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Abstract

Background. Systemic inflammation has been linked with mood disorder and cognitive
impairment. The extent of this relationship remains uncertain, with the effects of serum
inflammatory biomarkers compared to genetic predisposition toward inflammation yet to be
clearly established.

Methods. We investigated the magnitude of associations between C-reactive protein (CRP)
measures, lifetime history of bipolar disorder or major depression, and cognitive function
(reaction time and visuospatial memory) in 84,268 UK Biobank participants. CRP was measured
in serum and a polygenic risk score for CRP was calculated, based on a published genome-wide
association study. Multiple regression models adjusted for sociodemographic and clinical
confounders.

Results. Increased serum CRP was significantly associated with mood disorder history (Kruskal—
Wallis H =196.06, p <0.001, 7° = 0.002) but increased polygenic risk for CRP was not (F =0.668,
p =0.648, 1> <0.001). Compared to the lowest quintile, the highest serum CRP quintile was
significantly associated with both negative and positive differences in cognitive performance (fully
adjusted models: reaction time B = —0.030, 95% CI=—0.052, —0.008; visuospatial memory B =
0.066, 95% CI=0.042, 0.089). More severe mood disorder categories were significantly associated
with worse cognitive performance and this was not moderated by serum or genetic CRP level.
Conclusions. In this large cohort study, we found that measured inflammation was associated
with mood disorder history, but genetic predisposition to inflammation was not. The association
between mood disorder and worse cognitive performance was very small and did not vary by
CRP level. The inconsistent relationship between CRP measures and cognitive performance
warrants further study.

Introduction

Inflammation has for several years been linked with the development of mood disorder and
cognitive impairment [1-3]. However, uncertainty remains regarding the extent of this relation-
ship and the effects of serum inflammation levels compared to genetic predisposition toward
inflammation.

C-reactive protein (CRP) is an inflammatory protein produced primarily by the liver as part of
the acute phase response, which is initiated in response to changes in homeostasis due to insults
such as infection or tissue injury. CRP levels rise exponentially as part of the acute phase response
thus CRP is a useful biomarker for inflammation within the body. Once the responsible insult has
been resolved, CRP levels rapidly decrease due to the protein having a short half-life in the blood.
However, in chronic conditions, CRP levels can remain elevated to a lesser degree [4,5].

Elevated levels of CRP have been observed in people with bipolar disorder and have been
associated with an increased risk of depression [6-8]. Increased CRP levels have also been shown
to be associated with more severe symptoms of depression [9,10]. An association between
increased CRP levels and worse cognitive function has been reported [11].

Evidence exists of a relationship between cognitive function and mood disorder with
increased rates of cognitive impairment observed in those with depressive symptoms compared
to those without [12,13]. Those with major depressive disorder and bipolar disorder have
evidence of cognitive impairment during both euthymia and illness episodes compared to healthy
individuals, suggesting an overlap between the mechanisms involved in mood disorders and
cognitive impairment [14].

Inflammation may contribute to both mood disorder and cognitive impairment via several
mechanisms. One of these is the cyclical theory of inflammation. Chronic inflammation can lead
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to the development of metabolic disease, resulting in even greater
levels of inflammation within the body culminating in further
disease development [1]. Similarly, patients with a history of
repeated low-grade infections (evidence of a high inflammatory
profile) are more likely to develop mood disorder in later life
[15]. Other proposed mechanisms include dysregulation of the
hypothalamic—pituitary-adrenal axis; cytokine-mediated neuronal
destruction; altered concentrations of monoamine neurotransmit-
ters; and decreased gray matter density in the brain [1,16-18].

Genome wide association studies (GWAS) have been used to
investigate the specific common genetic variants associated with
diseases or traits (single nucleotide polymorphisms; SNPs). Once
SNPs associated with a trait are identified it is then possible to
calculate a polygenic risk score (PRS), which represents an indi-
vidual’s genetic predisposition for that trait based on the number of
risk alleles they possess at those SNPs for the trait in question. PRS
have been used to find evidence of genetic overlap between traits,
including between inflammatory biomarkers and disease [19,20].

Although useful as a measure of an individual’s current inflam-
matory state, serum CRP levels can be influenced by confounding
factors such as recent disease. PRSs have been used as a more stable
reflection of lifetime potential for higher CRP. The use of a poly-
genic risk score for C-reactive protein level (PRS-CRP) within a
study would enable assessment of an individual’s genetic predispo-
sition toward inflammation excluding recent factors [21]. Including
both serum CRP and PRS-CRP within the same study would ensure
the effects of current and genetic levels of CRP were accounted for
when investigating the relationship between CRP, mood disorder,
and cognitive function.

To our knowledge, no study has investigated the association
between serum CRP level, PRS-CRP, mood disorder, and cognitive
function. This study may help to improve our understanding of the
causes and consequences of mood disorder.

Aims

The aim of this study of UK Biobank participants was to determine
the magnitude of the associations between CRP, mood disorder,
and cognitive function. In the first instance, the study aimed to
assess whether serum CRP levels or PRS-CRP were increased in
participants with a lifetime history of bipolar disorder, recurrent
major depression, or a single episode of major depression. The
study also aimed to investigate whether serum CRP levels were
associated with PRS-CRP. Finally, the study aimed to determine
whether an increased serum CRP level or PRS-CRP moderated the
association between a lifetime history of mood disorder and cog-
nitive performance.

Methods
Participants

This research has been conducted using the UK Biobank Resource
under Application Number 11332 (PI: Cullen). Participants of the
study were adults aged 40-70 who participated in the UK Biobank
study between 2006 and 2010 and completed a baseline assessment at
one of 22 assessment centers across the UK. The assessment process
included a touchscreen questionnaire, a face-to-face interview with a
research nurse, and measurement-taking during which participants
were asked to give a blood sample. In the final 2years of the
recruitment period, a touchscreen questionnaire regarding mood
disorder was added to the assessment process. Over 500,000
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participants were recruited during this baseline phase of which
172,751 completed a touchscreen questionnaire regarding mood
disorder [22,23]. The UK Biobank has approval from the NHS
National Research Ethics Service as a research tissue bank
(References 16/NW/0274 and 11/NW/0382).

Participants were excluded from the present study if they did not
complete the mood disorder questionnaire; did not provide enough
information to derive a mood disorder classification; or did not
have data for serum CRP level or SNPs associated with CRP level.
Participants were also excluded if they were not of white British
ancestry; this was necessary because spurious associations arising
from population stratification may occur if the study sample
includes groups of individuals who differ systematically in both
genetic ancestry and the phenotype of interest [24]. Also excluded
were those who failed genotyping quality control and those who
were closely related (third degree or closer) to other members of the
cohort.

History of mood disorder

Participants answered touchscreen questions relating to lifetime
incidence of depressive and manic symptoms, and current mood
state. A shortened and adapted version of the Patient Health
Questionnaire formed the basis of questions asked on current
depressive symptoms whilst the Structured Clinical Interview for
DSM-1V Axis I Disorders was used to formulate questions on
lifetime depressive and manic symptoms [25,26]. UK Biobank
did not administer a measure of current manic symptom severity,
due to time restrictions in the overall visit duration.

