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Abstract

Chemokines are increasingly recognised as playing a role in depression. Here we meta-analyse the
data on concentrations of all chemokines in patients diagnosed with a major depression versus
healthy controls. We included studies which utilised Diagnostic and Statistical Manual (DSM)-IV
diagnostic criteria for major depression, participants free from major medical conditions, studies
with healthy controls, and unstimulated measurements of chemokines. We only included
chemokines which had 33 studies performed. Two chemokines and 15 studies in total met criteria
for this meta-analysis; 8 for Monocyte Chemotactic Protein (MCP)-1/CCL2 (n = 747), and 7 for
Interleukin (IL)-8/CXCLS (n = 560). There were significantly higher concentrations of CCL2/
MCP-1 in depressed subjects compared with control subjects — overall mean difference of 36.43
pg/mL (95% CI: 2.43 to 70.42). There was significant heterogeneity across these studies (I12 =
98.5%). The estimates of mean difference between the control and depression groups did not
remain significant when the trim-and-fill procedure was used to correct for publication bias. There
was no significant difference in concentrations of IL-8/CXCLS8 in depressed subjects compared
with control subjects. Significant heterogeneity was found across these studies (12 = 96.7%). The
estimates of mean difference between the control and depression groups remained non-significant
when the trim-and-fill procedure was used to correct for publication bias. This meta-analysis
reports significantly heterogeneity in this field among studies. There are higher concentrations of
the chemokine MCP-1/CCL2 in depressed subjects compared with control subjects, and no
differences for IL-8/CXCL8. More high quality research and consistent methodologies are needed
in this important area of enquiry.
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1. Introduction

Novel diagnostic and treatment strategies for depression are urgently needed. Recent global
data suggests unipolar depression currently ranks 11th for disability adjusted life years, a
37% increase since 1990 (Murray et al., 2012). The burden is expected to continue to grow
into the 21st century (Holtzheimer et al., 2008; Murray et al., 2012). Hence, this is an
unprecedented burden of depressive illness requiring increased effort to find novel
therapeutic agents for treatment (Licinio, 2011).

In the field of psychiatric immunology, much of the focus on the role of the immune system
in depression has been placed on the innate immune response and inflammation. Innate
immune cytokines such as tumour necrosis factor (TNF)-a, interleukin (IL)-1p,IL-6 and
interferon (IFN)-y have been repeatedly shown to exert effects on key processes such as
neuroplasticity, neurotransmission, oxidative stress and neuro-endocrinological functions
that are considered to be central to the development of depression (Dantzer et al., 2008; Eyre
and Baune, 2012; Haroon et al., 2012; McAfoose and Baune, 2009; Miller et al., 2009). The
seminal meta-analysis (Dowlati et al., 2010) of 24 studies found significantly higher
concentrations of the proinflammatory cytokines, TNF-alpha and IL-6, in depressed subjects
compared with control subjects. An updated meta-analysis (Haapakoski et al., 2015) of IL-6,
C-reactive protein and TNF-a found higher levels of IL-6 and CRP in depressed patients
versus controls (29 studies for IL-6 and 20 for CRP). These studies strengthen evidence that
depression is accompanied by activation of the inflammatory response system (Dowlati et
al., 2010).

An involvement of immune factors in the pathophysiology of depression is now considered
to be far greater than that of only the innate immune system, inflammation and glia (Eyre et
al., 2015). Indeed, a complex interaction is suspected to occur in the CNS between parts of
the innate and adaptive immune system (Ransohoff and Brown, 2012). For example,
chemokines are increasingly believed to be involved in depression pathophysiology, likely
through neuromodulatory and neurotransmitter-like effects, as well as regulation of
neurogenesis and axon sprouting (Stuart and Baune, 2014; Stuart et al., 2015).

