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Vitamin D deficiency is present even in sunny regions. Ageing decreases pre-vitamin D production in the skin and is associated
with altered cytokine profile. We performed a multivariate analysis considering lifestyle factors, anthropometric, and
inflammatory markers according to seasonal variation in Mexican healthy older adults. The same cohort was followed during 12
months. Vitamin D deficiency/insufficiency was found in 91.3% of the subjects despite living in appropriate latitude (25°400"N).
25(OH)D levels remained below <30ng/mL through all seasons. Vitamin D deficiency did not correlate to sun exposure or
dietary intake. Gender was the strongest associated factor, explaining a variance of 20%. Waist circumference (WC) greater than
88cm was a risk factor for vitamin D deficiency. Age (>74 years) combined with WC (>88cm) and BMI (>32.7) showed
a high probability (90%) of vitamin D deficiency. Remarkably, an increase in one centimeter in WC decreased 25(OH)D
by 0.176 ng/mL, while an increase in one point BMI decreased 25(OH)D by 0.534ng/mL. A cutoff point of 74 years of age
determined probability of vitamin D hipovitaminosis. Vitamin D deficiency was correlated with TNF-a serum levels,
possibly increasing the susceptibility of older adults to a proinflammatory state and its related diseases.

1. Introduction

The main source of Vitamin D comes from sun exposure of
the skin, from 7-dehidrocholesterol in response to ultraviolet
B radiation (UVB), to further be metabolized in the liver to
25-hydroxyvitamin D 25(OH)D which is the metabolite used
to assess vitamin D status. It requires further metabolism by
the 1-alpha hydroxylase (CYP27B1) in the kidneys to
produce the biologically active form 1,25-dihydroxyvitamin
D (1,25(0OH)2D3). In addition to the kidneys, many other

tissues and cells throughout the body, including immune
cells, express CYP27B1 and are therefore capable of regulat-
ing their own 1,25(OH)2D3 local concentration [1].

While the CYP27B1 in the kidneys is regulated by
parathyroid hormone (PTH), fibroblast growth factor-23
(FGF-23), and 1,25(0OH)2D3, its production in the immune
system cells is driven by inflammatory conditions, either
directly by the presence of cytokines [2] or in response to
activation through the vitamin D receptor (VDR). Activated
VDR binds response elements on DNA that are associated
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with antimicrobial [3] and immune regulatory functions [4].
Thus, vitamin D deficiency might result in the impaired
function of immune cells [5] and cytokine imbalance [6, 7].
It has also been observed that sufficient 25(OH)D levels are
related to increasing concentrations of IL-4 and IL-10 and
to low levels of proinflammatory cytokines such as IL-1, IL-
6, IL-12, IL-17, IL-23, and IEN-y [3, 8]. Aging is associated
with changes in the immune system, with a decline in the
number of naive T cells in favor of an increase in memory
T cells, and with a relative increase of Th2 cell versus Thl
cells [9]. These shifts in the T cell population change the cyto-
kine expression profile. Furthermore, there is a decline in the
level of androgens and estrogens, which have been linked
with suppression of IL-6, a proinflammatory cytokine [9].
In this regard, vitamin D deficiency has been linked with
several diseases such as autoimmune disorders [10], osteoar-
thritis [11], and cancer [12], in which chronic inflammation
might be a causative factor.

In the US, 41.6% of the population is estimated to be vita-
min D deficient, with Hispanics being the second ethnic
group most at risk (69.2%) behind African Americans
(82.1%) [13]. In Mexico, the biggest study to date found a
prevalence of 9.8% for vitamin D deficiency and of 20% for
insufficiency [14]. However, a more recent survey revealed
a contradictory result, indicating a vitamin D deficiency
prevalence of 43.6%, while an additional 46.8% were vitamin
D insufficient [15].

Some studies have found that vitamin D levels increase in
summer and decrease in winter [16-18] due to dependency
of vitamin D on sunlight. Studies have also shown that this
seasonal variation might depend on latitude, since it has been
found that vitamin D production is greater on latitudes close
to the equator [19]. However, vitamin D deficiency has even
been reported in sunny regions [20].

This deficiency has been linked to many factors. For
instance, skin pigmentation has a strong effect on vitamin
D status, since it reduces the UVB radiation that effec-
tively reaches the skin [21]. In the same way, sunscreen
use decreases vitamin D production [22]. On the other
hand, obesity is a risk factor. It has been proposed that
this is due to fatty tissue uptake of vitamin D, reducing
its bioavailability [23]. BMI and WC in particular have
been negatively associated with vitamin D levels and
greater prevalence of deficiency [18, 24, 25]. Regarding age,
it has been proposed that vitamin D deficiency in the elderly
can be attributed to a decrease in the skin capacity to produce
vitamin D due to ageing, from a lack of exposure to sunlight,
or from a deficient dietary intake [26].

However, there are scarce results examining vitamin D
deficiency and its association with anthropometric, inflam-
matory, and lifestyle factors in the same cohort of patients
through 12 months. There are also, to our knowledge, no
studies of this type searching for seasonal changes in the
same cohort in regions at latitude 25°40'0"N, where sunlight
is adequate throughout the year. Therefore, the aim of the
current study is to evaluate a 12-month follow-up seasonal
variation of vitamin D status and its association with proin-
flammatory cytokines, anthropometric parameters, and
lifestyle factors in Mexican healthy older adults.

Mediators of Inflammation

2. Materials and Methods

2.1. Study Population. A longitudinal study was done in a
sample of healthy adults older than 55 years old (55-86 yo)
in the city of Monterrey, in the northeastern part of Mexico
(latitude 25°40'0"N). The same cohort of patients (n=23)
was followed for the duration of 12 months; all parameters
assessed were evaluated every three months according to
the seasonal variation. Inclusion criteria required subjects
to be older than 55 years old, be generally healthy, and be
community living independent. Exclusion criteria included
renal disease, hepatic disease, diabetes mellitus, hyperten-
sion, cardiovascular diseases, use of corticosteroids, oral
contraceptives, anticonvulsant medications, gastrointestinal
malabsorption diseases, gastrointestinal resections (bariatric
surgery), consumption of supplements containing vitamin
D, the use of sunscreen, living in nursing homes, or being
institutionalized. Written informed consent was obtained
from all of the subjects. Approvals by the Ethics and Research
Committees of the School of Medicine, TEC de Monterrey,
and by the Secretariat of Health were obtained. This study
was registered in clinical trials with the following code:
NCT02087683. Each subject was evaluated every three
months according to each season of the year.

2.2. Vitamin D Intake and Sun Exposure. Subjects answered a
previously validated face-to-face questionnaire [27], which
was applied by a registered dietitian. The questionnaire
included weekly consumption of foods rich in vitamin D
such as milk, yogurt, cheese, fish, egg yolk, fortified fruit juice,
margarine, and cereals, as well as vitamin supplements.
Subjects were shown portion size kits to determine the num-
ber of portions per day and the number of days per week each
food was consumed. In addition, subjects were screened for
sun exposure, specifically between 11:00 AM and 3:00 PM
in minutes per day and days per week. The use of sunscreen
was also included in this screening, as an exclusion criteria.
Skin phototypes were assessed according to Fitzpatrick’s clas-
sification. None of the patients were outdoor workers.