Participants were classified into different mood disorder groups
based on their responses to the mood disorder questionnaire. The
mood disorder groups were defined using criteria previously
described by Smith et al. [27]. These criteria were based on self-
reported lifetime experiences of features of BD or major depression.
The groups included in the study were bipolar disorder type I (BD-I),
bipolar disorder type IT (BD-II), probable recurrent major depression
(severe), probable recurrent major depression (moderate), and a
single probable episode of major depression. A hierarchical structure
was used during allocation of participants to one of the mood
disorder groups. This hierarchy followed the order listed previously
with BD-I deemed the most severe mood disorder and a single
probable episode of major depression deemed the least severe. Par-
ticipants who met the criteria for multiple groups were allocated to
the most severe mood disorder for which they met the criteria.
Participants who failed to meet the required criteria for classification
into one of the defined mood disorder groups were included in a
separate group defined as no mood disorder. This group acted as a
control for the study. All groups were mutually exclusive. No struc-
tured questionnaires were administered by UK Biobank at this visit
for other psychiatric conditions and it is possible that participants in
any of the groups (including controls) had a history of other condi-
tions apart from mood disorder.

Cognitive function

To assess cognitive function participants were asked to complete
several tasks on a touchscreen. These novel tasks were designed
specifically for UK Biobank and completed by participants without
supervision. Two tasks were administered throughout the baseline
recruitment period and were analyzed in this study—reaction time
and pairs matching (test of visuospatial memory). Both tasks have
been shown to have moderate correlations with other standard
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cognitive tests in the same domains (r = 0.33-0.52), and both show
moderate test-retest correlations over 4 weeks (r =0.41-0.55) [28].

Reaction time

The participant was shown a pair of cards together on the touchsc-
reen and asked to press a button if the cards shown were identical.
In total, 12 pairs of cards were shown. Results were based on the
mean time taken to press the button in milliseconds [29].

Pairs matching

The participant was shown multiple pairs of cards at once and asked
to memorize the location of as many matching pairs as possible.
The cards were turned face down and the participant was asked to
touch as many pairs as possible in as few attempts as possible. Two
rounds of matching were performed—first with three pairs of cards
and then with six pairs of cards. Only the six-pair version was used
in this study, to provide a sufficient range of data for analysis.
Results were based on the number of errors made by the participant
(30].

Serum CRP level

Serum CRP level (mg/L) was measured by immunoturbidimetric
high-sensitivity analysis on a Beckman Coulter AU5800 [31-33]. As
this was not normally distributed, we report the median and
quartiles below. Participants were also categorized into quintiles
based on their serum CRP level with one representing the lowest
serum CRP levels and five representing the highest serum CRP
levels, to facilitate analysis of statistical interactions.

PRS for CRP level

Genotyping, imputation, and quality control were done centrally by
UK Biobank [34]. A PRS-CRP was calculated for each study par-
ticipant based on 52 SNPs identified by Ligthart et al. in a GWAS
meta-analysis as being significantly associated with serum CRP
levels [35]. The PRS-CRP used in the study was created using
47 of these SNPs as data were not available, or did not have
sufficient imputation quality, for the remaining five in the UK
Biobank database. The score was an unweighted sum of the number
of risk alleles each participant possessed across these 47 SNPs
(missing SNPs for a given participant were coded as 0 unless all
SNPs were missing, in which case the participant was excluded
from analysis). To investigate whether this score should have been
adjusted for genetic ancestry, the first 20 genetic principal compo-
nents were included in a regression model. As this did not affect the
results, the raw PRS-CRP score was used in the analyses reported in
this study. However, batch was included as a covariate in multivar-
iable regression models involving the PRS-CRP, to account for any
confounding effects of the genotyping process.

Covariates and background characteristics

Baseline sociodemographic, lifestyle, and clinical characteristics for
each participant were obtained using the UK Biobank database.
Potential covariates within the analyses were defined as age, sex,
Townsend deprivation score (categorized into quintiles with one
representing the least deprived and five representing the most
deprived), educational status (dichotomized according to whether
or not participants held a university/college degree), and current
depressive symptoms (score ranging from zero to 12). Information
on other background characteristics was also obtained consisting of
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smoking (“Never,” “Former,” “Current”), frequency of alcohol
intake (“Daily or almost daily,” “3-4 times per week,” “1-2 times
per week,” “1-3 times per month,” “Special occasions only,”
“Never,”) body mass index (BMI; kg/m?), and current psychotropic
medication use (list of medications reported by us previously) [36].

Statistical analysis

The data were initially summarized using descriptive statistics. A
Kruskal-Wallis H test assessed for differences in serum CRP level by
mood disorder group, and a one-way analysis of variance (ANOVA)
tested for group differences in PRS-CRP (as this was normally
distributed). The relationship between serum CRP level and PRS-
CRP was assessed with Spearman’s rank correlation coefficient. To
enable comparison of the cognitive tests, the raw scores for each test
were standardized to z-scores (mean=0, standard deviation=1)
within 5-year age bands, with higher scores representing better
performance. Two sets of multiple linear regression models were
constructed to investigate associations between each measure of
cognitive function (dependent variable), and mood disorder group
and CRP (independent variables). One set of regression models
included serum CRP level whilst the other included PRS-CRP. Each
model accounted for confounders and tested for interactions
between mood disorder group and the CRP variable included.

Statistical significance in the study was defined as p <0.05.
Correction for multiple comparisons was done where appropriate,
for example, Bonferroni post-hoc pairwise comparisons following
Kruskal-Wallis test. All analyses were conducted using IBM SPSS
Statistics 26 except conversion of Kruskal-Wallis and ANOVA test
statistics to effect size #°, which was done using the calculators
provided at https://www.psychometrica.de/effect_size.html and
https://osf.io/wgsi3/, respectively.

Results
Characteristics of the sample

Of the 502,543 participants in the UK Biobank cohort, 84,268 were
included in the study after the exclusion criteria had been applied
(Figure 1).

Of the 84,268 study participants, 502 (0.6%) were classified into
the BD-I group, 467 (0.6%) into the BD-II group, 5963 (7.1%) into
the recurrent major depression (severe) group, 10,739 (12.7%) into
the recurrent major depression (moderate) group, and 5739 (6.8%)
into the single episode of major depression group. The remaining
60,858 (72.2%) were classified into the no mood disorder control
group. The demographic and clinical characteristics of the partic-
ipants are shown in Table 1. There was an over-representation of
women in the depression groups, and of individuals in the most
deprived Townsend deprivation score quintile in the BD-I group.
The mean current depressive symptoms score was lowest in the
control group with the highest witnessed in the BD-I group.

