154 

intervals not including zero were interpreted as statistically significant [29], which can be so regardless of 155 

the significance of the total effect (the effect of PF on academic performance) and the direct effect (the 156 

effect on academic performance when both PF and leptin concentration are included as independent 157 

variables). Percentage of mediation (PM) was calculated as ‘(indirect effect / total effect) x 100’ to know 158 

how much of the total effect was explained by the mediation when the following assumptions were 159 

achieved; the total effect is larger than the indirect effect and of the same sign. These analyses were 160 

adjusted by sex, pubertal stage, SES and adiposity. All the analyses were performed using the IBM SPSS 161 

Statistics for Windows version 22.0 (Armonk, NY: IBM Corp), and the level of significance was set to 162 

P<0.05. 163 

RESULTS 164 

The baseline characteristics of the final sample included in the analyses are shown in Table I. 165 

Girls had significantly higher SES (4.4 vs. 4.0; P<0.05), sum of skinfold thicknesses (30.3 vs. 21.7; 166 

P<0.001) and leptin concentration levels (6.1 vs. 1.6; P<0.001) than boys. Meanwhile boys were taller 167 

and showed higher levels for all PF components than girls (all P<0.001). No differences were reported for 168 

academic performance, except for numeric ability that was higher in boys (14.7 vs. 12.0; all P<0.001). 169 

Partial correlations between PF components, leptin concentration, adiposity and academic 170 

performance indicators, after adjustment for sex, pubertal stage and SES are presented at Table II.  CRF 171 
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was positively associated with math, math and language, GPA and numeric ability (all P<0.05). Lower-172 

limb MS was positively associated with verbal ability (P<0.05). Leptin concentration was negatively 173 

associated with all the PF components, adiposity, school grades and numeric ability (all P<0.05). 174 

Linear regression analyses examining the associations between PF components and academic 175 

indicators showed positive associations of CRF and lower-limb MS with academic performance, which 176 

disappeared after including leptin concentration as a confounder (data not shown). 177 

The results of the separated mediation models after controlling for sex, pubertal stage, SES and 178 

adiposity are in Tables III and IV. Mediation analyses were not significant for the association of speed-179 

agility (4x10m test) and upper-limb MS (handgrip test) with academic performance indicators (data not 180 

shown). According to the mediation analyses, CRF was positively associated with numeric ability (total 181 

effect, c; P<0.05) and negatively associated with leptin concentration (path a = -1.101; P<0.001). In path 182 

b, leptin concentration was negatively associated with academic performance, although the associations 183 

were not statistically significant. The direct effect (path c’) of CRF on academic performance when leptin 184 

was included in the model was not significant. There was a significant mediating effect of leptin in the 185 

relationship of CRF with GPA, reasoning ability and overall academic ability (PM ranged from 52.9 to 186 

58.2%). Regarding the analysis of leptin concentration as a potential mediator of the relationship between 187 

lower-limb MS and academic performance, lower-limb MS was positively associated with verbal ability 188 

(P<0.01) and negatively associated with leptin concentration (path a = -1.867; P<0.001). In path b, leptin 189 

concentration was negatively associated with language, math and language, and GPA (P<0.05) and the 190 

direct effect (path c’) of lower-limb MS on academic performance was not statistically significant. These 191 

results suggest a significant mediating effect of leptin concentration in the relationship of lower-limb MS 192 

with all the school grades and with numeric, reasoning and overall academic abilities (PM ranged from 193 

42.2 to 75.1%). 194 

DISCUSSION 195 

The main finding of the present study revealed a mediating effect of leptin concentration on the 196 

relationship between PF components (CRF and lower-limb MS) and academic performance indicators 197 

after controlling for sex, pubertal stage, SES and adiposity. These results contribute to the current 198 

scientific knowledge by suggesting that leptin concentration could partially explain the positive 199 

association between PF and cognition in adolescents. 200 
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In consonance with prior research, the present study showed a positive association between PF, 201 

particularly CRF and lower-limb MS, and some academic performance indicators in adolescents [5–9, 30, 202 

31], which disappeared after further adjustment for leptin concentration. The association of CRF with 203 

academic performance could be explained by the positive effects that this fitness component has on 204 

cognition and brain. For instance, Chaddock et al. found greater bilateral hippocampal volumes and 205 

memory performance in those preadolescents children with higher levels of CRF [11]. In another study, 206 

