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a b s t r a c t
Auditory-verbal hallucinations (AVHs) are associated with an impaired connectivity of large-scale networks. To
examine the relationship between white-matter integrity and AVHs, we conducted a meta-analysis of
diffusion-tensor-imaging studies that compared patients with schizophrenia and AVHs with matched healthy
controls (HCs). Five studies were retained gathering 256 DTI data points, divided into AVHs (n = 106) and
HCs (n = 150). The meta-analysis demonstrated a reduced fractional anisotropy in the left Arcuate Fasciculus
(AF) of hallucinators (hg = −0.42; CI[−0.69,−0.16]; p b 10−3). The current meta-analysis conﬁrmed disruptions
of white matter integrity in the left AF bundle of schizophrenia patients with AVHs.
© 2014 Elsevier B.V. All rights reserved.

1. Introduction
Auditory-verbal hallucinations (AVHs), i.e., hearing voices in the absence of external stimuli, can be observed trans-diagnostically, although
they are notably present in the schizophrenia spectrum (SZ) (Jardri
et al., 2013). These experiences were shown to be associated with an
impaired connectivity of large-scale networks (Hoffman and
Hampson, 2011; Amad et al., 2014). Among the available methods to
study neural connectivity, diffusion tensor imaging (DTI) speciﬁcally
explores white matter integrity. This review presents the ﬁrst metaanalysis (MA) of DTI studies conducted in participants with SZ suffering
from AVHs compared with matched healthy controls (HCs). This review
aimed to 1) identify the ﬁber bundles most consistently associated with
AVHs and 2) determine the heterogeneity factors in the current
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literature in order to 3) develop reliable knowledge about AVHs and
4) provide recommendations for designing future DTI studies of the
AVH phenomenon.
2. Materials and methods
2.1. Literature search strategy
As a ﬁrst step, a literature search of DTI studies that speciﬁcally explored AVHs from 1990 to December 2013 was conducted using the
PubMed, EMBASE and Web-of-Science databases, referring to the Preferred Reporting Items for Systematic Reviews and Meta-Analyses
(PRISMA) Statement (Moher et al., 2009). The following keywords
were used: (DTI OR (diffusion tensor) OR (diffusion weighted) OR
DWI OR white matter OR (fractional anisotropy)) AND (hallucinat*).
In total, 139 papers were initially identiﬁed. After removing duplicates,
titles and/or abstracts were blindly reviewed. Studies were eligible
when they 1) were published in English peer-reviewed journals,
2) compared adult SZ patients with AVH to HCs, and 3) provided new
DTI data. Twenty-one studies passed this second step. The secondary
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The main outcome measure was the mean FA + standard deviation
(sd) of the white-matter tracts available in the retained studies (only 3
studies computed other DTI-based metrics). Five studies explored the
Arcuate Fasciculus (AF) (Hubl et al., 2004; Seok et al., 2007; Catani
et al., 2011; de Weijer et al., 2011; Curcic-Blake et al., in press), deﬁned
as "the long segment connecting Wernicke's and Broca's territories“(Catani
and Thiebaut de Schotten, 2012), and there were insufﬁcient data to
conduct an MA on the other tracts (see Fig. S1). The MA was thus conducted on the right and left AF, using MIX 2.0 Pro (version 2.014) software. We referred to a ﬁxed-effects model, as recommended for
small-sample MAs (Brown and Prescott, 2006). All of the statistics
were converted into a common metric, Hedge's g index (hg), with its
conﬁdence interval (CI).
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2.2. Meta-analysis outcomes and methods
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exclusion criteria for relevance and quality were 1) the presentation of
exclusively non-auditory hallucinations data, 2) overlapping samples
(the largest one was kept), 3) the absence of standardized x/y/z coordinates, 4) an absence of mean fractional anisotropy (FA) by group, and
5) mean FA values below 0.20. Six papers were retained following this
last step (Hubl et al., 2004; Seok et al., 2007; Catani et al., 2011; de
Weijer et al., 2011; Mulert et al., 2012; Curcic-Blake et al., in press).
Flow chart is provided Fig. S1.
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1

Study

The current MA provides evidence indicating disruptions of white
matter integrity in the left AF bundle of SZ patients with AVHs compared with HCs. Despite a limited sample size, the conﬁdence in these
ﬁndings is derived from the systematic decrease in the FA of the left
AF in the sensitivity exclusion analysis (Fig. 1b). This ﬁnding was not
replicated in the right hemisphere after Bayesian synthesis. Impairment
of the AF, which is a key anatomical connection between the frontal and
temporal-parietal speech areas, appears compatible with ﬁndings from
functional MRI (fMRI) studies highlighting the central role played by the
language system in AVHs (Jardri et al., 2011). Similar results were recently obtained when comparing ultra-high-risk and ﬁrst-episodepsychosis individuals following AVH episodes with non-AVH subjects
(Benetti et al., in press). This appears to be in line with preliminary
ﬁndings showing a signiﬁcant correlation between the FA decrease in
the left AF and psychotic symptoms (Abdul-Rahman et al., 2012), although other studies that were not eligible for inclusion in this MA

Table 1
Characteristics of the studies included in the meta-analysis.

4. Discussion

DSM-IV

In total, 256 DTI data points were combined and divided into SZ
patients with AVHs (group 1, n = 106) and HCs (group 2, n =
150). Table 1 presents the characteristics of the ﬁve included studies.
The overall effect size for a reduced FA in the left AF bundle of hallucinators compared with HCs was judged as moderate (hg = − 0.42;
CI [− 0.69,− 0.16]; p b 10− 3, Cf. Fig. 1a), while no signiﬁcant effect
was found for the right AF (hg = − 0.19; CI [− 0.47,0.09]; p = 0.18).
Despite high heterogeneity within the entire dataset (I2 = 57.6%
and 75.1% for the right and left AF regions, respectively), no ‘trim-andﬁll’1 correction was necessary (Higgins et al., 2003). Visual inspection
of exclusion sensitivity plots for the left AF (Cf. Fig. 1b) and the right
AF conﬁrmed the MA ﬁndings. Furthermore, to determine the stability
of the ﬁnal aggregate effect sizes, we used Bayesian synthesis (Sutton
and Abrams, 2001), combining a prior belief (i.e., hg set to zero) with
the data likelihood (information in the dataset), which predicted an
hg = − 0.41 [− 0.86,− 0.01] for the left AF and an hg = − 0.18
[−0.81,0.42] for the right AF.

ICD-10

3. Results

