
Schizophrenia Research 223 (2020) 227–235

Contents lists available at ScienceDirect

Schizophrenia Research

j ourna l homepage: www.e lsev ie r .com/ locate /schres
Commonmechanisms for type 2 diabetes and psychosis: Findings from a
prospective birth cohort
Benjamin I. Perry a,b,⁎, Hannah J. Jones c,d, Tom G. Richardson e, Stan Zammit c,d,f, Nicholas J. Wareham g,
Glyn Lewis h, Peter B. Jones a,b, Golam M. Khandaker a,b

a Department of Psychiatry, University of Cambridge School of Clinical Medicine, Cambridge, England, UK
b Cambridgeshire and Peterborough NHS Foundation Trust, Cambridge, England, UK
c Centre for Academic Mental Health, Population Health Sciences, Bristol Medical School, University of Bristol, Bristol, England, UK
d NIHR Biomedical Research Centre, University Hospitals Bristol NHS Foundation Trust and University of Bristol, Bristol, UK
e MRC Integrative Epidemiology Unit, Population Health Sciences, Bristol Medical School, University of Bristol, Bristol, England, UK
f MRC Centre for Neuropsychiatric Genetics and Genomics, Cardiff University, Cardiff, Wales, UK
g MRC Epidemiology Unit, University of Cambridge School of Clinical Medicine, Cambridge, England, UK
h Division of Psychiatry, University College London, London, England, UK
⁎ Corresponding author at: Inflammation and Psychiat
of Psychiatry, University of Cambridge, Herchel Sm
Cambridge, CB2 0SZ, UK.

E-mail address: bip20@medschl.cam.ac.uk (B.I. Perry)

https://doi.org/10.1016/j.schres.2020.08.006
0920-9964/© 2020 The Authors. Published by Elsevier B.V
a b s t r a c t
a r t i c l e i n f o
Article history:
Received 5 November 2019
Received in revised form 15 April 2020
Accepted 11 August 2020
Available online 19 August 2020

Keywords:
Psychosis
Schizophrenia
Diabetes mellitus
Polygenic risk
ALSPAC
Background: Psychosis and type 2 diabetes mellitus (T2DM) are commonly comorbid andmay share pathophys-
iologicmechanisms. To investigate shared genetic variation and inflammation aspotential commonmechanisms,
we tested: (i) associations between genetic predisposition for T2DM and psychotic experiences and psychotic
disorder in young adults; (ii) the association between genetic predisposition for schizophrenia and insulin resis-
tance (IR), a precursor of T2DM; and (iii) whether these associations are mediated by childhood inflammation.
Methods: Psychotic experiences (PEs), psychotic disorder and IR were assessed at age 18. Polygenic risk scores
(PRS) for T2DM and schizophrenia were derived based on large genome-wide association studies. Associations
between PRS and psychotic/IR outcomeswere assessed using regression analysis based on 3768 ALSPACbirth co-
hort participants with complete data. Inflammatory markers C-reactive protein (CRP) and interleukin 6 (IL-6)
measured at age 9 were used in regression and mediation analyses.
Results: Genetic predisposition for T2DM was associated with PEs (adjusted OR = 1.21; 95% CI, 1.01–1.45) and
psychotic disorder (adjusted OR = 1.51; 95% CI, 1.04–2.03) at age 18 in a linear dose-response fashion. Genetic
predisposition for schizophrenia was weakly associated with IR (adjusted OR= 1.10; 95% C·I, 0.99–1.22) at age
18. The association between genetic risk for T2DM and PEs was partly mediated by childhood CRP (p = .040).
Conclusions: Comorbidity between psychosis and T2DMmay be partly underpinned by shared genes and inflam-
mation. A summation of minor genetic variation representing lifetime risk for T2DM at conception may predis-
pose individuals to psychosis in adulthood by influencing physiologic changes, such as low-grade
inflammation, detectable as early as childhood.

© 2020 The Authors. Published by Elsevier B.V. This is an open access article under the CC BY license (http://
creativecommons.org/licenses/by/4.0/).
1. Introduction

Reduced life-expectancy in schizophrenia is largely attributable to
physical comorbidity including cardiometabolic disorders, which are
up to 30%more prevalent in people with schizophrenia than in the gen-
eral population (Holt et al., 2004) (Lappin et al., 2018). Compared with
controls, markers of abnormal glucose-insulin homeostasis are two to
three times higher in young people with psychotic experiences (PEs)
(Perry et al., 2018), and in medication-naive first-episode psychosis
ry Research Group, Department
ith Building, Robinson Way,
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(FEP) (Perry et al., 2016; Pillinger et al., 2017) after controlling for an-
thropometric and sociodemographic factors. This suggests that in-
creased T2DM in patients with psychosis may not be fully explained
by common lifestyle factors or side-effects of antipsychotic drugs,
though may be exacerbated by them (Rajkumar et al., 2017).

One contributor to comorbidity between cardiometabolic disorders
and schizophrenia could be shared genetic susceptibility (Lin and
Shuldiner, 2010). Risk of insulin resistance (IR) (Chouinard et al.,
2019) and impaired glucose tolerance (Ferentinos and Dikeos, 2012),
two key precursors of T2DM, are higher in unaffected relatives of pa-
tients with psychosis compared with controls. People with comorbid
schizophrenia and T2DM have a higher genetic predisposition for both
disorders compared to controls (Hackinger et al., 2018), and an associa-
tion between genetic predisposition for schizophrenia and IR has been
the CC BY license (http://creativecommons.org/licenses/by/4.0/).
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reported in a clinical sample (Tomasik et al., 2019). Conversely, a rela-
tively small study found no evidence of an association between genetic
risk for T2DM and psychosis (Padmanabhan et al., 2016), and previous
research using linkage-disequilibrium (LD) score regression found lim-
ited evidence for a genetic correlation between schizophrenia and
T2DM (Bulik-Sullivan et al., 2015). However, a key feature of existing
studies is that they are based on adult cases of established schizophrenia
or T2DM or rely on blood measurements taken in adulthood, so con-
founding by cumulative effects of lifestyle and other factors is possible
(Reinikainen et al., 2015). Population-based prospective studies have
identified early markers of disease risk associated with T2DM and
schizophrenia. For instance, PEs in adolescence or young adulthood
are associated with risk of schizophrenia in adulthood (Poulton et al.,
2000; Zammit et al., 2013), and IR is a precursor of T2DM (Martin
et al., 1992). To our knowledge, no studies have examined whether ge-
netic predispositions for T2DMor schizophrenia are associatedwith, re-
spectively, PEs or IR, in young adulthood. Demonstrating such
associations with early markers of illness in young adults with lessened
effects of cumulative lifestyle confoundingwould be consistentwith the
idea that shared genetic variation is a common mechanism for comor-
bid T2DM and schizophrenia.

Although existing studies provide some evidence for a shared ge-
netic basis for T2DM and schizophrenia, underlying pathophysiologic
mechanisms remain unclear. Low-grade inflammation may be one
such mechanism, which has been reported to be associated with IR
(Festa et al., 2000), T2DM (Pradhan et al., 2001) and psychosis
(Upthegrove et al., 2014). Population-based longitudinal studies report
that higher levels of circulating inflammatory markers at baseline are
associatedwith risks of psychosis and abnormal glucose-insulin homeo-
stasis subsequently at follow-up (Khandaker et al., 2014; Perry et al.,
2018). Mendelian randomisation (MR) studies have reported associa-
tions of genetic variants regulating inflammatory biomarkers such as
interleukin-6 (IL-6) with schizophrenia (Hartwig et al., 2017), suggest-
ing that inflammation may be associated with schizophrenia beyond
any effects of confounding. Inflammation has also been implicated in
the pathogenesis of IR and T2DM (Pradhan et al., 2001).

We examined whether shared genetic variation and inflammation
could be common mechanisms for T2DM and psychosis using prospec-
tive, population-based data from the ALSPAC birth cohort. We tested
whether: (i) genetic predisposition for T2DM is associated with risk of
PEs and psychotic disorder at age 18; (ii) genetic predisposition for
schizophrenia is associated with IR at age 18; (iii) whether these associa-
tions are mediated by CRP or IL-6 levels measured in childhood at age 9.

2. Methods

2.1. Description of cohort and sample selection

The ALSPAC birth cohort (Boyd et al., 2013; Fraser et al., 2013) com-
prises 14,062 live births from mothers residing in former County Avon
in Southwest England, with expected dates of delivery between April
1991 and December 1992 (http://www.bristol.ac.uk/alspac/
researchers/our-data/). The study received ethics approval from the
ALSPAC Ethics and Law Committee and local research ethics commit-
tees. All participants provided written or implied informed consent. In
total, 7977 participants had genotyping data, 3768 participants had
data onboth genotyping andpsychosis outcomes, and 2344participants
had data on genotyping and IR (Supplementary Fig. 1). Our analysis was
conducted on participants without missing data for the covariates or
outcomes of interest.