Buck et al. analysed a sample of 74 preadolescents showing a positive association between aerobic fitness 207 

and interference control [32]. Therefore, it is plausible that CRF produces structural and functional brain 208 

changes with potential improvements in cognitive processes [33] which may lead to better academic 209 

performance in adolescents. The mechanisms by which MS influences academic performance have been 210 

less explored showing uncertain results [3]. However, we speculate that better MS, as a result of strength 211 

training, may positively influence academic performance by inducing the expression of neurotrophic 212 

factors [34] and synaptogenesis [35]. 213 

Our results showed that the association between PF and academic performance disappeared 214 

when including leptin as a confounder. This fact could be related to the strong link between leptin and 215 

adipose tissue [14] which could indirectly affect academic performance. In fact, overweight and obese 216 

adolescents, who have shown lower PF levels than their normal-weight peers [36], have also reported 217 

several psychological and behavioural disturbances [37, 38], such as weight-related teasing and low self-218 

confidence, which could impair school functioning and academic outcomes. In addition, leptin has shown 219 

to induce brain-derived neurotrophic factor, which also plays a key role on control of body weight, and 220 

promotes neuron survival and neural plasticity [39], which in turn, might improve academic performance. 221 

 In our sample of physically active and mainly normal weight adolescents, leptin was revealed as 222 

an underlying mechanism of the association between PF and academic performance, after adjustment of 223 

sex, pubertal stage, SES and adiposity. Similarly to previous studies, we found an inverse association 224 

between PF and leptin concentration [20, 21, 40], which could significantly influence academic 225 

performance [18, 19]. According to prior research, high levels of CRF and MS might stimulate insulin 226 

and leptin sensitivity which translates into lower leptin circulating levels [20, 21]. For instance, 227 

Olmedillas et al. found higher MS and hypertrophy in the dominant arm of professional tennis players, 228 

with an increased expression of leptin receptors and signalling compared to the contralateral arm [41]. 229 

Moreover, a previous study in rodents showed that aerobic training increased leptin receptor in 230 
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hippocampus and prefrontal cortex, enhancing leptin signaling in the hypothalamus of mice through the 231 

phosphorylation of signal transducer and activator of transcription 3 (STAT3) [42]. Therefore, higher 232 

CRF and MS seem to be related with lower leptin concentration, which may improve synaptic plasticity, 233 

cognitive processes (e.g., memory) and mood [17], enhancing academic performance. 234 

Limitations and strengths 235 

The results of the present study should be interpreted with caution. First, the cross-sectional 236 

design of our analyses prevents us from inferring causal relationships; however, our mediation analysis 237 

strategy allows us to provide data supporting the importance of leptin concentration in the fitness-238 

cognition relationship. Second, despite some methodological limitations [43], the 20m shuttle run test was 239 

used as indirect measure of cardiorespiratory fitness. Third, pubertal stage was self-reported. However, 240 

the strengths of the study comprise the use of objective and standardized measures of PF, leptin 241 

concentration and academic indicators, as well as a relatively large and age-matched sample of healthy 242 

adolescents (13.9 ± 0.3 yrs) with no academic performance differences. In addition, as suggested by 243 

previous research [5, 22], our statistical analyses were controlled for sex, pubertal stage, SES and 244 

adiposity, which are relevant given their association with PF and cognition.  245 

Conclusions 246 

In conclusion, the present study reveals a mediating effect of leptin in the associatión between 247 

PF and academic performance in adolescents. Therefore, if confirm prospectively, improvements on PF 248 

components, specifically in CRF and MS, may reduce leptin concentration with potential benefits on 249 

academic performance. Health and education professionals could benefit from collaborating to achieve 250 

both enhanced health status, and academic performance. Our findings extend prior knowledge about the 251 

positive influence of PF on cognition by suggesting a novel physiological mechanism. Further research is 252 

needed to clarify the pathway by which leptin is closely linked to PF and cognition. 253 

Author’s contribution: MAR was involved in the data collection and analysis, drafting of the initial 254 

manuscript. MRBV was involved in the data collection and critical revision of the manuscript. DJP, 255 

JGPG and OCB were involved in the critical revision of the manuscript. DMU was involved in the study 256 

design and data collection, manuscript preparation, and critical revision. All authors have read and 257 

approved the final manuscript. 258 



10 
 

COMPLIANCE WITH ETHICAL STATEMENTS 259 

Conflict of interest. The authors declare that they have no conflict of interest. 260 

