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Guilt-Selective Functional Disconnection
of Anterior Temporal and Subgenual Cortices
in Major Depressive Disorder
Sophie Green, PhD; Matthew A. Lambon Ralph, PhD; Jorge Moll, MD, PhD;
John F. W. Deakin, PhD, FRCPsych, FmedSci; Roland Zahn, MD, PhD

Context: Proneness to overgeneralization of self-blame
is a core part of cognitive vulnerability to major depres-
sive disorder (MDD) and remains dormant after remis-
sion of symptoms. Current neuroanatomical models of
MDD, however, assume general increases of negative emo-
tions and are unable to explain biases toward emotions
entailing self-blame (eg, guilt) relative to those associ-
ated with blaming others (eg, indignation). Recent func-
tional magnetic resonance imaging (fMRI) studies in
healthy participants have shown that moral feelings such
as guilt activate representations of social meaning within
the right superior anterior temporal lobe (ATL). Fur-
thermore, this area was selectively coupled with the sub-
genual cingulate cortex and adjacent septal region (SCSR)
during the experience of guilt compared with indigna-
tion. Despite its psychopathological importance, the func-
tional neuroanatomy of guilt in MDD is unknown.

Objective: To use fMRI to test the hypothesis that, in
comparison with control individuals, participants with
remitted MDD exhibit guilt-selective SCSR-ATL decou-
pling as a marker of deficient functional integration.

Design: Case-control study from May 1, 2008, to June
1, 2010.

Setting: Clinical research facility.

Participants: Twenty-five patients with remitted MDD
(no medication in 16 patients) with no current comor-
bid Axis I disorders and 22 controls with no personal or
family history of MDD.

Main Outcome Measures: Between-group differ-
ence of ATL coupling with a priori SCSR region of in-
terest for guilt vs indignation.

Results: We corroborated the prediction of a guilt-
selective reduction in ATL-SCSR coupling in MDD vs con-
trols (familywise error–corrected P=.001 over the region
of interest) and revealed additional medial frontopolar, right
hippocampal, and lateral hypothalamic areas of decou-
pling while controlling for medication status and inten-
sity of negative emotions. Lower levels of ATL-SCSR cou-
pling were associated with higher scores on a validated
measure of overgeneralized self-blame (67-item Interper-
sonal Guilt Questionnaire).

Conclusions:Vulnerability toMDDisassociatedwithtem-
porofrontolimbicdecouplingthatisselectiveforself-blaming
feelings. This provides the first neural mechanism of MDD
vulnerability that accounts for self-blaming biases.
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F REUD OBSERVED THAT DEPRES-
sion is distinguished from
normal sadness by exces-
sive feelings of guilt and self-
blame.1 Subsequently, cog-

nitive psychotherapy of depression tackled
selective overgeneralization of self-blame–
related information2 (eg, “If I fail at sports
matches, it means I am a total failure.”).
An influential cognitive model suggested
a causal link between self-blaming biases
and vulnerability to major depressive
disorder (MDD).3 Indeed, self-blaming
biases remain dormant after remission of
depressive symptoms,4 supporting their
contribution to MDD vulnerability. New

insights into the neural underpinning of
vulnerability to MDD can be gained from
functional neuroimaging. A compre-
hensive pathogenetic understanding,
however, requires an account of how con-
sistent and distinctive symptoms and
cognitive distortions of MDD can be ex-
plained at the neural systems level. One
key prerequisite for understanding the
pathogenesis of MDD is therefore to un-
veil trait abnormalities in the functional
neuroanatomy of self-blaming feelings.

Rather than investigating self-blaming
feelings, previous functional neuroimag-
ing studies of MDD have focused on the
neural correlates of general increases in
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negative emotions and their regulation (reviewed in El-
liott et al5). However, overall increases in negative emo-
tions cannot explain biases toward self-blaming feelings
demonstrated in MDD. Patients with MDD typically feel
inadequate and worthless compared with others6 and of-
ten feel inappropriate guilt or self-blame7,8 but do not typi-
cally devalue other people in the same way. This is re-
flected in the diagnostic criteria for MDD; the criteria do
not include irritability or anger directed toward others,
which are part of the core diagnostic criteria for its po-
lar opposite, manic episodes in bipolar disorder.9

One of the key brain regions involved in the patho-
physiology of MDD is the subgenual cingulate cortex.10

