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Abstract: Identifying environmental factors that influence bone health is crucial for developing
effective intervention strategies that maximize peak bone mass. The aim of this study was to estimate
the relationship between milk consumption and bone mineral density (BMD) in young adults, and
to examine whether this relationship is mediated by body mass index (BMI) and total lean and fat
mass. A cross-sectional study involving college students (1 = 239) from a Spanish public university
was performed. Data on milk consumption and anthropometric and body composition variables
were collected. The Pearson correlation coefficients among total body BMD, body composition
variables, and milk consumption ranged from —0.111 to —1.171, most of them statistically significant
(p < 0.05). The ANCOVA (analysis of covariance) models showed that those with higher regular milk
consumption had less total body BMD than those with lower regular milk consumption (p < 0.05),
even after controlling for different sets of confounders. In the mediation analysis, BMI and lean and
fat mass turned out to act as full mediators of the relationship between regular milk consumption
and total body BMD (z = —-1.7148, —1.3208, and —1.8549, respectively; p < 0.05). In conclusion,
milk consumption, per se, does not seem to have a direct effect on bone development, because its
association seems to be fully mediated by body composition variables in young adults.

Keywords: milk intake; dairy products; weight status; bone mineral density; bone health; college
students; body composition

1. Introduction

The beginning of adulthood is considered an important opportunity to optimize bone health, since
environmental factors play a crucial role in helping skeletal development in this period [1]. Identifying
such environmental factors is crucial for developing effective intervention strategies that maximize
peak bone mass, defined as the amount of bone attained at the end of skeletal development, and reduce
the risk of osteoporosis, falls, and fractures later in life [2,3].

Physical activity (PA) has been positively related to bone health outcomes, and physically active
youngsters have shown higher levels of lean mass [4], which is a strong predictor of bone mass [5].
In addition, body mass index (BMI) is a well-known environmental determinant of bone health,
particularly at the age of peak bone mass due to biomechanical factors that stimulate the osteogenic
process [6]. Finally, overweight and obese children and adolescents have higher bone health outcomes
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than their normal-weight peers [7,8], and this association seems to be explained by their higher levels
of both lean and fat mass, which have been shown to be strong predictors for bone mass and, hence,
bone strength during growth [9,10].

From a nutritional point of view, milk and dairy products are important sources of nutrients,
particularly calcium (Ca), which is mainly located in the skeleton and whose main function is to build
the bone structure and is responsible for its characteristic rigidity [11]. Ca intake recommendations
for European people aged 19-50 years range from 700 mg/day to 1000 mg/day, of which more than
50% come from dairy products [12-14]. Thus, an adequate intake from dairy would be 350-500 mg,
or 2-3 servings a day. Traditionally, milk and dairy product intake has been associated with normal
development of the skeleton, and has played an important role in explaining historical trends of
regional differences in human height during the 19th and 20th centuries [15]. However, a recent review
reported inconclusive results regarding the relationship between consumption of dairy products and
linear growth in children [16], and it is not well known if low-fat milk is better than regular milk
at improving skeletal growth. In this sense, to prevent an increased risk of cardiovascular clinical
outcomes, current guidelines of some health institutions recommend the consumption of low-fat
or fat-free milk [17], although there is little evidence suggesting that the association between milk
and dairy products and obesity indicators depends on the type of milk [18]. So far, studies linking
milk, bone, and BMI are limited and none have tested whether BMI acts as a confounding or as an
intermediate variable in the relationship between milk consumption and bone health.

Thus, the aim of this study was to analyze the relationship between milk consumption and bone
mineral density (BMD) in young adults and to examine whether this relationship is mediated by BMI
and lean mass and body fat percentage.

2. Materials and Methods

2.1. Study Design

This was a multicenter cross-sectional study aimed at assessing the changes in diet, lifestyle, and
cardiovascular risk that occur during university attendance (age 18-30 years old).

2.2. Study Population

A total of 560 first-year university students from the University of Castilla La Mancha were invited
to participate in the study, and 360 (64.28%) accepted the invitation. In this report, we used data from a
subsample of 239 university students in which BMD (by dual energy x-ray absorptiometry (DXA)) was
measured. The young adults included in the data analysis for this study did not differ in age, sex, or
parental socioeconomic status from the whole sample of young adults participating in the trial.

2.3. Ethics Approval and Consent to Participate

The study protocol was approved by the Clinical Research Ethics Committee of Hospital Virgen
de la Luz in Cuenca, REG: 2016jPI1116, and once they were informed verbally and in writing, the
participants were asked to sign a consent form as a condition to participate in the study. Because
there were no participants aged less than 18 years, which is the legal age in Spain, written informed
consent was individually obtained for each participant. The signed informed consent documents were
recorded. The Ethics Committee approved the study protocol, including permissions and informed
consent documents.

