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Abstract

Background: The objective of this epidemiological study was to evaluate the effect of length of sunlight exposure
on interleukin 6 (IL-6) levels in depressive and non-depressive subjects.

Methods: This was a cross-sectional study with 154 subjects (54 males, mean age: 43.5 + 12.8 years) who were
living in a rural area in south Brazil. Chronobiological and light parameters were assessed using the Munich
Chronotype Questionnaire. Sleep quality was evaluated using the Pittsburgh Sleep Quality Index. Depressive
symptoms were assessed with the Beck Depression Inventory. Plasma levels of inflammatory cytokines (IL-2, IL-4, IL-6,
IL-10, tumor necrosis factor-a, and interferon) were collected during the daytime and measured.

Results: IL-6 levels showed a positive correlation with light exposure (r=0.257; p < 0.001) and a negative correlation
with the mid-sleep phase on work-free days (r=-0.177; p = 0.028). Multiple linear regression analysis showed that only
the length of light exposure was an independent factor for predicting IL-6 levels (3 = 0.26; p = 0.002). In non-depressed
subjects, exposure to a different intensity of light did not affect IL-6 levels (t=—1.6; p=0.1). However, when the two
depressive groups with low and high light exposure were compared, the low light exposure group had lower levels of
IL-6 compared with the high light exposure group (t=-2.19 and p =0.0037).

Conclusions: The amount of time that participants are exposed to sunlight is directly related to their IL-6 levels.
Additionally, depressed subjects differ in their IL-6 levels if they are exposed to light for differing amounts of time.
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Background

The pro-inflammatory cytokine interleukin-6 (IL-6) is
involved in the regulation of several physiological pro-
cesses, particularly in the immune response, as well as in
sleep regulation [1], metabolism [2,3], and mood disor-
ders [4,5].

IL-6 is produced by a variety of cells, including mono-
nuclear phagocytes, T cells, fibroblasts, astrocytes, and
microglia cells [6]. Although the light/dark circadian
rhythm has been shown to regulate IL-6, only a few
studies have been performed in humans. Diurnal vari-
ation of IL-6 has been reported in healthy subjects [7,8]
and also in some clinical conditions, such as rheumatoid
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arthritis, myocardial infarction, and sleep deprivation
[9-12]. Administration of a synthetic nuclear receptor in-
volved in the circadian clockwork, the Rev-Erb ligand,
modulates the production and release of IL-6 in human
macrophages [13].

Diurnal variation of IL-6 to the light/dark rhythm is
modulated by melatonin, which has been implicated in
the production of IL-6 [14]. The suprachiasmatic nu-
cleus (SCN) may be responsible for this modulation.
The SCN sends information regarding the dark-light
cycle to the paraventricular nucleus of the hypothal-
amus, to the lateral column of the spinal cord, and to
the pineal gland to modulate melatonin release [15].
The melatonin rhythm plays the role of an endogenous
synchronizer, which peaks at night and is able to entrain
rhythms, such as temperature, hormone release, and
the sleep-wake cycle via receptors in the SCN [15,16].
We have previously shown that, in depressed patients,
excretion of the major melatonin urinary metabolite,
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6-sulfatoxymelatonin (aMT6s), increases after anti-
depressant use. The higher the increment in aMT6s
excretion, the better the antidepressant response of
the drug, indicating an enhancement in pineal pro-
duction of melatonin overnight [17]. Additionally, this
effect may be related to changes in phase or poor
sleep quality found in depressed patients [18] or sub-
jects with greater levels of depressive symptoms [19].
Catecholamines also play an important role in the
release of melatonin. Norepinephrine, which is an im-
portant neurotransmitter involved in mood disorders
and pathophysiology, is involved in the regulation of
the enzymatic activity that converts serotonin in N-
acetylserotonin, the immediate precursor of melatonin
[20]. Furthermore, catecholamines may exert a direct ef-
fect on the immunoinflammatory system, given that IL-6
release is stimulated by noradrenaline, whereas IL-6 in-
hibits the secretion of dopamine and serotonin [21,22].
Proinflammatory cytokines are thought to be involved
in the pathogenesis of depression. However, previous
studies have reached divergent conclusions about the re-
lationship between depression and the levels of IL-6.
Increased IL-6 levels have been observed during depres-
sion [4,23-28]. However, psychological symptoms, such
as a negative mood, tension, and fatigue, are significantly
associated with a greater nocturnal decrease of IL-6
levels [29]. IL-6, melatonin, cortisol, and depressive
symptoms are not significantly altered by light therapy
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[4,30]; however, natural light exposure improves depres-
sive symptoms [30].