It shows abnormal resting-state metabolism in major de-
pressive (MD) episodes,11 and its metabolism normal-
izes with remission of symptoms after treatment.12 In-
terestingly, this remission can be induced by subgenual
cingulate stimulation with deep-brain electrodes.13 This
region is part of a corticolimbic network that exhibits ab-
normalities in functional connectivity in people with MD
episodes as shown by both resting-state functional mag-
netic resonance imaging (fMRI)14,15 and positron emis-
sion tomography.16 The activation of the subgenual cin-
gulate cortex and adjacent septal region (SCSR) has been
found to reflect feelings of guilt in healthy participants
with low MDD risk,17,18 and this effect was selective rela-
tive to equally unpleasant feelings associated with blam-
ing others (indignation/anger). Furthermore, this selec-
tive involvement of the SCSR in guilt relative to anger
has been corroborated in patients with septal neurode-
generation.19

In addition to the importance of the SCSR, the ante-
rior temporal lobe (ATL) has been consistently impli-
cated in moral feelings such as guilt.20 However, in con-
trast to the SCSR, the right superior ATL is activated
irrespective of the type of moral feeling, whether it is guilt
or indignation.17 Furthermore, this ATL region showed
selective functional coupling with the SCSR for guilt rela-
tive to indignation in healthy participants with low risk
of MDD.21 Evidence from fMRI22 and patient lesion23 stud-
ies suggests that the right superior ATL is important for
the representation of social concepts, allowing for dif-
ferentiation between specific qualities (eg, faultfinding
and critical) of social behaviors (eg, “I pointed to a typ-
ing error in one of my colleagues’ e-mails”) and thereby
allowing us to make differentiated appraisals of behav-
ior to protect us against overgeneralization of self-
blame17,22,23 (eg, This means “I am critical” rather than
“I am unlikable”). Social concepts (eg, stingy, clumsy,
or unintellectual) are thus crucial ingredients for tack-
ling patients’ self-blaming overgeneralizations in therapy2

(eg, “If I fail at sports matches, it means I am clumsy,
but I still have other worthy qualities, such as being smart
and caring”). Based on this evidence, it has been hypoth-
esized that ATL-SCSR functional coupling is the neural
correlate of the experience of differentiated forms of guilt21

that allow individuals with low MDD risk to blame them-
selves in a specific fashion (ie, to feel guilt in an adap-
tive way) without damaging their self-worth or hating
themselves (an overgeneralized form of guilt7). This is
based on a more general model of the ATL as represent-
ing context-independent and modality-independent in-

formation, allowing for rapid and automatic conceptual
differentiation, even when accessed nonverbally.24,25

In the present study, we used fMRI to investigate func-
tional integration of temporofrontosubcortical networks
during emotional judgments of guilt-evoking (eg, “Tom
[participant] acts greedily toward Sam [best friend]”) and
indignation-evoking (eg, “Sam acts greedily toward Tom”)
sentences in individuals with fully remitted MDD to un-
cover the neural substrates of self-blaming biases. We con-
trolled for overall rated unpleasantness of feelings during
fMRI and medication status. The investigation of partici-
pants with remitted MDD reveals trait vulnerability fac-
tors26 that are independent of the depressive state. We chose
closely matched individuals with no personal or family his-
tory of MDD as a comparison group so that group differ-
ences could be interpreted as arising from differences in
MDD vulnerability. We used psychophysiological interac-
tion (PPI) analysis, an established measure of functional
integration,27 to test the hypothesis that individuals with
remitted MDD exhibit decreased functional integration be-
tween the right superior ATL and the SCSR for guilt rela-
tive to indignation compared with a healthy control group.
The finding of a self-blame–selective decrease in ATL-
SCSR coupling would provide a neural mechanism for
proneness to overgeneralization of self-blaming feelings in
MDD. This was further investigated by using a validated
independent measure of overgeneralized forms of self-
blame, the Self-hate subscale of the 67-item Interpersonal
Guilt Questionnaire (IGQ-67).28 The score of this mea-
sure is largely elevated in people with MDD during the
symptomatic7 as well as the remitted29 phase. We pre-
dicted that individuals with a lower degree of ATL-SCSR
coupling for guilt vs indignation would display higher scores
on the Self-hate subscale.

METHODS

PARTICIPANTS

This study was approved by the South Manchester National Health
Service Research Ethics Committee, and all participants gave in-
formed consent (oral for prescreening and written for subse-
quent stages). Participants were recruited using online and print
advertisements. Initial suitability was assessed with a phone pre-
screening interview (eMethods [http://www.archgenpsychiatry
.com] and Appendix [http://www.translational-cognitive
-neuroscience.org/start/test-materials]).