2.4. Variables and Measuring Instruments

Anthropometry: Weight was measured twice with the subject barefoot and wearing light clothing
using a Seca-770 scale. Height was measured twice with the subject barefoot and upright, with the
sagittal midline at the midline of the stadiometer, using a Seca-222 wall-mounted stadiometer. BMI
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was calculated as weight in kilograms divided by the square of the height in meters (kg/m?), using the
means of the two determinations of weight and height.

Body composition: The young adults were scanned in the supine position using DXA (Lunar iDXA,
GE Medical Systems Lunar, Madison, WI 53718, USA in Cuenca and Hologic Discovery Series QDR,
Bedford, USA in Toledo). On the campus of the University of Toledo, the DXA equipment was
calibrated using a lumbar spine phantom, following the Hologic guidelines. All the DXA scans were
analyzed using Physician’s Viewer, APEX System Software Version 3.1.2. (Bedford, USA). On the
campus of the University of Cuenca, the analyses were performed using enCoreTM 2008 software,
version 12.30.008. DXA equipment accuracy was checked daily before each scanning session using the
GE Lunar calibration phantom, as recommended by the manufacturer. All scans were performed at
high resolution by a trained researcher using the same protocol. Total fat mass (%), total lean mass
(kg), total body BMD (g/cmZ), spine BMD (g/cmz), and pelvis BMD (g/cmz) were calculated for each
individual from total analysis of the whole body scan. As two different tools were used to scan, bone
variables were normalized for the tool used. In addition, bone variables were normalized by sex for all
the analyses.

Milk consumption, dairy products, total calcium, and total energy intake: Milk consumption,
dairy products and total energy intake were estimated using a 137-item Food Frequency Questionnaire
(FFQ), previously validated in Spain [10]. The FFQ consisted of an incremental scale with nine levels
of consumption for each item (never or almost never, 1-3 times per month, once per week, 2—4 times
per week, 5-6 times per week, once per day, 2-3 times per day, 4-6 times per day, and more than
6 times per day). Daily food intake was estimated by multiplying the frequency of consumption for
each item and the typical portion size specified in the FFQ, based on the latest available information
from Spanish food composition tables [19,20]. In the FFQ questionnaire, the standard milk serving size
was 200 mL. However, to prevent confusion in the analyses we categorized the consumption as daily
intake versus less than daily intake.

Socioeconomic status (SES): SES was assessed using self-reported occupation and education
questions. An index of SES was calculated according to the Spanish Society of Epidemiology scale
procedures [19], which categorized family SES in five categories; these five levels were collapsed for
our analyses into lower, upper-lower, middle, upper-middle, and upper) [21].

Physical activity (PA): Total amount of physical activity was objectively measured by using
GENEActive accelerometers (Activinsights). Participants wore these devices on their wrists for
7 consecutive days (including nights), set at a fixed frequency of 30.0 Hz, for collecting raw acceleration
data measured in “g” for each movement axis (X, y, and z), in order to estimate the participants’ physical
activity. We considered as valid measurements those of >5 days, including 1 weekend day. For this
study, mean total minutes/day of physical activity was estimated [22].

2.5. Statistical Analysis

Both statistical (Kolmogorov-Smirnov test) and graphical (normal probability plots) methods
were used to examine the fit to a normal distribution for each continuous variable. Then, bivariate
correlation coefficients were used to examine the relationship between regular milk and low-fat milk
consumption with body composition variables and bone variables.

To test mean differences in total body BMD by regular milk consumption categories, ANCOVA
models were calculated. Age and height were covariates in Model 0; age, height, and the average of
physical activity were covariates in Model 1; age, height, the average of physical activity, and total
calcium intake were covariates in Model 2; and sex, height, the average of physical activity, total
calcium intake, and weight were covariates in Model 3.

We carried out a mediation analysis to determine if BMI, total lean mass, and % total fat mass
were mediators in the relationship between regular milk consumption and total body BMD using the
PROCESS macro for SPSS (SPSS Inc, Chicago, Illinois). In addition, in order to control the potential
confounding role of SES, we conducted a mediation analyses by SES categories. To address these
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analysis, we used two strategies: (1) nonparametric, as recommended by Preacher and Hayes [23],
using a resample procedure of 10,000 bootstrap samples, and (2) parametric using the classical Baron
and Kenny steps regression method [24]. To test the statistical significance of the mediation effect in the
parametric approach, we used the Sobel test [25]. Statistical analyses were performed with SPSS-IBM
(V.24.0 SPSS Inc., Armonk, NY, USA), and the level of significance was set at p < 0.05.

3. Results

Descriptive characteristics (mean + SD) of the study sample are shown in Table 1. All variables

differed significantly by sex, except age, BMI, regular, total milk and total dairy product consumption,
calcium from milk, total calcium intake, and the average of physical activity.