2.3. Anthropometric Measurements. The anthropometric
variables were evaluated every three months, according to
seasonal variation at the moment of the blood withdrawal
for vitamin D and the other laboratory variables. The anthro-
pometric parameters measured were weight, height, waist
circumference (WC), and percentage of body fat (BF%)
measured by bioimpedance (standardized TANITA 350;
BMI was calculated as kg/m?) according to standardized
protocols [28].

2.4. Vitamin D, Metabolic Assessment, and Cytokines. Blood
samples were taken from each subject to obtain a total of four
samples per patient, one sample for each season of the year.
Serum 25(OH)D and parathyroid hormone were measured
by chemiluminescence and calcium by spectrophotometry
within four hours of venipuncture. Additional blood samples
were centrifuged to obtain serum and plasma. Serum and
plasma samples were frozen at —80°C and used to measure
total calcium, phosphorous, parathyroid hormone, and
cytokine profile. Cytokine profile was performed in serum
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samples using the Legendplex Human Inflammation panel
for a multianalyte cytometric assay (BioLegend, San Diego,
CA, USA). The cytokine capture beads measured were
IL-1p, IFN-a, IFN-y, TNF-a, MCP-1, IL-6, IL-8, IL-10,
IL-12p70, IL-17A, IL-18, IL-23, and IL-33. Each experi-
ment was performed in triplicate, as per manufacturer’s
instructions. Data were collected on a flow cytometer FACS-
Canto II (Becton Dickinson, USA). The analyte concentra-
tion was calculated using the standard curve provided, and
serum concentrations of all cytokines were determined using
the Legendplex software (BioLegend). According to the
guidelines of the Endocrine Clinical Society, vitamin D defi-
ciency was defined as a level of serum 25(OH)D <20 ng/mL,
vitamin D insufficiency between >20 and <30ng/mL, and
vitamin D sufficiency as >30 ng/mL [29].

2.5. Statistical Analysis. An exploratory analysis using princi-
pal component analysis (PCA) was performed for continu-
ous variables, considering only subjects who presented no
missing values. Pearson correlations and hierarchical
clustering analysis were used to assess the relation among
cytokines, as well as between 25(OH)D concentration and
anthropometric parameters. Confirmation of correlations of
25(OH)D concentration was done using uni- and multivariate
linear regressions, blocking by sex. A conditional inference
tree [30] was generated using anthropometric parameters to
obtain ranges of prediction for 25(OH)D levels.

Finally, a linear mixed effects model was performed,
evaluating the effect of seasonal variation in 25(OH)D and
cytokines concentration, considering age, sex, and individual
as random effects, using maximum likelihood to calculate p
values [31] and Tukey all pair comparisons for post hoc
grouping. Statistical analyses were done in the R platform
(R Core Team) using the packages lme4 [32], multcomp
[33], and partykit [34], along with the included stats library.

3. Results

3.1. Demographic, Anthropometric, and Lifestyle Parameters.
As a description of the studied population, Table 1 presents
the demographic and anthropometric characteristics of the
participants. A total of 23 patients were recruited, with a
mean age of 68.8 years (range 55-86 years) and a similar
number of male (10) and female (13) participants. According
to the Fitzpatrick phototyping scale, the majority had type IV
skin. Subjects had a mean BMI of 29 (20.1-46.6), a WC of
99.8 cm (78-121), and a BF% of 35.2 (17.5-51.3). The mean
vitamin D intake was 1121U (0-391.4) per day. The most
common food source of vitamin D was milk, followed by
fatty fish and cheese. The mean sun exposure occurred
between 11:00 AM and 3:00 PM, equaling 82.3min
(0-840) per week.

3.2. Unsupervised Multivariate Analysis. Gender was the
parameter that could explain the most variance (20%, princi-
pal components 3 and 4; Figure 1(a)). The main anthropo-
metric and clinical parameters affecting this separation
were body fat, BMI, and 25(OH)D levels, which were higher
in women. Height, WC, weight, and minutes of sun exposure

TaBLE 1: Anthropometric parameters.

Parameter Mean (range)
Age (years) 68.8 (55-86)
F (13)
Sex (F/M) M (10)
I (1)
. 111 (4)
Skin (I-VTI) vV (17)
V(1)
Yes (4)
Smoker (Y/N) No (19)
Cigarettes per day 1.3 (0-20)
Vitamin D (ng/mL) 20.7 (5-41.5)
Weight (kg) 77.7 (54.8-102.1)
Height (m) 1.64 (1.48-1.81)
Fat (%) 35.2 (17.5-51.3)
Waist (cm) 99.8 (78-121)

BMI (kg/m?)
Vitamin D intake (IU)

29 (20.1-46.6)
112 (0-391.4)

Sun exposure (min) 82.3 (0-840)
PTH (pg/mL) 83.7 (21.8-282.3)
Calcium (pg/mL) 9.0 (7.6-10.1)

were higher in men (Figure 1(b)). Thus, blocking by gender
was necessary and was expected to attenuate sampling effects
due to these parameters. None of the other analyzed factors
appeared to have an effect on the data set.

3.3. Anthropometric Parameters and Age but Not Lifestyle
Factors Are Related to Vitamin D Levels. As shown in
Figure 2, only one cluster with three parameters showed a
significant (p <0.01) negative correlation with 25(OH)D
concentration, namely, weight, WC, and BMI, which were
highly correlated to each other. Interestingly, neither dietary
vitamin D intake nor sun exposure affected 25(OH)D
levels. Focusing on these correlated parameters, a general
linear regression was performed, blocking by sex, which
revealed that indeed there was a significant negative cor-
relation between 25(OH)D levels and WC (p<0.001),
BMI (p <0.001), and weight (p <0.001). We found a sig-
nificant negative correlation between vitamin D concen-
tration and age for women but not for men (Figure 3).
When analyzing data separately, only BMI remained a
significant (p <0.01) predictor in the male population,
with a determination coeflicient of 0.24 (data not shown).
Interestingly, WC explained 48.4% of the variation in
25(OH)D levels in women (p < 0.001), while it was not signif-
icant in men (p > 0.2) when analyzed separately. A multivar-
iate lineal model, using sex as a covariate, showed that in
women an increase in one centimeter in WC translates
to a decrease in 25(OH)D concentration of 0.176 ng/dL.
An increase in one BMI unit decreased vitamin D by
0.534ng/dL (Table 2).