2.2. Assessment of psychotic outcomes at age 18

2.2.1. Psychotic experiences (PEs)
PEs were identified through the face-to-face, semi-structured

Psychosis-Like Symptom Interview (PLIKSi) conducted by trained
psychology graduates. The PLIKSi comprised of an introductory set of
questions on unusual experiences, and then 12 ‘core’ questions eliciting
key symptoms covering the three main domains of positive psychotic
symptoms: hallucinations (visual and auditory); delusions (delusions
of being spied on, persecution, thoughts being read, reference, control,
grandiose ability and other unspecified delusions); and symptoms of
thought interference (thought broadcasting, insertion andwithdrawal).
For these 12 core items, 7 stem questions were derived from the Diag-
nostic Interview Schedule for Children–IV (DISC–IV) and 5 stems from
section 17–19 of the Schedules for Clinical Assessment in Neuropsychi-
atry version 2.0 (SCAN 2.0). After cross-questioning, interviewers rated
PEs as not present, suspected, or definitely present. Interviewers rated
down (i.e. suspected rather than definite, or none rather than
suspected) if unsure. For suspected or definite PEs, interviewers also re-
corded the frequency; effects on social/educational/ occupational func-
tion; help seeking; and attributions including fever, hypnopompic/
hypnogogic state, or illicit drugs. For interrater reliability, the inter-
viewers recorded audio interviews at three time points, approximately
6 months apart, across the clinic duration (75 interviews in total). The
average kappa value of PEs was 0.83, with no evidence of differences
across time. Test-retest reliability was assessed using 162 individuals
reinterviewed after approximately 47 days (kappa = 0.76, SE =
0.078), 46 of whom were reinterviewed by the same interviewer
(kappa= 0.86, SE= 0.136). Our primary outcomewas presence of def-
inite PEs, referring to at least one definite PE since age 12; the compar-
ator group was suspected/no PEs. Our outcome is reflective of 6-year
period prevalence of definite PEs. From the total number of participants
with definite PEs at 18y (230, 4.9%), 80 participants (45.3%) had suffered
definite PEs at least once in the month preceding assessment. From the
total sample of participants reporting definite PEs, 146 participants
(63.5%) reported auditory hallucinations, 63 participants (28.2%) re-
ported any delusion, and 22 participants (9.9%) reported thought dis-
turbance. See Supplementary Table 1 for full frequency data,
Supplementary Table 2 for information on timing of onset of PEs, and
the main reporting study for further information (Zammit et al., 2013).

2.2.2. Psychotic disorder
Psychotic disorderwas defined (Zammit et al., 2013) as the presence

of PEs when symptoms were not attributable to fever/sleep/drugs, had
occurred at least once per month over the previous 6 months, and
caused significant distress resulting in either help-seeking from a pro-
fessional source (general practitioner, counsellor, mental health team),
or significantly disrupted social/occupational function. From the total
ALSPAC sample who underwent the PLIKSi, 46 participants (1.0%) met
criteria for psychotic disorder. We included psychotic disorder as a sec-
ondary outcome due to its lower prevalence in the study sample.

2.3. Assessment for a T2DM-risk outcome at age 18

2.3.1. Insulin resistance
IR was calculated as a binary variable based on fasting plasma glu-

cose and insulin levels at age 18, using the well-validated homeostasis
model assessment (HOMA) method (Matthews et al., 1985). There is
no consensus-agreed cut-off for clinical IR in the literature since levels
can vary between populations (Wallace et al., 2004). Therefore, we
used the 75th centiles of the study population to define IR. The 75th
centile cut-off has been used in previous research (Cediel et al., 2016;
Geloneze et al., 2006; Hedblad et al., 2000; Marques-Vidal et al.,
2002). The 75th centile in our study population was 2.15.

2.4. Assessment for polygenic risk scores for T2DM and schizophrenia

From the ALSPAC cohort, 8812 participants were genotyped using
the Illumina HumanHap550 quad genome-wide SNP genotyping plat-
formby 23andMe subcontracted to theWellcome Trust Sanger Institute,
Cambridge, UK and the Laboratory Corporation of America, Burlington,
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NC, USA. Following quality control assessment and imputation, and
restricting to 1 young person per family, genetic data was available for
7977 ALSPAC individuals. See Supplementary Methods for further
information.

Polygenic risk scores (PRS) for schizophrenia and T2DM were con-
structed for all 7977 participants with genotype data, using training
sets based on the second Psychiatric Genomics Consortium (PGC)
Schizophrenia GWAS (Schizophrenia Working Group of the
Psychiatric Genomics Consortium, 2014) and a large T2DM GWAS
(Mahajan et al., 2014), respectively. Both GWAS analyses adjusted for
principal components to reduce the impact of population stratification
(Price et al., 2006). PRS were calculated using the PLINK (v1.9) (Chang
et al., 2015; Purcell et al., 2007) ‘score’ command following themethod-
ology described by the International Schizophrenia Consortium (ISC)
(Purcell et al., 2009). Prior to construction of scores, single nucleotide
polymorphisms (SNPs) were removed from the analysis if they had a
minor allele frequency less than 0.01, an imputation quality less than
0.8 or if there was allelic mismatch between samples (see Supplemen-
tary methods for details). Due to the presence of strand differences be-
tween ALSPAC and the T2DM GWAS, and lack of allele frequency
information in the T2DM summary statistics, palindromic SNPs were
also removed prior to construction of the T2DM PRS. Because of the
high linkage disequilibrium (LD) within the extended major histocom-
patibility complex (MHC; chromosome 6: 25-34 Mb) only a single SNP
was included to represent this region. SNPs were pruned for LD using
the PLINK ‘clump’ command to remove SNPs in LD (r2 > 0.25) with a
more significant SNP in the training set. Windows of 500 kb were
used to assess inter-SNP LD for pruning.

For the primary analysis, PRS were constructed using a list of SNPs
with the optimal p-value thresholds to capture phenotypic variance de-
fined by both GWAS individually (p ≤ 10−5 for T2DM (Mahajan et al.,
2014) and p ≤ .05 for schizophrenia (Schizophrenia Working Group of
the Psychiatric Genomics Consortium, 2014)). Scores were weighted
by the logarithm of the odds ratio (OR) for schizophrenia or T2DM re-
ported by the GWAS training sets, for the schizophrenia and T2DM
PRS, respectively. 10 Principal components (PCs) were generated
using unrelated individuals (IBS < 0.05) and independent SNPs (with
long range LD regions removed) using the `– pca` command in
PLINK1.90. All PRS analyses were adjusted for the 10 PCs to reduce the
risk of population stratification. Two PRS measures were calculated for
T2DM; the first including all SNPs associated with T2DM, and the sec-
ond after excluding a SNP located in the FTO gene region, which is
widely understood to be associated with T2DM only through its influ-
ence on bodymass index (BMI) variation (Frayling et al., 2007); the lat-
ter was used in sensitivity analysis. Additionally, since the optimal p-
value thresholds of both PRS scores differed, we conducted sensitivity
analyses to examine PRS-outcome associations using a range of p-
value thresholds from p = .5 to genome-wide significance
(p < 5 × 10−8).
2.5. Assessment of inflammatory markers at age 9

Data on two inflammatory markers at age 9 years (IL-6 and CRP)
were available in ALSPAC, for 5076 and 5086 participants respectively.
Blood samples were collected at non-fasting state. Please see supple-
mentary methods for further information.
2.6. Assessment of potential confounders

We included sex (categorical), ethnicity (binary caucasian/non-
caucasian due to the predominantly caucasian sample), social class (cat-
egorical) and BMI at age 18 years (continuous). We excluded partici-
pants with hsCRP levels >10 mg/L to minimize potential bias from
recent/ongoing infection or chronic inflammatory disease.
2.7. Statistical analysis

We examined the distribution of PRS-T2DM and PRS-schizophrenia
using the Shapiro-Wilk test for normality, and from visual inspection of
Q-Q plots. The distributions were p > .05 and appeared normally dis-
tributed. Both PRS variables were standardized (Z-transformed).

2.7.1. Association between PRS and outcomes at age 18
We conducted logistic regression analyses to examine the associa-

tion between PRS-T2DM and risks for PEs and psychotic disorder, and
PRS-schizophrenia and IR at age 18. The odds ratios (OR) and 95% con-
fidence intervals (95% C.I.) indicate increase in risk per standard devia-
tion (SD) increase in PRS. Regression models were adjusted for sex,
ethnicity, social class, and BMI. p-values for adjusted regression models
in our primary analysis were corrected formultiple testing per the three
outcomes we included (definite PEs, psychotic disorder and IR) using
the Holm-Bonferroni method (Holland and Copenhaver, 1987). We
used the p.adjust() command in R (R Core Team, 2017) to perform ad-
justments. In results tables, we present the original unadjusted p-
values alongside Holm-Bonferroni adjusted p-values. To test for linear-
ity of associations, we included a quadratic term (PRS2) in the logistic
regression models.

2.7.2. Association between PRS scores and childhood inflammatorymarkers
at age 9 years

We used linear regression analyses to test associations of PRS for
T2DM or schizophrenia, separately, with IL-6 and CRP levels at age
9 years (Z-transformed values), before and after adjustments for poten-
tial confounders listed above.