Funding. The DADOS Study is funded by the Spanish Ministry of Economy and Competitiveness, 261 

MINECO (DEP2013-45515-R) and by the Jaume I University of Castellon, UJI (P1·1A2015-05). This 262 

work is partly supported by a Sunny Sport research grant from the Schweppes Suntory Spain Company. 263 

DJP was supported by a grant from the Spanish Ministry of Science and Innovation - MINECO (RYC-264 

2014–16938). M.A.R is supported by a Predoctoral Research Grant from UJI (PREDOC/2015/13). 265 

Informed consent. Adolescents and their parents or guardians were informed of the nature and 266 

characteristics of the study, and all signed an informed written consent. The DADOS study protocol was 267 

designed in accordance with the ethical guidelines of the Declaration of Helsinki 1961 (last revision of 268 

Fortaleza, Brazil, 2013) and approved by the Research Ethics Committee of the University Jaume I of 269 

Castellon (Spain). 270 

REFERENCES 271 

1.  Ortega FB, Ruiz JR, Castillo MJ, Sjöström M (2008) Physical fitness in childhood and adolescence: 272 

a powerful marker of health. Int J Obes 32:1–11 . doi: 10.1038/sj.ijo.0803774 273 

2.  Ruiz JR, Castro-Pinero J, Artero EG, Ortega FB, Sjöström M, Suni J, CastilloMJ (2009) Predictive 274 

validity of health-related fitness in youth: a systematic review. Br J Sports Med 43:909–923. doi: 275 

10.1136/bjsm.2008.056499 276 

3.  Smith JJ, Eather N, Morgan PJ, Plotnikoff RC, Faigenbaum AD, Lubans DR (2014) The health 277 

benefits of muscular fitness for children and adolescents: A systematic review and meta-analysis. 278 

Sport Med 44:1209–1223. doi: 10.1007/s40279-014-0196-4 279 

4.  Tomkinson GR, Carver KD, Atkinson F, Daniell ND, Lewis LK, Fitzegerald JS, Lang JJ, Ortega FB 280 

(2017) European normative values for physical fitness in children and adolescents aged 9–17 years: 281 

results from 2 779 165 Eurofit performances representing 30 countries. Br J Sports Med 1-13. doi: 282 

10.1136/bjsports-2017-098253 283 

5.  Donnelly JE, Hillman CH, Castelli DM, Etnier JL, Lee S, Tomporowski P, Lambourne K, Szabo-284 

Reed AN (2016) Physical Activity, Fitness, Cognitive Function, and Academic Achievement in 285 



11 
 

Children: A Systematic Review. Med Sci Sports Exerc 48:1197–1222. doi: 286 

10.1249/MSS.0000000000000901.Physical 287 

6.  Santana CCA, Azevedo LB, Cattuzzo MT, Hill JO, Andrade LP, Prado WL (2017) Physical fitness 288 

and academic performance in youth: A systematic review. Scand J Med Sci Sport 27:579–603. doi: 289 

10.1111/sms.12773 290 

7.  Fonseca Del Pozo FJ, Valle Alonso J, Vaquero Álvarez M, Orr S, Llorente Cantarero FJ (2017) 291 

Physical fitness as an indicator of health status and its relationship to academic performance during 292 

the prepubertal period. Health Promot Perspect 7:197–204. doi: 10.15171/hpp.2017.35 293 

8.  Raine LB, Biggan JR, Baym CL, Saliba BJ, Cohen NJ, Hillman CH (2017) Adolescent Changes in 294 

Aerobic Fitness Are Related to Changes in Academic Achievement. Pediatr Exerc Sci 1–9. doi: 295 

10.1123/pes.2015-0225 296 

9.  Beltran-Valls MR, Adelantado-Renau M, Castro-Piñero J, Sánchez-López M, Moliner-Urdiales D 297 

(2018) Cardiorespiratory fitness and academic performance association is mediated by weight status 298 

in adolescents: DADOS study. Eur J Pediatr 177(7):1037–1043. doi: 10.1007/s00431-018-3159-1 299 

10.  Marques A, Santos DA, Hillman CH, Sardinha LB (2017) How does academic achievement relate to 300 

cardiorespiratory fitness, self-reported physical activity and objectively reported physical activity: a 301 

systematic review in children and adolescents aged 6–18 years. Br J Sports Med 1–11. doi: 302 

