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Abstract

The pro-inflammatory cytokines IL-1a, IL-6 and TNF-a are associated with major depressive disorder, psychological distress,
cardiovascular health, and obesity. However, there is limited research that has examined multiple associations between these
variables, among individuals with major depressive disorder in comparison to a control cohort, including sex differences. In this
study, data was analysed from 60 individuals with major depressive disorder and 60 controls, including plasma IL-1a, IL-6 and
TNF-a, adiposity measures (body mass index; waist circumference), cardiovascular health indices (blood pressure; heart rate)
and psychological symptoms (depressive severity; anxiety; hostility; stress). The cytokines were compared by group and sex,
and correlated with measures of adiposity, cardiovascular health indices and psychological health. Plasma IL-1a and IL-6 were
higher in major depressive disorder group versus control, but with a sex interaction for IL-6, with this group difference only
among females. TNF-o did not differ between groups. IL-la and IL-6 correlated with depressive severity, anxiety, hostility,
and stress, while TNF-a correlated only with anxiety and hostility. Psychopathology was associated with IL-1o in males only,
and with IL-6 and TNF-a in females only. None of the cytokines correlated with body mass index, waist circumference, blood
pressure or heart rate. The result of group by sex interaction for IL-6, and sex specific associations between pro-inflammatory
cytokines and psychometrics could be aetiologically important in depression interventions and treatments for females versus

males, warranting further investigation.
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Abstract:

The pro-inflammatory cytokines IL-1a, IL-6 and TNF-a are associated with major depressive disorder, psy-
chological distress, cardiovascular health, and obesity. However, there is limited research that has examined
multiple associations between these variables, among individuals with major depressive disorder in compar-
ison to a control cohort, including sex differences. In this study, data was analysed from 60 individuals



with major depressive disorder and 60 controls, including plasma IL-1a, IL-6 and TNF-a, adiposity mea-
sures (body mass index; waist circumference), cardiovascular health indices (blood pressure; heart rate) and
psychological symptoms (depressive severity; anxiety; hostility; stress). The cytokines were compared by
group and sex, and correlated with measures of adiposity, cardiovascular health indices and psychological
health. Plasma IL-1a and IL-6 were higher in major depressive disorder group versus control, but with a sex
interaction for 1L-6, with this group difference only among females. TNF-a did not differ between groups.
IL-1a and I1.-6 correlated with depressive severity, anxiety, hostility, and stress, while TNF-a correlated only
with anxiety and hostility. Psychopathology was associated with IL-1o in males only, and with IL-6 and
TNF-a in females only. None of the cytokines correlated with body mass index, waist circumference, blood
pressure or heart rate. The result of group by sex interaction for IL-6, and sex specific associations between
pro-inflammatory cytokines and psychometrics could be aetiologically important in depression interventions
and treatments for females versus males, warranting further investigation.
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Introduction

Major depressive disorder (MDD) is a debilitating mental disorder, and a leading cause of disability globally
(GBD, 2017). Individuals with MDD have a higher incidence of inflammatory illnesses such as diabetes,
obesity and heart disease (Maes et al. 2011; Buckley and Abbate, 2018) and higher levels of several pro-
inflammatory cytokines (Beurel et al. 2020; Osimo et al. 2020; Bhatt et al. 2022) than those without
MDD. Accordingly, pro-inflammatory cytokines may contribute to the increased risk for those with MDD
of cardiometabolic disease (CMD) (Celano et al. 2011). CMD is characterised by the markers of both
cardiovascular disease (CVD) and metabolic syndrome (Castro et al. 2003; Srivastava, 2012), and associated
with high mortality rates (WHO, 2017). In non-depressed cohorts, pro-inflammatory cytokines IL-1a, IL-6,
and TNF-a have been associated with specific aspects of psychological distress, including stress, anxiety
and hostility (Suarez et al. 2004; Postal et al. 2016; Barnard et al. 2019), obesity (Schmidt et al. 2014)
and cardiovascular risk factors (Ridker and Rane, 2021; Urschel and Cicha, 2015). However, concurrent
assessment of multiple associations between pro-inflammatory cytokines, specific psychological symptoms
associated with both MDD and CVD, body mass indices associated with metabolic syndrome, measures of
cardiovascular health, including sex differences, among individuals with MDD with comparison to a control
cohort is lacking.

The pro-inflammatory cytokines interleukin 1 alpha (IL-1a), interleukin 6 (IL-6) and tumor necrosis factor
alpha (TNF-a) are produced by mononuclear cells and macrophages and released into the blood stream in
response to an immunologic challenge (Dolwati et al. 2010; Beurel et al. 2020). Each coordinates a variety
of cell functions that ultimately stimulate and enhance inflammation (Bacchiega et al. 2017; Beurel et al.
2020). However, elevation of these pro-inflammatory cytokines in the absence of infection or tissue injury is
considered abnormal (Dolwati et al. 2010). Cytokines can cross the blood brain barrier and affect central
neural function, and increasing evidence suggests that abnormal inflammatory responses may play a role in
the pathophysiology of MDD (Beurel et al. 2020). A causative role of cytokines in MDD is supported by a
recent study that showed that administration of cytokines can cause depression-like behaviors and symptoms
(Bhatt et al. 2022) and from evidence that inflammation-based treatments and inflammation illnesses are
linked to depressed mood or depressive disorders (Dantzer et al. 2008, Capuron et al. 2009; Bhatt et al.
2022). Further, blockade of cytokine signalling is associated with mood-enhancing effects (Tyring et al.
2006; Hersey et al. 2021) and most cytokines decrease with effective anti-depressant treatment (Dahl et
al. 2014; Bhatt et al. 2022). The potential mechanism underlying these effects may be due to the role of
pro-inflammatory cytokines in serotonin availability. The cytokines have been shown to mediate serotonin
deficiency via tryptophan degradation by indoleamine 2,3-dioxygenase, which results in decreased availability
of tryptophan for cerebral serotonin synthesis (Felger and Lotrich, 2013).



Much research has reported that individuals with depression have higher pro-inflammatory cytokines than
healthy controls including IL-1a, IL-1(3, IL-6 and TNF- o (Simon et al. 2008; Dowlati et al. 2010; Al-Hakeim
et al. 2015; Munjiza et al. 2018; Osimo et al., 2020; Biirhan-Cavusoglu et al. 2021). However, there are
inconsistent results, with some studies showing no difference in plasma IL-6 or TNF-a between individuals
with versus without MDD (Brambilla et al. 2004; Cilan et al. 2012; Cassano et al. 2017; Obermanns et
al. 2021). Notably, IL-1 exists in two isoforms: IL-1lo, the main intracellular isoform, and IL-1(3, the main
released isoform (Dinarello, 2018); these are equally potent in activating the inflammatory process (Voronov
et al. 2013). Most research to-date with respect to MDD has focussed on IL-1f- however, since IL-1la is
found constitutively as opposed to IL-183 being the induced form released in an inflammatory disease state
(Voronov et al. 2013), it may be more relevant in MDD.