In our effort to generate predictors of 25(OH)D levels
using anthropometric parameters, a conditional inference
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FIGURE 1: Principal component analysis of the continuous variables. Score plot (a) showing the separation of the female (red) and male (blue)
population; and loadings plot (b) showing the variables responsible for the separation.

tree was used to generate simple classification rules to aid
diagnosis (Figure 4). The model, which first considered all
anthropometric measures, only found WC, BMI, and age to
be of relevance in classifying patients by vitamin D level; this
agreed with the correlations and linear model. The decision
tree correctly classified 73.7% of the patients according to
vitamin D status, with only 8% of false positives for suffi-
ciency (Table 3). The main predictor was WC. A WC
exceeding 88 cm was considered as a risk factor for vita-
min D insufficiency and deficiency. This WC combined
with a BMI greater than 32.702 indicated an extremely
high probability (90%) of having vitamin D deficiency. On
the other hand, a cutoff point of 74 years of age is a determi-
nant of vitamin D status. A BMI<32.7 and an age > 74 years
also predict a 90% probability of vitamin D deficiency
and 10% of insufficiency, while an age <74 years is a pre-
dictor of 70% insufficiency versus 20% deficiency status
(Figure 4).

3.4. Vitamin D Seasonal Variations. The results shown in
Figure 5(a) indicate that winter is the season in which the sub-
jects had the lowest levels of 25(OH)D (18.8 +7.5ng/mL),
with concentrations recovering in spring (20+ 7.3 ng/mL),
to reach maximum levels in both summer (21.1+7.3ng/
mL) and autumn (21.9+7.5ng/mL). 25(OH)D concentra-
tions were significantly lower in winter compared to summer
(p<0.05) and autumn (p <0.001). Figure 5(b) shows the
prevalence of vitamin D deficiency and insufficiency, which
follows a trend agreeing with the previous results, with more
than 60% of patients having a deficiency of vitamin D in
winter, compared to less than 40% having a deficiency in
summer. During winter and autumn, 87.5% of the subjects
had 25(OH)D levels <30 ng/mL, while in summer and spring,
91.3% had.

3.5. Cytokine Seasonal Variation. After blocking by gender,
the panel of cytokines (IL-1, IL-6, IL-10, IL-18, MCPI,
and TNF-«) significantly varied with the season, considering
age, sex and individual as random effects. As shown in
Figure 6, all of these cytokines have the highest discernible
levels in autumn, winter, or both, while the lowest discernible
concentration is invariably in spring. This variation is inde-
pendent from 25(OH)D concentrations, except for TNF-q,
the levels of which are exacerbated in patients with vitamin
D deficiency (Figure 7). A hierarchical clustering was per-
formed for the cytokine measurements, and the results of
which are displayed in Figure 8. Cytokines are therefore
grouped in two main clusters, the bigger being a set of five
significantly (p <0.01) positive correlated cytokines: IL-
17A, IL-33, IL-23, IL-10, and IL-12p70. The second cluster
conformed by TNF-a, IFN-a, and IL-6 correlated among
them (p < 0.05), but not with 25(OH)D levels. The remaining
cytokines are not significantly correlated with one another,
although IL-18 is correlated to the main cluster via positive,
significant (p < 0.05) correlations with IL-17A, IL-33, and
IL-23; similarly IL-8 is significantly (p <0.05) correlated to
all members of the second cluster (TNF-«, IFN-a, and
IL-6); and finally, IFN-y is significantly correlated with
IL-33. When analyzing the periodicity of proinflammatory
compound expression separating by gender, some of the cyto-
kines remained significantly different for men and for women
(IL-18, IL-6, and IL-1f; 0.012 and 0.0002, 0.008 and 0.006,
0.003 and 0.007, resp.), while others remained significant only
in men (MCP-1 and TNF-q; 0.044 and 0.002, resp.).

4. Discussion

This was a longitudinal 12-month follow-up study of the
same cohort to determine vitamin D seasonal changes and
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their association with anthropometric parameters, lifestyle
factors, and proinflammatory cytokines in an older adult
Mexican population. Our results show a great prevalence of
vitamin D deficiency and insufficiency across all seasons,
with significantly greater prevalence of deficiency in winter
compared with summer and autumn. Vitamin D levels were
negatively correlated with BMI, WC, and weight, as well as
with gender differences and TNF-a levels. While WC
explained almost half of the variations in vitamin D levels
in women, BMI was the second significant predictor of vita-
min D. However, neither dietary vitamin D intake nor sun
exposure affected 25(OH)D levels.

Vitamin D deficiency or insufficiency is very common
worldwide. Our results in this sample of Mexican older adults
show that 25(OH)D levels were <30 ng/mL through the four
seasons with significant seasonal variations as well as in the

prevalence of deficiency/insufficiency which was around
90%. 25(OH)D levels were significantly lower in winter than
in summer and autumn. Other countries have also shown a
high level of vitamin D deficiency, but not as high as ours.
A study performed in seven different cities of Canada showed
that about 60% of subjects > 35 years had levels of 25(OH)D
below 30 ng/mL [16]. In Europe, vitamin D deficiency was
estimated to be 40.4% where ethnic groups with more skin
pigmentation were found to have higher prevalence of vita-
min D deficiency [35]. In Mexico, a recent survey in an open
population (>14 years old) showed a deficiency prevalence of
43.6%, with 46.8% of the population in the insufficiency
range [15]. These findings are similar to those reported in
Canada and Europe, despite Mexico’s more favorable latitu-
dinal position. These results could be explained by the char-
acteristics of our subject population (skin type IV and
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TABLE 2: Stepwise regression of correlated parameters versus
25(OH)D level serum concentration, in ng/mL.

Effect and significance (B/p)

Variable Model

1 2 3
Adjusted R* 0.27 0.32 0.31
Waist (cm) -0.38/28x10-7  —0.18/0.09  —0.20/0.07
BMI (kg/m?) — -0.53/0.01  —0.65/0.02
Weight (kg) — — 0.08/0.50

increased age), since as we observed, age could also be a
factor for insufficiency predictor. In agreement with our
findings, data from NHANES 2007-2010 found that 75% of
the USA population had 25(OH)D levels below 30 ng/mL
and 35% had levels below 20 ng/mL. When stratified by race,
83% of Hispanics had levels below 30 ng/mL, and 36% below
20ng/mL [36].

4.1. Seasonal Variations. There are some studies that also
take into consideration seasonal variations of vitamin D
status; however, none of them performed a follow-up sea-
sonal variation of the same cohort as we did. In this regard,
in studies where only one sample was taken for each subject
(some of them being taken in summer and others in winter),
a significant seasonal variation in vitamin D status was seen
in Caucasians [17] and Swedes [18], but not in subjects from
Iran [37]. A study in Australia, on the contrary, found

vitamin D deficiency prevalence in summer that rose in
spring but not in winter [38]. The seasonal variation found
in most studies might be due to the fact that during winter
in the different countries, not only is there less sunlight but
also the UVB rays enter the earth in a tangential position that
do not reach the skin at the right angle, and pre-vitamin D
production in the skin is greatly reduced [39]. Nevertheless,
it does not explain why even when this study took place in
a city in the northeastern part of Mexico at an appropriate
latitude (25°400"N), the prevalence of vitamin D deficiency
and insufficiency was even greater than at other sites where
the latitude is not appropriate, even during sunny seasons
when the maximum pre-vitamin D production is in the skin.