2.7.3. Mediation by childhood CRP
We performed mediation analyses to examine whether any evident

associations may be mediated by childhood CRP levels. We calculated
direct and indirect effects between exposure (PRS-T2DM or PRS-
schizophrenia) and outcome (e.g., PEs or IR) taking into account theme-
diator variable (e.g., CRP). Evidence of an indirect effect is consistent
with mediation. The indirect effect was bootstrapped using 5000 itera-
tions to determine the 95% CIs. Mediation analysis was performed
using the PROCESS macro V3.1 for IBM SPSS 24.0 (http://www.
afhayes.com).

2.8. Missing data

We assessed the potential impact of missing data by comparing
mean PRS score between the analytic sample and participants with
missing data for psychosis and IR outcomes, using separate variance t-
tests. We also performed logistic regression analysis to determine
sociodemographic and other predictors (sex, ethnicity, BMI and social
class) of missing data.

3. Results

3.1. Baseline characteristics of sample

Of the 3768 participants with data on PRS-T2DM and psychotic out-
comes, 283 met the criteria for suspected/definite PEs (7.5%), 183 for
definite PEs (5.1%), 29 (0.7%) for psychotic disorder at age 18
(Table 1). Of the 2344 participants with data on PRS-schizophrenia
and IR, 173 met the criteria for IR at age 18 (7.3%).

3.2. Association between genetic predisposition for T2DM and psychotic
outcomes at age 18

The prevalence of psychotic outcomes at age 18 years was higher for
participants in the top third of PRS-T2DM distribution compared with
those in the bottom third (Fig. 1). PRS-T2DM was associated with

http://www.afhayes.com
http://www.afhayes.com


Table 1
Baseline characteristics of sample.

Characteristic, n (%) unless otherwise stated All sample Definite PEs Psychotic disorder No/suspected PEs

Male sex 1846 (49) 71 (38) 7 (15) 1775 (49)
White British ethnicity 3692 (98) 179 (98) 39 (95) 3513 (98)
Social class

I & II 1582 (42) 62 (35) 5 (16) 1456 (40)
III - non manual & manual 1616 (43) 75 (43) 15 (48) 1630 (44)
IV & V 565 (15) 38 (22) 11 (36) 583 (16)

BMI (kg/m2) at 18 years, mean (SD) 22.71 (3.76) 23.37 (4.49) 22.73 (4.26) 22.60 (3.71)
HOMA at 18 years, mean (SD) 0.92 (0.73) 1.03 (0.75) 1.28 (1.00) 0.92 (0.73)
Insulin resistance 251 (8) 25 (17) 7 (20) 209 (7)
Current smoking 220 (7) 22 (15) 5 (18) 188 (7)
CRP (mg/L) at 9 years, mean (SD) 0.68 (2.52) 0.72 (2.61) 0.75 (1.33) 0.67 (2.49)
PEs attributed to sleep/fever/drugsa N/A 31 (0.7) 7 (0.1) 27 (0.6)
Help-seeking from professional sourcea N/A 55 (24) 41 (51.9) 6 (3)

Information based on total ALSPAC sample.
a Recorded from Zammit et al. (2013).
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definite PEs (adjusted OR = 1.21; 95% CI, 1.01–1.45 per SD increase in
PRS-T2DM) and psychotic disorder (adjusted OR = 1.51; 95% CI,
1.04–2.05 per SD increase in PRS-T2DM) at age 18 years after control-
ling for sex, ethnicity, social class and BMI (Table 2). Quadratic terms
for PRS-T2DM in these regressionmodels were non-significant suggest-
ing no evidence for departure from linearity (all p> .05). The results for
sensitivity analyses using PRS-T2DM score excluding a SNP in the FTO
gene region were similar (Supplementary Table 3).

3.3. Association between genetic predisposition for schizophrenia and IR at
age 18

There was weaker evidence for an association between PRS-
schizophrenia and IR at age 18 (adjusted OR = 1.10; 95% CI, 0.99–1.22
per SD increase in PRS-schizophrenia) after controlling for sex, ethnic-
ity, social class and BMI. The quadratic term for PRS-schizophrenia
was non-significant suggesting no evidence for departure from linearity
(p > .05).

3.4. Associations between PRS scores and inflammatory markers at age 9

Data on both PRS scores and serum IL-6 and CRP levels were avail-
able for 2180 and 2176 participants respectively. After adjustments for
sex, ethnicity, social class and BMI, PRS-T2DM was associated with
CRP (β = 0.03; 95% CI, 0.01–0.08, p = .040), but not with IL-6 (β =
0.01; 95%CI,−0.02–0.05, p=.082). Therewas also trend level evidence
Fig. 1. Prevalence of psychotic experiences and psych
for an association between PRS-schizophrenia and CRP (β = 0.05; 95%
CI, −0.01–0.10, p = .061) but not with IL-6 (β = 0.01; 95% CI, −0.04-
0.09, p = .670).

3.5. Mediating effect of childhood CRP levels on the associations of PRS
scores with psychotic outcomes or IR

Based on 1955 participants with data on PRS-T2DM, CRP levels at
age 9 and PEs at age 18, CRP at age 9 partially mediated the association
betweenPRS-T2DMand definite PEs at age 18. Therewas evidence of an
indirect effect indicative of mediation; the coefficients were 0.28; 95%
CI, 0.07–0.45, p = .044 for direct effect; co-efficient = 0.05; 95% CI
0.02–0.12, p = .040 for indirect effect. Since IL-6 levels at age 9 years
were not associated with PRS-T2DM, we did not perform mediation
analysis using IL-6. There was no evidence for a mediating effect of
CRP on the association between PRS-schizophrenia and IR at age 18;
the coefficients were 0.14; 95% CI, −0.06–0.34, p = .756 for direct ef-
fect; co-efficient = 0.01; 95% CI, −0.01–0.03, p = .180 for indirect
effect.

3.6. Results for sensitivity analysis using different P-value thresholds for PRS

Fig. 2 presents the associations between PRS-T2DM and PEs along-
side the associations between PRS-schizophrenia and IR, at different
PRS p-value thresholds. The point estimates for the PRS-T2DM-PEs asso-
ciations were >1 for all p-value thresholds, though the strength of
otic disorder at age 18 per tertile of PRS-T2DM.

Image of Fig. 1


Table 2
Odds ratios (95% CI) for outcomes at age 18 per SD increase in polygenic risk score for T2DM or schizophrenia.

Outcome/risk factor Sample OR (95% C.I.) p-value Corrected p-valuec

Unadjusteda Adjusted for sex, ethnicity, social class and BMIb

Definite PEs
PRS-T2DM 3768 1.15 (0.99–1.34) 1.21 (1.01–1.45) 0.027 0.054

Psychotic disorder
PRS-T2DM 3768 1.42 (1.00–1.96) 1.51 (1.04–2.05) 0.016 0.048⁎

Insulin resistance
PRS-SCZ 2344 1.16 (1.04–1.32) 1.10 (0.99–1.22) 0.089 0.089

a Unadjusted analysis adjusted for 10 principal components only.
b Samples for adjusted analysis included 3070 participants for psychotic outcomes and 1970 participants for insulin resistance outcome.
c p-value corrected from adjusted analysis using Holm-Bonferroni method.
⁎ Evidence surpasses Holm-Bonferroni threshold.
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association weakened at more stringent p-value thresholds. A similar
pattern was observed for the PRS-schizophrenia-IR association, where
the evidence for a positive association attenuated at p-value thresholds
more stringent than 1.00 × 10−4.

3.7. Missing data

Fifty-three percent of participants with data on PRS-T2DM had psy-
chotic outcomes data missing, and 71% of participants with PRS-
schizophrenia had IR outcome data missing (Supplementary Fig. 1).
Compared with the analytic sample, the missing sample had higher
mean PRS-schizophrenia but lower PRS-T2DM scores (Supplementary
Table 4). Male sex, lower social class and higher BMI predicted missing
data for psychotic outcomes, and non-white ethnicity was associated
with having missing data for IR (Supplementary Table 5).

4. Discussion

4.1. Main findings and comparisons with the literature

Usingprospective birth cohort data,we report that genetic predispo-
sition for T2DM is associatedwith psychotic outcomes at age 18 in a lin-
ear fashion. The PRS-T2DM findings were consistent using two genetic
scores; onewith and onewithout a SNP at the FTO locus, which is under-
stood to be related to BMI (Frayling et al., 2007). Additionally, therewas
evidence for a dose-response pattern in the association between PRS-
T2DM and psychotic outcomes; the effect size was strongest for psy-
chotic disorder, which is a more clinically relevant outcome than PEs.
We also report some evidence, albeit slightly weaker, for an association
Fig. 2. Association between PRS score and outcome at
between genetic predisposition for schizophrenia and IR at age 18.
However, the sample of participants with missing data had higher
mean PRS-schizophrenia scores than included participants, thus miss-
ing data may help to at least partly explain the weaker evidence. None-
theless, our findings provide some evidence that the comorbidity
between T2DM and schizophrenia arises partly due to shared genetic
factors.

The point estimates across various p-value thresholds for T2DM and
schizophrenia were similar in both combinations of genotype-
phenotype analysis, though in both cases at more stringent p-value
thresholds, the evidence of associationweakened. Thisweakeningeffect
is consistent with a previous study examining the association between
PRS-schizophrenia and adolescent psychopathology (Jones et al.,
2016), which also reported that PRS-schizophrenia was associated
with attrition. Therefore, type II statistical error may be one explanation
for the weaker associations between PRS-schizophrenia and IR.