Based on this evidence, we hypothesized that IL-6
levels are directly correlated with sunlight exposure and
not just with artificial light exposure. Therefore, this epi-
demiological study evaluated the effects of the duration
of sunlight exposure on IL-6 levels in depressive and
non-depressive subjects.

Methods

Study population

This was a cross-sectional study of an epidemiological
sample (i.e., homogeneous in terms of culture and socio-
economic level), living in a rural area in the south of
Brazil. Notably, this area was unaffected by the nocturnal
light pollution found in urban areas. The sample com-
prised 154 subjects with a mean age of 43.5 + 12.8 years,
ranging from 18 to 65 years of age. All subjects with a
Beck Depression Inventory (BDI) >10 were selected from
a larger sample of 6505 interviewed subjects. A total of
124 healthy subjects were randomly selected for the
current study from 1500 subjects without a personal his-
tory of disease (Figure 1).

Exclusion criteria included sleep disturbance, cancer-
related, rheumatological, endocrine, or neurological dis-
ease, co-morbidities related to inflammation, as well as
the use of anti-inflammatory, antihypertensive, and psy-
chopharmacological drugs, and cortisol. The study was

Individuals interviewed in

rural area (n=6505)

Exclusion Criteria
Sleep disturbance; Medication use;
Debilitating illness; Cancer-related,
rheumatological, endocrine,
or neurologic disease; Co-morbidities

related to inflammation

Non-Depressive subjects
BDI <10; n= 1500

®

Control subjects
n=124

Figure 1 Flowchart of the inclusion procedure.

Depressive subjects
BDI 210; n= 30
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conducted according to international ethical standards
protocols [31] (ethics approval number: 08—087 GPPG/
HCPA), and all participants provided informed consent.

Instruments
Chronobiological and light parameters were assessed
using the Munich Chronotype Questionnaire (MCTQ).
Sleep quality was evaluated using the Pittsburgh Sleep
Quality Index (PSQI), and depressive symptoms were
evaluated with the BDL

Research assistants blinded to the objective of the
study and previously trained to avoid bias in measure-
ments collected our data. Interviews were held during
the day in the participant’s house. To guarantee blinding,
the questionnaires contained several questions that were
not related to depressive symptoms. Questionnaires
were answered individually, following the instructions
for each question.

The MCTQ

We used the validated Brazilian-Portuguese version of
the MCTQ (http://www.bioinfo.mpg.de/wepcronotipo/)
to assess the mid-sleep phase on work-free days
(MSFsc), average sleep duration, and average light ex-
posure. The MCTQ assesses actual sleep times separ-
ately for work and work-free days. The MSFsc was
calculated as the point of the mid-sleep phase on a
work-free day. Sleep duration was calculated by aver-
aging the estimates of sleep duration for both work and
work-free days, over the course of 1 week [32]. The
questionnaires provided information regarding sleep
times, such as bed and rise times, plus the clock time of
becoming fully awake, as well as sleep latency and iner-
tia. In addition, the instrument has questions related to
the total time of exposition to natural light, during work,
and work-free days.

Outdoor sunlight exposure measurements

Outdoor light exposure was assessed using the validated
version of the MCTQ. The questionnaire includes ques-
tions related to the total time of exposure to sunlight, dur-
ing work, and work-free days. The time of light exposure
is self-reported using a standard question: “How long per
day do you spend on average outside (really outside)
exposed to day light? On work days: ___h ___min and on
free days: ___h ___min”

The average phase of sunlight exposure was defined by
the average amount of time an individual was exposed
to outdoor light, and was calculated by averaging the in-
formation for work and work-free days throughout the
week using the equation: number of work days per
week x number of hours reported on work days + num-
ber of work-free days per week x number of hours
reported on work-free days [33].

Page 3 of 8

The PSQl

The PSQI [34] was used to measure sleep quality in this
study. The PSQI version used was validated for Brazilian
Portuguese language [35]. This index is composed of 15
multiple-choice items that inquire about the frequency
of sleep disturbances, the subjective sleep quality, as well
as four items that inquire about typical bedtime, time of
awakening, sleep latency, and sleep duration. The PSQI
generates seven subscores that correspond to the do-
mains of the global score. Each component score ranges
from O (indicating no difficulty) to 3 (indicating severe
difficulty). The component scores are summed to obtain
a global score (range of 0-21). A score > 5 is suggestive
of significant sleep complaints.

The BDI

We chose the validated Brazilian Portuguese version of
the BDI for the screening of depressive symptoms
[36,37]. This is a self-report scale that assesses cognitive,
affective, and somatic symptoms of depression. The
inventory consists of 21 items, with each question
assigned to a score ranging from 0 (no symptoms) to
3 (severe symptoms), with the total BDI score ranging
from O to 63. A total score of 0-9 indicates no or
minimal depressive symptoms, 10-17 indicates mild de-
pressive symptoms, 18-29 indicates moderate depressive
symptoms, and 30-63 indicates severe depressive
symptoms [38].