Relationship between serum CRP level and mood disorder

The null hypothesis that serum CRP level was the same across all
mood disorder groups was rejected (Kruskal-Wallis H statistic =
169.06, df=5, p <0.001, > =0.002). Post-hoc pairwise tests of
differences in serum CRP level across the mood disorder groups
are displayed in Table 2. A significant difference was observed
between the no mood disorder group and the other mood disorder
groups apart from the BD-II group (p =0.480).
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Full cohort
502,536
Missing mood disorder
classification
379,554
122,982
\ Missing serum CRP data
8,507
114,475
\ Missing CRP SNP data
1,991
112,484
\ Not white British genetic
ancestry
20,968
91,516
\ Failed genetic quality
control
153
91,363
\ Excluded due to
relatedness
7,095
84,268
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Figure 1. Flowchart showing the participants included in the study. CRP, C-reactive protein; SNP, single nucleotide polymorphism.

Relationship between PRS for CRP level and mood disorder

One-way ANOVA indicated no significant difference between the
mood disorder groups in terms of PRS-CRP (F(5, 84262) =0.668,
p =0.648, ° =0.002).

Relationship between serum CRP level and PRS for CRP level

The Spearman’s rank correlation coefficient was 0.167 (p <0.001)
showing significant evidence of a small positive correlation between
serum CRP level and PRS-CRP.

Relationship between cognitive function, mood disorder, and
serum CRP level

Separate regression models were conducted for the dependent
variables of reaction time (Table 3) and pairs matching (Table 4),
with the same independent variables and covariates.

The unadjusted model for reaction time z-score showed serum
CRP level quintiles four and five, BD-I, recurrent major depression
(severe), and recurrent major depression (moderate) were signifi-
cantly associated with lower cognitive performance. In the adjusted
model for reaction time, only serum CRP level quintile five and
recurrent major depression (severe) remained significantly associ-
ated with lower cognitive performance. As mood disorder severity
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increased larger decreases in performance were observed—with the
exception that recurrent major depression (severe) showed a larger
decrease in performance compared to BD-II. Most of the effect sizes
decreased with adjustment for confounders.

The unadjusted pairs matching model showed serum CRP
quintile three, four, and five, and a single episode of major depres-
sion were significantly associated with higher cognitive perfor-
mance whilst BD-I, recurrent major depression (severe), and
recurrent major depression (moderate) were significantly associ-
ated with lower cognitive performance. In the adjusted model all
serum CRP quintiles were significantly associated with a higher
pairs matching z-score whilst BD-I, recurrent major depression
(severe), and recurrent major depression (moderate) all remained
significantly associated with a lower pairs matching z-score. The
favorable effect sizes increased in line with increasing serum CRP
level quintiles. Compared to the unadjusted model, the effect sizes
increased for all serum CRP quintiles whilst they decreased for all
mood disorder groups.

Relationship between cognitive function, mood disorder, and
PRS for CRP level

The results of these models are shown in Table 5. The unadjusted
models showed PRS-CRP was not significantly associated with
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Table 1. Characteristics of the study participants at baseline.

Recurrent major

Recurrent major

Bipolar disorder Bipolar disorder depression depression Single episode No mood
type | type Il (severe) (moderate) major depression disorder
n =502 n =467 n=5963 n=10739 n=5739 n =60858
Age mean (SD), years 55 (8) 56 (8) 56 (8) 56 (8) 57 (8) 58 (8)
Gender female n (%) 233 (46.4) 208 (44.5) 3422 (57.4) 7321 (68.2) 3585 (62.5) 29657 (48.7)
Townsend score quintile
Missing data n 0 1 11 25 11 78
1 (least deprived) n (%) 53 (10.6) 64 (13.7) 861 (14.5) 1861 (17.4) 1062 (18.5) 11803 (19.4)
2 66 (13.1) 85 (18.2) 1064 (17.9) 2213 (20.7) 1207 (21.1) 13771 (22.7)
3 100 (19.9) 80 (17.2) 1189 (20.0) 2263 (21.1) 1222 (21.3) 13400 (22.0)
4 130 (25.9) 120 (25.8) 1353 (22.7) 2377 (22.2) 1306 (22.8) 12586 (20.7)
5 153 (30.5) 117 (25.1) 1485 (24.9) 2000 (18.7) 931 (16.3) 9220 (15.2)
Educated to degree level
Missing data n 2 1 29 46 22 452
Yes n (%) 171 (34.2) 169 (36.3) 2099 (35.4) 3608 (33.7) 2068 (36.2) 19377 (32.1)
Smoking status
Missing data n 3 1 12 18 13 196
Current n (%) 102 (20.4) 94 (20.2) 937 (15.7) 1181 (11.0) 570 (10.0) 4790 (7.9)
Former 186 (37.3) 178 (38.2) 2264 (38.0) 3971 (37.0) 2128 (37.2) 21262 (35.0)
Never 211 (42.3) 194 (41.6) 2750 (46.2) 5569 (51.9) 3028 (52.9) 34610 (57.1)
Alcohol frequency
Missing data n 1 0 3 2 4 17
Daily or almost daily n (%) 109 (21.8) 115 (24.6) 1240 (20.8) 2173 (20.2) 1180 (20.6) 13821 (22.7)
3-4 times per week 90 (25.2) 83 (17.8) 1182 (19.8)) 2381 (22.2) 1398 (24.4) 15309 (25.2)
1-2 times per week 103 (20.6) 119 (25.5) 1322 (22.2) 2738 (25.5) 1480 (25.8) 16002 (26.3)
1-3 times per month 53 (10.6) 61 (13.1) 740 (12.4) 1415 (13.2) 700 (12.2) 6232 (10.2)
Special occasions only 76 (15.2) 38 (8.1) 812 (13.6) 1309 (12.2) 626 (10.9) 5939 (9.8)
Never 70 (14.0) 51 (10.9) 664 (11.1) 721 (6.7) 351 (6.1) 3538 (5.8)
Body mass index (kg/m?)
Missing data n 3 2 36 47 23 225
Mean (SD) 28.4 (5.2) 27.9 (4.9) 28.0 (5.2) 27.8 (5.1) 27.5 (4.9) 27.2 (4.5)
On psychotropic
medication
Missing data n 9 7 70 156 95 765
Yes n (%) 258 (52.3) 65 (14.1) 2071 (35.1) 2023 (19.1) 470 (8.3) 2175 (3.6)
Current depressive symptoms score (0-12)
Missing data n 30 38 418 753 385 4585
Mean (SD) 4(3) 3(3) 3(3) 2(2) 1(2) 1(1)
Serum CRP level (mg/L)
Median (25th-75th 1.50 (0.73-3.43) 1.45 (0.68-3.02) 1.47 (0.71-3.03) 1.40 (0.68-2.90) 1.35 (0.68-2.73) 1.25 (0.63-
percentile) 2.56)
Serum CRP level quintile
Missing data n 0 0 0 0 0 0
1 (lowest) n (%) 98 (19.5) 88 (18.8) 1098 (18.4) 2039 (19.0) 1102 (19.2) 12763 (21.0)
2 90 (17.9) 89 (19.1) 1109 (18.6) 2145 (20.0) 1193 (20.8) 13080 (21.5)
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Recurrent major