Table 1. Sample characteristics

All (239) Boys (79) Girls (160) y
Age (years) 21.44 +3.36 21.31 +2.52 2151 +3.71 ns.
Weight (kg) 64.33 +£2.12 70.75 + 10.62 61.15 + 11.57 <0.001
Height (cm) 166.26 + 8.36 174.11 + 6.99 162.44 + 5.96 <0.001
BMI (kg/m?) 23.17 + 3.60 23.24 +2.64 23.14 +£3.99 ns.
%Total fat mass 26.66 + 10.00 18.85 + 6.85 30.68 + 8.95 <0.001
Total lean mass (Kg) 43.04 £9.31 53.54 + 6.83 37.82 +4.96 <0.001
Total body BMD (g/cm?) 1.131 +0.111 1.197 + 0.121 1.099 + 0.092 <0.001
Spine BMD (g/cm?) 1.045 £ 0.129 1.075 + 0.152 1.030 + 0.113 0.010
Pelvis BMD (g/cmz) 1.061 + 0.147 1.141 + 0.159 1.022 £ 0.123 <0.001
Regular milk (mL/d) 87.27 £199.24 127.38 + 233.68 67.97 +177.95 ns.
Fat-free milk (mL/d) 37.58 +121.42 6.47 + 30.35 52.55 + 144.04 <0.001
Total milk consumption (mL/d) 120.18 + 200.22 148.34 + 250.67 104.88 + 189.67 n.s.
Total dairy products (g/d) 392.26 + 277.40 426.97 + 279.87 373.40 + 274.81 ns.
Total energy intake (Kcal) 2342.78 £769.94  2459.26 + 805.18  2340.60 + 747.95 0.038
Ca from milk (%) 23.19 + 14.92 24.82 +16.07 22.30 + 14.22 ns.
Ca (mg/dL) 1219.77 + 55530  1241.32 £ 562.64  1208.07 + 542.65 ns.
Average PA (min/d) 223.17 + 65.33 221.48 +76.91 223.69 + 67.68 ns.
SES (%)
Low 28.3 30.8 27.0 0.048
Medium 46.6 52.1 43.7
High 25.1 17.1 29.3

Results are shown as mean + SD. Bold values indicate p < 0.05; n.s., non-significant. Abbreviations: BMI, body mass

index; BMD, bone mineral density; PA, physical activity, SES, socioeconomic status. T student tests (continuous
variables) or chi squared tests (categorical variables).

Table 2 shows descriptive characteristics (mean + SD) of the study sample by regular milk

consumption. Daily regular milk intake is significantly related to a lower BMI, % total fat mass, and
total body BMD.
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Table 2. Sample characteristics by regular milk consumption.

50f12

Less than Daily Intake Daily Intake
(187) (52) b
Age (years) 21.17 +3.34 20.74 £2.12 ns.
Weight (kg) 65.92 +12.70 63.27 + 10.68 ns.
Height (cm) 166.99 + 8.65 168.45 + 8.38 ns.
BMI (kg/m?) 23.55 +3.78 2221 +2.79 0.006
% Total fat mass 27.56 +10.12 23.24 +9.07 0.002
Total lean mass (Kg) 42.44 +9.09 44.86 £ 9.68 n.s.
Total body BMD (g/cm?) 0.050 £ 0.999 —-0.137 £ 0.902 0.05
Spine BMD (g/cm?) 0.039 + 1.014 -0.134 + 0.865 ns.
Pelvis BMD (g/cm?) 0.042 + 0.987 —0.105 + 0.940 ns.
Total milk consumption (mL/d) 55.77 £ 123.17 332.73 + 203.98 <0.001
Total dairy products (g/d) 343.44 + 238.60 541.63 + 252.53 <0.001
Total energy intake (Kcal) 2630.55 + 1270.72 3119.23 + 1191.15 0.004
Average PA (min/d) 22427 +72.56 220.25 + 56.59 n.s.
SES (%)
Low 23.8 4.8 n.s
Medium 35.8 9.9
High 20.2 54

Results are shown as mean + SD. Bold values indicate p < 0.05; n.s., non-significant. Abbreviations: BMI, body mass
index; BMD, bone mineral density; PA, physical activity, SES, socioeconomic status. T student tests (continuous
variables) or chi squared tests (categorical variables).

Table 3 shows bivariate correlations between regular milk and low-fat milk consumption with
body composition variables. BMI and total body BMD were significant and negatively associated with
regular milk, but not with low-fat milk and total dairy products (p < 0.05). In addition, spine and hip

BMD did not significant correlate with milk and total dairy products consumption.
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Table 3. Bivariate correlations among body composition variables and milk consumption.