4.2. Sun Exposure, Gender, Age, and Anthropometric
Parameters. In agreement with our findings, a worldwide
meta-analysis found no association between latitude and
serum 25(OH)D levels [40]. Nevertheless, we must also take
into consideration that during winter, there are fewer people
who exercise or are outdoors due to the cold weather in our
city. In this sense, a cross-sectional study indicated that out-
door exercise reduced the risk of vitamin D deficiency/insuf-
ficiency, since patients who did outdoor exercise had less
prevalence of hypovitaminosis D than those who did not
exercise outdoors [41]. Taking this in consideration, we ana-
lyzed sun exposure and dietary intake and found that neither
of them affected 25(OH)D levels in our population. The die-
tary vitamin D intake was about 112U per day, way below
the recommendations of the IOM (600-800IU; IOM2011),
while the Endocrine Society Clinical Practice Guideline
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TaBLE 3: Confusion table. Predicted versus actual 25(OH)D levels.

Original . P.redicted .

Deficient Insufficient Sufficient Recall
Deficient 40 5 0 88.9%
Insufficient 9 23 7 59.0%
Sufficient 0 4 7 63.6%
Precision 81.6% 71.9% 50.0% 73.7%

Predicted vitamin D levels results after following the decision tree in Figure 3
and actual vitamin D status (rows) of the patients (women) in this study.

agrees that adults need an intake of 1500-2000IU [29]. This
could partially explain the low vitamin D levels and high
prevalence of deficiency of the population, but sun exposure
continues to be the main source of vitamin D.

Even though our population’s sun exposure between
11:00 AM and 3:00 PM was 83.4 minutes per week, exceed-
ing the sun exposure recommendations for UBV radiation
and vitamin D production (10-15 minutes three times a week
between these hours) [42], we must emphasize that most of
the population was skin type IV, which lessens the pre-
vitamin D production in the skin. Similar to our results, a
cross-sectional study with healthy subjects aged 65 years

and older concluded that differences in sun exposure do
not explain the differences in vitamin D status [43].

When we performed a deeper analysis, taking into
consideration other parameters that have been associated
with vitamin D deficiency observed in our studied popula-
tion, we found that gender explained the most variance of
25(OH)D levels, with women having higher 25(OH)D levels
than men. We found a significant negative correlation
between vitamin D concentration and age for women but
not for men. Although there is no clear explanation for this
gender difference, the fact that in women, BMI, WC, and
weight had a negative correlation with vitamin D levels, while
in men, only BMI did, might be related. In addition to this,
women presented higher body fat and BMI, while men dem-
onstrated higher height, WC, weight, and minutes of sun
exposure. These results agree with some other studies.

In Canada, gender differences were significant, with defi-
ciency prevalence being 30% for men and 24% for women
[44]. In this regard, a large meta-analysis across the world
also showed that 25(OH)D levels were higher in women than
in men [40]. On the contrary, in Iranian subjects, women had
slightly lower levels of 25(OH)D than men (20.6 versus
23.2ng/mL) [37]. A large study in obese adults suggested that
subcutaneous fat in women allow them to store vitamin D,
which would be released when cutaneous production
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decreased [25]. Given that gender is a strong predictor,
when we performed the analysis after blocking by gender,
we found a negative correlation between 25(OH)D levels
and WC, BMI, weight, and age, but not with the % of
body fat. A possible explanation for the lack of correlation
of vitamin D levels with body fat percentage might be that
BMI, weight, and WC were correlated among themselves,
while body fat percentage was not. Although most studies
agree that vitamin D levels are negatively correlated with
body fat percentage because of its sequestration by fat
cells, one study attributes a lack of correlation to a volu-
metric dilution instead, which might in part explain our
results (46). Another explanation might be the wide range
of body fat percentage of the participants, from very low
(17.5) to very high (51.3) which might have influenced
the result. One more possibility would be that we assessed
fat percentage but not fat mass in kg, which represents
better the total adipocyte mass.

Similarly, observational studies have linked an increase in
BMI with lower levels of vitamin D [24, 25]. A negative
correlation between BMI and serum vitamin D levels has
been found in obese [25] and in nonobese populations [23].
In another study, a significant negative correlation was found
between body fat and vitamin D serum levels [45]. In this
sense, a cross-sectional study showed that weight, body fat
mass, and BMI were negatively correlated to 25(OH)D levels
[46], as well as WC and other obesity markers [47, 48].

It has also been observed that in women, even after
adjusting for BMI, ethnic group, age, and season, vitamin
D remained associated with total abdominal adipose tissue,
VAT, SAT, and body fat percentage. It also remained
associated with VAT and body fat percentage in men

[49]. Remarkably, when our data was analyzed separately,
BMI was a significant predictor of 25(OH)D levels in the
male population. In women, WC explained 31% of the
variation in 25(OH)D levels and showed that for each centi-
meter increase in WC, there was a decrease of 0.176 ng/mL in
the level of 25(OH)D. As well, for each one increase in BMI,
concentration of 25(OH)D decreased by 0.534 ng/mL.
Furthermore, the decision tree established that the main
predictor of vitamin D levels is WC and that in combination
with BMI and age, the degree of possibility of vitamin D
deficiency can be predicted. Similar to our results, a cross-
sectional study showed that weight was the variable most
related to vitamin D levels, followed by body fat mass and
BMI. Total weight combined with fat mass was the strongest
linear fit, which explained 10.4% of the variation in vitamin
D levels [46].

A retrospective study in Turkey found that the highest
25(OH)D levels were found in the age group 0-10 and the
lowest in the 10-40 years old age group. The highest preva-
lence of vitamin D deficiency was found in the age group
20-30 years old. The authors suggested that older adults
may be taking supplements. About 80% had 25(OH)D levels
below 30ng/mL from February to May, but only 58%
remained with such levels in summer. A negative correlation
(p<0.001) was found between 25(OH)D and PTH levels
[50]. However, this study did not take into account infor-
mation about vitamin D supplementation nor about any
lifestyle (e.g., diet, vitamin D intake, and sun exposure) or
anthropometric variables. As the authors suggested, older
adults might have been taking supplements, and this
would be the reason why younger people had lower values.
In our study, vitamin supplementation was an exclusion
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criteria and we did consider vitamin D intake in foods as
well as sun exposure. Thus, our results are not influenced by
vitamin D supplementation.