Recurrent major

Bipolar disorder Bipolar disorder depression depression Single episode No mood
type | type Il (severe) (moderate) major depression disorder
n =502 n =467 n=5963 n=10739 n=5739 n =60858
3 93 (18.5) 93 (19.9) 1180 (19.8) 2068 (19.3) 1148 (20.0) 12203 (20.1)
4 92 (18.3) 101 (21.6) 1249 (20.9) 2203 (20.5) 1141 (19.9) 11904 (19.6)
5 129 (25.7) 96 (20.6) 1327 (22.3) 2284 (21.3) 1155 (20.1) 10908 (17.9)
PRS for CRP level (0-94)
Mean (SD) 54 (4) 54 (4) 55 (5) 54 (4) 54 (4) 54 (4)
Reaction time (ms)
Zz-score® mean (SD) —0.09 (1.00) —0.02 (0.96) —0.08 (0.99) —0.03 (0.96) 0.02 (0.96) 0.02 (0.97)
Pairs matching (errors)
z-score” mean (SD) 0.13 (1.05) 0.24 (1.00) 0.21 (1.06) 0.28 (1.03) 0.34 (1.02) 0.31 (1.03)

Abbreviations: CRP, C-reactive protein; mg/L, milligrams per liter; ms, milliseconds; PRS, polygenic risk score; SD, standard deviation.

?Higher z-score indicates better performance.

either reaction time z-score or pairs matching z-score. There were
significant differences by mood disorder group, however: BD-I was
associated with worse performance on both cognitive tests, and a
single episode of major depression was associated with a higher
pairs matching z-score. After adjusting for confounders, PRS-CRP
remained unassociated with reaction time z-score but became
significantly associated with a higher pairs matching z-score.

The adjustment for confounders resulted in a decrease in the
magnitude of cognitive differences associated with mood disorder
in almost every group, with some results no longer significant.
Recurrent major depression (severe) was significantly associated
with a lower reaction time z-score and pairs matching z-score whilst
BD-I and recurrent major depression (moderate) were significantly
associated with a lower pairs matching z-score only. The adjusted
effect sizes across mood disorder groups were generally larger for
pairs matching compared to reaction time, although all effect sizes
were very small in absolute terms.

Interactions between CRP level and mood disorder

Tests for interactions between serum CRP level and mood disorder,
and PRS-CRP and mood disorder, were conducted in the adjusted
models for each cognitive test. One significant interaction was
observed in one of the pairs matching models (between serum
CRP level quintile three and recurrent major depression (severe)),
but in the context of otherwise non-significant interaction coeffi-
cients this was thought to be a spurious finding and so stratified
models were not conducted.

Discussion

In this large cohort of individuals of white British ancestry in middle
to early old age, some evidence was found of associations between
CRP, mood disorder, and cognitive function. Our results suggested
that increased serum CRP level was significantly associated with a
history of mood disorder whereas an increased PRS-CRP was not.
However, a significant (albeit small) positive correlation was observed
between serum CRP level and PRS-CRP. We found, after adjusting for
confounders, that the highest serum CRP levels were significantly
associated with worse performance on a reaction time test. Con-
versely, and unexpectedly, higher serum and PRS-CRP levels were
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significantly associated with better performance on the pairs match-
ing visuospatial memory test. Importantly, these findings may not be
of clinical significance as the coefficients for the differences in cogni-
tive performance observed—whether higher or lower—were very
small.

The observed association between mood disorder and worse cog-
nitive function is in line with previous research [12-14]. Significantly
lower reaction time performance was observed in the recurrent major
depression (severe) group, whilst BD-1, recurrent major depression
(severe), and recurrent major depression (moderate) were significantly
associated with lower pairs matching performance (this was borderline
in the case of recurrent major depression (moderate)). As mood
disorder increased in severity, the negative association with cognitive
function tended to increase in magnitude, with BD-I associated with
the largest difference in cognitive function. Again the coefficients for
these differences were very small so these associations may not be
clinically significant although further research may be warranted to
determine this. The overall absence of significant interactions between
CRP measures and the mood disorder groups suggests that the
relationship between mood disorder history and cognitive function
did not vary substantially across different levels of CRP.

It was reasonable to hypothesize that increased levels of inflam-
mation would be associated with mood disorder history and a
reduction in cognitive performance as shown by previous studies
[6,7,11]. As such, the mixed results in our study are surprising. The
lack of significant association between PRS-CRP and mood disor-
der was perhaps unexpected although the positive correlation
between serum CRP level and PRS-CRP shows there may be more
to investigate regarding this relationship. It is unclear why
increased CRP levels were associated with both positive and neg-
ative effects on cognitive performance.

This study is one of the first to explore the association between
CRP and mood disorder incorporating both serum CRP level and
PRS-CRP. Many studies have investigated the association between
serum CRP level and psychiatric disorder, but few have also
included PRS-CRP [8,37,38]. One previous study investigated the
relationship between PRS-CRP and various psychiatric and somatic
disorders but used a PRS comprising of only 18 SNPs from an older
GWAS [39]. We have extended this area of research by comparing
serum CRP levels, using a PRS-CRP including 47 SNPs, and inves-
tigating psychiatric disorders as well as cognition.
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Table 2. Post-hoc pairwise tests of differences in serum CRP quintiles across mood disorder groups.

Mood disorder category

Mood disorder category

Test statistic

Adjusted p-Value

No mood disorder Bipolar disorder type | —3.257 0.017
Bipolar disorder type Il —2.144 0.480
Recurrent major depression (severe) —9.428 <0.001
Recurrent major depression (moderate) —8.879 <0.001
Single episode major depression —4.608 <0.001
Bipolar disorder type | No mood disorder 3.257 0.017
Bipolar disorder type Il —0.721 1.000
Recurrent major depression (severe) —0.388 1.000
Recurrent major depression (moderate) —1.161 1.000
Single episode major depression —1.769 1.000
Bipolar disorder type Il No mood disorder 2.144 0.480
Bipolar disorder type | 0.721 1.000
Recurrent major depression (severe) —0.589 1.000
Recurrent major depression (moderate) —0.141 1.000
Single episode major depression —0.748 1.000
Recurrent major depression (severe) No mood disorder 9.428 <0.001
Bipolar disorder type | 0.388 1.000
Bipolar disorder type Il 0.589 1.000
Recurrent major depression (moderate) —2.167 0.454
Single episode major depression —3.477 0.008
Recurrent major depression (moderate) No mood disorder 8.879 <0.001
Bipolar disorder type | 1.161 1.000
Bipolar disorder type Il 0.141 1.000
Recurrent major depression (severe) 2.167 0.454
Single episode major depression —1.792 1.000
Single episode major depression No mood disorder 4.608 <0.001
Bipolar disorder type | 1.769 1.000
Bipolar disorder type Il 0.748 1.000
Recurrent major depression (severe) 3.477 0.008
Recurrent major depression (moderate) 1.792 1.000

The inclusion of serum and genetic CRP variables within the
same study allowed us to compare the effect of current measured
inflammation levels, versus genetic predisposition to inflammation,
on mood disorder history and cognitive performance. The use of a
47 SNP PRS-CRP represents an advance on previous research, but
there is scope for a future study to use the full GWAS results from
the Ligthart meta-analysis to construct a weighted PRS across all the
CRP-associated SNPs identified, rather than just the genome-wide
significant SNPs used in this study [35].