Recent advances in basic neuroscience have begun to describe novel roles for chemokines in
neurobiological processes relevant to depression (Stuart and Baune, 2014; Stuart et al.,
2015). In looking beyond traditional roles in chemotaxis of immune cells, these novel
processes may include regulating the migration, proliferation, and differentiation of neural
stem/progenitor cells; regulation of axon sprouting and elongation; regulating the infiltration
and activation states of central and peripheral immune cells; control of blood—brain barrier
permeability; regulation of neuroendocrine functions; pre- and post-synaptic modulation of
traditional neurotransmitter systems; and possibly direct neurotransmitter-like effects
(Reaux-Le Goazigo et al., 2013; Rostene et al., 2011a, 2011b, 2007). For systematic reviews
from this group see (Stuart and Baune, 2014; Stuart et al., 2015). The disruption of these
functions in vital neurodevelopmental periods or in later life may be mechanistically relevant
to the pathogenesis and pathophysiology of depression, while restoration of homeostasis in
these functions may be relevant to recovery (Stuart and Baune, 2014; Stuart et al., 2015).
From a clinical study perspective, we are aware of a number of cross-sectional studies
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(monocyte chemoattractant protein (MCP)-1/CCL2 (Domenici et al., 2010; Grassi-Oliveira
et al., 2012; Jonsdottir et al., 2009; Lehto et al., 2010; Shen et al., 2010; Suarez et al., 2004,
Sutcigil et al., 2007) (Bai et al., 2014; Carvalho et al., 2014; Motivala et al., 2005; Piletz et
al., 2009; Simon et al., 2008); macrophage inflammatory protein (MIP)-1a/CCL3
(Merendino et al., 2004; Suarez et al., 2004); CXCL1 (Lee et al., 2009; Merendino et al.,
2004); IL-8/CXCLS8 (Baune et al., 2012a; Domenici et al., 2010; Jonsdottir et al., 2009;
Marsland et al., 2007; O'Brien et al., 2007; Podlipny et al., 2010; Suarez et al., 2004)
(Carvalho et al., 2014; Hallberg et al., 2010; Hocaoglu et al., 2012; Lehto et al., 2010; Simon
et al., 2008; Song et al., 1998); MCP-3 (Lee et al., 2009); TNF-p (Lee et al., 2009); IL-16
(Lee et al., 2009); CTACK (Lee et al., 2009); macrophages migration inhibitory factor (MIF)
(Lee et al., 2009); CCL11 (Grassi-Oliveira et al., 2012; Magalhaes et al., 2014); CXCL11/1I-
TAC (Lu et al., 2013); MEC/CCL28 (Lu et al., 2013); TECK/CCL25 (Lu et al., 2013);
Interferon gamma-induced protein (IP)-10/CXCL10 (Simon et al., 2008; Wong et al., 2008);
RANTES/CCLS5 (Grassi-Oliveira et al., 2012; Shen et al., 2010). There are only two
prospective studies exploring associations between chemokines and depression (Baune et al.,
2012b; Eller et al., 2008). In one study, the associations between serum CXCLS (IL-8) and
depressive symptoms were explored in a large cohort of population-based, elderly
participants for two years (age 70-90 years) (Baune et al., 2012b). Results indicated that
serum IL-8/CXCLS8 was positively associated with depressive symptoms on the geriatric
depression scale (GDS) at baseline (P = 0.025), at two years follow-up (P = 0.038), and an
increase in depressive symptoms from baseline to two years (P = 0.021). Further prospective
research, across age groups, is required to understand the role of chemokines as biomarkers
and neurobiological factors in depression.

The association between chemokine dysfunction and depression has been documented in
individual studies of various chemokines, however the association is not consistently
significant in all studies or for all chemokines. Thus a generalizable pattern of chemokine
dysfunction in depression remains to be defined. Fortunately the results from individual
studies can be combined quantitatively using meta-analytical techniques to improve the
strength of the evidence. Taken together, this study reports the results of a meta-analysis
conducted to determine whether the concentrations of specific cytokines differs
quantitatively between patients diagnosed with a major depressive episode and control
subjects.

2. Methods and materials

2.1. Data sources

We (AP and JJ) searched Embase, PsycINFO, Ovid Medline, ScienceDirect, Google Scholar
and the Cochrane Central Register of Controlled Trials database up to September 2015. We
also manually scrutinized references cited in the systematically searched articles. To
optimize sensitivity in searching clinical studies, we used the following basic terms: XCL*,
CX3C*, CCL*, CXCL*, IL-*, MCP, scya, scyb, NAP, GCP, depression, major depressive
disorder and depressive symptoms.
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2.2. Study selection

Studies were selected for data extraction and analysis based on the following inclusion
criteria: (a) original research studies measuring chemokine concentrations in depressed and
non-depressed subjects; (b) subjects met DSM-IV criteria for major depression; (c) studies
were in English; (d) participants were free from major medical co-morbidities (e.g. cancer,
heart disease, arthritis); (e) psychiatrically healthy subjects were used as controls; (f)
unstimulated chemokine analyses were used. We excluded studies including participants
with stimulated chemokine-based analyses or non-serum/plasma markers.