Our results are in line with one previous study in a relatively large
sample, which found that people with comorbid schizophrenia and
T2DM have a higher genetic predisposition to both disorders compared
to controls (Hackinger et al., 2018), and another recent report of an as-
sociation between PRS for schizophrenia and IR in a clinical sample of
people with schizophrenia (Tomasik et al., 2019). Another study found
evidence for a genetic overlap between schizophrenia and both triglyc-
erides and HDL (Andreassen et al., 2013), which are cardiometabolic in-
dices known to be tightly linked with an insulin resistance phenotype
(Laws and Reaven, 1992), alongside other cardiometabolic factors in-
cluding systolic blood pressure, BMI and waist: hip ratio. One previous
study however found no evidence for an association between PRS-
T2DM and schizophrenia (Padmanabhan et al., 2016), though the latter
age 18 years at different PRS P-value thresholds.

Image of Fig. 2


232 B.I. Perry et al. / Schizophrenia Research 223 (2020) 227–235
study featured a much smaller sample size than in our study and may
therefore have been underpowered to detect a difference. Another
study using LD-score regression (Bulik-Sullivan et al., 2015) found lim-
ited evidence for a genetic correlation between schizophrenia and
T2DM, though the latter study was based on older and less-powered
GWAS for both disorders. However, the same study did find some evi-
dence for genetic correlation between schizophrenia and BMI, and, an-
other recent study provides some evidence for shared genetic loci
between BMI and mental disorders including schizophrenia (Bahrami
et al., 2020). In future, genetic studies may seek to examine the associa-
tion between PRS scores for other cardiometabolic traits in their associ-
ation with schizophrenia and other mental disorders.

It is also possible that genetic-risk for T2DMor schizophreniamay in-
crease the risk of both disorders via pleiotropic mechanisms. This may
help to explain the differences in our results compared with genetic cor-
relation analyses (Bulik-Sullivan et al., 2015). For example, it is possible
that genetic-risk for schizophrenia may predispose to adverse experi-
ences in childhood, which could in t urn influence inflammation
(Slopen et al., 2013). We found some evidence for the association of
childhood CRP levelswith both PRS-T2DMand PRS-schizophrenia. How-
ever, we did notfind an associationwith IL-6. This is perhaps unexpected
since IL-6 stimulates the production of CRP (Calabro et al., 2003), and is
associated with both psychotic outcomes (Khandaker et al., 2014) and
IR (Kim et al., 2009). However, it is also possible that genetic predisposi-
tion for T2DM or schizophrenia influences CRP via mechanisms other
than IL-6. CRP has been shown to play an active role in hepatic insulin re-
sistance, at least partly through impairment in insulin signalling, inde-
pendent of IL-6 (Xi et al., 2011). Interestingly, CRP has shown to be
protective of schizophrenia in MR studies (Hartwig et al., 2017), how-
ever, theGWAS studies included in previousMR researchmeasured phe-
notypic markers in adults. We used CRP measured in childhood, which
may be reflective of a distinct biological environment.

We report some evidence that genetic predisposition for T2DMmay
influence risk of psychosis in early-adulthood by increasing inflamma-
tion in childhood, but the magnitude of this mediating effect was
small, suggesting that other mechanisms are likely to be involved. On
theother hand,we foundnoevidence that childhood IL-6/CRPmediated
the association between genetic predisposition for schizophrenia and
IR. The mediating effect of inflammation for the outcome of PEs is con-
sistentwith previous research reporting an association between genetic
risk for schizophrenia and immune-related disorders (Stringer et al.,
2014; Tylee et al., 2018). However, due to the relatively small number
of participants with psychotic disorder in our sample and associated
lack of power, we were unable to consider testing psychotic disorder
inmediation analyses. Future longitudinal research conducted on larger
samples of participantsmay seek to performamediation analysis of CRP
between PRS-T2DM and more clinically relevant psychotic outcomes.

Othermediators for PRS-T2DMand psychotic outcomesmay include
non-immunemechanisms such as pleotropic genes affecting distinct bi-
ological pathways relevant for each condition. For example, a study ex-
amining the genetic overlap between T2DM and schizophrenia
highlighted, among others, PROX1 as a potentially pleiotropic locus
(Hackinger et al., 2018). PROX1 acts both as a transcriptional activator
and repressor. It has been implicated in murine beta-cell development
as well as in neurogenesis in humans (Holzmann et al., 2015). Due to
the relatively small number of participants with psychotic disorder in
our sample and associated lack of power, we were unable to consider
testing psychotic disorder inmediation analyses. Future longitudinal re-
search conducted on larger samples of participantsmay seek to perform
amediation analysis of CRP between PRS-T2DM andmore clinically rel-
evant psychotic outcomes.

4.2. Strengths and limitations

In this study, we have examined the influence of genetic predisposi-
tions for T2DM and schizophrenia on, respectively, psychosis-risk and
T2DM-risk using a prospective birth cohort. We provide some evidence
that a genetic basis may explain at least part of the variance of the com-
monly observed comorbidity between the two phenotypes. In addition,
we have used childhood inflammatorymarker data to test potentialme-
diating effects of inflammation for these associations. Since our expo-
sures were genetic risk, the potential for confounding by
environmental and lifestyle factors is limited. However, it is well
known that certain antipsychotic medications can have adverse effects
on glycaemic indices (Leucht et al., 2013). At present, ALSPAC does not
have treatment record linkage and we were thus unable to adjust for
antipsychotic treatment. This may have impacted our results for the
analyses examining PRS-schizophrenia and IR. We were able to control
for potential confounding effects of sex, BMI, social class and for inflam-
matory disease. Regarding ethnicity, participants of non-European ge-
netic ancestry were removed at the stage of genotyping analysis. We
also adjusted our regression analyses for ethnicity, since ethnicity is sig-
nificantly associated with T2DM-risk (Oldroyd et al., 2005). We further
adjusted for PCs (Price et al., 2006) in our PRS analyses, to further reduce
the risk of population stratification bias. By including PRS for schizo-
phrenia in our analyses, we help to address a common limitation of re-
search conducted on PEs, that they may not adequately capture
schizophrenia liability (Jones et al., 2016); the results of both sets of
analyses were consistent. A key limitation is missing data. Over half of
the risk set with data on PRS had outcome data missing at follow-up.
The missing sample had a higher mean score for PRS-schizophrenia
but a lowermean score for PRS-T2DM. Thus, our analysesmay underes-
timate the true association between genetic predisposition for schizo-
phrenia and IR, whilst the opposite might be the case for the
association between PRS-T2DM and psychotic outcomes. Furthermore,
whilst PEs and psychotic disorder have been shown to reflect an in-
creased risk for psychotic disorders (Sullivan et al., 2020; Zammit
et al., 2013), and PEs lie on a continuum with clinical psychosis in the
general population (van Os et al., 2009), our data do not allow us to de-
terminewhether peoplemeet criteria for specific psychotic disorders as
classified in DSM or ICD. The transition from PEs to clinical psychosis is
low (Kaymaz et al., 2012), PEs are also associated with other psychiatric
phenotypes such as depressive and anxiety disorders (Kelleher et al.,
2012), and previous research has found no evidence of an association
between PRS-schizophrenia and PEs (Jones et al., 2016). Additionally,
since our psychotic outcomes were measured prior to the peak age of
onset of clinical psychosis (Eranti et al., 2013), some participants may
not have yet developed psychotic symptoms or disorder. This point
also applies to our sample of participants meeting the criteria for IR at
age 18, since age 18may be relatively early for the phenotype to become
detectable. This may be a further explanation for the weaker evidence
for an association between PRS-schizophrenia and IR at age 18. Whilst
we attempted to address these limitations by reversing the genotype
and phenotype to more accurately capture schizophrenia/T2DM liabil-
ity, replication of our methods in an adequately powered clinical (and
likely older) sample of peoplewith clinically diagnosed psychotic disor-
ders such as schizophrenia, is necessary. Finally, one-off measurements
of inflammatory markers in childhood may not reflect lifelong levels of
inflammation. However, measurement error, if non-differential, intro-
duces a bias towards the null, so our results may underestimate the
true association between PRS-T2DM and IL-6 and CRP.