Cytokine measurements

Inflammatory cytokine levels (IL-2, IL-4, IL-6, IL-10,
tumor necrosis factor-alpha [TNF-a], and interferon)
were assayed in plasma, which was collected during the
day. Five milliliters of blood was collected by venipuncture
into an EDTA vacuum tube. Immediately after withdrawal,
the blood was centrifuged, and the plasma was aliquoted
and stored at —80°C until later assay. Plasma cytokine
levels were determined by flow cytometry using the BD""
Cytometric Bead Array (CBA) Human Th1/Th2/Th17
Cytokine Kit (BD Biosciences, San Diego, CA). The CBA
kit allows for the discrimination of the following cyto-
kines: IL-2, IL-4, IL-6, IL-10, interferon-gamma, TNF-a,
and interferon. Sample processing and data analysis were
performed according to the manufacturer's instructions.
Briefly, plasma samples were incubated with cytokine
capture beads for 1.5 h, washed, and then incubated
for 1.5 h with PE-conjugated detection antibodies.
Both incubations were performed at room temperature
and protected from the light. The samples were then
washed, and sample data were acquired using a
FACSCalibur flow cytometer (BD Biosciences). The results
were generated in both graphical and tabular formats
using the BD CBA Analysis Software FCAP Array
(BD Biosciences).
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Statistical analysis

Logarithmic transformations were completed for the fol-
lowing variables because they showed asymmetric distri-
butions: IL-2, IL-4, IL-6, IL-10, TNF-q, interferon, and
BDI. Spearman’s test was used to analyze the correlation
among ILs and sleep parameters. To control for poten-
tial confounding effects, variables were analyzed by lo-
gistic regression analysis.

Average light exposure was categorized into two
groups based on the 75" percentile: low and high light
exposure. Additionally, BDI scores were categorized into
two groups: less than 10 (non-depressive) and equal to
or greater than 10 (depressive). A two-tailed Student’s
t-test for independent samples was used to analyze
the mean difference between groups. For all analyses,
the statistical significance was set at p <0.05. Data were
analyzed using SPSS version 18.0 (SPSS, Chicago, IL).

Results

With regard to symptoms of depression, approximately
19.5% of the sample population scored >10 on the BDI
scale. The maximum score was 34 points, corresponding
to mild to moderate depressive symptoms. Demograph-
ics, sleep characteristics, and anthropometric data of all
subjects included in this study (n=154) are shown in
Table 1. The depressive group and non-depressive group
were not different in terms of age (44.0 + 12.28 vs 43.4 +
12.95 years; t=-0.27; p=0.78) and body mass index
(25.2+£39 vs 25.6+4.7; t=0.42; p=0.68). Moreover,
mean IL-6 levels were not significantly different between
women and men (1.3+1.1 vs 1.1+1.0 pg/ml; t=1.14;
p = 0.26). Therefore, these variables were not included in
multivariate analyses because they were not potential
confounding factors.

Table 1 Sample characteristics (n = 154)

Variable Mean + Sd/n(%)
Age 4349+£128
Sex (Male) 54 (34.8%)
BDI score 59+£59
Body mass index 256+46
Formal education (years) 77+36
MSFsc 334£17
Average Light Exposure 870+27
PSQI score 512+41
Average Sleep Duration 784+13
Beck Depression Inventory

BDI <10 124 (80.5%)
BDI >10 30 (19.5%)

Values are means and standard deviation; BDI, Beck Depression Inventory;
MSFsc, mid-sleep phase on work-free days sleep corrected; PSQI, Pittsburgh
Sleep Quality Index.
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Upon examination of the entire sample, a positive cor-
relation was found between IL-6 levels and the average
amount of sunlight exposure time (Spearman’s r=0.26;
p =0.001; Figure 2), and a negative correlation was found
between IL-6 levels and MSFsc (Spearman’s r=-0.177;
p =0.028; Table 2). However, there were no correlations
among the average sleep duration, quality of sleep based
on PSQI scores, and cytokine parameters (Table 2).

To control for potential multicollinearity effects among
variables, we analyzed the data with multivariate regres-
sion analysis, with covariate factors, including chronobio-
logical, sleep, and light parameters, predicting the
outcome variable, IL-6. The only dependent variable that
was retained in the model was the average amount of sun-
light exposure time. Therefore, MSFsc was considered a
confounding variable (f=-0.05; p=0.57). The average
amount of sunlight exposure accounted for variance in IL-
6 levels (p=0.26; p=0.002) (F=6.304; R? adjusted =
0.065; p = 0.002).