6 of 12

Regular Fat-Free Total Milk g(;ti:; ;zt;}l, Spine Pelvis BMI % Total Total Lean Average E&:ztragly
Milk Milk Consumption Products BMD BMD BMD Fat Mass Mass PA Intake
Regular milk - -0.118 * 0.860 ** 0.551 ** -0.133 * —-0.106 -0.101 -0.111* -1.171** 0.078 0.069 0.138 *
Fat-free milk 0.406 ** 0.274 ** 0.112 0.145* 0.056 0.141 ** 0.159 ** —0.104 —0.065 —0.059
Total milk - 0.648%  —0.058 -0.017 0.391 ~0.030 ~0.070 0.014 ~0.098 0.325 **
consumption
Total dairy - ~0.065 ~0.043 ~0.079 -0047  -0.133* 0.012 0.081 0.472*
products
Total body BMD 0.783 * 0.730 * 0.498 ** 0.142 ** 0.323 ** 0.013 —-0.079
Spine BMD - 0.670 * 0.477 * 0.175* 0.255 ** —-0.067 —0.075
Pelvis BMD - 0.356 * 0.082 0.271* —0.030 -1.132*
BMI 0.493 * 0.323 * 0.057 -0.127 *
%Total fat mass - —0.496 ** -0.022 —-0.166 *
Total lean mass - 0.062 —-0.061
Average PA - 0.024

Data are presented in the correlation coefficient R. * p < 0.05, ** p < 0.01. Abbreviations: BMI, body mass index; BMD, bone mineral density; PA, physical activity.
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Table 4 shows the mean-adjusted differences in total body BMD by regular milk consumption
categories, after controlling for potential confounders. Young adults with high milk consumption
showed significantly lower total body BMD than their peers after controlling for age and height (Model
1), for the average of physical activity (Model 1), and for total calcium intake (Model 2) (p < 0.05).
However, the differences did not reach statistical significance when controlling for weight (Model 3).

Table 4. ANCOVA models comparing means of bone mineral density (BMD, g-cm_z) by categories of
regular milk consumption.

Total Body BMD
Regular M.llk n Model 0 Model 1 Model 2 Model 3
Consumption
Less than daily intake 185 0.07 (0.07) 0.15 (0.95) 0.17 (0.95) 0.11 (0.08)
Daily intake 51 —0.24 (0.13) —0.43 (0.20) —0.50 (0.21) —0.24 (0.18)
P 0.042 0.011 0.005 0.081

Results are shown as mean + SD. Bold values indicate p < 0.05. Model 0: age + height; Model 1: Model 0 + average
of physical activity; Model 2: Model 1 + calcium; Model 3: Model 2 + weight. 1.s., non-significant.

Figure 1A displays the simple mediation analysis, which showed that regular milk consumption
indirectly influences total body BMD through its association with BML. In the first regression equation,
the relationship between regular milk consumption and BMI was negative (b = —0.0021; p > 0.05). In
the second regression equation, the relationship between regular milk consumption and total body
BMD was positive (b = 0.0007; p < 0.05). In the third regression equation, the relationship between
BMI and total body BMD was positive (b = 0.1332; p < 0.05), and the relationship between regular milk
consumption and total body BMD was attenuated when the mediator was included in the regression
model (b = —0.004; p > 0.05). Thus, total BMI acted as a full mediator of the relationship between regular
milk consumption and total body BMD, as tested by the Sobel test for indirect effect (z = 4.43; p < 0.001).
The percentage of total effect mediated by total lean mass was 26.8%. When we tested the mediator
role of total lean mass and % total fat mass in the relationship between regular milk consumption and
total body BMD, the results were similar to those described using BMI as a mediator (Figure 1B,C).
Additionally, we performed the analysis stratifying by gender and SES, and the magnitude of the
coefficients estimates was similar, although, because of the sample size reduction, the significance
disappeared (Figure S1, S2, S3, and 54 in Supplementary Materials).

A .
Regular milk Equation (2) | Total body
i BMD
consumption B =-0.0007 *
SE=0.0003
Equation (1) BMI Equation (3)
p=-0.0021 B =0.1332*
SE =0.001 E =0.0155
Regular milk Equation (3) Total body
consumption B’ =0.0004 BMD
SE =0.0003

Sobel test:-1.7148*

Figure 1. Cont.
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B .
Regular milk Equation (2) | Total body
i BMD
consumption B =—0.0007 *
SE =0.0003

Equation (1) Total lean Equation (3)

B =-0.0004 mass B =0.5319*

SE = 0.000 E =0.0549
Regular milk Equation (3) .| Total body
consumption B’ =-0.0004 BMD

SE =0.0003
Sobel test:-1.3208*
C Equation (2
Regular milk quation (2) .| Total body
i BMD
consumption B =-0.0007 *
SE = 0.0003
Equation (1) %Total fat Equation (3)
B =-0.0008 mass B =0.1681*
SE = 0.000 E =0.0649
Regular milk Equation (3) .| Total body
consumption B = ~0.0004 BMD
SE =0.0003

Sobel test:-1.8549*
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Figure 1. (A-C). Body mass index (BMI), total lean mass, and % total fat mass mediation models of the
relationship between regular milk consumption and bone mineral density (BMD). SE (standard error of

beta estimate). * p < 0.05.