2.3. Data extraction

Two independent reviewers (AP and JJ) used a custom data extraction template to
summarize the selected articles. Abstracted information included age, gender, sample size,
depression metrics, comorbidities, chemokines analysed, method and source, and
concomitant drug use. Where possible, we also sought key data that were missing from the
original reports through correspondence with the investigators.

2.4. Quality assessment

This meta-analysis was carried out according to the PRISMA (preferred reporting items for
systematic reviews and meta-analyses) guidelines (Liberati et al., 2009). Weused the
Newcastle-Ottawa Quality Assessment Scale (Hartling et al., 2013) for observational studies
to assess quality; this scale is recommended by the Cochrane Collaboration. With this
method, each study can obtain a maximum of 9 points in three categories: selection of study
participants (adequate definition, validation and representativeness of cases and controls),
comparability of cases and controls, and the ascertainment of exposure. For this study, our
quality points for exposure were adapted from Haapakoski et al. (Haapakoski et al., 2015).
These included method of assay, consistency of assay used, three or more immune markers
analysed. Given the small number of studies in this field, we included all in our meta-
analysis (see Table 1).

2.5. Statistical analysis

Weighted mean differences between controls and cases were used to calculate the effect size
(ES) of each study. A spreadsheet containing the extracted study data and the calculated ES
was imported into Stata 12.0 (StataCorp. 2011. Stata Statistical Software: Release 12.
College Station, TX: StataCorp LP) to perform the additional analyses. Random-effects
models were used to estimate the overall ES. We measured statistical heterogeneity using the
12 statistic for statistical variation across studies; values of 25% are low, 50% moderate and
75% high (Higgins and Flicker, 2003). In addition, we used the metareg command in Stata
12.0, to conduct random-effects meta-regression analyses to assess for the source of
heterogeneity. Univariate models were used to examine for the effects for the following
study characteristics: mean age of the sample, gender (% male) and assay type (CBA vs.
ELISA). If 2 or more of these analyses were significant, multivariate meta-regressions were
planned. The possibility of publication bias was assessed through a Begg funnel plot graph
and testing for asymmetry using the Egger weighted regression test. The nonparametric
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“trim and fill” method was used to estimate the number of hypothetical studies that were
missing due to possible publication bias using the metatrim command in STATA.

3. Results
3.1. Study inclusion

The utilization of the PRISMA guidelines and a systematic search of electronic databases
and manual searching through literature reviews yielded a total of 504 studies. A total of 358
duplicates were removed leaving 146 studies. After reviewing titles and abstracts, 118
studies were again excluded. Twenty-eight studies were then examined via review of full-
text articles. Thirteen studies were excluded given the following. Five studies were excluded
as the chemokines analysed were not explored in 33 studies (Lee et al., 2009; Lu et al.,
2013; Magalhaes et al., 2014; Merendino et al., 2004; Wong et al., 2008); 1 study was
excluded due to a lack of control group (Marsland et al., 2007); 1 study was excluded as the
authors did not respond to requests for data, and standardized means or standard deviations
(SDs) were not available (Hallberg et al., 2010); 5 studies were excluded as they didn't
include a DSM-IV-based clinician assessment of depression (Baune et al., 2012a; Grassi-
Oliveira et al., 2012; Podlipny et al., 2010; Suarez et al., 2003, 2004); 1 study was excluded
as genetic markers for chemokines were utilised (Domenici et al., 2010). Finally, 15 studies
were included in the meta-analysis and these studies included only 2 chemokines, MCP-1/
CCL2 and IL-8/CXCLS. See Fig. 1 and Tables 2, 3, 4 and 5 for details.