IL-6 levels were not different among the depressive
and non-depressive groups (Figure 3A). In the non-
depressive group, comparison of IL-6 levels in subjects
with high and low light exposure yielded no group dif-
ferences (t = -1.6; p = 0.1; Figure 3B). However, when the
low and high light exposure groups were compared in
subjects with depressive symptoms, the low light expos-
ure group showed lower levels of IL-6 compared with
the high light exposure group (t=-2.19 and p =0.0037;
Figure 3C). This finding indicates that, when subjects
are depressed, the length of sunlight exposure is related
to IL-6 levels.

Discussion
In this epidemiological study, our findings showed that
the amount of sunlight exposure time was directly related
to plasma IL-6 levels. Moreover, depressive subjects with
high amounts of light exposure had significantly greater
mean IL-6 levels compared with depressive subjects with
low light exposure. These results are in accordance with
the notion that exposure to sunlight is one of the most
powerful factors that affects multiple physiological pro-
cesses in humans, including the immune system.
Exposure to natural light has been the focus of human
studies to understand the physiological effects of various
24-h patterns on the light—dark cycle, in contrast to ef-
fects of artificial light [39]. Our results demonstrated that
depressed subjects differed in their IL-6 levels based on
differing amounts of sunlight exposure. Behavior promot-
ing natural light exposure is a simple and low-cost thera-
peutic practice to alleviate depression [30]. Therefore, the
mechanism that links the therapeutic effect of light in de-
pression may be the immune system, specifically by IL-6.
Our study reassessed the hypothesis that the link be-
tween depressive symptoms and immune responses is



Levandovski et al. BVIC Psychiatry 2013, 13:75
http://www.biomedcentral.com/1471-244X/13/75

Page 5 of 8

.

1_751 y = 0.0953x + 0.4264
R?=0.9265
. 1.504 I
E
5 1.254
£
o 1.004
<
X 0.75-
S
kY
§ 0.50+
< 0.25-
0.00 T 7 1 1 1 1
0 2 4 6 8 10 12
Average of Sunlight
Figure 2 The logarithmic values of IL-6 levels were plotted against the average sunlight exposure. There was a positive correlation
between IL-6 levels and average light exposure. IL-6 levels are shown in pg/ml. IL = interleukin.

related to functioning of the SCN [40] and immune-
pineal-axis, which are highly sensitive to light [20,41].
Unfortunately, we did not assess melatonin levels in our
study. Therefore, this is an important hypothesis to be
tested in a clinical study. Recently, inflammatory signals
have been linked to the pineal gland, which produces
melatonin. The immune-pineal-axis is one of the regula-
tory mechanisms responsible for the regulation of the
inflammatory system by melatonin production [20].
Humans are likely to differ in their response to light
depending on impairment of their brain, and therefore,
depressed patients may be more prone to being reactive
to light. This relationship can be explained by findings
from previous reports, such as the demonstration that
IL-6 has a protective effect at lower concentrations in
brain tissue, but a neurotoxic effect at high concentrations
[42]. However, even though IL-6 is a proinflammatory
cytokine, it is not always beneficial and it is involved
in acute inflammatory disease. Patients with acute ep-
isodes and those with sepsis have intermediate levels
of interleukins, showing a systemic toxicity with mood ep-
isodes, compared with healthy subjects [43,44]. In a clin-
ical study, patients with depressive episodes demonstrated

an increase in IL-6 levels, whereas patients with ma-
niac episodes showed an increase in IL-2, IL-4, and
IL-6 levels [45].

In vitro, IL-6 promotes neuronal survival [46], exerts
neuroprotective properties in cells against cytotoxic in-
sults [47], and influences synaptic plasticity, as suggested
by the modulation of synaptic potentiation in the hippo-
campus [48], with subsequent promotion of memory for-
mation [49]. We hypothesize that the regulatory process
of IL-6, promoted by the SCN, does not occur in the same
manner in depressed patients compared with controls.

We did not assess the intensity or the quality of light
using an objective instrument. Nevertheless, our sample
was composed of rural individuals who worked outside.
Therefore, it is likely that they are exposed to sunlight
for longer amounts of time and are exposed to a differ-
ent quality of light compared with European popula-
tions. In Brazil (30°S; 51W), the temperature is high and
the photoperiod is long. Given that light exposure is
mediated by numerous factors, evaluation of the quantity
of sunlight exposure, as well as the intensity and
quality of light in field work, should be performed in
future studies.