4. Discussion

The present study shows that young adults with higher regular milk consumption have less total
body BMD than those with lower regular milk consumption; however, these differences disappeared
after controlling for relevant sets of confounders, including age, height, and weight. In addition, BMI,
total lean mass, and body fat percentage act as total mediators in the association between regular milk
consumption and total body BMD.

The National Osteoporosis Foundation recommends dairy product consumption in order to
improve peak bone mass [26]. Despite the recognized advantages of milk as a good source of
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key bone-specific nutrients (calcium, phosphorous, and protein) and a balanced diet, a substantial
proportion of young people do not meet consumption recommendations. In the same line, our results
show that, although the total calcium intake is adequate, only 23.19% comes from milk.

A growing body of evidence indicates that dairy products, and particularly milk, are important
diet components for linear growth and bone health during development [3,27,28]. However, in our
study, we observed that in young adults the daily milk consumption showed a negative relationship
with total body BMD after controlling for age and height (Model 0), physical activity (Model 1), and
total calcium intake (Model 2) than their peers with less than the daily consumption. However, these
differences steadily disappeared once we controlled for body weight (Model 3), suggesting that the
significant differences observed in Models 0, 1, and 2 might be explained by the effect of weight status.
Moreover, this association disappeared when we stratified by SES, probably because, although there is
a lack of evidence of a relationship between milk intake and SES [29], we cannot rule out the possibility
that this may be due to the lack of statistical power because of the small sample size.

Currently, there is consistent evidence about the important role of weight-dependent loading of
the skeleton in establishing and maintaining bone mass and strength during development. The direct
pathway for weight to influence bone is thought to be mechanical loading [30,31]. In accordance with
these data, our findings support the positive association between BMI and bone outcomes.

The influence of milk on weight status during development is controversial. Previous results
in children have suggested that excess dairy protein intake may enhance weight gain through the
induction of insulin and insulin-like growth factor-1 [32]. On the contrary, in accordance with our
data, other studies have reported that milk consumption is inversely related with the risk of being
overweight and obesity during growth [33,34]. Furthermore, even though several national guidelines
specifically encourage low-fat dairy product consumption [27], our results indicate no relationship
between fat-free milk and total body BMD and a positive relationship between fat-free milk and BMI.

In summary, our results show a significant and negative relationship between regular milk intake,
weight status, and total body BMD but show a positive relationship between BMI and total body
BMD. Thus, our mediation analyses suggest that acceptable regular milk consumption is not enough
to optimize bone health, because BMI plays a pivotal role in this association. Additionally, young
adults with a higher regular milk consumption showed lower BMI and consequently lower total
body BMD. Similar to these results, total lean mass and total fat mass percentage showed a mediator
role in this association, which reinforces the evidence regarding the relationship between mechanical
stimulation and bone outcomes, as explains the mechanostat theory that has argued that bones adapt
their resistance to the mechanical loads placed on them [35]. Overall, the estimates were similar in
boys than in girls, although when stratified by gender the results’ statistical significance disappeared.

Our study has some limitations that should be stated. First, the analysis had a cross-sectional
design; therefore, we cannot make cause-effect inferences. Second, we cannot generalize our results
owing to the many factors that influence bone health (genetic, nutritional, and environmental). Third,
the whole body variable sample that was studied included only college students, so caution is
necessary when making inferences about other age ranges. Fourth, self-reported consumption of
dairy products through the 137-item FFQ may be biased because the questionnaire used for estimating
the participants’ intake did not differentiated between fortified and non-fortified milk consumption;
thus, we cannot examine its influence on bone health. Fifth, although the total body less head is
a recommended assessment site for the monitoring of bone health [36], in our sample this variable
was not available for the analyses. Sixth, because the mean dairy intake is not sufficient to comply
with European recommendations [27], our mediation analysis is limited to this population’s dairy
intake; we cannot know if our conclusions would be maintained in the case of populations that comply
with the recommendations of dairy intake. Finally, other products that were not controlled may have
influenced the relationship between milk consumption and bone outcomes.
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5. Conclusions

Our data are relevant from a clinical perspective, because they disclose that body composition
variables play a pivotal role in the relationship between milk consumption and bone health. Milk
consumption, per se, does not seem to have a direct effect because its association with bone development
seems to be mediated by weight status and lean mass and fat mass percentage in young adults.