10.1136/bjsports-2016-097361 303 

11.  Chaddock L, Erickson KI, Prakash RS, Kim JS, Voss MW, VanPatter M, Pontifex MB, Raine LB, 304 

Konkel A, Hillman CH, Cohen NJ, Kramer AF (2010) A neuroimaging investigation of the 305 

association between aerobic fitness, hippocampal volume, and memory performance in 306 

preadolescent children. Brain Res 1358:172–83. doi: 10.1016/j.brainres.2010.08.049 307 

12.  Esteban-Cornejo I, Tejero-González CM, Martinez-Gomez D, del-Campo J, González-Galo A, 308 

Pallida-Moledo C, Sallis JF, Veiga OL (2014) Independent and combined influence of the 309 

components of physical fitness on academic performance in youth. J Pediatr 165:306–312.e2. doi: 310 

10.1016/j.jpeds.2014.04.044 311 

13.  Olivares PR, García-Rubio J (2016) Associations between different components of fitness and 312 

fatness with academic performance in Chilean youths. PeerJ 4:e2560. doi: 10.7717/peerj.2560 313 



12 
 

14.  Münzberg H, Morrison C (2015) Structure, production and signaling of leptin. Metabolism 64:13–314 

23. doi: 10.1016/j.jneumeth.2010.08.011.Autogenic 315 

15.  Koester-Weber T, Valtueña J, Breidenassel C, Beghin L, Plada M, Moreno S, Huybrechts I, Palacios 316 

G, Gómez-Martínez S, Albers U, de Henauw S, Maiani G, Kafatos A, Molnar D, Sjöström M, 317 

Widhalm K, Manios Y, Moreno LA, Marcos A, Castillo MJ, Stehle P, González-Gross M (2014) 318 

Reference values for leptin, cortisol, insulin and glucose, among European adolescents and their 319 

association with adiposity: The HELENA Study. Nutr Hosp 30:1181–1190. doi: 320 

10.3305/nh.2014.30.5.7982 321 

16.  Tsai J-P (2017) The association of serum leptin levels with metabolic diseases. Tzu Chi Med J 322 

29:192. doi: 10.4103/tcmj.tcmj_123_17 323 

17.  Farr OM, Tsoukas MA, Mantzoros CS (2015) Leptin and the brain: Influences on brain 324 

development, cognitive functioning and psychiatric disorders. Metabolism 64:114–130. doi: 325 

10.1016/J.METABOL.2014.07.004 326 

18.  Correa-Burrows P, Blanco E, Reyes M, Castillo M, Peirano P, Algarín C, Lozoff B, Gahagan S, 327 

Burrows R (2016) Leptin status in adolescence is associated with academic performance in high 328 

school: a cross-sectional study in a Chilean birth cohort. BMJ Open 6:e010972. doi: 329 

10.1136/bmjopen-2015-010972 330 

19.  Haapala EA, Lintu N, Eloranta A-M, Venäläinen T, Poikkeus AM, Ahonen T, Lindi V, Lakka TA 331 

(2018) Mediating effects of motor performance, cardiorespiratory fitness, physical activity, and 332 

sedentary behaviour on the associations of adiposity and other cardiometabolic risk factors with 333 

academic achievement in children. J Sports Sci 00:1–8. doi: 10.1080/02640414.2018.1449562 334 

20.  Martinez-Gomez D, Eisenmann JC, Gomez-martinez S, Veses A, Romeo J, Veiga OL, Marcos A 335 

(2012) Associations of physical activity and fitness with adipocytokines in adolescents: The 336 

AFINOS study. Nutr Metab Cardiovasc Dis 22:252–259. doi: 10.1016/j.numecd.2010.07.010 337 

21.  Jiménez-Pavón D, Ortega FB, Artero EG, Labayen I, Vicente-Rodriguez G, Huybrechts I, Moreno 338 

LA, Manios Y, Béghin L, Polito A, De Henauw S, Sjöström M, Castillo MJ, González-Gross M, 339 

Ruiz JR (2012) Physical Activity, Fitness, and Serum Leptin Concentrations in Adolescents. J 340 