3.2. Studies of MCP-1/CCL2

Eight studies, involving 747 participants, were included in the MCP-1/CCL2 meta-analysis.
There were significantly higher concentrations of MCP-1/CCL2 in depressed subjects
compared with control subjects with an overall mean difference of 36.43 pg/mL (95% CI:
2.43 10 70.42; P = 0.036) (see Fig. 2). There was significant heterogeneity across studies (12
= 98.5%). Our meta-regression explored heterogeneity in included studies with regard to the
mean age of the sample, gender (% male), and assay used (CBA vs ELISA). None of these
variables significantly influenced our estimates of the ES (P = 0.599, P = 0.485, P = 0.603
respectively). Funnel plots showed evidence of asymmetry (not shown here), and there was
evidence of bias using the Egger (weighted regression) method (P for bias = 0-05). The
estimates of mean difference between the control and depression groups did not remain
significant when the trim-and-fill procedure was used to correct for publication bias.
Adjustment for publication bias according to Duval & Tweedie's trim and fill procedure
resulted in a mean difference of —8.98 (95% CI —-38.27-20.30; P = 0.548) with 4 studies
imputed.

3.3. Studies of IL-8/CXCL8

Seven studies, involving 560 participants, were included in the IL-8/CXCL8 meta-analysis.
There was no significant difference in concentrations of IL-8/CXCLS8 in depressed subjects
compared with control subjects with an overall mean difference of —0.58 pg/mL (95% CI:
—1.53 t0 0.36, P = 0.228) (see Fig. 3). There was significant heterogeneity across studies (12
=96.7%). Our meta-regression explored heterogeneity in included studies with regard to the
mean age of the sample, gender (% male), and assay used (CBA vs ELISA). None of these

Prog Neuropsychopharmacol Biol Psychiatry. Author manuscript; available in PMC 2017 July 31.



1duosnuey Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuen Joyiny

Eyre et al.

Page 6

variables significantly influenced our estimates of the ES (P = 0.984, P = 0.374, P = 0.865
respectively). There was evidence of asymmetry in funnel plots (not shown here), however
the Egger test (weighted regression) was not significant (P for bias = 0.69). The estimates of
mean difference between the control and depression groups remained nonsignificant when
the trim-and-fill procedure was used to correct for publication bias. Adjustment for
publication bias according to Duval & Tweedie's trim and fill procedure resulted in a mean
difference of —0.594 (95% CI —1.56-0.37; P = 0.227) with 9 studies imputed.

4. Discussion

After a number of narrative and systematic reviews, this study is the first quantitative
analysis of chemokines in depression. After exploring all chemokines, the meta-analysis was
only possible for two, MCP-1/CCL2 and IL-8/CXCLS, given stringent inclusion and
exclusion criteria. The analysis reports higher concentrations of MCP-1/CCL2 in depressed
subjects compared with control subjects. It highlights the state of this field and outlines both
positive and negative findings hence providing direction for future research.

MCP-1/CCL2 was found to be elevated in depressed vs non-depressed individuals, however
significant heterogeneity was found and levels were non-significant when publication bias
was corrected for. When considering the clinical significance of chemokines, it is important
to also appreciate their background neurobiological functions and associated research
initiatives. MCP-1/CCL2 is known for its pleiotrophic actions with functions in chemotaxis,
activating function on monocytes/macrophages, T lymphocytes and dendritic cells and CNS-
specific functions (Stuart and Baune, 2014). In the CNS, the functions are only beginning to
be understood. MCP-1/CCL2 and its receptor (CCR2) are expressed on astrocytes,
microglia, neurons and neural stem cells (Banisadr et al., 2005; Tran et al., 2007). The
expression is under both basal conditions and upregulated in response to inflammatory
cytokines (Stuart and Baune, 2014). MCP-1/CCL2 has been found in pre-clinical models to
regulate the inflammatory activation state of CNS resident microglia (Hinojosa et al., 2011);
neuromodulation in electrophysiological models (Melik-Parsadaniantz and Rostene, 2008);
and mediating the migration and proliferation of neural stem cells after release from blood—
brain barrier cells (Gordon et al., 2009). A recent study highlighted the importance of CCL2/
CCR2 signaling in a pre-clinical depression model (Cazareth et al., 2014). In this study mice
were provided peripheral immune challenge (lipopolysaccharide), then a detailed
neuroimmune assessment was conducted including analysis of brain cytokines, chemokines,
immune cells and neurons. LPS caused a pro-inflammatory state in the brain, and caused
microglia and CNS-associated phagocytic activation characterized by a marked
overproduction of CCL2, TLR4/CD14, CD80 and IL-4Ra. The LPS administration also
caused a selective increase of CCR2+ inflammatory monocytes within the brain. Finally,
CCL2 hyperpolarised serotonergic raphe neurons in the midbrain possibly suggesting a
reduced serotonin tone in projection areas.