Supplementary Materials: The following are available online at http://www.mdpi.com/2072-6643/11/10/2500/s1:
Figure S1A,B; body mass index (BMI) mediation models of the relationship between regular milk consumption
with bone mineral density (BMD) by sex. SE (stander error of beta estimate),* p < 0.05. Figure S2A,B; total
lean mass mediation models of the relationship between regular milk consumption with bone mineral density
(BMD) by sex. SE (standard error of beta estimate), * p < 0.05. Figure S3A,B; %Fat mass mediation models of the
relationship between regular milk consumption with bone mineral density (BMD) by sex. SE (standard error of
beta estimate), * p < 0.05. Figure S4A,B,C; body mass index (BMI) mediation models of the relationship between
regular milk consumption with bone mineral density (BMD) by socioeconomic status (SES), adjusted by total
energy intake. SE (standard error of beta estimate), * p < 0.05.

Author Contributions: Conceptualization, V.M.-V. and A.T.-C.; methodology, PL.-M., E.B.-M., and A.F.-M.; formal
analysis, M.G.-M. and A.T.-C.; writing—original draft preparation, A.T.-C. and M.G.-M.; writing—review and
editing, A.T.-C. and M.G.-M,; supervision, V.M.-V. All authors approved the final manuscript.

Funding: This research has been funding by FEDER funds.
Acknowledgments: We thank all participants of the study.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Rizzoli, R.; Bonjour, J.; Ferrari, S.L. Osteoporosis, genetics and hormones. J. Mol. Endocrinol. 2001, 26, 79-94.
Borrelli, J. The Relationship of Peak Bone Mass, Aging, and Bone Loss to Osteoporosis and Fragility Fractures.
In Arthroplasty for the Treatment of Fractures in the Older Patient; Springer: Cham, Switzerland, 2018; pp. 3-17.

3. Rizzoli, R.; Bianchi, M.L.; Garabedian, M.; McKay, H.A.; Moreno, L.A. Maximizing bone mineral mass gain
during growth for the prevention of fractures in the adolescents and the elderly. Bone 2010, 46, 294-305.
[CrossRef] [PubMed]

4. Baxter-Jones, A.D.; Eisenmann, J.C.; Mirwald, R.L.; Faulkner, R.A.; Bailey, D.A. The influence of physical
activity on lean mass accrual during adolescence: A longitudinal analysis. J. Appl. Physiol. 2008, 105, 734-741.
[CrossRef] [PubMed]

5. Vicente-Rodriguez, G.; Ara, I.; Pérez-Gémez, J.; Dorado, C.; Calbet, ].A. Muscular development and physical
activity as major determinants of femoral bone mass acquisition during growth. Br. J. Sports Med. 2005, 39,
611-616. [CrossRef] [PubMed]

6. Gordon, C.M.; Zemel, B.S.; Wren, T.A.; Leonard, M.B.; Bachrach, L.K.; Rauch, E; Gilsanz, V.; Rosen, C.J.;
Winer, K.K. The determinants of peak bone mass. . Pediatr. 2017, 180, 261-269. [CrossRef] [PubMed]

7. Gracia-Marco, L.; Ortega, F; Jimenez-Pavon, D.; Rodriguez, G.; Castillo, M.; Vicente-Rodriguez, G.;
Moreno, L.A. Adiposity and bone health in Spanish adolescents. The HELENA study. Osteoporos. Int. 2012,
23,937-947. [CrossRef]

8. Rocher, E.; Chappard, C.; Jaffre, C.; Benhamou, C.-L.; Courteix, D. Bone mineral density in prepubertal obese
and control children: Relation to body weight, lean mass, and fat mass. J. Bone Miner. Metab. 2008, 26, 73-78.
[CrossRef]

9. Winther, A.; Jorgensen, L.; Ahmed, L.A ; Christoffersen, T.; Furberg, A.-S.; Grimnes, G.; Jorde, R.; Nilsen, O.A;
Dennison, E.; Emaus, N. Bone mineral density at the hip and its relation to fat mass and lean mass in
adolescents: The Tromsg Study, Fit Futures. BMC Musculoskelet. Disord. 2018, 19, 21. [CrossRef]

10. Wang, M.; Bachrach, L.; Van Loan, M.; Hudes, M.; Flegal, K.; Crawford, P. The relative contributions of lean
tissue mass and fat mass to bone density in young women. Bone 2005, 37, 474-481. [CrossRef]