Pediatr 160:598–603.e2. doi: 10.1016/j.jpeds.2011.09.058 341 



13 
 

22.  Hosick PA, McMurray RG, Cooper DM (2010) The Relationships between Leptin and Measures of 342 

Fitness and Fatness Are Dependent upon Obesity Status in Youth. Pediatr Exerc Sci 22:195–204. 343 

doi: 10.1123/pes.22.2.195 344 

23.  Ruiz JR, Castro-Pinero J, Espana-Romero V, Artero EG, Ortega FB, Cuenca MM, Jimenez-Pavon 345 

D, Chillon P, Girela-Rejon MJ, Mora J, Gutierrez A, Suni J, Sjostrom M, Castillo MJ (2011) Field-346 

based fitness assessment in young people: the ALPHA health-related fitness test battery for children 347 

and adolescents. Br J Sports Med 45:518–524. doi: 10.1136/bjsm.2010.075341 348 

24.  International Society for the Advancement of Kinanthropometry (2001) International Standards for 349 

Anthropometric Assessment 350 

25.  Cole TJ, Bellizzi MC, Flegal KM, Dietz WH (2000) Establishing a standard definition for child 351 

overweight and obesity worldwide: international survey. BMJ 320:1240–3 352 

26.  de Onis M, Onyango AW, Borghi E, Siyam A, Nishida C, Siekmann J (2007) Development of a 353 

WHO growth reference for school-aged children and adolescents. Bull World Health Organ 85:660–354 

7 355 

27.  Tanner JM, Whitehouse RH (1976) Clinical longitudinal standards for height, weight, height 356 

velocity, weight velocity, and stages of puberty. Arch Dis Child 51:170–179 357 

28.  Currie C, Molcho M, Boyce W, Holstein B, Torsheim T, Ritcher M (2008) Researching health 358 

inequalities in adolescents : The development of the Health Behaviour in School-Aged Children 359 

(HBSC) Family Affluence Scale. Soc Sci Med 66:1429e1436. doi: 10.1016/j.socscimed.2007.11.024 360 

29.  Hayes AF (2009) Beyond Baron and Kenny: Statistical Mediation Analysis in the New Millennium. 361 

Commun Monogr 76:408–420. doi: 10.1080/03637750903310360 362 

30.  Sardinha LB, Marques A, Minderico C, Palmeira A, Martins S, Santos DA, Ekelund U (2016) 363 

Longitudinal relationship between cardiorespiratory fitness and academic achievement. Med Sci 364 

Sports Exerc 48:839–844. doi: 10.1249/MSS.0000000000000830 365 

31.  Ardoy DN, Fernández-Rodríguez JM, Jiménez-Pavón D, Castillo R, Ruiz JR, Ortega FB (2014) A 366 

Physical Education trial improves adolescents’ cognitive performance and academic achievement: 367 

the EDUFIT study. Scand J Med Sci Sports 24:e52–e61. doi: 10.1111/sms.12093 368 



14 
 

32.  Buck SM, Hillman CH, Castelli DM (2008) The relation of aerobic fitness to stroop task 369 

performance in preadolescent children. Med Sci Sports Exerc 40:166–72. doi: 370 

10.1249/mss.0b013e318159b035 371 

33.  Hillman CH, Buck SM, Themanson JR, Pontifex MB, Castelli DM (2009) Aerobic fitness and 372 

cognitive development: Event-related brain potential and task performance indices of executive 373 

control in preadolescent children. Dev Psychol 45:114–129. doi: 10.1037/a0014437 374 

34.  Dominguez Sanchez MA, Bustos Cruz RH, Velasco-Orjuela GP, Quintero AP, Tordecilla-Sanders 375 

A, Correa-Bautista JE, Triana Reina HR, Garcia-Hermoso A, González-Ruíz K, Peña-Guzmán CA, 376 

Hernández E, Peña Ibagón JC, Téllez-T LA, Izquierdo M, Ramírez-Vélez R (2018) Acute effects of 377 

high intensity, resistance or interval protocol on the increase of level of neurotrophic factors in 378 

physically inactive overweight adults: the BrainFit Study. Front Physiol 9:741. doi: 379 

10.3389/FPHYS.2018.00741 380 

35.  Adkins DL, Boychuk J, Remple MS, Kleim JA (2005) Motor training induces experience-specific 381 

patterns of plasticity across motor cortex and spinal cord. J Appl Physiol 101:1776–1782. doi: 382 

10.1152/japplphysiol.00515.2006 383 

36.  Fernández I, Canet O, Giné-Garriga M (2017) Assessment of physical activity levels, fitness and 384 

perceived barriers to physical activity practice in adolescents: cross-sectional study. Eur J Pediatr 385 