Limitations

The UK Biobank cohort is not representative of the UK population.
Participants are more likely to live in less socio-economically
deprived areas, be more highly educated and report fewer health
conditions than the general population [40]. We also restricted our
analyses to white British participants. The results of this study are
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therefore not generalizable to the UK population. In particular, the
time and effort required to opt into participate and attend a detailed
assessment visit may have meant that people with worse cognitive
function and/or more severe affective symptoms are under-
represented in the UK Biobank cohort. It is also likely that the
UK Biobank cohort is less socio-economically deprived and more
healthy than clinical samples used in some previous studies of CRP
and mental health. The restricted age range of the cohort may be a
further limitation and it will be informative to investigate age-
related differences in the associations of interest as the cohort is
followed up longitudinally.

This study did not investigate the relationship between cardio-
metabolic health and CRP levels. Increased BMI has been shown to
be associated with higher serum CRP levels whilst increased CRP
levels have been found to be associated with medical conditions
such as hypertension and type 2 diabetes [41,42]. Accounting for
BMI and conditions associated with increased CRP levels may
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Table 3. Multiple regression results for the relationship between reaction time z-score, mood disorder group and serum CRP level quintile before and after adjusting

for confounders.

David C. Milton et al.

Unadjusted model

Fully adjusted model”

Coefficient (95% Cl) p-Value Coefficient (95% CI) p-Value
Reaction time z-score”
Serum CRP level quintile
2 0.002 (—0.018 to 0.023) 0.830 0.007 (—0.014 to 0.028) 0.512
3 —0.019 (—0.040 to 0.001) 0.067 0.001 (—0.021 to 0.022) 0.963
4 —0.030 (—0.051 to —0.009) 0.004 0.004 (—0.017 to 0.026) 0.696
5 —0.089 (—0.110 to —0.068) <0.001 —0.030 (—0.052 to —0.008) 0.007
Bipolar disorder type | —0.111 (—0.196 to —0.025) 0.011 —0.064 (—0.152 to 0.024) 0.156
Bipolar disorder type Il —0.042 (—0.130 to 0.046) 0.354 —0.032 (—0.123 to 0.060) 0.495
Recurrent major depression (severe) —0.100 (—0.126 to —0.074) <0.001 —0.058 (—0.085 to —0.030) <0.001
Recurrent major depression (moderate) —0.049 (—0.069 to —0.029) <0.001 —0.002 (—0.024 to 0.019) 0.829
Single episode major depression —0.003 (—0.029 to 0.023) 0.809 0.016 (—0.011 to 0.043) 0.236

Abbreviations: Cl, confidence interval; CRP, C-reactive protein.

2Full model adjusted for age, gender, Townsend deprivation score, educational status, current depressive symptoms.
PLinear regression; omitted reference group was the mood disorder control group and serum CRP quintile 1; coefficients are in z-score units (higher =better performance).

Table 4. Multiple regression results for the relationship between pairs matching z-score, mood disorder group and serum CRP level quintile before and after

adjusting for confounders.

Unadjusted model

Fully adjusted model®

Coefficient (95% Cl) p-Value Coefficient (95% Cl) p-Value
Pairs matching z-score”
Serum CRP level quintile
2 0.021 (0.000 to 0.043) 0.055 0.032 (0.010 to 0.055) 0.005
3 0.030 (0.008 to 0.052) 0.008 0.054 (0.031 to 0.077) <0.001
4 0.029 (0.007 to 0.051) 0.010 0.060 (0.037 to 0.083) <0.001
5 0.027 (0.005 to 0.049) 0.019 0.066 (0.042 to 0.089) <0.001
Bipolar disorder type | —0.180 (—0.272 to —0.088) <0.001 —0.163 (—0.258 to —0.067) 0.001
Bipolar disorder type Il —0.074 (—0.169 to 0.022) 0.130 —0.065 (—0.164 to 0.034) 0.200
Recurrent major depression (severe) —0.104 (—0.131 to —0.076) <0.001 —0.095 (—0.125 to —0.065) <0.001
Recurrent major depression (moderate) —0.029 (—0.050 to —0.007) 0.009 —0.025 (—0.048 to —0.002) 0.036
Single episode major depression 0.032 (0.004 to 0.060) 0.026 0.027 (—0.002 to 0.056) 0.070

Abbreviations: Cl, confidence interval; CRP, C-reactive protein.

2Full model adjusted for age, gender, Townsend deprivation score, educational status, current depressive symptoms.
PLinear regression; omitted reference group was the mood disorder control group and serum CRP quintile 1; coefficients are in z-score units (higher =better performance).

improve our understanding of the results obtained from this study.
Future research should approach these questions using a mediation
or structural equation modeling framework to map out the
assumed pathways between mood disorder, inflammation, and
cognitive function, to understand the potential mediating role of
cardiometabolic disease and associated risk factors including smok-
ing, alcohol, and obesity.

Another limitation of the study was that CRP was the only
inflammatory biomarker studied. Many inflammatory biomarkers
such as interleukin-1 and tumor necrosis factor alpha are thought
to be associated with mood disorder and cognitive impairment
[43,44]. Investigating these other biomarkers may better explain
the association between inflammation, mood disorder, and

https://doi.org/10.1192/j.eurpsy.2021.6 Published online by Cambridge University Press

cognitive function, as they reflect more specific inflammatory
pathways rather than the general inflammatory levels which are
indicated by CRP. Lastly, we note that only two cognitive tests were
analyzed in this study; future studies should make use of additional
cognitive measures administered at follow-up waves, to investigate
potential group differences in other cognitive domains such as
verbal memory and executive function.