The skin content of 7-dehidrocholesterol as well as the
response to UV radiation decreases with aging, resulting in
a 50% decrease in the cutaneous production of pre-vitamin
D [26]. Another author states that the capacity of skin pro-
duction of vitamin D in a 70-year-old is reduced by 75%
compared to the capacity of a young adult [51]. Based on
extrapolations from other studies, it is estimated that the
average adult older than 60 years living in southern (35°N)
United States produces less than 600IU/day of vitamin D
in response to sunlight [52]. On top of the decrease in levels
of 25(OH)D, elders have a decrease in the renal production of
1,25-dihydroxyvitamin D due to the generalized decline in
renal function associated with aging, a decrease in intestinal
calcium absorption, resistance to the action of 1,25(OH)D
in the bowel, and a decrease in the number of cellular recep-
tors of vitamin D (VDR) [26]. Furthermore, elders are more
likely to take medications that may interfere with vitamin D
metabolism [53].

We recognize that one limitation of this study is the small
number of subjects included. However, a study that analyzed
the causal relation between vitamin D status and obesity
within 21 cohorts (42,024 subjects) agreed with our data,
finding that for every increase of 1kg/m? there was a reduc-
tion of 1.15% of serum 25(OH)D. Here, we found a 1.27%
reduction associated to BMI in our population. In this
remarkable work, the single nucleotide polymorphism that
they chose as marker for obesity was related to an increase
in BMI and a reduction in 25(OH)D, reinforcing the idea that
obesity causes vitamin D serum levels to drop but that
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vitamin D status does not affect BMI [54]. Regarding the
potential mechanism to explain the association between obe-
sity, BMI, and body fat, vitamin D deficiency is determined
less by intestinal absorption and more by sequestration by
adipose tissue [55-57]. Some others have indicated that the
association between obesity and vitamin D deficiency may
be explained almost completely by a simple dilutional effect
[46]. It has been also observed that obese people have a
57% lower increase in vitamin D in response to UVB radia-
tion or oral supplementation [23]. Adipose cells have VDR
and thus may be influenced by vitamin D status [58].

4.3. Inflammatory Status. Finally, given the crescent data that
correlates vitamin D deficiency with many diseases, we
performed an analysis of the inflammatory status of these
subjects by analyzing their serum cytokine profile. We found
that IL-13, IL-6, IL-10, IL-18, MCP-1, and TNF-«a signifi-
cantly varied with the season, considering age, sex, and indi-
vidual as random effects, with the highest levels occurring
during autumn and/or winter, and the lowest levels occurring
in the spring.

However, TNF-a was the only cytokine that was
dependent on 25(OH)D concentrations. TNF-« levels were
exacerbated in subjects with vitamin D deficiency. This
demonstrates that vitamin D modulation by the inflamma-
tory system depends on the immune system activation for
the signaling pathway to allow VDR and vitamin D regu-
lators like CyP27B1 to be expressed. Taking this into
consideration, we ensured that all subjects included in this
study were healthy. We were able to perform an analysis
that correlated perfectly with the cytokine families and
their influences between each other, validating our data.
Furthermore, in agreement with our data, Peterson and
Heffernan reported a negative correlation between vitamin
D and TNF-a levels in healthy Caucasian women (aged
25-62), a relationship that remained after controlling body
fat percentage, menopausal status, age, serum estradiol,
serum cortisol, and hormonal contraceptive use [10].
Others found no relationship with IL-6 or IL-10 [6].

Alike our study, another study performed in younger
women (aged 19-47) from Kuwait analyzed a wide spectrum
of cytokines (IL-1 3, IL-6, IL-8, IL-17, IFN-y, TNF-q, IL-4,
IL-10, and IL-13) and only found a negative correlation
between deficient levels of 25(OH)D with TNF-a when
C-reactive protein (CRP) was elevated [59]. Moreover, a
cross-sectional study in adults (aged 20-59) in Brazil
showed a negative association between plasma IL-6 and
TNF-« levels and vitamin D in normal-weight participants
[60]. A very recent analysis in three studies within the
Human Functional Genomics Project that also supports
our data found that despite the impact of seasonality on
cytokine production, there is indeed a limited dependency
on vitamin D levels [61].

Regarding aging, one study reported an increase of IL-4-
producing CD4" cells and a decline in TNF-a and inter-
feron-y-producing CD4" cells in older adults [62].
However, another study showed naive, cytotoxic, and mem-
ory CD8" T cells increased the production of type 1 cytokines
(interferon-y, TNF-«, and IL-2) with age. There was also an
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increase with aging in the memory CD8" T cell-producing
type 2 cytokines (IL-4, IL-6, and IL-10) [63].

For older adults, several studies are in line with the rela-
tion between the inflammatory status and 25(OH)D levels
found in the present study. For instance, Liu et al. reported
that 25(OH)D lalpha hydroxylase knockout (CYP27b1-/-)
mice, when compared with wild-type mice, had more DNA
damage, reactive oxygen species production, inflammatory
infiltration of the colon, and production of inflammatory
cytokines related with SASP [64]. Accordingly, a previous
report demonstrates that 1,25(OH)2D deficiency causes
erosion of articular cartilage by inducing DNA damage
and the production of senescence-associated inflammatory
cytokines [65]. Studies in humans have shown that vita-
min D deficiency has also been linked with telomere
shortening [66, 67]. Telomere shortening seen in women

with 25(OH)D <16 ng/mL (lowest tertile) was equivalent
to 5 years of cellular aging when compared with the telo-
mere length of women with >50ng/mL (highest tertile)
[66]. The high prevalence of vitamin D in our population
may thus have implications regarding the production of
SASP inflammatory cytokines, mainly TNF-a.

Finally, recent research suggests that vitamin D exhibits
anti-inflammatory effects that might contribute to its benefi-
cial impact on several chronic diseases such autoimmune
disorders, osteoarthritis, or cancer [10-12]. For instance,
studies in cancer cells reveal that vitamin D regulates several
of the key molecular pathways involved in procarcinogenesis
inflammation such as prostacyclin synthesis, activation of
kinase signaling, and nuclear factors involved in angiogen-
esis [68]. Our findings suggest that the high prevalence of
vitamin D deficiency might place our population at increased
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risk for a variety of chronic inflammatory diseases. Thus,
strategies to increase levels of 25(OH)D levels could translate
into a better prognosis and improve the outcomes in the
older adult population.

5. Conclusions

In this 12-month follow-up study in older individuals,
25(OH)D levels were below 30ng/mL, and the prevalence
of deficiency was high through all four seasons, although it
was higher in winter than in autumn and summer, despite
the fact that the study took place in a region with a latitude
that provides adequate sunlight in all seasons except winter.
25(OH)D levels showed a negative correlation with BMI,
WG, and weight. These anthropometric markers are predic-
tors of vitamin D deficiency. A BMI>32 and a WC>88cm
can predict a 90% probability of vitamin D deficiency, inde-
pendent of age, with a confidence level of 73%. When BMI
is <32.7, age is a determinant of vitamin D status, with a cut-
off point of 74 years. Given the prediction value, these
anthropometric and age parameters allow us to generate a
simple way to predict vitamin D deficiency that could aid
clinicians in better approaching the management of patients
with diseases that are associated with this condition. More
studies are needed, especially in regions near the equator, to
corroborate our results and to elucidate potential mecha-
nisms for such an extraordinary vitamin D deficiency.