176(1):57–65. doi: 10.1007/s00431-016-2809-4 386 

37.  Griffiths LJ, Parsons TJ, Hill AJ (2010) Self-esteem and quality of life in obese children and 387 

adolescents: A systematic review. Int J Pediatr Obes 5:282–304. doi: 10.3109/17477160903473697 388 

38.  Gunnarsdottir T, Njardvik U, Olafsdottir AS, Craighead LW, Bjarnason R (2012) Teasing and social 389 

rejection among obese children enrolling in family-based behavioural treatment: effects on 390 

psychological adjustment and academic competencies. Int J Obes 36:35–44. doi: 391 

10.1038/ijo.2011.181 392 

39.  Noble EE, Billington CJ, Kotz CM, Wang C (2011) The lighter side of BDNF. Am J Physiol Regul 393 

Integr Comp Physiol 300:R1053-69. doi: 10.1152/ajpregu.00776.2010 394 

40.  Artero EG, España-Romero V, Jiménez-Pavón D, Martínez-Gómez D, Warnberg J, Gómez-395 

Martínez S, González-Gross M, Vanhelst J, Kafatos A, Molnar D, De Henauw S, Moreno LA, 396 



15 
 

Marcos A, Castillo MJ (2013) Muscular fitness, fatness and inflammatory biomarkers in 397 

adolescents. 391–400. doi: 10.1111/j.2047-6310.2013.00186.x 398 

41.  Olmedillas H, Sanchis-Moysi J, Fuentes T, Guadalupe-Grau A, Ponce-González JG, Morales-Alamo 399 

D, Santana A, Dorado C, Calbet JAL, Guerra B (2010) Muscle hypertrophy and increased 400 

expression of leptin receptors in the musculus triceps brachii of the dominant arm in professional 401 

tennis players. Eur J Appl Physiol 108:749–758. doi: 10.1007/s00421-009-1281-5 402 

42.  Uysal N, Agilkaya S, Sisman AR, Camsari UM, Gencoglu C, Dayi A, Aksu I, Baykara B, Cingoz S, 403 

Kiray M (2017) Exercise increases leptin levels correlated with IGF-1 in hippocampus and 404 

prefrontal cortex of adolescent male and female rats. J Chem Neuroanat 81:27–33. doi: 405 

10.1016/j.jchemneu.2017.02.004 406 

43.   Armstrong N (2017) Top 10 Research Questions Related to Youth Aerobic Fitness. Res Q Exerc 407 

Sport 88(2):130–48. doi: 10.1080/02701367.2017.1303298.408 



16 
 

 Table I. Characteristics of the study population by sex 409 

 All Boys Girls P 

n (%) 263 (100) 138 (52.5) 125 (47.5)  

Demographics 

Age (y) 13.9 ± 0.3 13.9 ± 0.3 13.9 ± 0.3 0.797 

Pubertal stage (I-V) (%) 
a 

0/8/33/49/10 0/10/32/44/14 0/6/35/54/5  

SES score (0-8) 4.2 ± 1.4 4.0 ± 1.3 4.4 ± 1.4 0.031 

Anthropometry 

Height (cm)  163.1 ± 7.9 164.6 ± 8.6 161.4 ± 6.7 <0.001 

Weight (kg)  54.2 ± 9.2 54.5 ± 9.6 53.9 ± 8.8 0.600 

Body mass index (kg/m
2
)  20.3 ± 2.7 20.0 ± 2.6 20.6 ± 2.9 0.054 

Overweight (%)
 b

 12.5 11.6 13.7 0.710 

Body mass index SDS 
c 

0.29 ± 0.89 0.30 ± 0.91 0.28 ± 0.88 0.838 

Triceps skinfold (mm) 16.0 ± 6.8 13.1 ± 6.1 19.2 ± 6.2 <0.001 

Subscapular skinfold (mm) 9.9 ± 3.5 8.7 ± 2.9 11.3 ± 3.5 <0.001 

Sum of skinfold thickness (mm) 25.8 ± 9.7 21.7 ± 8.5 30.3 ± 9.0 <0.001 

PF Components 

20-m SRT (stages) 7.7 ± 2.5 9.0 ± 2.0 6.2 ± 2.2 <0.001 

   4 x 10-m SRT (s) 12.6 ± 1.0 12.0 ± 0.7 13.1 ± 1.0 <0.001 

Handgrip strength (kg) 28.9 ± 5.9 30.8 ± 6.7 26.8 ± 4.0 <0.001 

Standing Long Jump (cm) 171.1 ± 26.3 180.1 ± 24.2 161.2 ± 25.0 <0.001 

School grades (0-10) 