Conclusion

Our findings extend the work previously done in this area and
indicate that current measured inflammation levels appear to be of
greater relevance than lifetime genetic tendency toward
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Table 5. Multiple regression
confounders.

results for the relationship between cognitive function, mood disorder group, and PRS for CRP level before and after adjusting for

Unadjusted model

Fully adjusted model”

Coefficient (95% CI) p-Value Coefficient (95% Cl) p-Value
Reaction time z-score”

PRS for CRP level 0.000 (—0.001 to 0.002) 0.942 0.000 (—0.002 to 0.002) 0.967
Bipolar disorder type | —0.116 (—0.202 to —0.031) 0.008 —0.064 (—0.154 to 0.024) 0.152
Bipolar disorder type Il —0.045 (—0.133 to 0.043) 0.318 —0.033 (—0.125 to 0.058) 0.477
Recurrent major depression (severe) —0.104 (—0.130 to —0.078) <0.001 —0.059 (—0.087 to —0.032) <0.001
Recurrent major depression (moderate) —0.052 (—0.072 to —0.032) <0.001 —0.003 (—0.024 to 0.019) 0.799
Single episode major depression —0.005 (—0.032 to 0.021) 0.688 0.015 (—0.012 to 0.042) 0.273
Pairs matching z-score”
PRS for CRP level 0.001 (0.000 to 0.003) 0.134 0.002 (0.000 to 0.004) 0.011
Bipolar disorder type | —0.179 (—0.271 to —0.087) <0.001 —0.162 (—0.258 to —0.066) 0.001
Bipolar disorder type II —0.073 (—0.168 to 0.022) 0.132 —0.063 (—0.162 to 0.037) 0.216
Recurrent major depression (severe) —0.103 (—0.131 to —0.075) <0.001 —0.093 (—0.123 to —0.063) <0.001
Recurrent major depression (moderate) —0.028 (—0.049 to —0.007) 0.010 —0.023 (—0.046 to —0.000) 0.049
Single episode major depression 0.032 (0.004 to 0.061) 0.023 0.029 (0.000 to 0.058) 0.052

Abbreviations: Cl, confidence interval; CRP, C-reactive protein; PRS, polygenic risk score.

?Full model adjusted for age, gender, Townsend deprivation score, educational status, current depressive symptoms, genotyping batch.
PLinear regression; omitted reference group was the mood disorder control group; coefficients are in z-score units (higher =better performance).

inflammation, with regard to mood disorder history. It may be that
inflammatory events during life have a larger bearing on the
development of mood disorder compared to genetic predisposition
toward increased levels of inflammation. However, there was a
significant positive correlation between serum CRP level and
genetic predisposition to higher CRP, which may mean that a
relationship does exist between PRS-CRP and mood disorder but
could not be detected with the available data in this study. The
association between mood disorder and lower cognitive perfor-
mance was small and did not appear to be moderated by CRP level.
The finding that CRP measures were significantly associated with
both positive and negative differences in cognitive performance
requires further investigation.

Acknowledgments. UK Biobank was established by the Wellcome Trust
medical charity, Medical Research Council, Department of Health, Scottish
Government, and the Northwest Regional Development Agency. It has also
had funding from the Welsh Government, British Heart Foundation, Cancer
Research UK, and Diabetes UK.

Financial support. RJ.S. is supported by a UKRI Innovation-HDR-UK Fel-
lowship (MR/S003061/1). D.J.S. acknowledges support from a Lister Institute
Prize Fellowship and an MRC Mental Health Data Pathfinder Award
(MC_PC_17217).].W. is supported by D.J.S.’s Lister Institute Prize Fellowship.
The funders had no role in the study design, analysis or interpretation of data,
decision to publish, or preparation of the manuscript.

Conflicts of interest. Allauthors declare that they have no conflicts of interest.

Data availability statement. The firstauthor and corresponding author had
full access to the study data. UK Biobank is an open-access resource. Data are
available to bona fide scientists, undertaking health-related research that is in
the public good. Access procedures are described at http://www.ukbiobank.
ac.uk/using-the-resource/. Statistical analysis code for this study will be pub-
licly available at the corresponding author’s OSF project page: https://osf.io/
tnggh/.

https://doi.org/10.1192/j.eurpsy.2021.6 Published online by Cambridge University Press

References

1

2

[3

[4

[5

=

[7

(8]

[9

(10]

Allison D, Ditor D. The common inflammatory etiology of depression and
cognitive impairment: a therapeutic target. ] Neuroinflammation. 2014;11:
151. doi: 10.1186/s12974-014-0151-1.

Singh-Manoux A, Dugravot A, Brunner E, Kumari M, Shipley M, Elbaz A,
et al. Interleukin-6 and C-reactive protein as predictors of cognitive
decline in late midlife. Neurology. 2014;83(6):486-93. doi: 10.1212/
WNL.0000000000000665.

McAfoose J, Baune BT. Evidence for a cytokine model of cognitive
function. Neurosci Biobehav Rev. 2009;33(3):355-66. doi: 10.1016/j.neu-
biorev.2008.10.005.

Sproston NR, Ashworth JJ. Role of C-reactive protein at sites of inflam-
mation and infection. Front Immunol. 2018;9:754. doi: 10.3389/
fimmu.2018.00754.

Yuan Y-Y, Yao Y-M. The clinical significance and potential role of C-
reactive protein in chronic inflammatory and neurodegenerative diseases.
Front Immunol. 2018;9:1302. doi: 10.3389/fimmu.2018.01302.
Fernandes BS, Steiner ], Molendijk ML, Dodd S, Nardin P, Gongalves C-A,
et al. C-reactive protein concentrations across the mood spectrum in
bipolar disorder: a systematic review and meta-analysis. Lancet Psychiatry.
2016;3(12):1147-56. doi: 10.1016/52215-0366(16)30370-4.

Huang T-L, Lin F-C. High-sensitivity C-reactive protein levels in patients
with major depressive disorder and bipolar mania. Prog Neuropsycho-
pharmacol  Biol Psychiatry. 2007;31(2):370-2. doi:  10.1016/j.
pnpbp.2006.09.010.

Wium-Andersen MK, Qrsted DD, Nielsen SF, Nordestgaard BG. Elevated
C-reactive protein levels, psychological distress, and depression in 73 131
individuals. JAMA Psychiatry. 2013;70(2):176-84. doi: 10.1001/2013.
jamapsychiatry.102.

Kohler-Forsberg O, Buttenschon HN, Tansey KE, Maier W, Hauser J,
Dernovsek MZ, et al. Association between C-reactive protein (CRP) with
depression symptom severity and specific depressive symptoms in major
depression. Brain Behav Immun. 2017;62:344-50. doi: 10.1016/j.
bbi.2017.02.020.

Hernandez NVM, Ramirez JL, Khetani SA, Spaulding KA, Gasper WJ,
Hiramoto J, et al. Depression severity is associated with increased


http://www.ukbiobank.ac.uk/using-the-resource/
http://www.ukbiobank.ac.uk/using-the-resource/
https://osf.io/tngqh/
https://osf.io/tngqh/
https://doi.org/10.1186/s12974-014-0151-1
https://doi.org/10.1212/WNL.0000000000000665
https://doi.org/10.1212/WNL.0000000000000665
https://doi.org/10.1016/j.neubiorev.2008.10.005
https://doi.org/10.1016/j.neubiorev.2008.10.005
https://doi.org/10.3389/fimmu.2018.00754
https://doi.org/10.3389/fimmu.2018.00754
https://doi.org/10.3389/fimmu.2018.01302
https://doi.org/10.1016/S2215-0366(16)30370-4
https://doi.org/10.1016/j.pnpbp.2006.09.010
https://doi.org/10.1016/j.pnpbp.2006.09.010
https://doi.org/10.1001/2013.jamapsychiatry.102
https://doi.org/10.1001/2013.jamapsychiatry.102
https://doi.org/10.1016/j.bbi.2017.02.020
https://doi.org/10.1016/j.bbi.2017.02.020
https://doi.org/10.1192/j.eurpsy.2021.6

10

(11]

[12

(13]

(14]

=
)

[16

(17

=
>

[21]

[22]

[23]

[24]

[25]

[26]

~
X

inflammation in veterans with peripheral artery disease. Vasc Med. 2018;
23(5):445-53. doi: 10.1177/1358863X18787640.