Future research may complement our work by employing genomic
advances which test a greater proportion of genomic information than
solely PRS scores, the latter of which are highly dependent on the
power of GWAS studies. Such methods might include colocalization
analysis (Giambartolomei et al., 2014) or locus-level genetic correlation
analysis (Shi et al., 2017). Such researchmay build on our own since re-
search conducted using PRS scores may be susceptible to type II error
due to the phenomenon of ‘missing heritability’, which is the difference
between the known heritability of a trait compared with the currently
identified risk-increasing variants (Manolio et al., 2009). It is likely
that at least some of the heritability of schizophrenia (Woo et al.,
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2017) as well as cardiometabolic disorders (Xia et al., 2016) lies in a
number of low-frequency, low-effect-size variants which are therefore
difficult to detect with current GWAS methods.
4.3. Implications

Ourwork provides some evidence that, limitations notwithstanding,
a summation of minor genetic variation representing lifetime risk for
T2DM or schizophrenia at conception, may contribute a portion of the
variance of the comorbidity of these disorders in adulthood. Further-
more, we report that genetic predisposition for T2DM may increase
risk of PEs by influencing physiologic changes, such as low-grade in-
flammation, detectable as early as childhood. It is well known that
some commonly prescribed antipsychotics can cause or worsen cardio-
metabolic indices (Leucht et al., 2013), even after a relatively short
length of exposure (Neilsen et al., 2010). Therefore, clinicians who
look after people with schizophrenia should ascribe detailed attention
to the malleable risk factors for cardiometabolic disorders, such as
with the promotion of a healthy lifestyle (Teasdale et al., 2019; Ward
et al., 2017), and with careful selection and monitoring of antipsychotic
medications. This may help to reduce the excess cardiometabolic illness
relatedmorbidity andmortality in peoplewith schizophrenia. In future,
similar research may seek to examine the associations between PRS for
T2DMand othermental disorders including T2DMand bipolar disorder,
both of which are known to have higher rates of cardiometabolic disor-
ders than the general population (Martin et al., 2016). Such research
may also help to test the specificity of the findings in this study.
Declaration of competing interest

The authors report no competing interests.

Acknowledgements
The authors are extremely grateful to all the families who took part in this study, the

midwives for their help in recruiting them, and the whole ALSPAC team, which includes
interviewers, computer and laboratory technicians, clerical workers, research scientists,
volunteers, managers, receptionists and nurses.

Funding body agreements and policies
This report is independent research supported by the National Institute for Health Re-

search (NIHR Doctoral Research Fellowship, BIP, DRF-2018-11-ST2-018). The views
expressed in this publication are those of the author(s) and not necessarily those of the
NHS, the National Institute for Health Research or the Department of Health and Social
Care. GMK acknowledges funding support from the MQ: Transforming Mental Health
(Data Science Award; grant code:MQDS17/40), theWellcome Trust (Intermediate Clinical
Fellowship; grant code: 201486/Z/16/Z), and theMedical Research Council (MICA:Mental
Health Data Pathfinder; grant code: MC_PC_17213). PBJ acknowledges funding fromMRC
(DPFS), programmatic funding from National Institute for Health Research (RP-PG- 0616-
20003) and support from Collaboration for Leadership in Applied Health Research and
Care (CLAHRC) East of England. SZ is supported by the NIHR Biomedical Research Centre
at University Hospitals Bristol NHS Foundation Trust and the University of Bristol. TGR is
a UKRI Innovation Research Fellow (MR/S003886/1). The UK Medical Research Council
andWellcome Trust (Grant no: 102215/2/13/2) and the University of Bristol provide core
support for ALSPAC. A comprehensive list of grants funding is available on the ALSPAC
website (http://www.bristol.ac.uk/alspac/external/documents/grant-acknowledgements.
pdf/); this research was specifically funded by The Wellcome Trust (Grant no:
08426812/Z/07/Z). GWAS data was generated by Sample Logistics and Genotyping Facili-
ties at Wellcome Sanger Institute and LabCorp (Laboratory Corporation of America) using
support from 23andMe.

CRediT authorship contribution statement
BIP and GK conceived the study. Analysis was done by BIP, TR and HJJ. BIP wrote the

manuscript, with edits suggested by HJJ, TR, SZ, GL, PBJ, NJW, GMK.

Appendix A. Supplementary data

Supplementary data to this article can be found online at https://doi.
org/10.1016/j.schres.2020.08.006.
References

Andreassen, O.A., Djurovic, S., Thompson, W.K., Schork, A.J., Kendler, K.S., O’Donovan,
M.C., Rujescu, D., Werge, T., van de Bunt, M., Morris, A.P., McCarthy, M.I.,
International Consortium for Blood Pressure, G, Diabetes Genetics, R, Meta-analysis,
C, Psychiatric Genomics Consortium Schizophrenia Working, G, Roddey, J.C.,
McEvoy, L.K., Desikan, R.S., Dale, A.M., 2013. Improved detection of common variants
associated with schizophrenia by leveraging pleiotropy with cardiovascular-disease
risk factors. Am. J. Hum. Genet. 92 (2), 197–209.

Bahrami, S., Steen, N.E., Shadrin, A., O’Connell, K., Frei, O., Bettella, F., Wirgenes, K.V., Krull,
F., Fan, C.C., Dale, A.M., Smeland, O.B., Djurovic, S., Andreassen, O.A., 2020. Shared ge-
netic loci between body mass index and major psychiatric disorders: a genome-wide
association study. JAMA Psychiatry 77 (5), 503–512.

Boyd, A., Golding, J., Macleod, J., Lawlor, D.A., Fraser, A., Henderson, J., Molloy, L., Ness, A.,
Ring, S., Davey Smith, G., 2013. Cohort profile: the ‘Children of the 90s’–the index off-
spring of the Avon longitudinal study of parents and children. Int. J. Epidemiol. 42 (1),
111–127.

Bulik-Sullivan, B., Finucane, H.K., Anttila, V., Gusev, A., Day, F.R., Loh, P.R., ReproGen, C,
Psychiatric Genomics, C, Genetic Consortium for Anorexia Nervosa of the Wellcome
Trust Case Control, C, Duncan, L., Perry, J.R., Patterson, N., Robinson, E.B., Daly, M.J.,
Price, A.L., Neale, B.M., 2015. An atlas of genetic correlations across human diseases
and traits. Nat. Genet. 47 (11), 1236–1241.

Calabro, P., Willerson, J.T., Yeh, E.T., 2003. Inflammatory cytokines stimulated C-reactive
protein production by human coronary artery smooth muscle cells. Circulation 108
(16), 1930–1932.

Cediel, G., Corvalan, C., Aguirre, C., de Romana, D.L., Uauy, R., 2016. Serum 25-
hydroxyvitamin D associated with indicators of body fat and insulin resistance in pre-
pubertal chilean children. Int. J. Obes. 40 (1), 147–152.

Chang, C.C., Chow, C.C., Tellier, L.C.A.M., Vattikuti, S., Purcell, S.M., Lee, J.J., 2015. Second-
generation PLINK: rising to the challenge of larger and richer datasets. Gigascience 4.

Chouinard, V.A., Henderson, D.C., Dalla Man, C., Valeri, L., Gray, B.E., Ryan, K.P., Cypess,
A.M., Cobelli, C., Cohen, B.M., Ongur, D., 2019. Impaired insulin signaling in unaffected
siblings and patients with first-episode psychosis. Mol. Psychiatry 24 (10),
1513–1522.

Eranti, S.V., MacCabe, J.H., Bundy, H., Murray, R.M., 2013. Gender difference in age at onset
of schizophrenia: a meta-analysis. Psychol. Med. 43 (1), 155–167.

Ferentinos, P., Dikeos, D., 2012. Genetic correlates of medical comorbidity associated with
schizophrenia and treatment with antipsychotics. Curr Opin Psychiatry 25 (5),
381–390.

Festa, A., D'Agostino Jr., R., Howard, G., Mykkanen, L., Tracy, R.P., Haffner, S.M., 2000.
Chronic subclinical inflammation as part of the insulin resistance syndrome: the Insu-
lin Resistance Atherosclerosis Study (IRAS). Circulation 102 (1), 42–47.

Fraser, A., Macdonald-Wallis, C., Tilling, K., Boyd, A., Golding, J., Davey Smith, G.,
Henderson, J., Macleod, J., Molloy, L., Ness, A., Ring, S., Nelson, S.M., Lawlor, D.A.,
2013. Cohort profile: the Avon longitudinal study of parents and children: ALSPAC
mothers cohort. Int. J. Epidemiol. 42 (1), 97–110.

Frayling, T.M., Timpson, N.J., Weedon, M.N., Zeggini, E., Freathy, R.M., Lindgren, C.M.,
Perry, J.R., Elliott, K.S., Lango, H., Rayner, N.W., Shields, B., Harries, L.W., Barrett, J.C.,
Ellard, S., Groves, C.J., Knight, B., Patch, A.M., Ness, A.R., Ebrahim, S., Lawlor, D.A.,
Ring, S.M., Ben-Shlomo, Y., Jarvelin, M.R., Sovio, U., Bennett, A.J., Melzer, D., Ferrucci,
L., Loos, R.J., Barroso, I., Wareham, N.J., Karpe, F., Owen, K.R., Cardon, L.R., Walker,
M., Hitman, G.A., Palmer, C.N., Doney, A.S., Morris, A.D., Smith, G.D., Hattersley, A.T.,
McCarthy, M.I., 2007. A common variant in the FTO gene is associated with body
mass index and predisposes to childhood and adult obesity. Science 316 (5826),
889–894.

Geloneze, B., Repetto, E.M., Geloneze, S.R., Tambascia, M.A., Ermetice, M.N., 2006. The
threshold value for insulin resistance (HOMA-IR) in an admixtured population IR in
the Brazilian Metabolic Syndrome Study. Diabetes Res. Clin. Pract. 72 (2), 219–220.