The pro-inflammatory cytokines are also associated with other psychological symptoms associated with
depression including stress (Huesten and Deak, 2014; Barnard et al. 2019), hostility (Suarez et al. 2004)
and anxiety (Postal et al. 2016; Bhatt et al. 2017). This is significant since these are in turn associated with
CMD risk factors (Goldbacher and Matthews, 2007; Nabi et al. 2010, Ojike et al. 2016; Gowey et al. 2019),
which may contribute to people with MDD being more vulnerable to developing CMD. Stress and depression
are associated with higher waist circumference and poorer metabolic health outcomes generally (Gowey et
al. 2019); anxiety is linked to cardiovascular disease and elevated heart rate (Olafiranye et al. 2011; pittig
et al. 2013); hostility is associated with increased blood pressure (Spicer and Chamberlain, 1996), lipid
dysregulation (Suarez et al. 1998), and the development of metabolic syndrome (Matthews and Salomon,
2003). Further, in relation to increased risk of CMD, pro-inflammatory cytokines are secreted by adipose
tissue and higher in obese individuals (Schmidt et al. 2014), and have pro-hypertension effects (Dorrance,
2007; Finnel and Wood, 2016). Given the multiple associations between the pro-inflammatory cytokines IL-
la, IL-6 and TNF-a, and psychopathologies and measures of adiposity and cardiovascular health, elucidating
these complex associations in a cohort of MDD, including comparison to healthy controls is needed.

Of interest is that inflammatory responses differ between sexes, with females showing more pronounced
inflammatory responses during bacterial and viral infections than males (O’Connor et al. 2007; Klein and
Flanagan, 2016; Wegner et al. 2017). A study by Wegner et al. (2017) among health individuals found
that when bacterial endotoxin was administered, females had a higher increase in plasma TNF-a and IL-
6 concentrations compared with males (Wegner et al. 2017). However, little research has examined sex
differences in inflammatory markers in association with depressive symptoms, with inconsistent results.
Serum levels of IL-6 and TNF-o were higher in depressed females than depressed males in one study (Birur
et al. 2017), but there were no sex differences in IL-6 among depressed participants in another study
(Davidson et al. 2009). In addition to females being at a greater risk for depression (Kessler et al. 2005)
and showing greater inflammatory reactivity (O’Connor et al. 2007; Klein and Flanagan, 2016; Wegner et
al. 2017), there are sex differences in antidepressant treatment response. It was reported that monoamine
oxidase inhibitors and selective serotonin reuptake inhibitors are more effective in female patients (Quitkin et
al. 2002), while male patients respond more favourably to tricyclic antidepressants (Kornstein et al. 2000).
Accordingly, it is important to examine sex differences in pro-inflammatory cytokines and their associations
with psychological symptoms, since these may be important to the aetiology of MDD and CMD risk.

Overall, despite much previous research that has investigated pro-inflammatory cytokines in people with
depression (Tuglu et al. 2003; Simon et al. 2008; Al-Hakeim et al. 2015), there are limited reports on
associations with both psychological symptoms (Suarez et al. 2004; Postal et al. 2016; Barnard et al. 2019)
and measures relevant to increased risk of CVD and metabolic syndrome (Ridker et al. 2000; Urschel and
Cicha, 2015), particularly in an MDD cohort. The present study aimed to compare the plasma concentration
of pro-inflammatory cytokines (IL-1a, IL-6, TNF-a) in participants with MDD versus healthy controls and by
sex, and to determine associations between these and measures of adiposity (waist circumference and BMI)
and cardiovascular health (blood pressure and heart rate), and psychological symptoms (stress, depression,
anxiety, hostility and global severity index of psychopathology), relevant to MDD and CMD risk. It was
hypothesized that plasma concentration of these pro-inflammatory cytokines would be: 1) higher in the MDD
group than healthy controls, and in females than males; 2) positively associated with waist circumference,



BMI, blood pressure and heart rate, and 3) positively associated with psychological symptoms of stress,
depression, anxiety and hostility.

Method:
2.1 Participants:

The method and participants of the current study have been previously published (Elgellaie et al. 2021). Par-
ticipants with MDD and healthy controls were recruited by media and university advertisements. Exclusion
criteria across both diagnostic groups included any use of corticosteroids, neurological illness, and substance
use disorders. Depressed participants were thoroughly pre-screened to confirm that they met DSM-5 criteria
for a current major depressive episode, and had not been receiving any psychological, pharmacological or
somatic treatment for MDD within the last two months. All control participants had no significant his-
tory of mental health problems or diagnosed mental disorders and they were age and sex matched to MDD
participants.

2.2 Measures and procedure:

The design of this study was cross-sectional. All participants attended the university clinical trials research
unit. Participants were given information about the study and provided written informed consent prior to
participating. Participants in the MDD group were interviewed using the Mini Neuropsychiatric Interview,
version 7.0.2 for Diagnostic and Statistical Manual of Mental Disorders-5 (DSM-5) (MINI; Sheehan, 2015).
All participants had their height, weight, waist circumference measured and their BMI (kg/m?) was calcu-
lated, and their blood pressure and heart rate recorded. A phlebotomist then collected a non-fasted morning
(between 9:00 — 11:00 a.m.) sample of blood (10 mL) into an EDTA tube. Within 5 minutes of blood
collection, 200 uL of aprotinin was added to each blood sample, which was then immediately centrifuged at
4°C and 3000 rpm for 10 minutes. Plasma aliquots were stored at -80 degC and thawed prior to hormone
analysis and measurements. Plasma concentrations of inflammatory cytokines (IL-la, IL-6, TNF-a) were
measured using standard ELISA methods.

For measures of psychopathology, all participants completed the Brief Symptom Inventory (BSI) question-
naire, which consists of 53 items covering nine symptom dimensions. For the current study, the scores for
the symptom dimensions of depression (e.g. feeling no interest in things), anxiety (e.g. feeling tense or
keyed up), and hostility (e.g. having urges to break or smash things) were used, along with the Global
Severity Index (GSI) as a measure of overall symptomatology during the past seven days (Derogatis, 1975).
Good internal consistency reliability is reported for all dimensions of the BSI (Derogatis, 1975). Participants
also completed the depression, anxiety and Stress Scale (DASS), which a 21 item self-report questionnaire
assessing depression, anxiety and stress severity over the past week (Lovibond and Lovibond, 1995), and
with high internal consistency (Brown et al. 1997). Subscale scores were summed and then doubled for
comparison with the DASS 42. For the current study, each participant’s score for stress was included in
analyses. Severity descriptors were calculated for both groups according to the established cut off scores for
each DASS subscale (Lovibond and Lovibond, 1995).

2.3 Data statistical analysis:

Statistical analyses were conducted using ‘Statistical Package for the Social Sciences’ (SPSS, Version 26).
Shapiro-Wilk Test of Normality was used to examine the normality distribution of the data. Logarithmic
transformations were used if the data were not normally distributed, and outliers as identified on box-
plots were removed. Two-way factorial analyses of variance (ANOVAs) were used to compare each of the
plasma inflammatory cytokines levels (IL-1a, IL-6, TNF-u), and measures of adiposity, cardiac health and
psychopathology symptoms between the MDD versus control groups, by sex. Spearman’s correlations were
performed to determine associations between each of the plasma inflammatory cytokines (IL-1a, IL-6, TNF-
o) and the measures of adiposity, cardiac health and psychopathology symptoms across both groups. Due
to previously reported differences in inflammatory cytokines level by MDD diagnosis and sex, correlations
were also conducted separately by diagnostic group and sex. Multiple regression analyses were conducted to



determine the unique contribution of each of the pro-inflammatory cytokines and sex to the psychopathology
symptoms. For all statistical tests o < .05 was considered statistically significant.