Conflicts of Interest

The authors declare no conflict of interest.

Authors’ Contributions

Leticia Elizondo-Montemayor and Gerardo Garcia-Rivas
conceived and designed the experiments. Elena C. Castillo
performed the experiments. Merit Gémez-Carmona, José R.
Villarreal-Calderén, Sofia Tenorio-Martinez, and Bianca
Nieblas performed the fieldwork with patients. Carlos
Rodriguez-Lépez and Elena C. Castillo analyzed the data.
Leticia Elizondo-Montemayor and Gerardo Garcia-Rivas
contributed reagents/materials/analysis tools. Leticia Elizondo-
Montemayor, Elena C. Castillo, Carlos Rodriguez-Lépez, and
Gerardo Garcfa-Rivas wrote the paper. Leticia Elizondo-
Montemayor and Elena C. Castillo, both authors contributed
equally.

Acknowledgments

This work was partially supported by Xignus Research Fund
(Leticia Elizondo-Montemayor as well endowed Chair in
Cardiology/Grupo de Enfoque Medicina Molecular-TEC
de Monterrey) and CONACYT grants CB-256577 and
Fronteras de la Ciencias 0682 (Gerardo Garcia-Rivas).
Elena C. Castillo was supported by Postdoctoral Fellow-
ship program from CONACYT.

Mediators of Inflammation

References

[1] S. Christakos, D. V. Ajibade, P. Dhawan, A. J. Fechner, and L. .
Mady, “Vitamin D: metabolism,” Endocrinology and Metabo-
lism Clinics of North America, vol. 39, pp. 243-253, 2010.

[2] M. R. Gyetko, C. H. Hsu, C. C. Wilkinson, S. Patel, and
E. Young, “Monocyte 1 alpha-hydroxylase regulation: induc-
tion by inflammatory cytokines and suppression by dexameth-
asone and uremia toxin,” Journal of Leukocyte Biology, vol. 54,
pp. 17-22, 1993.

[3] P.T. Liu, S. Stenger, H. Li et al., “Toll-like receptor triggering
of a vitamin D-mediated human antimicrobial response,”
Science, vol. 311, pp. 1770-1773, 2006.

[4] G. Heine, U. Niesner, H.-D. Chang et al., “1,25-dihydroxy-
vitamin D(3) promotes IL-10 production in human B cells,”
European Journal of Immunology, vol. 38, pp. 2210-2218.

[5] K. M. Spach, F. E. Nashold, B. N. Dittel, and C. E. Hayes,
“IL-10 signaling is essential for 1,25-dihydroxyvitamin D3-
mediated inhibition of experimental autoimmune encepha-
lomyelitis,” Journal of immunology Baltimore, vol. 177,
no. 9, pp. 6030-6037, 2006.

[6] C. A. Peterson and M. E. Heffernan, “Serum tumor necrosis
factor-alpha concentrations are negatively correlated with
serum 25(OH)D concentrations in healthy women,” Journal
of Inflammation (London, England), vol. 5, p. 10, 2008.

[7] M. Milovanovic, G. Pesic, V. Nikolic et al., “Vitamin D defi-
ciency is associated with increased IL-17 and TNFa« levels in
patients with chronic heart failure,” Arquivos Brasileiros de
Cardiologia, vol. 98, pp. 259-265, 2012.

[8] J. Tang, R. Zhou, D. Luger et al., “Calcitriol suppresses anti-
retinal autoimmunity through inhibitory effects on the Th17
effector response,” Journal of immunology Baltimore, vol. 182,
pp. 4624-4632, 2009.

[9] M. Michaud, L. Balardy, G. Moulis et al., “Proinflammatory
cytokines, aging, and age-related diseases,” Journal of the
American Medical Directors Association, vol. 14, pp. 877-
882, 2013.

[10] M. ]. Higgins, S. L. Mackie, N. Thalayasingam, S. J. Bingham,
J. Hamilton, and C. A. Kelly, “The effect of vitamin D levels
on the assessment of disease activity in rheumatoid arthritis,”
Clinical Rheumatology, vol. 32, pp. 863-867, 2013.

[11] E. C. Castillo, M. A. Hernandez-Cueto, M. A. Vega-Lopez,
C. Lavalle, J. B. Kouri, and V. Ortiz-Navarrete, “Effects of vita-
min D supplementation during the induction and progression
of osteoarthritis in a rat model,” Evidence-Based Complemen-
tary and Alternative Medicine, vol. 2012, Article ID 156563,
10 pages, 2012.

[12] M. Chung, J. Lee, T. Terasawa, J. Lau, and T. A. Trikalinos,
“Vitamin D with or without calcium supplementation for pre-
vention of cancer and fractures: an updated meta-analysis for
the U.S. Preventive Services Task Force,” Annals of Internal
Medicine, vol. 155, pp. 827-838, 2011.

[13] K. Y. Z. Forrest and W. L. Stuhldreher, “Prevalence and corre-
lates of vitamin D deficiency in US adults,” Nutrition Research
(New York), vol. 31, pp. 48-54, 2011.

[14] M. Flores, L. M. Sanchez Romero, N. Macias, A. Lozada,
E. Diaz, and S. Braquera, Concentraciones séricas de vitamina
D en nifios, ado- lescentes y adultos mexicanos. Resultados de
la ENSANUT 2006.; Primera.; Instituto Nacional de Salud
Publica: Cuernavaca, México, Instituto Nacional de Salud
Publica, 2011.



Mediators of Inflammation

(15]

(16]

(17]

(18]

(19]

(20]

(21]

[22]

(23]

(24]

(25]

(26]

(27]

(28]

(29]

P. Clark, N. Vivanco-Muiioz, J. T. Pifia et al., “High prevalence
of hypovitaminosis D in Mexicans aged 14 years and older
and its correlation with parathyroid hormone,” Archives of
Osteoporosis, vol. 10, p. 225, 2015.

L. S. Greene-Finestone, C. Berger, M. de Groh et al., “25-
Hydroxyvitamin D in Canadian adults: biological, environ-
mental, and behavioral correlates,” Osteoporosis international:
a journal established as result of cooperation between the
European Foundation for Osteoporosis and the National
Osteoporosis Foundation of the USA, vol. 22, pp. 1389-
1399, 2011.

M. Smith, “Seasonal, ethnic and gender variations in serum
vitamin D3 levels in the local population of Peterborough,”
Bioscience Horizons: The International Journal of Student
Research, vol. 3, pp. 124-131, 2010.

E. Klingberg, G. Olerod, J. Konar, M. Petzold, and O.
Hammarsten, “Seasonal variations in serum 25-hydroxy
vitamin D levels in a Swedish cohort,” Endocrine, vol. 49,
pp. 800-808, 2015.