Giambartolomei, C., Vukcevic, D., Schadt, E.E., Franke, L., Hingorani, A.D., Wallace, C.,
Plagnol, V., 2014. Bayesian test for colocalisation between pairs of genetic association
studies using summary statistics. PLoS Genet. 10 (5), e1004383.

Hackinger, S., Prins, B., Mamakou, V., Zengini, E., Marouli, E., Brčić, L., Serafetinidis, I.,
Lamnissou, K., Kontaxakis, V., Dedoussis, G., Gonidakis, F., Thanopoulou, A.,
Tentolouris, N., Tsezou, A., Zeggini, E., 2018. Evidence for genetic contribution to the
increased risk of type 2 diabetes in schizophrenia. Transl. Psychiatry 8 (1), 252.

Hartwig, F.P., Borges, M.C., Horta, B.L., Bowden, J., Davey Smith, G., 2017. Inflammatory
biomarkers and risk of schizophrenia: a 2-sample Mendelian randomization study.
JAMA Psychiatry 74 (12), 1226–1233.

Hedblad, B., Nilsson, P., Janzon, L., Berglund, G., 2000. Relation between insulin resistance
and carotid intima-media thickness and stenosis in non-diabetic subjects. Results
from a cross-sectional study in Malmo, Sweden. Diabet. Med. 17 (4), 299–307.

Holland, B.S., Copenhaver, M., 1987. An improved sequentially rejective Bonferroni test
procedure. Biometrics 43 (2), 417–423.

Holt, R.I., Peveler, R.C., Byrne, C.D., 2004. Schizophrenia, the metabolic syndrome and di-
abetes. Diabet. Med. 21 (6), 515–523.

Holzmann, J., Hennchen, M., Rohrer, H., 2015. Prox1 identifies proliferating neuroblasts
and nascent neurons during neurogenesis in sympathetic ganglia. Dev Neurobiol 75
(12), 1352–1367.

Jones, H.J., Stergiakouli, E., Tansey, K.E., Hubbard, L., Heron, J., Cannon, M., Holmans, P.,
Lewis, G., Linden, D.E., Jones, P.B., Davey Smith, G., O’Donovan, M.C., Owen, M.J.,
Walters, J.T., Zammit, S., 2016. Phenotypic manifestation of genetic risk for schizo-
phrenia during adolescence in the general population. JAMA Psychiatry 73 (3),
221–228.

Kaymaz, N., Drukker, M., Lieb, R., Wittchen, H.U.,Werbeloff, N.,Weiser, M., Lataster, T., van
Os, J., 2012. Do subthreshold psychotic experiences predict clinical outcomes in

http://www.bristol.ac.uk/alspac/external/documents/grant-acknowledgements.pdf/
http://www.bristol.ac.uk/alspac/external/documents/grant-acknowledgements.pdf/
https://doi.org/10.1016/j.schres.2020.08.006
https://doi.org/10.1016/j.schres.2020.08.006
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0005
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0005
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0005
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0010
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0010
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0010
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0015
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0015
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0015
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0020
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0020
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0025
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0025
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0025
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0030
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0030
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0030
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0035
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0035
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0040
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0040
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0040
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0045
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0045
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0050
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0050
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0050
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0055
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0055
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0060
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0060
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0065
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0065
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0065
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0070
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0070
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0070
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0075
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0075
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0080
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0080
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0085
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0085
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0085
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0090
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0090
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0090
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0095
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0095
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0100
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0100
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0105
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0105
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0105
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0110
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0110
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0110
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0115


234 B.I. Perry et al. / Schizophrenia Research 223 (2020) 227–235
unselected non-help-seeking population-based samples? A systematic review and
meta-analysis, enriched with new results. Psychol. Med. 42 (11), 2239–2253.

Kelleher, I., Keeley, H., Corcoran, P., Lynch, F., Fitzpatrick, C., Devlin, N., Molloy, C., Roddy,
S., Clarke, M.C., Harley, M., Arseneault, L., Wasserman, C., Carli, V., Sarchiapone, M.,
Hoven, C., Wasserman, D., Cannon, M., 2012. Clinicopathological significance of psy-
chotic experiences in non-psychotic young people: evidence from four population-
based studies. Br. J. Psychiatry 201 (1), 26–32.

Khandaker, G.M., Pearson, R.M., Zammit, S., Lewis, G., Jones, P.B., 2014. Association of
serum interleukin 6 and C-reactive protein in childhood with depression and psycho-
sis in young adult life: a population-based longitudinal study. JAMA Psychiatry 71
(10), 1121–1128.

Kim, J.H., Bachmann, R.A., Chen, J., 2009. Interleukin-6 and insulin resistance. Vitam.
Horm. 80, 613–633.

Lappin, J.M., Wijaya, M., Watkins, A., Morell, R., Teasdale, S., Lederman, O., Rosenbaum, S.,
Dick, S., Ward, P., Curtis, J., 2018. Cardio-metabolic risk and its management in a co-
hort of clozapine-treated outpatients. Schizophr. Res. 199, 367–373.

Laws, A., Reaven, G.M., 1992. Evidence for an independent relationship between insulin
resistance and fasting plasma HDL-cholesterol, triglyceride and insulin concentra-
tions. J. Intern. Med. 231 (1), 25–30.

Leucht, S., Cipriani, A., Spineli, L., Mavridis, D., Orey, D., Richter, F., Samara, M., Barbui, C.,
Engel, R.R., Geddes, J.R., Kissling, W., Stapf, M.P., Lassig, B., Salanti, G., Davis, J.M.,
2013. Comparative efficacy and tolerability of 15 antipsychotic drugs in schizophre-
nia: a multiple-treatments meta-analysis. Lancet 382 (9896), 951–962.

Lin, P.I., Shuldiner, A.R., 2010. Rethinking the genetic basis for comorbidity of schizophre-
nia and type 2 diabetes. Schizophr. Res. 123 (2–3), 234–243.