Results:
3.1 Participants’ characteristics

A total of 60 MDD participants and 60 healthy control participants aged between 18 and 54 years (M =
25.05, SD = 6.61 years) were included in data analyses. There were 34 females and 26 males in each group.
Participant characteristics including anthropometric and mental health symptoms are reported in Table 1,
as reported previously in the context of prolactin (Elgellaie et al. 2021). There were no significant differences
between diagnostic groups for age or any of the measures of adiposity or cardiac health. Weight, systolic
blood pressure and heart rate were higher in males than females (Elgellaie et al. 2021). There were no
further sex differences or group by sex interactions for any of the adiposity or cardiac health measures. The
psychometric measures (depression, anxiety, hostility, stress, GSI) were all significantly higher in the MDD
than the control group, and females scored significantly higher than males on GSI and marginally higher in
anxiety (p = 0.051).

Table 1 : Biometric and psychometric data (mean + standard deviation) overall, by group (MDD and
control) and sex

Interaction
(Group
by
Group  Group Sex Sex Sex)
Overall MDD Control Between Effect Female Male Between Effect I
Cohort groups  size sex size S
com- par- com- par- I
pari- tial pari- tial t
son n? son n? T
Number 120 60 60 - - 68 52 - - - -
Age 251+ 247+ 254+ F= 0.006 249+ 253+ F= 0.001 F= (
(Years) 6.60 6.03 7.20 0.65 p 7.40 5.40 0.14 p 2.98 p
=0.42 =0.71 = 0.09
Weight 738+ 746+ 733+ F= 0.001 688+ 808+ F= 0.135 F (
(Kg) 16.3 16.1 16.7 0.13 p 16.2 13.9 182 p =0.87
=0.72 < =
0.001 0.35
BMI 255+ 258+ 251+ F= 0.003 2544+ 255+ F= 0.001 F (
(Kg/m?) 5.40 5.40 5.40 0.31 p 6.10 4.40 0.01 p =1.36
= 0.58 =0.91 p
=0.25
Waist 7.0+ 89.0£ 8.0+ F= 0.018 820+ 9.0+ F= 0.028 F (
(Cm) 0.14 0.14 0.13 2.10 p 0.13 0.12 333 p =2.95
=0.15 = 0.07 p
=0.09
HR 73.7£ T45+ 729+ F = 0.003 692+ 772+ F= 0.095 F = (
(Beats/minh.9 12.1 13.8 0.33 p 12.2 12.5 12.1p 0.97 p
= 0.57 = =0.33
0.001



Interaction

(Group
by
Group  Group Sex Sex Sex)
SBP 120 £+ 119 + 120 £+ F = 0.011 112 + 129 + F= 0.390 F = (
(mmHg) 13.9 12.5 15.2 1.28 p 9.20 12.9 743 p 1.95p
= 0.26 < =0.17
0.001
DBP 3.1+ 739+ 7224+ F = 0.007 723+ 741+ F= 0.010 F= (
(mmHg) 8.80 8.04 9.58 0.77 p 8.70 9.01 1.14p 1.19p
=0.38 =0.29 =0.28
Global 1.044+ 179+ 0284+ F= 0.703 113+ 091+ F= 0.049 = (
Sever- 0.91 0.67 0.24 275 p 0.99 0.79 6.02 p 3.08 p
ity < = 0.08
Index 0.001 0.016
Depressionl .34 243+ 024+ F = 0.769 1414+ 124+ F = 0.020 F= (
+£1.25 0.79 0.32 386 p 1.31 1.18 238 p 0.43 p
< =0.13 0.51
0.001
Anxiety 095+ 167+ 023+ F= 0.586 104+ 082+ F= 0.032 F = (
0.94 0.82 0.25 164 p 0.99 0.87 3.89 p 227p
< = 0.13
0.001 0.051
Hostility 0.89 £+ 1.52 £ 027+ F= 0.464 099+ 077+ F= 0.025 F = (
0.92 0.91 0.27 100 p 1.01 0.78 299 p 1.75 p
< = 0.08 =0.19
0.001
Stress 139+ 2244 53T+ F= 0.573 150+ 124+ F = 0.030 F = (
11.3 9.28 4.86 155 p 11.4 11.0 3.95 p 0.65 p
< = 0.06 = 0.42
0.001

MDD: Major Depressive Disorder. BMI: Body Mass Index. HR: Heart Rate. SBP: Systolic Blood Pressure.
DBP: Diastolic Blood Pressure. Global Severity Index, depression, anxiety and hostility scores measured by
Brief Symptom Inventory scale. Stress score measured by Depression, Anxiety, Stress Scale. = Two-Way
ANOVA. Significance at p < 0.05

3.2 Plasma cytokine concentrations:

Each cytokine showed positive skewed distribution (IL1-o skewness = 5.684, IL6 skewness = 8.562, TNF-a
skewness= 9.047). Shapiro-Wilk tests for all the cytokines data were significant (p < 0.001) indicating that
the data did not follow normal distribution. Two outliers were removed from the IL-1o data (one MDD and
one control) with concentrations of 8.31 pg/mL and 8.06 pg/mL, respectively; one outlier from the control
group was removed from each of IL-6 and TNF-a data with concentrations of 165.8 pg/mL and 42.3 pg/mL,
respectively. The ranges of IL-1a, IL-6 and TNF-a were 0.36 - 4.69 pg/mL, 2.67 - 42.3 pg/mL and 0.39 -
9.32 pg/mL respectively. Mean cytokine values (IL-1o, IL-6 and TNF-a) are shown in Table 2. All values
were logarithmic-transformed for all analyses to reduce skewness.

As shown in Table 2, both the means of IL-1a and I1-6 concentrations were higher in MDD than controls,
with no effect of sex. However, there was a significant group by sex interaction for IL-6, whereby depressed
females had significantly higher plasma IL-6 than females in the control group (0.95 £+ 0.25 versus 0.77 +
0.21; p = 0.002), while males in the MDD and control groups had similar plasma IL-6 (0.84 £ 0.16 versus



0.83 + 0.21, p = 0.862). There were no significant effects or interaction for TNF-a. When age and BMI were
considered as covariates, they were not significant cofounders for any of the cytokines. Among the cytokines,
IL-6 and TNF-o were strongly correlated (r = 0.651, p < 0.001), however IL-1a did not correlate with IL-6
(r = 0.058, p = 0.365) nor with TNF-a (r = 0.130, p = 0.162).

Table 2 : Plasma concentrations of IL-1a, IL-6 and TNF-a per group and sex. Mean values with standard
deviation in parentheses

Group Group Sex Sex
MDD Control Between Effect Female Male Between Effect Interaction
groups size sex size (Group
comparison " partial comparison " partial by Sex)
n? n?
IL-1a 1.01 0.82 F= 0.044 0.95 0.88 F = 0.005 F=
(pg/ml) (0.61) (0.32) 5211 p (0.37) (0.61) 0.616 p 2.122 p
= 0.024 = 0.434 = 0.148
Log 2.97 2.88 F= 0.066 2.95 2.89 F = 0.027 F=
IL-1a (0.17) (0.17) 8.060 p (0.16) (0.19) 3215 p 3.005 p
= 0.005 = 0.076 = 0.086
1L-6 9.49 7.11 F= 0.027 8.83 7.61 F = 0.010 F=
(pg/ml) (7.75) (4.34) 3.234 p (7.60) (4.22) 1.133 p 3.905 p
= 0.075 = 0.289 = 0.051
Log IL-6  0.90 0.80 F= 0.046 0.86 0.84 F = 0.003 F=
(0.22) (0.21) 5.595 p (0.25) (0.19) 0.380 p 4.552 p =
= 0.020 = 0.539 0.035
TNF-a 1.95 1.48 F= 0.022 1.72 1.71 F= 0.000 F=
(pg/ml) (1.79) (0.86) 2.614 p (1.54) (1.26) 0.001 p 1.571 p
= 0.109 = 0.970 =0.213
Log 3.19 3.12 F= 0.014 3.14 3.16 F = 0.002 F=
TNF-a (0.27) (0.20) 1.684 p (0.25) (0.23) 0.177 p 2.254 p
=0.197 = 0.675 =0.136