M. Ladizesky, Z. Lu, B. Oliveri et al., “Solar ultraviolet B radi-
ation and photoproduction of vitamin D3 in central and
southern areas of Argentina,” Journal of Bone and Mineral
Research: the Official Journal of the American Society for Bone
and Mineral Research, vol. 10, pp. 545-549, 1995.

J. Fields, N. J. Trivedi, E. Horton, and J. I. Mechanick,
“Vitamin D in the Persian Gulf: integrative physiology and
socioeconomic factors,” Current Osteoporosis Reports, vol. 9,
pp. 243-250, 2011.

T. C. Chen, F. Chimeh, Z. Lu et al., “Factors that influence
the cutaneous synthesis and dietary sources of vitamin D,”
Archives of Biochemistry and Biophysics, vol. 460, pp. 213—
217, 2007.

L. Y. Matsuoka, L. Ide, J. Wortsman, J. A. MacLaughlin, and
M. F. Holick, “Sunscreens suppress cutaneous vitamin D3 syn-
thesis,” The Journal of Clinical Endocrinology and Metabolism,
vol. 64, pp. 1165-1168, 1987.

J. Wortsman, L. Y. Matsuoka, T. C. Chen, Z. Lu, and M. F.
Holick, “Decreased bioavailability of vitamin D in obesity,”
The American Journal of Clinical Nutrition, vol. 72, pp. 690-
693, 2000.

S.J. Parikh, M. Edelman, G. I. Uwaifo et al., “The relationship
between obesity and serum 1,25-dihydroxy vitamin D concen-
trations in healthy adults,” The Journal of Clinical Endocrinol-
ogy and Metabolism, vol. 89, pp. 1196-1199, 2004.

Z. Lagunova, A. C. Porojnicu, F. Lindberg, S. Hexeberg, and
J. Moan, “The dependency of vitamin D status on body mass
index, gender, age and season,” Anticancer Research, vol. 29,
pp. 3713-3720, 2009.

J. C. Gallagher, “Vitamin D and aging,” Endocrinology and
Metabolism Clinics of North America, vol. 42, pp. 319-332,
2013.

L. Elizondo-Montemayor, P. A. Ugalde-Casas, M. Serrano-
Gonzalez, C. A. Cuello-Garcia, and J. R. Borbolla-Escoboza,
“Serum 25-hydroxyvitamin d concentration, life factors and
obesity in Mexican children,” Obesity Silver Spring Md,
vol. 18, pp. 1805-1811, 2010.

National Health and Nutrition Examination
(NHANES): Anthropometry Procedures Manual, 2007.

M. F. Holick, N. C. Binkley, H. A. Bischoff-Ferrari et al,
“Endocrine Society evaluation, treatment, and prevention of
vitamin D deficiency: an Endocrine Society clinical practice

Survey

(30]

(31]

(32]

(33]

(34]

(35]

(36]

(37]

(38]

(39]

[40]

[41]

(42]

(43]

[44]

(45]

13

guideline,” The Journal of Clinical Endocrinology and Metabo-
lism, vol. 96, pp. 1911-1930, 2011.

T. Hothorn, K. Hornik, and A. Zeileis, “Unbiased recursive par-
titioning: a conditional inference framework,” Journal of Com-
putational and Graphical Statistics, vol. 15, pp. 651-674, 2006.
B. Winter, “Linear Models and Linear Mixed Effects Models in
R with Linguistic Applications,” 2013, http://arxiv.org/abs/
1308.5499 Cs.

“Fitting linear mixed-effects models using Ime4 | bates | jour-
nal of statistical software,” April 2017, https://www. jstatsoft.
org/article/view/v067i01/0.

T. Hothorn, F. Bretz, and P. Westfall, “Simultaneous inference
in general parametric models,” Biometrical Journal Biome-
trische Zeitschrift, vol. 50, pp. 346-363, 2008.

T. Hothorn and A. Zeileis, “Partykit: a modular toolkit for
recursive partytioning in R,” Journal of Machine Learning
Research, vol. 16, pp. 3905-3909, 2015.

K. D. Cashman, K. G. Dowling, Z. Skrabakovi et al., “Vitamin
D deficiency in Europe: pandemic?,” The American Journal of
Clinical Nutrition, vol. 103, pp. 1033-1044, 2016.

R. L. Schleicher, M. R. Sternberg, D. A. Lacher et al., “The vita-
min D status of the US population from 1988 to 2010 using
standardized serum concentrations of 25-hydroxyvitamin
D shows recent modest increases,” The American Journal
of Clinical Nutrition, vol. 104, no. 2, pp. 454-461, 2016.

B. Heidari and M. B. Haji Mirghassemi, “Seasonal variations in
serum vitamin D according to age and sex,” Caspian Journal of
Internal Medicine, vol. 3, pp. 535-540, 2012.

S. Boyages and K. Bilinski, “Seasonal reduction in vitamin D
level persists into spring in NSW Australia: implications for
monitoring and replacement therapy,” Clinical Endocrinology,
vol. 77, pp. 515-523, 2012.

M. Wacker and M. F. Holick, “Sunlight and vitamin D: a
global perspective for health,” Dermato-endocrinology, vol. 5,
pp. 51-108, 2013.

T. Hagenau, R. Vest, T. N. Gissel et al., “Global vitamin D
levels in relation to age, gender, skin pigmentation and lati-
tude: an ecologic meta-regression analysis,” Osteoporosis Inter-
national: A Journal Established as Result of Cooperation
between the European Foundation for Osteoporosis and the
National Osteoporosis Foundation of the USA, vol. 20,
pp. 133-140, 2009.

H. Florez, R. Martinez, W. Chacra, N. Strickman-Stein, and
S. Levis, “Outdoor exercise reduces the risk of hypovitami-
nosis D in the obese,” The Journal of Steroid Biochemistry
and Molecular Biology, vol. 103, pp. 679-681, 2007.

A. Hossein-nezhad and M. F. Holick, “Vitamin D for health:
a global perspective,” Mayo Clinic Proceedings, vol. 88,
pp. 720-755, 2013.

S. S. Harris and B. Dawson-Hughes, “Reduced sun expo-
sure does not explain the inverse association of 25-
hydroxyvitamin D with percent body fat in older adults,”
The Journal of Clinical Endocrinology and Metabolism,
vol. 92, pp. 3155-3157, 2007.

C. Naugler, J. Zhang, D. Henne, P. Woods, and B. R.
Hemmelgarn, “Association of vitamin D status with socio-
demographic factors in Calgary, Alberta: an ecological study
using Census Canada data,” BMC Public Health, vol. 13,
p. 316, 2013.