IL-8 was not found to be elevated in depressed vs. non-depressed individuals, and studies
were found to carry significant heterogeneity. IL-8/CXCLS8 is also known for pleiotropic
actions given functions in chemotaxis and pro-inflammatory effects supporting activation
and degranulation of neutrophils, basophils and monocytes/macrophages (Murphy et al.,
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2000; Stuart and Baune, 2014). In recent times, the CNS-specific effects of IL-8/CXCL8
have begun to be explored (Stuart and Baune, 2014). In the CNS, it appears IL-8/CXCLS8
has both immune and non-immune functions. It is constitutively expressed on neurons,
astrocytes, microglia, oligodendrocytes, BBB endothelial cells and neural stem cells
(Subileau et al., 2009; Weiss et al., 2010). From an immune perspective, [L-8/CXCL8 is
thought to be involved in regulating the activity of infiltrating peripheral immune cells in
states of significant BBB compromise (Subileau et al., 2009). From a non-immune
perspective, it has been shown to enhance neurotransmitter release and inhibit LTD in
cultured rodent Purkinje neurons (Giovannelli et al., 1998). Finally, Kelland et al. (Kelland
et al., 2011) has found a role for IL-8/CXCLS on stem cell biology in vitro. IL-8/CXCLS8
was found to cause CXCR-1-mediated death of neural stem cells, but not oligodendrocyte
progenitor cells. IL-8/CXCLS also acted as a potent chemoattractant to both cell types. This
suggests a role for IL-8/CXCLS8 in the CNS for recruiting these cells types to sites of
inflammation which may have an impact in depression pathophysiology.

The relative lack of significant findings in this study is useful to consider. One explanation
for this may be due to the small sample size of these studies. The average was around 60
participants (minimum 20 and maximum 245). Another reason is the relatively inconsistent
time of day chemokines were collected across these studies, most in the morning and after
fasting, however some without fasting and at least one in the evening. This is critical given
the circadian based expression of cytokines and chemokines (Nakao, 2014). From a
mechanistic perspective, there is emerging data to suggest a significant role for chemokines
in depression-related pathophysiological processes and depression-like behaviour (Harrison
et al., 2014; Jaehne and Baune, 2014). These results from mechanistic studies may not be
translating into human studies for a number of reasons. The CNS immune milieu in human
depression may not be adequately sampled from peripheral chemokine levels. This may be
due to chemokines being expressed a very low levels in the CNS, particularly under basal
conditions (Rostene et al., 2007). Deranged levels of chemokines may not be detected in the
periphery if their function is autocrine or paracrine within the CNS (Rostene et al., 2011b).
This is an argument for measuring chemokine levels via cerebrospinal fluid sampling, and
via human CNS cell lines from induced pluripotent stem cells (iPS) derived from peripheral
somatic cells of depressed subjects (Brennand et al., 2011).

A recent systematic review explored the role of chemokines in clinical and pre-clinical
populations in depression (Stuart and Baune, 2014), and another explores the
pathophysiology mechanisms in depression (Stuart et al., 2015). These reviews demonstrate
the majority of published studies including measurement of chemokines in these psychiatric
disorders have concerned the prototypical ‘pro-inflammatory’ chemokines IL-8/CXCL8 and
MCP-1/CCL2. There is, however, evidence to suggest a wide range of chemokines are
involved in the pathophysiology of depression and depression-like behaviour. The
chemokine CXCL12 has effects of depression-related pathophysiological mechanisms as it
may enhance the activity of GABA and glutamate on serotonergic neurons, enhance the
proliferation and direct the migration of human neural progenitor cells (Reaux-Le Goazigo
et al., 2013). CX3CL1 also has several non-immune mechanisms which may be relevant to
depression including inhibition of serotonergic neurotransmission by enhancement of the
activity of GABA on serotonergic neurons, inhibition of glutamatergic activity in
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hippocampal neurons, and regulation processes of neuroplasticity such as long term
potentiation (LTP) (Reaux-Le Goazigo et al., 2013). It is important to note that evidence
from systematic reviews shows early mechanistic evidence does associate select chemokines
with the neurobiological processes (neurogenesis, neuroinflammation, HPA axis, neuro-
transmission), however, as with the current clinical evidence, this early evidence does not
clearly demonstrate any specificity for a certain psychiatric disorder, but is primarily
relevant to mechanisms which are shared across disorders i.e. bipolar disorder, schizophrenia
(Stuart et al., 2015).