Noble JM, Manly JJ, Schupf N, Tang MX, Mayeux R, Luchsinger JA.
Association of C-reactive protein with cognitive impairment. Arch Neurol.
2010;67(1):87-92. doi: 10.1001/archneurol.2009.308.

Marvel CL, Paradiso S. Cognitive and neurological impairment in mood
disorders. Psychiatr Clin North Am. 2004;27(1):19-36. doi: 10.1016/
$50193-953X(03)00106-0.

Lyall LM, Cullen B, Lyall DM, Leighton SP, Siebert S, Smith DJ, et al. The
associations between self-reported depression, self-reported chronic
inflammatory conditions and cognitive abilities in UK Biobank. Eur
Psychiatry. 2020;60:63-70. doi: 10.1016/j.eurpsy.2019.05.007.

Solé B, Jiménez E, Torrent C, Reinares M, Bonnin CDM, Torres I, et al.
Cognitive impairment in bipolar disorder: treatment and prevention
strategies. Int ] Neuropsychopharmacol. 2017;20(8):670-80. doi:
10.1093/ijnp/pyx032.

Jeng J-S, Li C-T, Chen M-H, Lin W-C, Bai Y-M Tsai S-J, et al. Repeated
low-grade infections predict antidepressant-resistant depression: a nation-
wide population-based cohort study. J Clin Psychiatry. 2018;79(1):
17m111540. doi: 10.4088/JCP.17m11540.

Stokes PE. The potential role of excessive cortisol induced by HPA
hyperfunction in the pathogenesis of depression. Eur Neuropsychophar-
macol. 1995;5(suppl 1):77-82. doi:10.1016/0924-977X(95)00039-R.
Rosenblat JD, Brietzke E, Mansur RB, Maruschak NA, Lee Y, McIntyre RS.
Inflammation as a neurobiological substrate of cognitive impairment in
bipolar disorder: evidence, pathophysiology and treatment implications. J
Affect Disord. 2015;188:149-59. doi: 10.1016/j.jad.2015.08.058.

Allan SM, Rothwell NJ. Cytokines and acute neurodegeneration. Nat Rev
Neurosci. 2001;2:733-44. doi: 10.1038/35094583.

Desikan RS, Schork AJ, Wang Y, Thompson WK, Dehghan A, Ridker PM,
et al. Polygenic overlap between C-reactive protein, plasma lipids, and
Alzheimer disease. Circulation. 2015;131(23):2061-9. doi: 10.1161/CIR-
CULATIONAHA.115.015489.

Morgan AR, Touchard S, O’Hagan C, Sims R, Majounie E, Escott-Price V,
etal. The correlation between inflammatory biomarkers and polygenic risk
score in Alzheimer’s disease. ] Alzheimers Dis. 2017;56(1):25-36. doi:
10.3233/JAD-160889.

Wensley F, Gao P, Burgess S, Kaptoge S, Di Angelantonio E, Shah T, et al.
Association between C reactive protein and coronary heart disease: Men-
delian randomisation analysis based on individual participant data. BMJ.
2011;342:d548. doi: 10.1136/bmj.d548.

UK Biobank. Protocol for a large-scale prospective epidemiological
resource, http://www.ukbiobank.ac.uk/wp-content/uploads/2011/11/
UK-Biobank-Protocol.pdf?phpMyAdmin=trmKQIYdjjnQIg]%2CfA
zikMhEnx6; 2007 [accessed 26 July 2020].

UK Biobank. UK Biobank Touchscreen Questionnaire. http://www.
ukbiobank.ac.uk/wp-content/uploads/2011/06/Touch_screen_
questionnaire.pdf?phpMyAdmin=trmKQIYdjjnQIg]%2CfAzikMhEnx6;
2012 [accessed 26 July 2020].

Turner S, Armstrong LL, Bradford Y, Carlson CS, Crawford DC, Cren-
shaw AT, et al. Quality control procedures for genome-wide association
studies. Curr Protocols Hum Genet. 2011;Chapter 1: Unitl 19. 68(1):
1.19.1-1.19.18. doi:10.1002/0471142905.hg0119s68.

Kroenke K, Spitzer RL, Williams JBW. The PHQ-9. ] Gen Intern Med.
2001;16(9):606-13. doi: 10.1046/j.1525-1497.2001.016009606.x.

First M, Gibbon M, Spitzer R, Williams J. User's guide for the structured
clinical interview for DSM-IV axis I disorders-research version (SCID-I,
version 2.0, February 1996 final version). New York: Biometric Research, 1996.
Smith DJ, Nicholl BI, Cullen B, Martin D, Ul-Haq Z, Evans J. Prevalence
and characteristics of probable major depression and bipolar disorder

https://doi.org/10.1192/j.eurpsy.2021.6 Published online by Cambridge University Press

(28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

(38]

[39]

[40]

[41]

[42]

[43]

[44]

David C. Milton et al.

within UK Biobank: cross-sectional study of 172,751 participants. PLoS
One. 2013;8(11):e75362. doi: 10.1371/journal.pone.0075362.
Fawns-Ritchie C, Deary IJ. Reliability and validity of the UK Biobank
cognitive tests. PLoS One. 2020;15(4):¢0231627. doi: 10.1371/journal.
pone.0231627.

UK Biobank. Category 100032—reaction time. http://biobank.ctsu.ox.ac.
uk/crystal/label.cgi?id=100032; 2020 [accessed 26 July 2020].

UK Biobank. Category 100030—pairs matching, http://biobank.ctsu.ox.
ac.uk/crystal/label.cgi?id=100030; 2020 [accessed 26 July 2020].

UK Biobank. Category 17518—Blood biochemistry, http://biobank.ctsu.
ox.ac.uk/crystal/label.cgi?id=17518; 2020 [accessed 26 July 2020].

UK Biobank. Data-field 30170, http://biobank.ctsu.ox.ac.uk/crystal/field.
cgi?id=30710; 2020 [accessed 26 July 2020].

UK Biobank. Biomarker assay quality procedures: approaches used to
minimise systematic and random errors (and the wider epidemiological
implications), https://biobank.ctsu.ox.ac.uk/showcase/showcase/docs/bio
marker_issues.pdf; 2019 [accessed 26 July 2020].

Bycroft C, Freeman C, Petkova D, Band G, Elliott LT, Sharp K, et al. The
UK Biobank resource with deep phenotyping and genomic data. Nature.
2018;562:203-9. doi: 10.1038/541586-018-0579-z.

Ligthart S, Vaez A, Vésa U, Stathopoulou MG, de Vries PS, Prins BP, et al.
Genome analyses of >200,000 individuals identify 58 loci for chronic
inflammation and highlight pathways that link inflammation and complex
disorders. Am ] Hum Genet. 2018;103(5):691-706. doi: 10.1016/j.
ajhg.2018.09.009.