S. Arunabh, S. Pollack, J. Yeh, and J. F. Aloia, “Body fat content
and 25-hydroxyvitamin D levels in healthy women,” The


http://arxiv.org/abs/1308.5499
http://arxiv.org/abs/1308.5499
https://www.jstatsoft.org/article/view/v067i01/0
https://www.jstatsoft.org/article/view/v067i01/0

14

[46]

[47]

(48]

(49]

(50]

(51]

(52]

(53]

(54]

(55]

[56]

(57]

(58]

(59]

[60]

[61]

(62]

Journal of Clinical Endocrinology and Metabolism, vol. 88,
pp. 157-161, 2003.

A. T. Drincic, L. A. G. Armas, E. E. Van Diest, and R. P.
Heaney, “Volumetric dilution, rather than sequestration best
explains the low vitamin D status of obesity,” Obesity Silver
Spring Md, vol. 20, pp. 1444-1448, 2012.

A. Hannemann, B. H. Thuesen, N. Friedrich et al., “Adipos-
ity measures and vitamin D concentrations in Northeast
Germany and Denmark,” Nutrition and Metabolism, vol. 12,
2015.

K. A. Young, C. D. Engelman, C. D. Langefeld et al., “Associa-
tion of plasma vitamin D levels with adiposity in Hispanic and
African Americans,” The Journal of Clinical Endocrinology and
Metabolism, vol. 94, pp. 3306-3313, 2009.

D. C. Sulistyoningrum, T. J. Green, S. A. Lear, and A. M.
Devlin, “Ethnic-specific differences in vitamin D status is asso-
ciated with adiposity,” PLoS One, vol. 7, article e43159, 2012.

M. A. Serdar, B. Batu Can, M. Kilercik et al., “Analysis of
changes in parathyroid hormone and 25 (OH) vitamin D levels
with respect to age, gender and season: a data mining study,”
Journal of Medical Biochemistry, vol. 36, pp. 73-83, 2017.

M. F. Holick and T. C. Chen, “Vitamin D deficiency: a
worldwide problem with health consequences,” The American
Journal of Clinical Nutrition, vol. 87, pp. 1080S-1086S, 2008.

D. E. Godar, S. P. Wengraitis, J. Shreftler, and D. H. Sliney,
“UV doses of Americans,” Photochemistry and Photobiology,
vol. 73, pp. 621-629, 2001.

K. Aung, J. Burnett, S. M. Smith, and C. B. Dyer, “Vitamin D
deficiency associated with self-neglect in the elderly,” Journal
of Elder Abuse ¢ Neglect, vol. 18, pp. 63-78, 2006.

K. S. Vimaleswaran, D. J. Berry, C. Lu et al., “Causal relation-
ship between obesity and vitamin D status: bi-directional
Mendelian randomization analysis of multiple cohorts,” PLoS
Medicine, vol. 10, no. 2, article e1001383, 2013.

E. Kamycheva, R. M. Joakimsen, and R. Jorde, “Intakes of cal-
cium and vitamin d predict body mass index in the population
of northern Norway,” The Journal of Nutrition, vol. 133,
pp. 102-106, 2003.

M. Kull, R. Kallikorm, and M. Lember, “Body mass index
determines sunbathing habits: implications on vitamin D
levels,” Internal Medicine Journal, vol. 39, pp. 256-258, 2009.

S. Hewitt, T. T. Sgvik, E. T. Aasheim et al., “Secondary hyper-
parathyroidism, vitamin D sufficiency, and serum calcium
5 years after gastric bypass and duodenal switch,” Obesity
Surgery, vol. 23, pp. 384-390, 2013.

C. Ding, D. Gao, J. Wilding, P. Trayhurn, and C. Bing,
“Vitamin D signalling in adipose tissue,” The British Journal
of Nutrition, vol. 108, pp. 1915-1923, 2012.

F. Azizieh, K. O. Alyahya, and R. Raghupathy, “Association
between levels of vitamin D and inflammatory markers in
healthy women,” Journal of Inflammation Research, vol. 9,
pp. 51-57, 2016.

W. N. de Souza, M. M. Norde, E. Oki et al.,, “Association
between 25-hydroxyvitamin D and inflammatory biomarker
levels in a cross-sectional population-based study, Sao Paulo,
Brazil,” Nutrition Research (New York), vol. 36, pp. 1-8, 2016.
R. Ter Horst, M. Jaeger, S. P. Smeekens et al., “Host and envi-
ronmental factors influencing individual human cytokine
responses,” Cell, vol. 167, article el3, pp. 1111-1124, 2016.

S. Alberti, E. Cevenini, R. Ostan et al., “Age-dependent
modifications of type 1 and type 2 cytokines within virgin

[63]

(64]

(65]

[66]

[67]

(68]

Mediators of Inflammation

and memory CD4™ T cells in humans,” Mechanisms of Ageing
and Development, vol. 127, pp. 560-566, 2006.

F. Zanni, R. Vescovini, C. Biasini et al., “Marked increase with
age of type 1 cytokines within memory and effector/cytotoxic
CD8" T cells in humans: a contribution to understand the rela-
tionship between inflammation and immunosenescence,”
Experimental Gerontology, vol. 38, pp. 981-987, 2003.

Y. Liu, L. Chen, C. Zhi et al., “1,25(OH)2D3 deficiency induces
colon inflammation via secretion of senescence-associated
inflammatory cytokines,” PLoS One, vol. 11, article e0146426,
2016.

M. Shen, Y. Luo, Y. Niu et al., “1,25(OH)2D deficiency induces
temporomandibular joint osteoarthritis via secretion of
senescence-associated inflammatory cytokines,” Bone, vol. 55,
pp. 400-409, 2013.

J. B. Richards, A. M. Valdes, J. P. Gardner et al., “Higher serum
vitamin D concentrations are associated with longer leukocyte
telomere length in women,” The American Journal of Clinical
Nutrition, vol. 86, pp. 1420-1425, 2007.

B. M. Hoffecker, L. M. Raffield, D. L. Kamen, and T. K.
Nowling, “Systemic lupus erythematosus and vitamin D
deficiency are associated with shorter telomere length
among African Americans: a case-control study,” PLoS One,
vol. 8, 2013.

A. V. Krishnan and D. Feldman, “Mechanisms of the anti-
cancer and anti-inflammatory actions of vitamin D,” Annual

Review of Pharmacology and Toxicology, vol. 51, pp. 311-
336, 2011.



MEDIATORS
INFLAMMATION

The Scientific Gastroenterology bl D Journal of
Diabetes Research

World Journal Research and Practice

)
&

=
International Journal of

Endocrinology

Journal of
Immunology Research

Hindawi

Submit your manuscripts at
https://www.hindawi.com

BioMed
Research International

PPAR Research

Journal o.f
Obesity

Evidence-Based
Complementary and
Alternative Medicine

Journal of

Oncology

Parkinson’s
BINEENE

Computational and . ‘
Mathematical Methods Behavioural A' DS Oxidative Medicine and
in Medicine Neu rology Research and Treatment Cellular Longevity