IL-1o: Interleukin-la, IL-6: Interleukin-6, TNF-o: Tumor Necrosis Factor-a. MDD: Major Depressive Dis-
order. "Two-Way ANOVA. Significance p < 0.05

Associations between cytokines, measures of adiposity, cardiac health and psychological symptoms:

In the total cohort, IL-1a and IL-6 were significantly correlated with all psychometric measures, while TNF-o
was correlated significantly with anxiety and hostility but not with depression, stress or GSI (Table 3). In
contrast, none of the pro-inflammatory cytokines (IL-1a, IL-6, TNF-a) correlated with adiposity or cardiac
health measures. When analyses were performed separately per diagnostic group and per sex, there were
differential correlations. In the MDD group, IL-6 was correlated with anxiety, hostility, GSI, and stress, and
TNF-o with hostility, while IL-1a did not correlate with any psychological symptoms. In the control group,
IL-1a was correlated with hostility, IL-6 negatively with depression and stress, and TNF-a negatively with
depression. Among females, IL-6 correlated with all of the psychometric measures, TNF-a correlated with
anxiety, hostility, GSI and stress and IL-1a did not show any significant correlations. In contrast, among
males, IL-1a correlated with depression, hostility, GSI and stress, while IL-6 and TNF-a did not correlate
with any psychological symptoms.

Table 3 : Spearman’s correlations of pro-inflammatory cytokines (IL-1la, I1-6, TNF-o) with psychometric
measures per cohort, group (MDD and control) and sex (females and males)



Measure Total cohort Total cohort MDD MDD  Control Control Females Females
r P r P r P T p 1
IL-1a Depression 0.215 0.019 0.038 0.772 -0.024 0.376 0.092 0.462 |
Anxiety 0.190 0.040 -0.032 0.807 0.180 0.173 0.145 0.245 |
Hostility 0.214 0.020 0.035 0.791  0.259 0.047 0.040 0.748 |
Global Severity Index  0.243 0.008 0.048 0.717  0.226 0.085 0.128 0.305 |
Stress 0.230 0.012 0.070  0.597  0.116 0.381 0.153 0.220 |
1L-6 Depression 0.207 0.024 0.124 0.344 -0.349 0.007 0.320 0.008 :
Anxiety 0.291 0.001 0.307  0.017 -0.218 0.098 0.425 0.000 |
Hostility 0.362 0.000 0.435 0.001 -0.141 0.286 0.487 0.000 |
Global Severity Index 0.273 0.003 0.281 0.029 -0.248 0.059 0.390 0.001 -
Stress 0.233 0.011 0.266  0.040  -0.287 0.027 0.324 0.007 |
TNF-a  Depression 0.088 0.344 -0.009 0.943 -0.297 0.022 0.199 0.104
Anxiety 0.200 0.029 0.196 0.134 -0.031 0.817 0.376 0.002
Hostility 0.261 0.004 0.299 0.020 -0.012 0.929 0.427 0.000
Global Severity Index 0.153 0.429 0.128  0.329 -0.158 0.232 0.296 0.014
Stress 0.168 0.068 0.186 0.154  -0.136 0.306 0.305 0.012
IL-1e:: Interleukin-la, IL-6: Interleukin-6, TNF-a: Tumor Necrosis Factor-a. GSI: Global Severity Index of
the Brief Symptom Inventory. Significance p < 0.05
Multiple linear regression analyses revealed that both IL-1a and IL-6 were associated with depression, hos-
tility, and GSI, and that IL-1a was also associated with Stress, and IL-6 was also associated with anxiety.
TNF-a and sex were not significant independent variables of psychological symptoms in any of the regression
models (Table 4).
Table 4 : Multiple regression analyses for psychometrics (dependents) by the predictors (Sex, IL-1a, IL-6,
TNF-a)
Dependent  Dependent  Dependent  Dependent — Depend
variables variables variables variables variable
Depression — Anxiety Hostility GSI Stress
Model Model R R? 0.284 0.081  0.308 0.062  0.386 0.149 0.337 0.113 0.289 0
summary summary
ANOVA ANOVA FP 2.460 0.049  2.930 0.024  4.889 0.001  3.578 0.009  2.559 0
Standardised Sez Sex BP -0.004 -0.064 -0.060 -0.055 -0.058
coefficients 0.968 0.488 0.501 0.545 0.533
IA-1a IA-1a BP 0.210 0.025 0.161 0.083 0.179 0.048 0.223 0.016  0.208 0
I1L-6 1L-6 BP 0.247 0.037  0.254 0.030 0.314 0.006  0.280 0.016  0.190 O
TN®-a TN®-a BP -0.133 -0.028 0.007 0.954  -0.099 -0.032
0.261 0.810 0.392 0.787

IL-1o: Interleukin-la, IL-6: Interleukin-6, TNF-a: Tumor Necrosis Factor-a. GSI: Global Severity Index of
the Brief Symptom Inventory. Significance p < 0.05

4.0 Discussion:

Overall, the current results suggest that despite their common actions in the inflammatory response, the
pro-inflammatory cytokines are differentially associated with psychological symptoms related to MDD, with
some interesting sex-specific effects. The pro-inflammatory cytokines IL-1a and IL-6 were significantly higher



in those with MDD than healthy controls; however, a group by sex interaction for IL-6 and post-hoc analysis
revealed that IL-6 was significantly higher in MDD versus control only for females. Both IL-1a and IL-6 were
associated with all psychological symptoms measured. In contrast, TNF-a did not differ between those with
versus without MDD and was correlated with anxiety and hostility only. Despite none of the inflammatory
cytokines being different between sexes, there was a sex difference in their associations with psychological
symptoms; these were associated with IL-6 and TNF-a, but not IL-1a in females, and with IL-1a but neither
IL-6 nor TNF-1a in males. In contrast to hypotheses, the pro-inflammatory cytokines were not significantly
associated with adiposity or cardiac health measures.

The current finding of significantly higher plasma IL-1a with MDD is consistent with a previous study (Simon
et al. 2008) and add to the limited reports on examination of IL-1a in MDD. Interestingly, in the current
study, although IL-6 was similarly higher in the MDD group, this was with a sex interaction and IL-6 was
only higher in females with MDD versus without MDD with no difference between MDD males and control
males. While previous studies also reported that individuals with MDD had higher IL.-6 than controls, they
did not examine any sex differences (Al-Hakeim et al. 2015; Munjiza et al. 2018). This gives the assumption
of a difference between groups for both males and females, which may be incorrect. The current results
highlight how important it is to test for the sex effect. Given females are more prone to MDD (Kessler et al.
2005), show more pronounced inflammatory responses (Wegner et al. 2017) and have higher CVD-related
mortality rate than males (Gao et al. 2019), and the female-specific association of IL-6 with depression here,
it is worth further investigating a potential role for IL-6 in mediating these relationships.