Math 6.9 ± 1.6 7.0 ± 1.6 6.8 ± 1.6 0.281 

Language 6.8 ± 1.5 6.7 ± 1.5 6.9 ± 1.5 0.147 

Math and Language 6.8 ± 1.4 6.8 ± 1.5 6.8 ± 1.4 0.859 

GPA 7.1 ± 1.3 7.1 ± 1.3 7.2 ± 1.3 0.346 

Academic abilities 

Verbal (0-50) 18.7 ± 5.3 19.1 ± 5.8 18.2 ± 4.6 0.167 

Numeric (0-30) 13.4 ± 4.7 14.7 ± 4.5 12.0 ± 4.5 <0.001 

Reasoning (0-30) 16.5 ± 5.9 16.1 ± 5.7 17.0 ± 6.1 0.214 

Overall (0-110) 48.6 ± 12.6 49.9 ± 12.8 47.2 ± 12.3 0.074 

Leptin concentration (ng/mL) 3.7 ± 4.5 1.6 ± 2.8 6.1 ± 4.9 <0.001 

Data are presented as mean ± standard deviation or percentages. Differences between sexes were examined 

by t tests. Statically significant values are in bold.  

Pubertal stage described by Tanner and Whitehouse [27] was based on pubic hair growth for boys and girls, 

plus breast development in girls and genital development in boys. Overweight includes obese adolescents 

according to the age- and sex-specific BMI cutoffs proposed by Cole et al. [25].
 
Body mass index SDS was 

calculated using the WHO 2007 reference values [26]. Skinfold thicknesses indicates the sum of two 

skinfolds (triceps and subscapular). Overall indicates the sum of the three abilities scores. 

SES: socioeconomic status; SDS: standard deviations scores; PF: physical fitness; SRT: shuttle run test; 

GPA: grade point average;  
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Table II. Partial correlations of PF components, leptin concentration and academic performance indicators controlling for sex, pubertal stage and SES.410 

   School grades  Academic abilities 

 Leptin 
 

Math Language 
Math and 

Language 
GPA 

 
Verbal Numeric Reasoning Overall 

PF Components            

20-m SRT (stages) -0.552***  0.153* 0.102 0.138* 0.146*  0.098 0.144* 0.022 0.103 

4 x 10-m SRT (s) -0.491***  0.109 0.066 0.094 0.101  0.103 0.042 -0.033 0.043 

Handgrip strength (kg) -0.126*  -0.117 -0.107 -0.121 -0.112  -0.007 0.002 -0.035 -0.019 

Standing long jump (cm) -0.452***  0.119 0.048 0.091 0.106  0.176* 0.111 0.014 0.121 

Leptin (ng/mL) -  -0.137* -0.136* -0.147* -0.167**  -0.072 -0.127* -0.047 -0.099 

Adiposity (mm) 0.688***  -0.093 -0.092 -0.097 -0.114  -0.023 -0.002 -0.065 -0.144 

Adiposity indicates the sum of two skinfolds (triceps and subscapular). Overall indicates the sum of the three abilities scores. SRT: shuttle run test; GPA: grade point average. 

***P≤0.001, **P<0.01 and *P<0.05. 
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 411 

Figure I. Causal diagram reflecting the study simple mediation analyses. Path c shows the association between 412 

independent and dependent variables. Arrows a x b show the natural indirect effect pathway, and c’ shows the 413 

natural direct effect pathway. CRF: Cardiorespiratory fitness; MS: Muscular strength. 414 

Path c’ 

CRF    

Lower-limb MS 

Academic 

performance 

Leptin 

(mediator) 

CRF    

Lower-limb MS 

(independent variable) 

Academic performance  

(dependent variables) 

Path a 
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Figure 1. Causal diagram reflecting the study simple mediation analyses. Path c 

shows the association between independent and dependent variables. Arrows a x b 

show the natural indirect effect pathway, and c’ shows the natural direct effect 

pathway.  
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Table III. Total, direct and indirect effects of the simple mediation analyses investigating leptin concentration as a 415 

mediator between cardiorespiratory fitness and academic performance (N=263). 416 

Outcome 
Total effect   

(c) 

Direct effect 

(c’) 
Path a Path b 

Indirect effect 

(ab) 
BC 95% CI 

Lower; Upper 
PM (%) 

School 

grades 
    

  
 