Table 2 Correlations between cytokines, chronobiological, and sleep variables

MSFsc Average light exposure Average sleep duration PSQI score

Spearman Spearman Spearman Spearman

(p value) (p value) (p value) (p value)
IL-2% 0.063 (0.44) —0.026 (0.75) —0.040 (0.63) —0.063 (0.44)
IL-4* —0.030 (0.71) 0.0659 (043) —0.039 (0.63) —-0.015 (0.86)
IL-6% -0.177 (0.03) 0.256 (0.001) —-0.019 (0.82) 0.050 (0.54)
IL-10% 0.034 (0.68) 0.022 (0.79) 0.057 (0.48) —0.060 (0.46)
TNF-o* —-0.071 (0.38) 0.076 (0.35) —0.038 (0.64) 0.066 (0.42)
Interferon* 0.062 (0.44) —0.011 (0.90) —0.146 (0.07) —-0.022 (0.78)

MSFsc = mid-sleep phase on work-free days sleep corrected; PSQI = Pittsburgh Sleep Quality Index; IL = Interleukin. * Variables log transformed.
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Figure 3 A- Levels of IL-6 in relation to BDI scores (including
the depressive and non-depressive groups). B- Comparison of
IL-6 levels between two groups: high exposure sunlight group (HEL)
and low exposure sunlight group (LEL) in non-depressive subjects.
C- Comparison of IL-6 levels between the HEL and LEL groups in
depressive subjects. The Student's t-test for independent samples
was used to analyze the mean differences between groups.

IL-6 = interleukin; IL-6 levels are shown in pg/ml. *p < 0.05.
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The divergent findings related to IL-6 levels in mood
disorders in the literature may be a consequence of dif-
ferences in the methods and samples used. In our study,
we chose only one time point for blood collection to as-
sess cytokine levels throughout the day, and this may
have limited our conclusions because of IL-6 rhythmicity
in peripheral blood, which may be altered by day length.
Nevertheless, our results demonstrated that, based on a
positive linear correlation, IL-6 levels increased propor-
tionally to longer periods of sunlight exposure. In
addition, our sample was composed of mild and moder-
ately depressed subjects who had never undergone treat-
ment. Therefore, there was no effect of medication on
IL-6 in this sample. The potential confounding effects
of quality and phase of sleep were also controlled in
our study.

Conclusions

The amount of time that participants are exposed to
sunlight is directly related to their IL-6 levels. Addition-
ally, depressed subjects differ in their IL-6 levels based
on the duration of sunlight exposure. To the best of our
knowledge, this is the first epidemiological study exam-
ining the crosstalk between circadian variations in sun-
light and immune system parameters in depressive and
non-depressive subjects. These findings underscore the
hypothesis that the beneficial effect of sunlight exposure
on depressive disorders is attributable to protection by
ILs. We hypothesize that differences in IL-6 levels in de-
pressive subjects are a result of impairment of the cen-
tral nervous system, more specifically, the SCN.

Abbreviations

IL-6: Interleukin 6; MCTQ: Munich chronotype questionnaire; BDI: Beck
depression inventory; SCN: Suprachiasmatic nucleus; (aMT6s):
6-sulfatoxymelatonin; PSQI: Pittsburgh sleep quality index; MSFsc: Mid-sleep
phase on work-free days sleep corrected; CBA: Cytometric bead array.

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

Authors’ contributions

RL and MPLH designed the study, wrote the protocol, and performed
literature searches and analyses. RL, AC, and MPLH wrote the first draft of the
manuscript. BP and CSG performed cytokine measurements, quality control,
and the final revision of the manuscript. All authors contributed to and have
approved the final manuscript. RL (Rosa Levandovski); MPLH (Maria Paz
Loayza Hidalgo); AC (Alicia Carissimi); BP (Bianca Pfaffenseller); CSG
(Clarissa S Gama).

Acknowledgements

We thank the graduate students Alicia Deitos, Ana Claudia Souza, Fabiane
Dresch, Gabriela Laste, Janaina da Silveira (UNIVATES), Andre Oliveira
Marques, Cristiane Koplin, Diego Fraga, Fabiana Guarienti, Jane Cronst, and
Manoela Jornada (UFRGS) for their assistance in data collection and data
management. We thank Juliana Vieira and Giovana Dantas for their technical
support, and Professors' Karla Allebrandt, Wolnei Caumo, Iraci Torres, and
Luciana Fernandes for their advice. This work was supported by FIPE-HCPA/
UFRGS; UNIVATES; CNPg; PNPD-CAPES/Brazil; PROBRAL-CAPES/DAAD
(Programa Brasil-Alemanha [PROBRAL] between Coordenagédo de



Levandovski et al. BVIC Psychiatry 2013, 13:75
http://www.biomedcentral.com/1471-244X/13/75

Aperfeicoamento de Pessoal de Nivel Superior [CAPES] - Brazil and
Deutscher Aka-demischer Austausch Dienst [DAAD] - Germany).