Both IL1-a and I1.-6 were significantly correlated with the GSI score as well as scores of depression, anxiety,
hostility and stress, and accounted for unique variance in each of these psychometric measures, when included
alongside TNF-a and sex in multiple linear regression analyses. Interestingly, they both were independent
predictors of depression and hostility, while only IL1-a was predictive of stress and only IL-6 was predictive of
anxiety. Similarly, previous studies in non-depressed cohorts reported associations of IL-1a with depressive
symptom severity (Suarez et al. 2003) and with hostility (Suarez et al. 2004), and associations of IL-6
with depressive symptoms, anxiety (Reichenberg et al. 2001) and hostility (Suarez et al. 2003; Suarez et al.
2004). The positive associations of IL-1a and IL-6 with stress in the current study is expected, since stress
stimulates the release of glucocorticoids and catecholamines which themselves promote inflammation, and
the pro-inflammatory cytokines are also involved in the adaptation to stressors (McEwen, 2008). The current
results are important since they extend beyond the previous studies in non-depressed individuals to report
on the association of pro-inflammatory cytokines with specific psychopathology symptoms in participants
with MDD.

In the current study, TNF-a concentration did not differ between diagnostic groups or between females and
males and was only correlated with the psychological measures of anxiety and hostility, and not with the
GSI, depression severity or stress. Although this result agrees with previous research (Cilan et al. 2012;
Karlovi¢ et al. 2012; Cassano et al. 2017; Obermanns et al. 2021; Biirhan-Cavusoglu et al. 2021), others
have reported that TNF-a was significantly higher in MDD than healthy controls (Tulgu et al. 2003; Liu et
al. 2012; Al-Hakeim et al. 2015; Kohler et al. 2017). However, two of these latter studies had small sample
size (N = 43) (Tulgu et al. 2003) and (N = 60) (Al-Hakeim et al. 2015), included depressed patients who
were using anti-depressed treatment (Al-Hakeim et al. 2015), and they were not age and sex matched with
the control participants (Tulgu et al. 2003); all these factors may have confounded the findings.

TNF-o had a more discriminatory profile than IL-1a and IL-6 in terms of associations with psychological
symptoms, being correlated only with anxiety and hostility. This agrees with previous research that reported
an association of TNF-a with anxiety (Reichenberg et al. 2001; Postal et al. 2016) and hostility (Suarez
et al. 2004; Takahashi et al. 2018), albeit among healthy participants. Of note is that there is a well-
established relationship between hostility and CMD risk: hostility is linked with high blood pressure (Spicer
and Chamberlain, 1996), elevated levels of low-density lipoproteins (Suarez et al. 1998) and greater risk
of coronary heart disease (Wong et al., 2013), all associated with inflammatory processes (Goldbacher and
Matthews, 2007; Nabi et al. 2010). Given these pieces of evidence, TNF-a could be associated with the risk of



CMD directly by its pro-inflammatory nature and indirectly through its link with hostility. Although TNF-«a
correlated significantly with hostility and anxiety, when it was entered in regression analyses alongside the
other pro-inflammatory cytokines in the current study, it did not significantly account for unique variance in
psychological symptoms. This is perhaps due to the positive correlation between IL-6 and TNF-o, and since
IL-6 was a stronger predictor of psychological symptoms than TNF-a, IL-6 accounted for unique variance in
most types of psychological symptoms.

Investigating the sex effect on the association of pro-inflammatory cytokines with psychological symptoms
showed compelling results in the current study. IL-1a was correlated with all psychological symptoms in males
but none in females, while IL-6 and TNF-o were correlated with all psychological symptoms, except not TNF-
o with depression severity, in females, but none in males. IL-1a may be a risk factor for depression, hostility
and stress in males, and IL-6 and TNF-a could be risk factors to being anxious, hostile and stressed in females.
These novel findings of sex-specific relationships between pro-inflammatory cytokines and psychopathology
symptoms in a clinical cohort with MDD may be related to sex differences in MDD prevalence, symptoms
and treatment response (Seney et al. 2021).

In the current study, none of the pro-inflammatory cytokines were correlated with CMD risk indices of waist
circumference, BMI, blood pressure or heart rate. Although one study presented an association between
pro-inflammatory cytokines (IL-1la) and obesity (Um et al. 2011), this was in non-depressed participants.
A previous study among people with MDD reported that IL-6 and TNF-a were both correlated with BMI
(Shelton et al. 2015); however, these individuals were obese or severely obese with BMI greater than 30
Kg/m?. The lower mean BMI of participants in the current study, in the overweight rather than the obese
range, may have contributed to the lack of significant association between the inflammatory cytokines and
BMI or waist circumference. Similarly, participants in the current study were in the normotensive range on
average, and the lack of correlation between any of the pro-inflammatory cytokines and blood pressure likely
indicates that pro-inflammatory cytokines are more relevant to high blood pressure.

There were several limitations to the current study. Firstly, the cohort was normotensive, and most par-
ticipants were non-obese. This likely affected the non-significant association between pro-inflammatory
cytokines with blood pressure and BMI. Being a cross-sectional study allowed only for associations to be
assessed rather than examination of any causative effects as per a longitudinal study design. Further, since
research supports a role of IL-1p in the development of adipose tissue inflammation, insulin resistance and
metabolic syndrome (Ballak et al. 2015), it would be important to assess IL-1§3 alongside IL-1a in a cohort
with MDD who have physical and physiological CMD risk indices such as high blood pressure and BMI.

In conclusion, of the plasma pro-inflammatory cytokines, only IL-1a was elevated in MDD versus control,
IL-6 was higher in MDD versus control among females, and TNF-a did not differ between groups. The
latter finding and the lack of a main effect of sex on IL-1-o and TNF-a were contrary to our hypothesis.
The group by sex interaction for I1.-6 and sex specific associations between pro-inflammatory cytokines and
psychometrics suggests potentially differential roles of these cytokines and mental health between males
and females. These results of sex differences in inflammatory processes linked to depressive symptoms are
compelling and could be aetiologically important in depression interventions and treatments.

Funding sources:

This research received a Collaborative Project Grant from the Illawarra Health and Medical Research Insti-
tute. Asmahan Elgellaie’s PhD candidature is supported by the Australian Government Research Training
Program Scholarship.

Declaration of interest:
None.
References:

1. Al-Hakeim, H.K., Al-Rammahi, D.A., Al-Dujaili, A.H., 2015. IL-6, IL-18, sIL-2R, and TNFa proin-

10



10.

11.

12.

13.

14.

15.

16.

17.

18.

flammatory markers in depression and schizophrenia patients who are free of overt inflammation. J
Affect Disord. 15,106-14. http://doi.org/10.1016/j.jad.2015.04.044.

Bacchiega, B.C., Bacchiega, A.B., Usnayo, M.J.G., Bedirian, R., Singh, G., Pinheiro, G.D.C. 2017.
Interleukin 6 Inhibition and Coronary Artery Disease in a High-Risk Population: A Prospective
Community-Based Clinical Study. Am Heart J. 6, 1-9.http://doi.org/10.1161/JAHA.116.005038
Ballak, D.B., Stienstra, R., Tack, C.J., Dinarello, C.A., van Diepen, J.A., 2015. IL-1 family members
in the pathogenesis and treatment of metabolic disease: Focus on adipose tissue inflammation and
insulin resistance. Cytokine. 75, 280-90. http://doi.org/10.1016/j.cyt0.2015.05.005.