Participants in the MDD group fulfilled criteria for a past MD
episode according to DSM- IV-TR9 and for a moderate or severe
depressive episode according to the International Classification of
Diseases,10th Revision, with at least 2 months’ duration requir-
ing treatment and remission of symptoms for at least 12 months
(eMethods). Exclusion criteria were current Axis I disorders and
history of alcohol or substance abuse or past comorbid Axis I dis-
orders being the likely primary cause of the depressive syn-
drome (eTable 1 and eTable 2). The healthy control group had
no current or past Axis I disorders and no first-degree family his-
tory of MDD, bipolar disorder, or schizophrenia.

Twenty-two healthy individuals serving as control partici-
pants and 25 individuals with remitted MDD (16 not cur-
rently receiving antidepressant medication) were included in
the final analysis. All participants had normal or corrected-to-
normal vision. The groups were matched on age, educational
level, and sex (eTable 3). Volunteers were invited for a clinical
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interview in which psychiatric, medical, and family history were
assessed and a neurological examination was carried out by a
board-certified psychiatrist (R.Z.). Furthermore, a Structured
Clinical Interview for DSM-IV-TR Axis I Disorders Module A30

and the Mini International Neuropsychiatric Interview,31 which
was adapted to allow assessment of lifetime Axis I disorders in-
cluding substance and alcohol abuse, and a shortened version
of the Weissman Family History Screen,32 the Montgomery-
Åsberg Depression Rating Scale,33 and the Global Assessment
of Functioning scale (Axis V, DSM-IV) were used. Both groups
had Montgomery-Åsberg Depression Rating Scale scores that
were well below the cutoff for depression (10 points), but the
MDD group showed slightly higher scores. Both groups had
Global Assessment of Functioning scores indicating minimal
or absent symptoms (�80), although the control participants
exhibited a higher score (eTable 3).

fMRI PARADIGM

Participants were given written statements describing actions
counter to social and moral values described by social con-
cepts (eg, stingy, tactless) in which the agent was either the par-
ticipant (self-agency condition[n=90]) or their best friend
(other-agency condition [n=90]). Norms for the stimuli have
been further described,17,22 and a full list of the stimuli is avail-
able on request). Self- and other-agency conditions used the
same social concepts (self-agency, eg, “[participant’s name] does
act stingily toward [best friend’s name]” and other-agency, eg,
“[best friend’s name] does act stingily toward [participant’s
name]”). Fifty percent of the trials used negative social con-
cepts (eg, does act stingily) and 50% used negated positive so-
cial concepts (eg, does not act generously). In addition, we used
a low-level resting-state baseline condition: fixation of visual
pattern with no button press (null event [n=90]). Stimuli were
presented in an event-related design for a maximum of 5 sec-
onds within which participants had to decide whether they
would feel “extremely unpleasant” or “mildly unpleasant” from
their own perspective (see also eMethods).

After the scanning session, participants rated each state-
ment on the degree of unpleasantness (7-step scale) to control
for the degree of negative valence and emotional intensity. They
also were required to “choose the feeling that” they “would feel
most strongly” from choices of guilt, contempt/disgust to-
ward self, shame, indignation/anger toward self, indignation/
anger toward other, contempt/disgust toward other, none, and
other feeling. As in previous studies,17,21 guilt and indignation
trials for the fMRI analysis were defined on the basis of indi-
vidual ratings and restricted to agency-role congruent re-
sponses (ie, guilt in the self-agency condition and indignation
in the other-agency condition; eTable 4). This was because
agency-role incongruent responses occurred relatively rarely
and may not be directly comparable with agency-role congru-
ent feelings. For example, feeling guilty for something that one’s
best friend has done would be mostly maladaptive, and we
wanted to restrict our analyses to adaptive “healthy” experi-
ences of guilt to allow a direct comparison of the control and
MDD groups without confounding differences in the subjec-
tive experience. Participants also rated how many different out-
comes of the behavior they estimated, in how much detail the
sentences described social behavior, how intensely they visu-
alized the behavior, and how intensely they were reminded of
a specific episode or scene they had experienced during their
life. In addition, they were presented with each of the 90 so-
cial concepts contained in the stimulus set and rated how well
the concept described themselves or their best friends on 2 sepa-
rate scales (eMethods).