Author details

'Laboratdrio de Cronobiologia do Hospital de Clinicas de Porto Alegre
(HCPA), da Universidade Federal do Rio Grande do Sul (UFRGS), Porto Alegre,
Brazil. 2INCT for Translational Medicine, Laboratory of Molecular Psychiatry,
HCPA/UFRGS, Porto Alegre, Brazil. *Departamento de Psiquiatria e Medicina
Legal da Faculdade de Medicina, da Universidade Federal do Rio Grande do
Sul, Porto Alegre, Brazil. “Programa de Pés-Graduacao em Ciéncias Médicas:
Psiquiatria, UFRGS, Porto Alegre, Brazil. °Programa de Pés-Graduacio em
Medicina: Ciéncias Médicas, UFRGS, Porto Alegre, Brazil.

Received: 20 November 2012 Accepted: 25 February 2013
Published: 5 March 2013

References

1.

Vgontzas AN, Bixler EO, Lin HW, Prolo P, Trakada G, Chrousos GP: IL-6 and
its circadian secretion in humans. Neuroimmunomodulation 2005,
12:131-140.

Wallenius V, Wallenius K, Ahren B, Rudling M, Carlsten H, Dickson SL,
Ohlsson C, Jansson JO: Interleukin- 6-defficient mice develop mature-
onset obesity. Nat Med 2002, 8:75-79.

Vanitallie TB: Sleep and energy balance: Interactive homeostatic systems.
Metabolism 2006, 55:530-35.

Leu SJ, Shiah IS, Yatham LN, Cheu YM, Lam RW: Immune-inflammatory
markers in patients with seasonal affective disorder: effects of light
therapy. J Affect Disord 2001, 63:27-34.

Monje FJ, Cabatic M, Divisch |, Kim EJ, Herkner KR, Binder BR, Pollak DD:
Constant darkness induces IL-6-dependent depression-like behavior
through the NF-kB signaling pathway. J Neurosci 2011, 31:9075-9083.
Feghali CA, Wright TM: Cytokines in acute and chronic inflammation.
Front Biosci 1997, 1:d12-26.

Haack M, Kraus T, Schuld A, Dalal M, Koethe D, Pollmacher T: Diurnal
variations of interleukin-6 plasma levels are confounded by blood
drawing procedures. Psychoneuroendocrinology 2002, 27(8):921-31.

Miles MP, Andring JM, Pearson SD, Gordon LK, Kasper C, Depner CM, Kidd
JR: Diurnal variation, response to eccentric exercise, and association of
inflammatory mediators with muscle damage variables. J Appl Physiol
2008, 104(2):451-8.

Crofford LJ, Kalogeras KT, Mastorakos G, Magiakou MA, Wells J, Kanik
KS, Gold PW, Chrousos GP, Wilder RL: Circadian relationships between
interleukin (IL)-6 and hypothalamic-pituitary-adrenal axis hormones:
failure of IL-6 to cause sustained hypercortisolism in patients with
early untreated rheumatoid arthritis. J Clin Endocrinol Metab 1997,
82(4):1279-83.

Perry MG, Kirwan JR, Jessop DS, Hunt LP: Overnight variations in cortisol,
interleukin 6, tumour necrosis factor alpha and other cytokines in
people with rheumatoid arthritis. Ann Rheum Dis 2009, 68(1):63-68.
Ridker PM, Rifai N, Stampfer MJ, Hennekens CH: Plasma concentration of
interleukin-6 and the risk of future myocardial infarction among
apparently healthy men. Circulation 2000, 101(15):1767-72.

Voderholzer U, Fiebich BL, Dersch R, Feige B, Piosczyk H, Kopasz M, Riemann
D, Lieb K: Effects of sleep deprivation on nocturnal cytokine
concentrations in depressed patients and healthy control subjects.

J Neuropsychiatry Clin Neurosci 2012, 24(3):354-66.

Gibbs JE, Blaikley J, Beesley S, Matthews L, Simpson KD, Boyce SH, Farrow
SN, Else KJ, Singh D, Ray DW, Loudon AS: The nuclear receptor REV-
ERB.alpha; mediates circadian regulation of innate immunity through
selective regulation of inflammatory cytokines. Proc Natl Acad Sci USA
2012, 109(2):582-587.

Garcia-Maurino S, Gonzalez-Haba MG, Calvo JR, Rafii-El-drissi M, Sanchez-
Margalet V, Goberna R, Guerrero JM: Melatonin enhances IL-2, IL-6, and
IFN-gamma production by human circulating CD4+ cells: a possible
nuclear receptor-mediated mechanism involving T helper type 1
lymphocytes and monocytes. J Immunol 1997, 159(2):574-81.