. Barnard, D.F., Gabella, K.M., Kulp, A.C., Parker, A.D., Dugan, P.B., Johnson, J.D., 2019. Sex

differences in the regulation of brain IL-1p in response to chronic stress. Psychoneuroendocrinology.103,
203-211. http:// doi.org/ 10.1016/j.psyneuen.2019.01.026.

Beurel, E., Toups, M., Nemeroff, C.B., 2020. The Bidirectional Relationship of Depression and Inflam-
mation: Double Trouble. Neuron. 107, 234-256. http://doi.org/10.1016/j.neuron.2020.06.002.

Bhatt, S., Devadoss, T., Jha, N. K., Baidya, M., Gupta, G., Chellappan, D. K., Singh, S. K., Dua, K.,
2022. Targeting inflammation: a potential approach for the treatment of depression. Metab brain dis.
https://doi.org/10.1007/s11011-022-01095-1

Bhatt, S., Mahesh, R., Devadoss, T., Jindal, A., 2017. Neuropharmacological evaluation of a novel
5-HT3 receptor antagonist (4-benzylpiperazin-1-yl)(3-methoxyquinoxalin-2-yl) methanone (6 g) on
lipopolysaccharide-induced anxiety models in mice. J Basic Clin Physiol Pharmacol. 28, 101-106.
http://doi.org/10.1515/jbcpp-2016-0083.

Birur, B., Amrock, E.M., Shelton, R.C., Li, L., 2017. Sex Differences in the Peripheral Immune System
in Patients with Depression. Front psychiatry. 8, 108. https://doi.org/10.3389/fpsyt.2017.00108
Brambilla, F., Monteleone, P., Maj, M., 2004. Interleukin-1beta and tumor necrosis factor-
alpha in children with major depressive disorder or dysthymia. J Affect Disord. 78, 273-7.
http://doi.org/10.1016/S0165-0327(02)00315-4.

Brown, T.A., Korotitsch, W., Chorpita, B.F. Barlow, D.H., 1997. Psychometric properties of the
Depression Anxiety Stress Scales (DASS) in clinical samples. Behav Res and Ther, 35, 79-89.
https://doi.org/10.1348 /014466506 X 158996

Buckley, L.F., Abbate, A., 2018. Interleukin-1 blockade in cardiovascular diseases: a clinical update.
Eur. Heart J. 39, 2063-2069. http://doi.org/10.1093.

Biirhan-Cavusoglu, P., Iscan, E., Giines, A., Atabey, N., Alkm, T., 2021. Increased telomerase
activity in major depressive disorder with melancholic features: Possible role of pro-inflammatory
cytokines and the brain-derived neurotrophic factor. Brain Behav Immun Health. 4:100259.
http://doi.org/10.1016/;.bbih.2021.100259.

Capuron, L., Fornwalt, F.B., Knight, B.T., Harvey, P.D., Ninan, P.T., Miller, A.H., 2009. Does
cytokine-induced depression differ from idiopathic major depression in medically healthy individuals?. J
Affect disord. 119, 181-185. https://doi.org/10.1016/j.jad.2009.02.017

Cassano, P., Bui, E., Rogers, A.H., Walton, Z.E., Ross, R., Zeng, M., Nadal-Vicens, M., Mischoulon,
D., Baker, A.W., Keshaviah, A., Worthington, J., Hoge, E.A., Alpert, J., Fava M., Wong, K.K., Simon
,N.M., 2017. Inflammatory cytokines in major depressive disorder: A case-control study. Aust N Z J
Psychiatry. 51, 23-31. http://doi.org/10.1177/0004867416652736.

Castro, J.P., El-Atat, F.A., McFarlane, S.I., Aneja, A., Sowers, J.R., 2003. Cardiometabolic syndrome:
pathophysiology and treatment. Curr Hypertens Rep.5, 393-401. http://doi.org/ 10.1007/s11906-003-
0085-y.

Celano, C.M., Huffman, J.C., 2011. Depression and cardiac disease: a review. Cardiol Rev.19,130-42.
http://doi.org/ 10.1097/CRD.0b013e31820e8106.

Cilan, H., Oguzhan, N., Unal, A., Turan, T., Koc, A.N., Sipahioglu, M.H., Utas, C., Oymak, O., 2012.
Relationship between depression and proinflammatory cytokine levels in hemodialysis patients. Ren
Fail. 34, 275-8. http://doi.org/ 10.3109/0886022X.2011.647292.

Dahl, J., Ormstad, H., Aass, H.C., Malt, U.F., Bendz, L.T., Sandvik, L., Brundin, L., Andreassen,
0O.A., 2014. The plasma levels of various cytokines are increased during ongoing depression and

11



19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

are reduced to normal levels after recovery. Psychoneuroendocrinology. 45, 77-86. http://doi.org/
10.1016/j.psyneuen.2014.03.019.

Dantzer, R., O’Connor, J.C., Freund, G.G., Johnson, R.W., Kelley, K.W., 2008. From inflammation
to sickness and depression: when the immune system subjugates the brain. Nat. Rev. Neurosci. 9,
46-56. http://doi.org/10.1038 /nrn2297

Davidson, K.W., Schwartz, J.E., Kirkland, S.A., Mostofsky, E., Fink, D., Guernsey, D., Shimbo, D.,
2009. Relation of inflammation to depression and incident coronary heart disease (from the Canadian
Nova Scotia Health Survey [NSHS95] Prospective Population Study). Am J Cardiol. 103, 755-61.
http://doi.org/10.1016/j.amjcard.2008.11.035.

Derogatis, L.R., 1975. Brief Symptom Inventory. Baltimore, MD: Clin. Psychom. Res.

Dinarello, C.A., 2018. Overview of the IL-1 family in innate inflammation and acquired immunity.
Immunol Rev. 281, 8-27. http://doi.org/10.1111/imr.12621.

Dorrance, A.M., 2007. Interleukin 1-beta (IL-1beta) enhances contractile responses in endothelium-
denuded aorta from hypertensive, but not normotensive, rats. Vascul Pharmacol. 47, 160-5.
http://doi.org/10.1016/j.vph.2007.05.007.

Dowlati, Y., Herrmann, N., Swardfager, W., Liu, H., Sham, L., Reim, E.K., Lanctot,
K.L., 2010. A meta-analysis of cytokines in major depression. Biol Psychiatry. 67, 446-57.
http://doi.org/10.1016/j.biopsych.2009.09.033.

Elgellaie, A., Larkin, T., Kaelle, J., Mills, J., Thomas, S., 2021. Plasma prolactin is hig-
her in major depressive disorder and females, and associated with anxiety, hostility, so-
matization, psychotic symptoms and heart rate. Comprehensive Psychoneuroendocrinology, 6.
http://doi.org/10.1016/j.cpnec.2021.100049.

Felger, J.C., and Lotrich, F.E., 2013. Inflammatory Cytokines in Depression: Neu-
robiological ~Mechanisms and Therapeutic Implications. Neurosci. 246, 199-229. htt-
ps://doi.org/10.1016/j.neuroscience.2013.04.060

Finnell, J.E., Wood, S.K., 2016. Neuroinflammation at the interface of depression and cardio-
vascular disease: Evidence from rodent models of social stress. Neurobiol Stress. 4, 4:1-14. htt-
ps://doi.org/10.1016/j.ynstr.2016.04.001.

Gao, Z., Chen, Z., Sun, A., Deng, X. 2019. Gender differences in cardiovascular disease. DOAJ.4.
https://doi.org/10.1016/j.medntd.2019.100025.