Math 0.097 (0.052) 0.058 (0.057) -1.101 (0.144)*** -0.036 (0.023) 0.039 (0.022) -0.006; 0.084 - 

Language 0.077 (0.053) 0.035 (0.058) -1.101 (0.144)*** -0.039 (0.023) 0.042 (0.027) -0.009; 0.098 - 

Math and 

Language 
0.083 (0.047) 0.043 (0.052) -1.101 (0.144)*** -0.036 (0.021) 0.040 (0.022) -0.003; 0.084 - 

GPA 1.137 (0.649) 0.536 (0.716) -1.101 (0.144)*** -0.546 (0.281) 0.602 (0.312) 0.030; 1.241 52.90 

Academic 

abilities 
    

  
 

Verbal 0.080 (0.066) 0.039 (0.073) -1.101 (0.144)*** -0.037 (0.0.29) 0.041 (0.033) -0.024; 0.107 - 

Numeric   0.221 (0.090)** 0.154 (0.099) -1.101 (0.144)*** -0.060 (0.039) 0.066 (0.038) -0.007; 0.1411 - 

Reasoning 0.063 (0.108) -0.023 (0.120) -1.101 (0.144)*** -0.078 (0.047) 0.086 (0.046) 0.004; 0.183 N/A 

Overall  0.106 (0.062) 0.044 (0.068) -1.101 (0.144)*** -0.056 (0.027) 0.062 (0.028) 0.011; 0.121 58.21 

Results showed as unstandardized coefficients (Standard Error, SE) and BC 95%CI based on 5000 bootstraps. All analyses were adjusted for 

sex, pubertal stage, SES and adiposity.  

BC: Bias corrected; CI: confidence interval; PM: percentage of mediation; GPA: grade point average score; N/A: non-applicable according to 

statistical assumptions specified previously.  

Statistical significant indirect effects indicating that 0 is not in the 95% confidence interval (CI) of the indirect effect are presented in bold.  

*P<0.05, **P<0.01, ***P<0.001. 
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Table IV.  Total, direct and indirect effects of the simple mediation analyses investigating leptin concentration as 417 

a mediator between lower-limb muscular strength and academic performance (N=263). 418 

Outcome 
Total effect     

(c) 

Direct effect 

(c’) 
Path a Path b 

Indirect 

effect (ab) 
BC 95% CI 

Lower; Upper 
PM (%) 

School 

grades 
    

  
 

Math 0.160 (0.105) 0.087 (0.112) -1.867 (0.302)*** -0.039 (0.022) 0.073 (0.039) 0.005; 0.161 45.80 

Language 0.044 (0.108) -0.045 (0.114) -1.867 (0.302)*** -0.048 (0.022)* 0.089 (0.047) 0.008; 0.197 N/A 

Math and 

Language 
0.104 (0.097) 0.026 (0.103) -1.867 (0.302)*** -0.042 (0.020)* 0.078 (0.039) 0.010; 0.160 75.08 

GPA 0.105 (0.081) 0.037 (0.086) -1.867 (0.302)*** -0.036 (0.017)* 0.068 (0.032) 0.011; 0.136 64.54 

Academic 

abilities 
    

  
 

Verbal 0.323 (0.132)** 0.277 (0.141) -1.867 (0.302)*** -0.024 (0.027) 0.046 (0.051) -0.052; 0.155 - 

Numeric   0.325 (0.183) 0.188 (0.195) -1.867 (0.302)*** -0.073 (0.038) 0.137 (0.064) 0.022; 0.279 42.15 

Reasoning 0.069 (0.220) -0.079 (0.235) -1.867 (0.302)*** -0.079 (0.045) 0.148 (0.079) 0.012; 0.328 N/A 

Overall  0.221 (0.126) 0.118 (0.134) -1.867 (0.302)*** -0.055 (0.026)* 0.103 (0.047) 0.022; 0.210 46.48 

Results showed as unstandardized coefficients (Standard Error, SE) and BC 95%CI based on 5000 bootstraps. All analyses were adjusted for 

sex, pubertal stage, SES and adiposity.  

BC: Bias corrected; CI: confidence interval; PM: percentage of mediation; GPA: grade point average score; N/A: non-applicable according to 

statistical assumptions specified previously.  

Statistical significant indirect effects indicating that 0 is not in the 95% confidence interval (CI) of the indirect effect are presented in bold.  

*P<0.05, **P<0.01, ***P<0.001. 