11. Marangoni, F; Pellegrino, L.; Verduci, E.; Ghiselli, A.; Bernabei, R.; Calvani, R.; Cetin, I.; Giampietro, M.;
Perticone, F; Piretta, L.; et al. Cow’s milk consumption and health: A health professional’s guide. J. Am. Coll.
Nutr. 2019, 38, 197-208. [CrossRef]


http://www.mdpi.com/2072-6643/11/10/2500/s1
http://dx.doi.org/10.1016/j.bone.2009.10.005
http://www.ncbi.nlm.nih.gov/pubmed/19840876
http://dx.doi.org/10.1152/japplphysiol.00869.2007
http://www.ncbi.nlm.nih.gov/pubmed/18467546
http://dx.doi.org/10.1136/bjsm.2004.014431
http://www.ncbi.nlm.nih.gov/pubmed/16118297
http://dx.doi.org/10.1016/j.jpeds.2016.09.056
http://www.ncbi.nlm.nih.gov/pubmed/27816219
http://dx.doi.org/10.1007/s00198-011-1649-3
http://dx.doi.org/10.1007/s00774-007-0786-4
http://dx.doi.org/10.1186/s12891-018-1933-x
http://dx.doi.org/10.1016/j.bone.2005.04.038
http://dx.doi.org/10.1080/07315724.2018.1491016

Nutrients 2019, 11, 2500 11 of 12

12.

13.

14.
15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Mensink, G.; Fletcher, R.; Gurinovic, M.; Huybrechts, I.; Lafay, L.; Serra-Majem, L.; Szponar, L.; Tetens, IL;
Verkaik-Kloosterman, J.; Baka, A.; et al. Mapping low intake of micronutrients across Europe. Br. |. Nutr.
2013, 110, 755-773. [CrossRef] [PubMed]

Vissers, P.A.; Streppel, M.T.; Feskens, E.J.; de Groot, L.C. The contribution of dairy products to micronutrient
intake in the Netherlands. |. Am. Coll. Nutr. 2011, 30, 4155-421S. [CrossRef] [PubMed]

Heaney, R.P. Ethnicity, bone status, and the calcium requirement. Nutr. Res. 2002, 22, 153-178. [CrossRef]
De Beer, H. Dairy products and physical stature: A systematic review and meta-analysis of controlled trials.
Econ. Hum. Biol. 2012, 10, 299-309. [CrossRef] [PubMed]

De Lamas, C.; de Castro, M.].; Gil-Campos, M.; Gil, A.; Couce, M.L.; Leis, R. Effects of dairy product
consumption on height and bone mineral content in children: A systematic review of controlled trials.
Adv. Nutr. 2019, 10, S88-S96.

Dietary. Guidelines for Americans, 8th ed.; USA. gov 2015. Available online: https://health.gov/
dietaryguidelines/2015/ (accessed on 20 June 2019).

Dougkas, A.; Barr, S.; Reddy, S.; Summerbell, C.D. A critical review of the role of milk and other dairy
products in the development of obesity in children and adolescents. Nutr. Res. Rev. 2019, 32, 106-127.
[CrossRef]

Mataix Verdu, J. Tablas de Composicion de Alimentos, 4th ed.; Universidad de Granada: Granada, Spain, 2003.
Tuni, O.M.; Carbajal, A.; Forneiro, L.C.; Vives, C.C. Spanish Food Composition Tables (Tablas de Composicién de
Alimentos), 7th ed.; Piramide: Madrid, Spain, 2003.

Chilet-Rosell, E.; Alvarez-Dardet, C.; Domingo-Salvany, A. Utilizacién de las propuestas espaiiolas de
medicién de la clase social en salud. Gac. Sanit. 2012, 26, 566-569. [CrossRef]

Da Silva, I.C.; van Hees, V.T.; Ramires, V.V.; Knuth, A.G.; Bielemann, R M.; Ekelund, U.; Brage, S.; Hallal, P.C.
Physical activity levels in three Brazilian birth cohorts as assessed with raw triaxial wrist accelerometry.
Int. ]. Epidemiol. 2014, 43, 1959-1968. [CrossRef]

Preacher, K.J.; Hayes, A.F. Asymptotic and resampling strategies for assessing and comparing indirect effects
in multiple mediator models. Behav. Res. Methods 2008, 40, 879-891. [CrossRef]

Baron, R.M.; Kenny, D.A. The Moderator-Mediator variable distinction in social psychological research:
Conceptual, strategic, and statistical considerations. J. Personal. Soc. Psychol. 1986, 51, 1173. [CrossRef]
Sobel, M.E. Asymptotic confidence intervals for indirect effects in structural equation models. Sociol. Methodol.
1982, 13, 290-312. [CrossRef]

Weaver, C.; Gordon, C.; Janz, K.; Kalkwarf, H.; Lappe, ].M.; Lewis, R.; O’Karma, M.; Wallace, T.C.; Zemel, B.S.
The National Osteoporosis Foundation’s position statement on peak bone mass development and lifestyle
factors: A systematic review and implementation recommendations. Osteoporos. Int. 2016, 27, 1281-1386.
[CrossRef] [PubMed]

Dror, D.K.; Allen, L.H. Dairy product intake in children and adolescents in developed countries: Trends,
nutritional contribution, and a review of association with health outcomes. Nutr. Rev. 2014, 72, 68-81.
[CrossRef] [PubMed]