Global Burden of Disease, 2017. Global, regional, and national incidence, prevalence, and years lived
with disability for 354 diseases and injuries for 195 countries and territories, 1990-2017: a systematic
analysis for the Global Burden of Disease Study 2017. The Lancet. 392, 1789-1858.

Goldbacher, E., Matthews, K. A., 2007. Are psychological characteristics related to risk of the metabolic
syndrome? A review of the literature. Ann Behav Med. 34, 240-52. doi:10.1007/BF02874549

Gowey, M.A., Khodneva, Y., Tison, S.E., Carson, A.P., Cherrington, A.L., Howard, V.J., Safford, M.M.,
Dutton, G.R., 2019. Depressive symptoms, perceived stress, and metabolic health: The REGARDS
study. Int J Obes (Lond). 43, 615-632. https://doi.org/10.1038/s41366-018-0270-3.

Hersey, M., Hashemi, P., Reagan, L. P. 2022. Integrating the monoamine and cytokine hypo-
theses of depression: Is histamine the missing link?. Eur. J. Neurosci. 55 , 2895-2911. htt-
ps://doi.org/10.1111/ejn.15392.

Hueston, C.M., Deak, T., 2014. The inflamed axis: the interaction between stress, hormones, and the
expression of inflammatory-related genes within key structures comprising the hypothalamic-pituitary-
adrenal axis. Physiol Behav.124, 77-91. https://doi.org/10.1016/j.physbeh.2013.10.035.

Karlovi¢, D., Serretti, A., Vrki¢, N., Martinac, M., Mar¢inko, D., 2012. Serum concentrations of CRP,
IL-6, TNF-o and cortisol in major depressive disorder with melancholic or atypical features. Psychiatry
Res. 198, 74-80. https://doi.org/10.1016/j.psychres.2011.12.007.

Kessler, R.C., Berglund, P., Demler, O., Jin, R., Merikangas, K.R., Walters, E.E., 2005. Lifetime
prevalence and age-of-onset distributions of DSM-IV disorders in the National Comorbidity Survey
Replication. Arch Gen Psychiatry. 62, 593-602. https://doi.org/10.1001/archpsyc.62.6.593.

Klein, S., Flanagan, K., 2016. Sex differences in immune responses. Nat Rev Immunol. 16, 626-638.

12



37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

https://doi.org/10.1038 /nri.2016.90

Kohler, C.A., Freitas, T.H., Maes, M., de Andrade, N.Q., Liu, C.S., Fernandes, B.S., Stubbs, B.,
Solmi, M., Veronese, N., Herrmann, N., Raison, C.L., Miller, B.J., Lanctot, K.L., Carvalho, A.F.,
2017. Peripheral cytokine and chemokine alterations in depression: a meta-analysis of 82 studies. Acta
Psychiatr Scand. 135,373-387. https://doi.org/10.1111/acps.12698.

Kornstein, S.G., Schatzberg, A.F., Thase, M.E., Yonkers, K.A., McCullough, J.P., Keitner, G.I.,
Gelenberg, A.J., Davis, S.M., Harrison, W.M., Keller, M.B., 2000. Gender differences in treatment
response to sertraline versus imipramine in chronic depression. Am J Psychiatry. 157, 1445-52.
http://doi.org/10.1176/appi.ajp.157.9.1445.

Liu, Y., Ho, R.C., Mak, A., 2012. Interleukin (IL)-6, tumour necrosis factor alpha (TNF-a) and soluble
interleukin-2 receptors (sIL-2R) are elevated in patients with major depressive disorder: a meta-analysis
and meta-regression. J Affect Disord. 139, 230-9. http://doi.org/10.1016/j.jad.2011.08.003.
Lovibond, S.H., Lovibond, P.F., 1995. Manual for the Depression Anxiety Stress Scales. (2"¢. Ed.) Syd-
ney: Psychology Foundation. ISBN 7334-1423-0.

Maes, M., Kubera, M., Obuchowiczwa, E., Goehler, L., Brzeszcz, J., 2011. Depression’s multiple
comorbidities explained by (neuro)inflammatory and oxidative & nitrosative stress pathways. Neuro
Endocrinol Lett. 32, 7-24. PMID: 21407167.

Matthews, K.A., Salomon, K., 2003. Hostility predicts the metabolic syndrome risk factors in children
and adolescents. Health Psychol. 22, 279-286. http://doi.org/10.4306/pi.2014.11.3.325

McEwen, B.S., 2008. Central effects of stress hormones in health and disease: Understanding
the protective and damaging effects of stress and stress mediators. Eur J Pharmacol.583, 174-185.
http://doi.org/10.1016/j.ejphar.2007.11.071

Munjiza, A., Kostic, M., Pesic, D., Gajic, M., Markovic, I., Tosevski, D.L., 2018. Higher concentration
of interleukin 6 - A possible link between major depressive disorder and childhood abuse. Psychiatry
Res. 264, 26-30. http://doi.org/10.1016/j.psychres.2018.03.072.

Nabi, H., Hall, M., Koskenvuo, M., Singh-Manoux, A., Oksanen, T., Suominen, S., Kivimaki, M.
M., Vahtera, J., 2010. Psychological and Somatic Symptoms of Anxiety and Risk of Coronary Heart
Disease: The Health and Social Support Prospective Cohort Study. Biol Psychiatry. 67, 378-385
http://doi.org/10.1016/j.biopsych.2009.07.040.

Obermanns, J., Krawczyk, E., Juckel, G., Emons, B. 2021. Analysis of cytokine levels, T regu-
latory cells and serotonin content in patients with depression. FEur. J. Neurosci. 53 , 3476-3489.
https://doi.org/10.1111/ejn.15205

O’Connor, M.F., Motivala, S.J., Valladares, E.M., Olmstead, R., Irwin, M.R., 2007. Sex differences
in monocyte expression of IL-6: role of autonomic mechanisms. Am J Physiol Regul Integr Comp
Physiol. 293, R145-51. http://doi.org/10.1152/ajpregu.00752.2006.

Ojike, N., Sowers, J. R., Seixas, A., Ravenell, J., Rodriguez-Figueroa, G., Awadallah, M., Zizi, F., Jean-
Louis, G., Ogedegbe, O., Samy 1. McFarlane, S. 1., 2016. Psychological Distress and Hypertension:
Results from the National Health Interview Survey for 2004-2013. Cardiorenal Med. 6, 198-208.
http://doi.org/0.1159/000443933.

Olafiranye, O., Jean-Louis, G., Zizi, F., Nunes, J., Vincent, M., 2011. Anxiety and cardiovascular risk:
Review of Epidemiological and Clinical Evidence. Mind & brain : the journal of psychiatry, 2, 32-37.
Osimo, E.F., Pillinger, T., Rodriguez, I.M., Khandaker, G.M., Pariante, C.M., Howes, O.D., 2020. In-
flammatory markers in depression: A meta-analysis of mean differences and variability in 5,166 patients
and 5,083 controls. Brain Behav Immun. 87, 901-909. http://doi.org/10.1016/j.bbi.2020.02.010.
Pittig. A., Arch, J.J., Lam, C.W., Craske, M.G., 2013. Heart rate and heart rate vari-
ability in panic, social anxiety, obsessive-compulsive, and generalized anxiety disorders at base-
line and in response to relaxation and hyperventilation. Int J Psychophysiol. 87, 19-27.
http://doi.org/10.1016/j.ijpsycho.2012.10.012

Postal, M., Lapa, A. T., Sinicato, N. A., de Oliveira Pelicari, K., Peres, F. A., Costallat,
L. T., Fernandes, P. T., Marini, R., Appenzeller, S.; 2016. Depressive symptoms are associated
with tumor necrosis factor alpha in systemic lupus erythematosus. J. neuroinflammation, 13, 5.