This study has a number of limitations which should be outlined, and these limitations come
from the field being quantitatively assessed. Firstly, only two chemokines could be analysed
as there were only two chemokines which had 33 studies conducted on them, were from
unstimulated serum/plasma chemokine markers and had participants free of major medical
comorbidities. This may play a factor in our relative lack of significant findings. Secondly,
there were limited options to control for covariates. Covariates which should have been
controlled for, but which was not possible due to a lack of information from available
studies, included body mass index, smoking states, chronic disease burden, anti-
inflammatory drug usage and antidepressant usage. There were a number of studies
outlining their antidepressant use, and these varied widely. The wide variation is concerning
given various antidepressant classes are likely to influence the immune system in differing
ways. For example, a recent meta-analysis of cross-sectional studies on serum inflammatory
cytokines reported SSRIs as having larger anti-inflammatory effects than other
antidepressants (Hannestad et al., 2011). The influence of antidepressant classes on
chemokines is very poorly known. Thirdly, sub-analysis of mitogen stimulated chemokines
assays or other non-serum/plasma chemokine markers (i.e. genetics, cerebrospinal fluid)
could not be performed as there were no chemokines with >3 studies conducted on them.
Fourthly, there are a variety of depression subtypes which haven't been parsed out in this
study e.g. melancholic, non-melancholic, atypical. Therefore, this is an important area for
further study given there is some evidence to suggest inflammatory profiles differ among
depression subtypes (Stuart and Baune, 2012), hence one could hypothesise there may be
differences in chemokine levels. When aiming to parse out chemokine level associations
with depression subtypes, another approach may be to parse out associations with specific
symptoms associated with depression, or among psychiatric disorders. Such an approach
would be in keeping with the Research Domain Criteria (RDoC) approach e.g. negative and
positive valence systems, as well as cognitive systems (Cuthbert, 2014). Finally, in addition
to this pilot meta-analysis exploring associations between chemokine levels and MDD
diagnosis, future directions should explore the role of chemokines as treatment response
biomarkers. For example, in a study by Rethorst et al. (Rethorst et al., 2013), in subjects
with treatment resistant depression, only subjects with baseline high levels of TNF-a were
shown to benefit from the antidepressant effects of aerobic exercise, as compared with those
who had low levels of TNF-a.

We have a number of recommendations for the future of this research field. Longitudinal
studies in this field are urgently needed to better understand correlation versus causation,
and how chemokine levels may change with the fluctuation of depressive symptoms. We
believe levels of chemokines in depressed vs. non-depressed subjects should be explored in a
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range of age groups. We speculate the chemokine levels in depressed subjects of varying
ages may change depending on the pathophysiology driving depression in various age
groups. For example, in late-life depression there is a greater burden of vascular-related
changes in the brain (Taylor et al., 2013). More chemokines should be assessed for
behavioural effects in in vivo models. There are few studies in this field exploring the
behavioural outcomes of chemokine-based transgenic modified rodents (e.g. knockout or
over-expression). Our group has begun to explore this topic (Harrison et al., 2014; Jachne
and Baune, 2014). Finally, care must be taken to ensure chemokine ligand and receptors are
similar in their biological activity and pharmacology as compared with humans; there is
significant variability between species.

5. Conclusion

This meta-analysis reports significantly heterogeneity in this field among studies. There are
higher concentrations of the chemokine MCP-1/CCL2 in depressed subjects compared with
control subjects, and no differences for IL-8/CXCLS8. More high quality research and
consistent methodologies are needed in this important area of enquiry given the growing
evidence accruing from clinical and pre-clinical models.
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Fig. 1.

Study selection and inclusion process for meta-analyses.
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Fig. 2.
Forest plot showing individual and combined effect size estimates and 95% Cls for all trials

in the analysis for MCP-1/CCL2.
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Fig. 3.
Forest plot showing individual and combined effect size estimates and 95% Cls for all trials

in the analysis for IL-8/CXCLS.
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Table 1

Quality assessment of studies included in the meta-analysis.