Kalsbeek A, Yi CX, Cailotto C, la Fleur SE, Fliers E, Buijs RM: Mammalian
clock output mechanisms. Essays Biochem 2011, 49(1):137-51.

Claustrat B, Brun J, Chazot G: The basic physiology and pathophysiology
of melatonin. Sleep Med Rev 2005, 9(1):11-24.

20.

22.

23.

24.

25.

26.

27.

28.

29.

30.

32.

33.

34.

35.

36.

37.

38.

39.

Page 7 of 8

Hidalgo MP, Caumo W, Dantas G, Franco DG, Torres IL, Pezzi J, Elisabetsky E,
Detanico BC, Piato A, Markus RP: 6--Sulfatoxymelatonin as a predictor of
clinical outcome in depressive patients. Hum Psychopharmacol 2011,
26(3):252-7.

Hidalgo MP, Caumo W, Posser M, Coccaro SB, Camozzato AL, Chaves ML:
Relationship between depressive mood and chronotype in healthy
subjects. Psychiatry Clin Neurosci 2009, 63(3):283-90.

Levandovski R, Dantas G, Fernandes LC, Caumo W, Torres |, Roenneberg
T, Hidalgo MP, Allebrandt KV: Depression scores associate with
chronotype and social jetlag in a rural population. Chronobiol Int
2011, 28(9):771-8.

Couto-Moraes R, Palermo-Neto J, Markus RP: The immune-pineal axis:
stress as a modulator of pineal gland function. Ann N Y Acad Sci 2009,
1153:193-202.

Seres J, Herichova |, Roman O, Bornstein S, Jurcovicové J: Evidence for daily
rhythms of the expression of proopiomelanocortin, interleukin-1-beta
and interleukin-6 in adenopituitaries of male long-evans rats: effect of
adjuvant arthritis. Neuroimmunomodulation 2004, 11(5):316-322.

Miranda HC, Nunes SOB, Reiche EMV, Oda JMM, Watanabe MAE: Higher
than Normal Plasma linterleukin-6 Concentrations in Brazilian Patients
with Mood Disorders. Braz Arch Biol Technol 2011, 54(4):717-722.

Berk M, Wadee AA, Kuschke RH, O'Neill-Kerr A: Acute phase proteins in
major depression. J Psychosom Res 1997, 43:529-534.

Maes M, Meltzer HY, Bosmans E, Bergmans R, Vandoolaeghe E, Ranjan R,
Desnyder R: Increased plasma concentrations of interleukin-6, soluble
interleukin-6, soluble interleukin-2 and transferrin receptor in major
depression. J Affect Disord 1995, 34:301-309.

Maes M, Bosmans E, De Jongh R, Kenis G, Vandoolaeghe E, Neels H:
Increased serum IL-6 and IL-1 receptor antagonist concentrations in
major depression and treatment resistant depression. Cytokine 1997,
9:853-858.

Zeugmann S, Quante A, Heuser |, Schwarzer R, Anghelescu I: Inflammatory
biomarkers in 70 depressed inpatients with and without the metabolic
syndrome. J Clin Psychiatry 2010, 71:1007-1016.

Lehto SM, Niskanen L, Miettola J, Tolmunen T, Viinaméki H, Méntyselka P:
Serum anti-inflammatory markers in general population subjects with
elevated depressive symptoms. Neurosci Lett 2010, 484:201-205.
Koutsouraki E, Hatzifilipou E, Michmizos D, Cotsavasiloglou C, Costa V,
Baloyannis S: Increase in interleukin-6 levels is related to depressive
phenomena in the acute (relapsing) phase of multiple sclerosis.

J Neuropsychiatry Clin Neurosci 2011 Fall, 23:442-448.

Rief W, Mills PJ, Ancoli-Israel S, Ziegler MG, Pung MA, Dimsdale JE:
Overnight changes of immune parameters and catecholamines are
associated with mood and stress. Psychosom Med 2010, 72:755-762.
Wirz-Justice A, Graw P, Krduchi K, Sarrafzadeh A, English J, Arendt J, Sand L:
‘Natural' light treatment of seasonal affective disorder. J Affect Disord
1996, 37(2-3):109-120.

Portaluppi F, Smolensky MH, Touitou Y: Ethics and methods for biological
rhythm research on animals and human beings. Chronobiol Int 2010,
27:1911-1929.

Wittmann M, Dinich J, Merrow M, Roenneberg T Social jetlag: misalignment
of biological and social time. Chronobiol Int 2006, 23:497-509.

Roenneberg T, Wirz-Justice A, Merrow M: Life between clocks: daily temporal
patterns of human chronotypes. J Biol Rhythms 2003, 18(1):80-90.