13



53.

o4.

55.

56.

o7.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

https://doi.org/10.1186/s12974-015-0471-9

Quitkin, F.M., Stewart, J.W., McGrath, P.J., Taylor, B.P., Tisminetzky, M.S., Petkova, E., Chen, Y.,
Ma, G., Klein, D. F. 2002. Are there differences between women’s and men’s antidepressant responses?
Am J Psychiatry. 159, 1848-1854. https://doi.org/10.1176/appi.ajp.159.11.1848

Reichenberg, A., Yirmiya, R., Schuld, A., Kraus, T., Haack, M., Morag, A., Pollmécher, T., 2001.
Cytokine-associated emotional and cognitive disturbances in humans. Arch Gen Psychiatry. 58 :445-
52. https://doi.org/10.1001/archpsyc.58.5.445.

Ridker, M., Rane, M., 2021. Interleukin-6 Signaling and Anti-Interleukin-6 Therapeutics in Cardiovas-
cular Disease. Circ res. 128, 1728-1746. https://doi.org/10.1161/CIRCRESAHA.121.319077

Ridker, P.M., Hennekens, C.H., Buring, J.E., Rifai, N., 2000. C-reactive protein and other markers
of inflammation in the prediction of cardiovascular disease in women. N Engl J Med. 342, 836-43.
https://doi.org/10.1056/NEJM200003233421202.

Schmidt, F.M., Lichtblau, N., Minkwitz, J., Chittka, T., Thormann, J., Kirkby, K.C., Sander, C.,
Mergl, R., Fahauer, M., Stumvoll, M., Holdt, .M., Teupser, D., Hegerl, U., Himmerich, H., 2014.
Cytokine levels in depressed and non-depressed subjects, and masking effects of obesity. J Psychiatr
Res. 55, 29-34. http://doi.org/10.1016/j.jpsychires.2014.04.021.

Seney, M.L., Glausier, J., Sibille, E., 2021. Large-Scale Transcriptomics Studies Provide Insight Into
Sex Differences in Depression. Biol Psychiatry. http://doi.org/10.1016/j.biopsych.2020.12.025.
Sheehan, D.V., 2015. Mini International Neuropsychiatric Interview 7.0. FL: Medical Outcomes Sys-
tems. Jacksonville.

Shelton, R.C., Falola, M., Li, L., Zajecka, J., Fava, M., Papakostas, G. 1., 2015. The pro-inflammatory
profile of depressed patients is (partly) related to obesity. J psychiatr. Res. 70, 91-97. htt-
ps://doi.org/10.1016/j.jpsychires.2015.09.001

Simon, G.E., Ludman, E.J., Linde, J.A., Operskalski, B.H., Ichikawa, L., Rohde, P., Finch, E.A., Jeffery,
R.W., 2007. Association between obesity and depression in middle-aged women. Gen Hosp Psychiatry.
30, 32-9. http://doi.org/10.1016/j.genhosppsych.2007.09.001.

Spicer, J., Chamberlain. K., 1996. Cynical hostility, anger, and resting blood pressure. J Psychosom
Res. 40, 359-68. http://doi.org/10.1016/0022-3999(95)00546-3.

Srivastava, A.K., 2012. Challenges in the treatment of cardiometabolic syndrome. Indian J. pharma-
col. 44, 155-156. https://doi.org/10.4103/0253-7613.93579.

Suarez, E.C., Bates, M.P., Harralson, T.L., 1998. The relation of hostility to lipids and lipopro-
teins in women: evidence for the role of antagonistic hostility. Ann Behav Med. 20, 59-63. htt-
ps://doi.org/10.1007/BF02884449.

Suarez, E.C., Krishnan, R.R., Lewis, J. G., 2003. The Relation of Severity of Depressive Symptoms
to Monocyte-Associated Proinflammatory Cytokines and Chemokines in Apparently Healthy Men,
Psychosom. Med. 65, 362-368. https://doi.org/10.1097/01.PSY.0000035719.79068.2B

Suarez, E.C., Lewis, J.G., Krishnan, R.R., Young, K.H., 2004. Enhanced expression of cytokines and
chemokines by blood monocytes to in vitro lipopolysaccharide stimulation are associated with hosti-
lity and severity of depressive symptoms in healthy women. Psychoneuroendocrinology. 29,1119-28.
https://doi.org/10.1016/j.psyneuen.2004.01.002.

Takahashi, A., Flanigan, M.E., McEwen, B.S., Russo, S.J., 2018. Aggression, Social Stress, and
the Immune System in Humans and Animal Models. Front Behav Neurosci. 22,12:56. htt-
ps://doi.org/10.3389/fnbeh.2018.00056.

Tuglu, C., Kara, S.H., Caliyurt, O., Vardar, E., Abay, E., 2003. Increased serum tumor necrosis factor-
alpha levels and treatment response in major depressive disorder. Psychopharmacology (Berl). 170,
429-33. https://doi.org/10.1007/s00213-003-1566-z.

Tyring, S., Gottlieb, A., Papp, K., Gordon, K., Leonardi, C., Wang, A., Lalla, D., Woolley, M.,
Jahreis, A., Zitnik, R., Cella, D., Krishnan, R., 2006. Etanercept and clinical outcomes, fatigue, and
depression in psoriasis: double-blind placebo-controlled randomised phase III trial. Lancet. 367, 29-35.
https://doi.org/10.1016/S0140-6736(05)67763-X.

Um, J.Y., Rim, H.K., Kim, S.J., Kim, H.L., Hong, S.H., 2011. Functional polymorphism

14



71.

72.

73.

4.

75.

of IL-1 alpha and its potential role in obesity in humans and mice. PLoS One. 6. htt-
ps://doi.org/10.1371/journal.pone.0029524.

Urschel, K., Cicha, I., 2015. TNF-a in the cardiovascular system: from physiology to therapy. Int. J.
Interferon, Cytokine Mediat. Res. 7, 9-25. https://doi.org/10.2147/IJICMR.S64894

Voronov, E., Dotan, S., Krelin, Y., Song, X., Elkabets, M., Carmi, Y., Rider, P., Idan, C., Romzova,
M., Kaplanov, 1., Apte, R.N., 2013. Unique Versus Redundant Functions of IL-1a and IL-1f in the
Tumor Microenvironment. Front Immunol. 8, 4:177. https://doi.org/10.3389/fimmu.2013.00177.
Wegner, A., Benson, S., Rebernik, L., Spreitzer, 1., Jiger, M., Schedlowski, M., Elsenbruch, S., Engler,
H., 2017. Sex differences in the pro-inflammatory cytokine response to endotoxin unfold in vivo but not
ex vivo in healthy humans. Innate Immun. 23, 432-439. https://doi.org/10.1177/1753425917707026.
Wong, J.M., Na, B., Regan, M.C., Whooley, M.A., 2013. Hostility, health behaviors, and risk of recur-
rent events in patients with stable coronary heart disease: findings from the Heart and Soul Study. J
Am Heart Assoc. 2, €000052. https://doi.org/10.1161/JAHA.113.000052.

World Health Organisation, 2017. Cardiovascular diseases. Available
at: http://www.who.int/mediacentre/factsheets/fs317/en/ (09 June 2021, date last accessed).

15