Cullen B, Nicholl BI, Mackay DF, Martin D, Ul-Haq Z, McIntosh A, et al.
Cognitive function and lifetime features of depression and bipolar disorder
in a large population sample: cross-sectional study of 143,828 UK Biobank
participants. Eur  Psychiatry. 2015;30(8):950-8. doi:  10.1016/j.
eurpsy.2015.08.006.

Nimgaonkar VL, Dickerson F, Pouget JG, Chowdari K, O’Dushlaine C,
Wood J, et al. Joint evaluation of serum C-reactive protein levels and
polygenic risk scores as risk factors for schizophrenia. Psychiatry Res.
2018;261:148-53. doi: 10.1016/j.psychres.2017.12.025.

Ancelin ML, Farré A, Carriere R, Chaudieu K, Ryan J. C-reactive protein
gene variants: independent association with late-life depression and cir-
culating protein levels. Transl Psychiatry. 2015;5(1):e499. doi: 10.1038/
tp.2014.145.

Prins BP, Abbasi A, Wong A, Vaez A, Nolte I, Franceschini N, et al.
Investigating the causal relationship of C-reactive protein with 32 complex
somatic and psychiatric outcomes: a large-scale cross-consortium Men-
delian randomization study. PLoS Med. 2016;13(6):¢1001976. doi:
10.1371/journal.pmed.1001976.

Fry A, Littlejohns TJ, Sudlow C, Doherty N, Adamska L, Sprosen T, et al.
Comparison of sociodemographic and health-related characteristics of UK
Biobank participants with those of the general population. Am ] Epide-
miol. 2017;186(9):1026-34. doi: 10.1093/aje/kwx246.

Visser M, Bouter LM, McQuillan GM, Wener MH, Harris TB. Elevated C-
reactive protein levels in overweight and obese adults. JAMA. 1999;
282(22):2131-5. doi: 10.1001/jama.282.22.2131.

Ridker PM, Buring JE, Cook NR, Rifai N. C-reactive protein, the metabolic
syndrome, and risk of incident cardiovascular events: an 8-year follow-up
of 14 719 initially healthy American women. Circulation. 2003;107(3):
391-7. doi: 10.1161/01.CIR.0000055014.62083.05.

Howren MB, Lamkin DM, Suls J. Associations of depression with C-
reactive protein, IL-1, and IL-6: a meta-analysis. Psychosom Med. 2009;
71(2):171-86. doi: 10.1097/PSY.0b013e3181907cl1b.

Dowlati Y, Herrmann N, Swardfager W, Liu H, Sham L, Reim EK, et al. A
meta-analysis of cytokines in major depression. Biol Psychiatry. 2010;
67(5):446-57. doi: 10.1016/j.biopsych.2009.09.033.


https://doi.org/10.1177/1358863X18787640
https://doi.org/10.1001/archneurol.2009.308
https://doi.org/10.1016/S0193-953X(03)00106-0
https://doi.org/10.1016/S0193-953X(03)00106-0
https://doi.org/10.1016/j.eurpsy.2019.05.007
https://doi.org/10.1093/ijnp/pyx032
https://doi.org/10.4088/JCP.17m11540
https://doi.org/10.1016/0924-977X(95)00039-R
https://doi.org/10.1016/j.jad.2015.08.058
https://doi.org/10.1038/35094583
https://doi.org/10.1161/CIRCULATIONAHA.115.015489
https://doi.org/10.1161/CIRCULATIONAHA.115.015489
https://doi.org/10.3233/JAD-160889
https://doi.org/10.1136/bmj.d548
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/11/UK-Biobank-Protocol.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/11/UK-Biobank-Protocol.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/11/UK-Biobank-Protocol.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/06/Touch_screen_questionnaire.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/06/Touch_screen_questionnaire.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
http://www.ukbiobank.ac.uk/wp-content/uploads/2011/06/Touch_screen_questionnaire.pdf?phpMyAdmin=trmKQlYdjjnQIgJ%2CfAzikMhEnx6
https://doi.org/10.1002/0471142905.hg0119s68
https://doi.org/10.1046/j.1525-1497.2001.016009606.x
https://doi.org/10.1371/journal.pone.0075362
https://doi.org/10.1371/journal.pone.0231627
https://doi.org/10.1371/journal.pone.0231627
http://biobank.ctsu.ox.ac.uk/crystal/label.cgi?id=100032
http://biobank.ctsu.ox.ac.uk/crystal/label.cgi?id=100032
http://biobank.ctsu.ox.ac.uk/crystal/label.cgi?id=100030
http://biobank.ctsu.ox.ac.uk/crystal/label.cgi?id=100030
http://biobank.ctsu.ox.ac.uk/crystal/label.cgi?id=17518
http://biobank.ctsu.ox.ac.uk/crystal/label.cgi?id=17518
http://biobank.ctsu.ox.ac.uk/crystal/field.cgi?id=30710
http://biobank.ctsu.ox.ac.uk/crystal/field.cgi?id=30710
https://biobank.ctsu.ox.ac.uk/showcase/showcase/docs/biomarker_issues.pdf
https://biobank.ctsu.ox.ac.uk/showcase/showcase/docs/biomarker_issues.pdf
https://doi.org/10.1038/s41586-018-0579-z
https://doi.org/10.1016/j.ajhg.2018.09.009
https://doi.org/10.1016/j.ajhg.2018.09.009
https://doi.org/10.1016/j.eurpsy.2015.08.006
https://doi.org/10.1016/j.eurpsy.2015.08.006
https://doi.org/10.1016/j.psychres.2017.12.025
https://doi.org/10.1038/tp.2014.145
https://doi.org/10.1038/tp.2014.145
https://doi.org/10.1371/journal.pmed.1001976
https://doi.org/10.1093/aje/kwx246
https://doi.org/10.1001/jama.282.22.2131
https://doi.org/10.1161/01.CIR.0000055014.62083.05
https://doi.org/10.1097/PSY.0b013e3181907c1b
https://doi.org/10.1016/j.biopsych.2009.09.033
https://doi.org/10.1192/j.eurpsy.2021.6

	The association between C-reactive protein, mood disorder, and cognitive function in UK Biobank
	Introduction
	Aims

	Methods
	Participants
	History of mood disorder
	Cognitive function
	Reaction time
	Pairs matching

	Serum CRP level
	PRS for CRP level
	Covariates and background characteristics
	Statistical analysis

	Results
	Characteristics of the sample
	Relationship between serum CRP level and mood disorder
	Relationship between PRS for CRP level and mood disorder
	Relationship between serum CRP level and PRS for CRP level
	Relationship between cognitive function, mood disorder, and serum CRP level
	Relationship between cognitive function, mood disorder, and PRS for CRP level
	Interactions between CRP level and mood disorder

	Discussion
	Limitations

	Conclusion
	Financial support
	Conflicts of interest
	Data availability statement
	References