Mahajan, A., Go, M.J., Zhang, W., Below, J.E., Gaulton, K.J., Ferreira, T., Horikoshi, M.,
Johnson, A.D., Ng, M.C., Prokopenko, I., Saleheen, D., Wang, X., Zeggini, E., Abecasis,
G.R., Adair, L.S., Almgren, P., Atalay, M., Aung, T., Baldassarre, D., Balkau, B., Bao, Y.,
Barnett, A.H., Barroso, I., Basit, A., Been, L.F., Beilby, J., Bell, G.I., Benediktsson, R.,
Bergman, R.N., Boehm, B.O., Boerwinkle, E., Bonnycastle, L.L., Burtt, N., Cai, Q.,
Campbell, H., Carey, J., Cauchi, S., Caulfield, M., Chan, J.C., Chang, L.C., Chang, T.J.,
Chang, Y.C., Charpentier, G., Chen, C.H., Chen, H., Chen, Y.T., Chia, K.S.,
Chidambaram, M., Chines, P.S., Cho, N.H., Cho, Y.M., Chuang, L.M., Collins, F.S.,
Cornelis, M.C., Couper, D.J., Crenshaw, A.T., van Dam, R.M., Danesh, J., Das, D., de
Faire, U., Dedoussis, G., Deloukas, P., Dimas, A.S., Dina, C., Doney, A.S., Donnelly, P.J.,
Dorkhan, M., van Duijn, C., Dupuis, J., Edkins, S., Elliott, P., Emilsson, V., Erbel, R.,
Eriksson, J.G., Escobedo, J., Esko, T., Eury, E., Florez, J.C., Fontanillas, P., Forouhi, N.G.,
Forsen, T., Fox, C., Fraser, R.M., Frayling, T.M., Froguel, P., Frossard, P., Gao, Y.,
Gertow, K., Gieger, C., Gigante, B., Grallert, H., Grant, G.B., Grrop, L.C., Groves, C.J.,
Grundberg, E., Guiducci, C., Hamsten, A., Han, B.G., Hara, K., Hassanali, N.,
Hattersley, A.T., Hayward, C., Hedman, A.K., Herder, C., Hofman, A., Holmen, O.L.,
Hovingh, K., Hreidarsson, A.B., Hu, C., Hu, F.B., Hui, J., Humphries, S.E., Hunt, S.E.,
Hunter, D.J., Hveem, K., Hydrie, Z.I., Ikegami, H., Illig, T., Ingelsson, E., Islam, M.,
Isomaa, B., Jackson, A.U., Jafar, T., James, A., Jia, W., Jöckel, K.H., Jonsson, A., Jowett,
J.B., Kadowaki, T., Kang, H.M., Kanoni, S., Kao, W.H., Kathiresan, S., Kato, N.,
Katulanda, P., Keinanen-Kiukaanniemi, K.M., Kelly, A.M., Khan, H., Khaw, K.T., Khor,
C.C., Kim, H.L., Kim, S., Kim, Y.J., Kinnunen, L., Klopp, N., Kong, A., Korpi-Hyövälti, E.,
Kowlessur, S., Kraft, P., Kravic, J., Kristensen, M.M., Krithika, S., Kumar, A., Kumate, J.,
Kuusisto, J., Kwak, S.H., Laakso, M., Lagou, V., Lakka, T.A., Langenberg, C., Langford,
C., Lawrence, R., Leander, K., Lee, J.M., Lee, N.R., Li, M., Li, X., Li, Y., Liang, J., Liju, S.,
Lim, W.Y., Lind, L., Lindgren, C.M., Lindholm, E., Liu, C.T., Liu, J.J., Lobbens, S., Long, J.,
Loos, R.J., Lu, W., Luan, J., Lyssenko, V., Ma, R.C., Maeda, S., Mägi, R., Männisto, S.,
Matthews, D.R., Meigs, J.B., Melander, O., Metspalu, A., Meyer, J., Mirza, G., Mihailov,
E., Moebus, S., Mohan, V., Mohlke, K.L., Morris, A.D., Mühleisen, T.W., Müller-
Nurasyid, M., Musk, B., Nakamura, J., Nakashima, E., Navarro, P., Ng, P.K., Nica, A.C.,
Nilsson, P.M., Njølstad, I., Nöthen, M.M., Ohnaka, K., Ong, T.H., Owen, K.R., Palmer,
C.N., Pankow, J.S., Park, K.S., Parkin, M., Pechlivanis, S., Pedersen, N.L., Peltonen, L.,
Perry, J.R., Peters, A., Pinidiyapathirage, J.M., Platou, C.G., Potter, S., Price, J.F., Qi, L.,
Radha, V., Rallidis, L., Rasheed, A., Rathman, W., Rauramaa, R., Raychaudhuri, S.,
Rayner, N.W., Rees, S.D., Rehnberg, E., Ripatti, S., Robertson, N., Roden, M., Rossin,
E.J., Rudan, I., Rybin, D., Saaristo, T.E., Salomaa, V., Saltevo, J., Samuel, M., Sanghera,
D.K., Saramies, J., Scott, J., Scott, L.J., Scott, R.A., Segrè, A.V., Sehmi, J., Sennblad, B.,
Shah, N., Shah, S., Shera, A.S., Shu, X.O., Shuldiner, A.R., Sigurđsson, G., Sijbrands, E.,
Silveira, A., Sim, X., Sivapalaratnam, S., Small, K.S., So, W.Y., Stančáková, A.,
Stefansson, K., Steinbach, G., Steinthorsdottir, V., Stirrups, K., Strawbridge, R.J.,
Stringham, H.M., Sun, Q., Suo, C., Syvänen, A.C., Takayanagi, R., Takeuchi, F., Tay,
W.T., Teslovich, T.M., Thorand, B., Thorleifsson, G., Thorsteinsdottir, U., Tikkanen, E.,
Trakalo, J., Tremoli, E., Trip, M.D., Tsai, F.J., Tuomi, T., Tuomilehto, J., Uitterlinden,
A.G., Valladares-Salgado, A., Vedantam, S., Veglia, F., Voight, B.F., Wang, C.,
Wareham, N.J., Wennauer, R., Wickremasinghe, A.R., Wilsgaard, T., Wilson, J.F.,
Wiltshire, S., Winckler, W., Wong, T.Y., Wood, A.R., Wu, J.Y., Wu, Y., Yamamoto, K.,
Yamauchi, T., Yang, M., Yengo, L., Yokota, M., Young, R., Zabaneh, D., Zhang, F.,
Zhang, R., Zheng, W., Zimmet, P.Z., Altshuler, D., Bowden, D.W., Cho, Y.S., Cox, N.J.,
Cruz, M., Hanis, C.L., Kooner, J., Lee, J.Y., Seielstad, M., Teo, Y.Y., Boehnke, M., Parra,
E.J., Chambers, J.C., Tai, E.S., McCarthy, M.I., Morris, A.P., Consortium, D.G.R.A.M.-a.D,
Consortium, A.G.E.N.T.D.A.-T.D, Consortium, S.A.T.D.S.D, Consortium, M.A.T.D.M.D,
Consortium, T.D.G.E.b.N.-g.s.i.m.-E.S.T.D.-G, 2014. Genome-wide trans-ancestry
meta-analysis provides insight into the genetic architecture of type 2 diabetes sus-
ceptibility. Nat. Genet. 46 (3), 234–244.

Manolio, T.A., Collins, F.S., Cox, N.J., Goldstein, D.B., Hindorff, L.A., Hunter, D.J., McCarthy,
M.I., Ramos, E.M., Cardon, L.R., Chakravarti, A., Cho, J.H., Guttmacher, A.E., Kong, A.,
Kruglyak, L., Mardis, E., Rotimi, C.N., Slatkin, M., Valle, D., Whittemore, A.S.,
Boehnke, M., Clark, A.G., Eichler, E.E., Gibson, G., Haines, J.L., Mackay, T.F., McCarroll,
S.A., Visscher, P.M., 2009. Finding themissing heritability of complex diseases. Nature
461 (7265), 747–753.
Marques-Vidal, P., Mazoyer, E., Bongard, V., Gourdy, P., Ruidavets, J.B., Drouet, L., Ferrieres,
J., 2002. Prevalence of insulin resistance syndrome in southwestern France and its re-
lationship with inflammatory and hemostatic markers. Diabetes Care 25 (8),
1371–1377.

Martin, B.C., Warram, J.H., Krolewski, A.S., Bergman, R.N., Soeldner, J.S., Kahn, C.R., 1992.
Role of glucose and insulin resistance in development of type 2 diabetes mellitus: re-
sults of a 25-year follow-up study. Lancet 340 (8825), 925–929.

Martin, D.J., Ul-Haq, Z., Nicholl, B.I., Cullen, B., Evans, J., Gill, J.M., Roberts, B., Gallacher, J.,
Mackay, D., McIntosh, A., Hotopf, M., Craddock, N., Deary, I.J., Pell, J.P., Smith, D.J.,
2016. Cardiometabolic disease and features of depression and bipolar disorder:
population-based, cross-sectional study. Br. J. Psychiatry 208 (4), 343–351.

Matthews, D.R., Hosker, J.P., Rudenski, A.S., Naylor, B.A., Treacher, D.F., Turner, R.C., 1985.
Homeostasismodel assessment: insulin resistance and beta-cell function from fasting
plasma glucose and insulin concentrations in man. Diabetologia 28 (7), 412–419.

Neilsen, J., Skadhede, S., Correll, C.U., 2010. Antipsychotics associated with the develop-
ment of type 2 diabetes in antipsychotic-naive schizophrenia patients.
Neuropsychopharmacology 35 (9), 1997–2004.

Oldroyd, J., Banerjee, M., Heald, A., Cruickshank, K., 2005. Diabetes and ethnic minorities.
Postgrad. Med. J. 81 (958), 486–490.

Padmanabhan, J.L., Nanda, P., Tandon, N., Mothi, S.S., Bolo, N., McCarroll, S., Clementz, B.A.,
Gershon, E.S., Pearlson, G.D., Sweeney, J.A., Tamminga, C.A., Keshavan, M.S., 2016.
Polygenic risk for type 2 diabetes mellitus among individuals with psychosis and
their relatives. J. Psychiatr. Res. 77, 52–58.

Perry, B.I., McIntosh, G., Weich, S., Singh, S., Rees, K., 2016. The association between first-
episode psychosis and abnormal glycaemic control: systematic review and meta-
analysis. Lancet Psychiatry 3 (11), 1049–1058.

Perry, B.I., Upthegrove, R., Thompson, A., Marwaha, S., Zammit, S., Singh, S.P., Khandaker,
G., 2018. Dysglycaemia. Findings From the UK ALSPAC Birth Cohort. Schizophr Bull,
Inflammation and Psychosis.

Pillinger, T., Beck, K., Gobjila, C., Donocik, J.G., Jauhar, S., Howes, O.D., 2017. Impaired glu-
cose homeostasis in first-episode schizophrenia: a systematic review and meta-
analysis. JAMA Psychiatry 74 (3), 261–269.

Poulton, R., Caspi, A., Moffitt, T.E., Cannon, M., Murray, R., Harrington, H., 2000. Children’s
self-reported psychotic symptoms and adult schizophreniform disorder: a 15-year
longitudinal study. Arch. Gen. Psychiatry 57 (11), 1053–1058.

Pradhan, A.D., Manson, J.E., Rifai, N., Buring, J.E., Ridker, P.M., 2001. C-reactive protein, in-
terleukin 6, and risk of developing type 2 diabetes mellitus. JAMA 286 (3), 327–334.

Price, A.L., Patterson, N.J., Plenge, R.M., Weinblatt, M.E., Shadick, N.A., Reich, D., 2006. Prin-
cipal components analysis corrects for stratification in genome-wide association
studies. Nat. Genet. 38 (8), 904–909.

Purcell, S., Neale, B., Todd-Brown, K., Thomas, L., Ferreira, M.A., Bender, D., Maller, J., Sklar,
P., de Bakker, P.I., Daly, M.J., Sham, P.C., 2007. PLINK: a tool set for whole-genome as-
sociation and population-based linkage analyses. Am. J. Hum. Genet. 81, 559–575.

Purcell, S.M., Wray, N.R., Stone, J.L., Visscher, P.M., O'Donovan, M.C., Sullivan, P.F., Sklar, P.,
International Schizophrenia Consortium, 2009. Common polygenic variation contrib-
utes to risk of schizophrenia and bipolar disorder. Nature 460, 748–752.