Rizzoli, R. Dairy products, yogurts, and bone health. Am. . Clin. Nutr. 2014, 99, 12565-1262S. [CrossRef]
[PubMed]

Sanchez-Villegas, A.; Martinez, ].; Prittdld, R.; Toledo, E.; Roos, G.; Martinez-Gonzalez, M. A systematic
review of socioeconomic differences in food habits in Europe: Consumption of cheese and milk. Eur. ]. Clin.
Nutr. 2003, 57, 917. [CrossRef] [PubMed]

Berro, A.-J.; Ayoub, M.-L.; Pinti, A.; Ahmaidi, S.; El Khoury, G.; El Khoury, C.; Zakhem, E.; Cortet, B.; El
Hage, R. Trabecular Bone Score in Overweight and Normal-Weight Young Women. In International Conference
on Bioinformatics and Biomedical Engineering; Springer: Cham, Switzerland, 2018.

Iwaniec, U.T,; Turner, R.T. Influence of body weight on bone mass, architecture and turnover. J. Endocrinol.
2016, 230, R115-R130. [CrossRef]

Suthutvoravut, U.; Abiodun, P.O.; Chomtho, S.; Chongviriyaphan, N.; Cruchet, S.; Davies, P.S.; Fuchs, G.J.;
Gopalan, S.; van Goudoever, ].B.; Nel Ede, L.; et al. Composition of follow-up formula for young children
aged 12-36 months: Recommendations of an international expert group coordinated by the Nutrition
Association of Thailand and the Early Nutrition Academy. Ann. Nutr. Metab. 2015, 67, 119-132. [CrossRef]
Marques-Vidal, P.; Goncalves, A.; Dias, C. Milk intake is inversely related to obesity in men and in young
women: Data from the Portuguese Health Interview Survey 1998-1999. Int. . Obes. 2006, 30, 88. [CrossRef]


http://dx.doi.org/10.1017/S000711451200565X
http://www.ncbi.nlm.nih.gov/pubmed/23312136
http://dx.doi.org/10.1080/07315724.2011.10719985
http://www.ncbi.nlm.nih.gov/pubmed/22081687
http://dx.doi.org/10.1016/S0271-5317(01)00358-X
http://dx.doi.org/10.1016/j.ehb.2011.08.003
http://www.ncbi.nlm.nih.gov/pubmed/21890437
https://health.gov/dietaryguidelines/2015/
https://health.gov/dietaryguidelines/2015/
http://dx.doi.org/10.1017/S0954422418000227
http://dx.doi.org/10.1016/j.gaceta.2011.10.014
http://dx.doi.org/10.1093/ije/dyu203
http://dx.doi.org/10.3758/BRM.40.3.879
http://dx.doi.org/10.1037/0022-3514.51.6.1173
http://dx.doi.org/10.2307/270723
http://dx.doi.org/10.1007/s00198-015-3440-3
http://www.ncbi.nlm.nih.gov/pubmed/26856587
http://dx.doi.org/10.1111/nure.12078
http://www.ncbi.nlm.nih.gov/pubmed/24330063
http://dx.doi.org/10.3945/ajcn.113.073056
http://www.ncbi.nlm.nih.gov/pubmed/24695889
http://dx.doi.org/10.1038/sj.ejcn.1601626
http://www.ncbi.nlm.nih.gov/pubmed/12879086
http://dx.doi.org/10.1530/JOE-16-0089
http://dx.doi.org/10.1159/000438495
http://dx.doi.org/10.1038/sj.ijo.0803045

Nutrients 2019, 11, 2500 12 of 12

34. Lu, L; Xun, P; Wan, Y,; He, K,; Cai, W. Long-Term association between dairy consumption and risk of
childhood obesity: A systematic review and meta-analysis of prospective cohort studies. Eur. J. Clin. Nutr.
2016, 70, 414. [CrossRef]

35. Frost, HM. Bone’s mechanostat: A 2003 update. In The Anatomical Record Part A, Discoveries in Molecular,
Cellular, and Evolutionary Biology; The American Association of Anatomists: Rockville, MD, USA, 2003;
Volume 275, pp. 1081-1101. [CrossRef]

36. Petak, S.; Barbu, C.G.; Elaine, W.Y;; Fielding, R.; Mulligan, K.; Sabowitz, B.; Wu, C.H.; Shepherd, J.A. The
Official Positions of the International Society for Clinical Densitometry: Body composition analysis reporting.
J. Clin. Densitom. 2013, 16, 508-519. [CrossRef]

@ © 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).



http://dx.doi.org/10.1038/ejcn.2015.226
http://dx.doi.org/10.1002/ar.a.10119
http://dx.doi.org/10.1016/j.jocd.2013.08.018
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Design 
	Study Population 
	Ethics Approval and Consent to Participate 
	Variables and Measuring Instruments 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