Buysse DJ, Reynolds CF, Monk TH, Berman SR, Kupfer DJ: The Pittsburgh
sleep quality index: A new instrument for psychiatric practice and
research. Psychiatr Res 1989, 28:193-213.

Bertolazi AN, Fagondes SC, Hoff LS, Dartora EG, Miozzo IC, de Barba ME,
Barreto SS: Validation of the Brazilian Portuguese version of the
Pittsburgh Sleep Quality Index. Sleep Med 2011, 12:70-5.

Gorenstein C, Andrade L: Validation of a Portuguese version of the Beck
Depression Inventory and the State-Trait Anxiety Inventory in Brazilian
subjects. Braz J Med Biol Res 1996, 29:453-457.

Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J: An inventory for
measuring depression. Arch Gen Psychiatry 1961, 4:561-571.

Lasa L, Ayuso-Mateos JL, Vazquez-Barquero JL, Diez-Manrique FJ, Dowrick
CF: The use of the Beck Depression Inventory to screen for depression in
the general population: a preliminary analysis. J Affect Disord 2000,
57:261-265.

Dumont M, Beaulieu C: Light exposure in the natural environment:
relevance to mood and sleep disorders. Sleep Med 2007, 8(6):557-65.



Levandovski et al. BVIC Psychiatry 2013, 13:75 Page 8 of 8
http://www.biomedcentral.com/1471-244X/13/75

40. Kalsbeek A, van der Spek R, Lei J, Endert E, Buijs RM, Fliers E: Circadian
rhythms in the hypothalamo-pituitary-adrenal (HPA) axis. Mol Cell
Endocrinol 2012, 349(1):20-9.

41. da Silveira C-MS, Pinato L, Tamura EK, Carvalho-Sousa CE, Markus RP: Glia-
pinealocyte network: the paracrine modulation of melatonin synthesis
by tumor necrosis factor (TNF). PLoS One 2012, 7(7):40142.

42.  Munoz-Fernandez MA, Fresno M: The role of tumour necrosis factor,
interleukin 6, interferon-gamma and inducible nitric oxide synthase in
the development and pathology of the nervous system. Prog Neurobiol
1998, 56(3):307-40.

43, Kapczinski F, Dal-Pizzol F, Teixeira AL, Magalhaes PV, Kauer-Sant'’Anna M,
Klamt F, Pasquali MA, Quevedo J, Gama CS, Post R: A systemic toxicity
index developed to assess peripheral changes in mood episodes. Mol
Psychiatry 2010, 15(8):784-6.

44, Kapczinski F, Dal-Pizzol F, Teixeira AL, Magalhaes PV, Kauer-Sant'’Anna M,
Klamt F, Moreira JC, de Bittencourt Pasquali MA, Fries GR, Quevedo J, Gama
CS, Post R: Peripheral biomarkers and illness activity in bipolar disorder.
J Psychiatr Res 2011, 45(2):156-61.

45, Brietzke E, Stertz L, Fernandes BS, Kauer-Sant'anna M, Mascarenhas M,
Escosteguy Vargas A, Chies JA, Kapczinski F: Comparison of cytokine levels
in depressed, manic and euthymic patients with bipolar disorder. J Affect
Disord 2009, 116(3):214-7.

46. Li XZ, Bai LM, Yang YP, Luo WF, Hu WD, Chen JP, Mao CJ, Liu CF: Effects of
IL-6 secreted from astrocytes on the survival of dopaminergic neurons in
lipopolysaccharide-induced inflammation. Neurosci Res 2009, 65(3):252-8.

47. Spittau B, Zhou X, Ming M, Krieglstein K: IL6 Protects MN9D Cells and
Midbrain Dopaminergic Neurons from MPP(+)-Induced
Neurodegeneration. Neuromolecular Med 2012, 14(4):317-27.

48, Li AJ, Katafuchi T, Oda S, Hori T, Oomura Y: Interleukin-6 inhibits long-term
potentiation in rat hippocampal slices. Brain Res 1997, 748(1-2):30-8.

49.  Bellinger FP, Madamba SG, Campbell IL, Siggins GR: Reduced long-term
potentiation in the dentate gyrus of transgenic mice with cerebral
overexpression of interleukin-6. Neurosci Lett 1995, 198(2):95-8.

doi:10.1186/1471-244X-13-75

Cite this article as: Levandovski et al: The effect of sunlight exposure on
interleukin-6 levels in depressive and non-depressive subjects. BMC
Psychiatry 2013 13:75.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

www.biomedcentral.com/submit

Submit your manuscript at ( BiolMled Central




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study population
	Instruments
	The MCTQ
	Outdoor sunlight exposure measurements
	The PSQI
	The BDI
	Cytokine measurements
	Statistical analysis

	Results
	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References