Study Selection Comparability Exposure Total
Song et al. (1998) * * Hokok

Motivala et al. (2005) ~ *** ok ok 7
O'Brien et al. (2007) o ook 5
Sutcigil et al. (2007) ok * stk 6
Simon et al. (2008) ok # ok 5
Eller et al. (2008) ok * otk 6
Jonsdottir et al. (2009)  ** *k EEEY 7
Piletz et al. (2009) ook * ok 6
Lehto et al. (2010) otk * otk 7
Hocaoglu et al. (2012)  ** 0 *kk 7
Bai et al. (2014) ok ok stk 7
Carvalho et al. (2014)  **%* *k EE 7
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Sociodemographic characteristics of included studies of looking at MCP-1/CCL2 concentrations in

depression.
Study/year N (D, ND) Gender (% male) Age (D, ND) Comorbidities
(D, ND)
Motivala et al. 40 (22/18)  100%/100% 444 +75and 403 +9.1 No underlying medical condition that might
(2005) influence sleep disturbance or depression. No
recent viral infections (past 10 days). No
chronic medical conditions (diabetes mellitus,
cancer, COPD). No hypertension or
antihypertensives being taken.
Sutcigil et al. (2007) 55 (30/25)  52.2%/52% 34.78 +£7.42 and 34.32 No endocrinological or general medical
+7.8 conditions (e.g. diabetes, heart disease).
Simon et al. (2008) 98 (49/49)  59.18%/57.14% 41.65 +11.07 and 41.69 No endocrinological or general medical
+11.28 conditions (e.g. diabetes, heart disease).
Piletz et al. (2009) 39 (22/17)  14%/17% 39.4+1.9 and 39 £ 2.1 No endocrinological or general medical
conditions (e.g. diabetes, heart disease).
Jonsdottir et al. 84 (42/42)  0/0 42.1+94and42.7+7.5 No endocrinological or general medical
(2009) conditions (e.g. diabetes, heart disease).
Lehto et al. (2010) 122 (61/61)  31.3%/31.3% 53.74 £ 1.19 and 53.77 No endocrinological or general medical

Bai et al. (2014)

Carvalho et al.
(2014)

235 (109/126)

89 (47/42)

22.9%, 31%

43%150%

+1.2
41.96 +£13.8,41.88 +10.0

54 (32-82) and 49 (31-74)

conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

Abbreviations: D, depressed; ND, non-depressed; DSM, Diagnostic and Statistical Manual; BDI, Beck Depression Inventory; HDRS, Hamilton
Depression Rating Scale; SCID, Structured Clinical Interview for Depression; MADRS, Montgomery Asberg Depression Rating Scale; IL,
interleukin; MCP, monocyte chemoattractant protein; DSSS, Depression and Somatic Symptom Scale.
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Sociodemographic characteristics of included studies of looking at IL-8/CXCLS8 concentrations in depression.

Gender (% male)
(D, ND)

Age, years (D, ND)

Comorbidities

Study/year N (D, ND)
Song et al. (1998) 20 (6/14)
O'Brien et al. (2007) 52 (28/24)
Simon et al. (2008) 98 (49/49)

Eller et al. (2008) 145 (100/45)

Jonsdottir et al. (2009) 84 (42/42)
Lehto et al. (2010) 122 (61/61)
Hocaoglu et al. (2012) 60 (30/30)

33.3%/57%

32%/41.7%

59.18%/57.14%

35%/42.2%

0/0

31.3%/31.3%

20%/53.3%

50.3+153and45.5+15.5

44.15 £ 13.20 and 35.58
+8.98

41.65 +11.07 and 41.69
+11.28

32.1+11.9and 32.9 + 14.1

42.1+£94and42.7+7.5

53.74 £ 1.19 and 53.77

+1.2
38+ 13and30+9

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

No endocrinological or general medical
conditions (e.g. diabetes, heart disease).

Abbreviations: D,depressed; ND, non-depressed; DSM, Diagnostic and Statistical Manual; BDI, Beck Depression Inventory; HDRS, Hamilton
Depression Rating Scale; HAD, Hospital Anxiety and Depression Scale; SCID, Structured Clinical Interview for Depression; MADRS,

Montgomery Asberg Depression Rating Scale; IL, interleukin; MCP, monocyte chemoattractant protein.
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