R Core Team, 2017. R: A Language and Environment for Statistical Computing, Vienna,
Austria.

Rajkumar, A.P., Horsdal, H.T., Wimberley, T., Cohen, D., Mors, O., Borglum, A.D., Gasse, C.,
2017. Endogenous and antipsychotic-related risks for diabetesmellitus in Young peo-
ple with schizophrenia: a Danish population-based cohort study. Am. J. Psychiatry
174 (7), 686–694.

Reinikainen, J., Laatikainen, T., Karvanen, J., Tolonen, H., 2015. Lifetime cumulative risk
factors predict cardiovascular disease mortality in a 50-year follow-up study in
Finland. Int. J. Epidemiol. 44 (1), 108–116.

Schizophrenia Working Group of the Psychiatric Genomics Consortium, 2014. Biological
insights from 108 schizophrenia-associated genetic loci. Nature 511, 421–427.

Shi, H., Mancuso, N., Spendlove, S., Pasaniuc, B., 2017. Local genetic correlation gives in-
sights into the shared genetic architecture of complex traits. Am. J. Hum. Genet.
101 (5), 737–751.

Slopen, N., Kubzansky, L.D., McLaughlin, K.A., Koenen, K.C., 2013. Childhood adversity and
inflammatory processes in youth: a prospective study. Psychoneuroendocrinology 38
(2), 188–200.

Stringer, S., Kahn, R.S., de Witte, L.D., Ophoff, R.A., Derks, E.M., 2014. Genetic liability for
schizophrenia predicts risk of immune disorders. Schizophr. Res. 159 (2–3), 347–352.

Sullivan, S.A., Kounali, D., Cannon, M., David, A.S., Fletcher, P.C., Holmans, P., Jones, H.,
Jones, P.B., Linden, D.E.J., Lewis, G., Owen, M.J., O’Donovan, M., Rammos, A.,
Thompson, A., Wolke, D., Heron, J., Zammit, S., 2020. A population-based cohort
study examining the incidence and impact of psychotic experiences from childhood
to adulthood, and prediction of psychotic disorder. Am. J. Psychiatry 177 (4),
308–317 appiajp201919060654.

Teasdale, S.B., Curtis, J., Ward, P.B., Watkins, A., Lederman, O., Rosenbaum, S., Kalucy, M.,
Lappin, J., Samaras, K., 2019. The effectiveness of the keeping the body in mind
Xtend pilot lifestyle program on dietary intake in first-episode psychosis: two-year
outcomes. Obes. Res. Clin. Pract. 13 (2), 214–216.

Tomasik, J., Lago, S.G., Vazquez-Bourgon, J., Papiol, S., Suarez-Pinilla, P., Crespo-Facorro, B.,
Bahn, S., 2019. Association of insulin resistance with schizophrenia polygenic risk
score and response to antipsychotic treatment. JAMA Psychiatry 76 (8), 864–867.

Tylee, D.S., Sun, J., Hess, J.L., Tahir, M.A., Sharma, E., Malik, R., Worrall, B.B., Levine, A.J.,
Martinson, J.J., Nejentsev, S., Speed, D., Fischer, A., Mick, E., Walker, B.R., Crawford,
A., Grant, S.F.A., Polychronakos, C., Bradfield, J.P., Sleiman, P.M.A., Hakonarson, H.,
Ellinghaus, E., Elder, J.T., Tsoi, L.C., Trembath, R.C., Barker, J.N., Franke, A., Dehghan,
A., Me Research, T, Inflammation Working Group of the, C.C, Consortium, M.C.o.t.I.S.
G, Netherlands Twin, R, neuro, C.W.G, Obsessive, C., Tourette Syndrome Working
Group of the Psychiatric Genomics, C, Faraone, S.V., Glatt, S.J., 2018. Genetic

http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0115
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0115
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0120
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0120
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0120
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0125
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0125
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0125
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0125
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0130
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0130
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0135
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0135
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0140
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0140
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0140
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0145
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0145
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0150
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0150
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0155
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0155
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0155
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0160
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0160
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0165
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0165
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0165
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0170
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0170
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0175
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0175
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0180
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0180
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0185
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0185
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0185
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0190
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0190
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0195
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0195
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0200
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0200
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0200
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0205
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0205
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0210
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0210
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0210
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0215
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0215
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0215
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0220
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0220
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0225
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0225
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0225
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0230
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0230
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0235
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0235
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0240
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0240
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0245
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0245
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0245
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0250
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0250
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0250
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0255
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0255
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0260
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0260
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0260
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0265
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0265
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0265
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0270
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0270
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0275
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0275
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0275
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0275
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0280
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0280
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0280
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0285
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0285
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0290


235B.I. Perry et al. / Schizophrenia Research 223 (2020) 227–235
correlations among psychiatric and immune-related phenotypes based on genome-
wide association data. Am. J. Med. Genet. B Neuropsychiatr. Genet. 177 (7), 641–657.

Upthegrove, R., Manzanares-Teson, N., Barnes, N.M., 2014. Cytokine function in
medication-naive first episode psychosis: a systematic review and meta-analysis.
Schizophr. Res. 155 (1–3), 101–108.

van Os, J., Linscott, R.J., Myin-Germeys, I., Delespaul, P., Krabbendam, L., 2009. A system-
atic review and meta-analysis of the psychosis continuum: evidence for a psychosis
proneness-persistence-impairment model of psychotic disorder. Psychol. Med. 39
(2), 179–195.

Wallace, T.M., Levy, J.C., Matthews, D.R., 2004. Use and abuse of HOMA modeling. Diabe-
tes Care 27 (6), 1487–1495.

Ward, P.B., Firth, J., Rosenbaum, S., Samaras, K., Stubbs, B., Curtis, J., 2017. Lifestyle inter-
ventions to reduce premature mortality in schizophrenia. Lancet Psychiatry 4 (7),
e14.
Woo, H.J., Yu, C., Kumar, K., Reifman, J., 2017. Large-scale interaction effects revealmissing
heritability in schizophrenia, bipolar disorder and posttraumatic stress disorder.
Transl. Psychiatry 7 (4), e1089.

Xi, L., Xiao, C., Bandsma, R.H., Naples, M., Adeli, K., Lewis, G.F., 2011. C-reactive protein im-
pairs hepatic insulin sensitivity and insulin signaling in rats: role of mitogen-
activated protein kinases. Hepatology 53 (1), 127–135.

Xia, C., Amador, C., Huffman, J., Trochet, H., Campbell, A., Porteous, D., Generation, S.,
Hastie, N.D., Hayward, C., Vitart, V., Navarro, P., Haley, C.S., 2016. Pedigree- and
SNP-associated genetics and recent environment are the major contributors to an-
thropometric and cardiometabolic trait variation. PLoS Genet. 12 (2), e1005804.

Zammit, S., Kounali, D., Cannon, M., David, A.S., Gunnell, D., Heron, J., Jones, P.B., Lewis, S.,
Sullivan, S., Wolke, D., Lewis, G., 2013. Psychotic experiences and psychotic disorders
at age 18 in relation to psychotic experiences at age 12 in a longitudinal population-
based cohort study. Am. J. Psychiatry 170 (7), 742–750.

http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0290
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0290
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0295
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0295
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0295
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0300
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0300
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0300
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0300
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0305
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0305
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0310
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0310
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0310
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0315
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0315
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0315
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0320
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0320
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0320
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0325
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0325
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0325
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0330
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0330
http://refhub.elsevier.com/S0920-9964(20)30434-5/rf0330

	Common mechanisms for type 2 diabetes and psychosis: Findings from a prospective birth cohort
	1. Introduction
	2. Methods
	2.1. Description of cohort and sample selection
	2.2. Assessment of psychotic outcomes at age 18
	2.2.1. Psychotic experiences (PEs)
	2.2.2. Psychotic disorder

	2.3. Assessment for a T2DM-risk outcome at age 18
	2.3.1. Insulin resistance

	2.4. Assessment for polygenic risk scores for T2DM and schizophrenia
	2.5. Assessment of inflammatory markers at age 9
	2.6. Assessment of potential confounders
	2.7. Statistical analysis
	2.7.1. Association between PRS and outcomes at age 18
	2.7.2. Association between PRS scores and childhood inflammatory markers at age 9 years
	2.7.3. Mediation by childhood CRP

	2.8. Missing data

	3. Results
	3.1. Baseline characteristics of sample
	3.2. Association between genetic predisposition for T2DM and psychotic outcomes at age 18
	3.3. Association between genetic predisposition for schizophrenia and IR at age 18
	3.4. Associations between PRS scores and inflammatory markers at age 9
	3.5. Mediating effect of childhood CRP levels on the associations of PRS scores with psychotic outcomes or IR
	3.6. Results for sensitivity analysis using different P-value thresholds for PRS
	3.7. Missing data

	4. Discussion
	4.1. Main findings and comparisons with the literature
	4.2. Strengths and limitations
	4.3. Implications

	Declaration of competing interest
	Acknowledgements
	Funding body agreements and policies
	CRediT authorship contribution statement
	Appendix A. Supplementary data
	References