IMAGE ACQUISITION

Echo-planar T2*-weighted images (405 volumes in each of
the 3 runs with 5 dummy scans for each run of 13 minutes,
40 seconds) were acquired on an MRI scanner (3-T Achieva;
Philips) with an 8-channel coil, 3-mm section thickness, and
ascending continuous acquisition parallel to the anterior to
posterior commissural line (between 35 and 40 sections,
depending on the size of the participant’s head; repetition
time, 2000 milliseconds; echo time, 20.5 milliseconds; field of
view, 220 � 220 � 120 mm; acquisition matrix,80 � 80 vox-
els; reconstructed voxel size,2.29 � 2.29 � 3 mm; and sensi-
tivity encoding factor, 2). In addition, 3-dimensional,
T1-weighted, magnetization-prepared, rapid-acquisition
gradient-echo structural images were obtained (reconstructed
voxel size,1 mm3, 128 sections; echo time,3.9 milliseconds;
field of view, 256 � 256 � 128 mm; acquisition matrix,256
� 164 voxels; section thickness,1 mm; and repetition time,
9.4 milliseconds). Axial T2-weighted structural images were
acquired for each participant to rule out vascular and inflam-
matory abnormalities.

BEHAVIORAL DATA ANALYSIS

Analysis of between-group differences was performed using
2-sided 2-sample t tests with significance set at P=.05 (SPSS
15; http://www.spss.com). Self-hate subscale scores from the
IGQ-6728 were significantly elevated in our group with remit-
ted MDD (t36.7=4.8, equal variances not assumed, P� .001) and
were reported elsewhere.29 Herein, we used these scores as be-
tween-subject covariates in the imaging analysis.

IMAGE ANALYSIS

Functional images were realigned, unwarped, and coregis-
tered to the participant’s T1 images. These images were nor-
malized by first normalizing the participant’s T1 image to the
standard T1 template in SPM8 (http://www.fil.ion.ucl.ac.uk
/spm/) and applying the same transformations to the func-
tional images. A smoothing kernel of full-width half-
maximum equal to 6 mm was used.

We tested our main hypotheses about functional integra-
tion using a PPI analysis in statistical parametric mapping (SPM)
827 (see eMethods for methods of standard blood oxygenation
level–dependent [BOLD] effect analysis). Psychophysiologi-
cal interaction analysis requires the extraction of the signal from
a seed region (in this case, the right superior ATL) and the cre-
ation of the interaction term, which is the multiplication of the
psychological variables (the main effects of the conditions) with
the physiological variable (the ATL signal time course irre-
spective of condition). A whole-brain search identifies all vox-
els in which a significant fraction of variance in signal can be
explained by the PPI term. Physiological coupling refers to the
ATL signal time course predicting activity in another brain area
throughout the experiment (independent of psychological con-
dition). In contrast, a PPI effect refers to the slope of the re-
gression effect of the ATL on another brain area changing for
one condition (eg, guilt) relative to another (eg, indignation).
The PPI effect therefore indicates a selective modulation of func-
tional integration by psychological condition.

The seed region was a sphere with a radius of 4 mm
around the peak coordinate of the ATL activation in the stan-
dard BOLD analysis that was common to both the compari-
sons of guilt vs fixation and indignation vs fixation (x=58,
y=0, z=−12, t=4.47, P� .001) for 47 participants from both
groups (guilt vs fixation inclusively masked by indignation vs
fixation with the threshold at an uncorrected voxel-level sig-
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nificance of P= .001). This activation survived familywise
error (FWE) correction (P� .05) over an a priori right supe-
rior ATL region of interest (ROI) used in a previous indepen-
dent study (sphere of 6-mm radius centered on x=57, y=−3,
z=−6).21 The neural time series of this region was estimated
by deconvolving the BOLD response using the standard
deconvolution algorithm in SPM8.

At the single-participant level, the physiological variable,
the psychological variable, and the PPI terms for guilt vs fixa-
tion and indignation vs fixation were entered into a common
general linear model. Both PPI and BOLD analyses (for fur-
ther details, see eMethods) were carried out using the same con-
trasts, masking procedures, and thresholds. Between-group dif-
ferences were analyzed using a 2-sample t test (allowing for
unequal variances in the groups) comparing guilt vs indigna-
tion inclusively masked with guilt vs fixation (mask at uncor-
rected voxel-level threshold, P=.005), with an uncorrected voxel-
level threshold of P=.005 and extent threshold of 4 voxels.
Thereby, we ensured that reported PPI effects were due to posi-
tive effects in the guilt condition rather than to negative effects
in the subtracted indignation condition. The only areas re-
ported are those that survived additional voxel- or cluster-level
FWE-corrected thresholds of P=.05 across a priori ROIs (small
volume correction) or the whole brain. A gray matter mask based
on brains of all 47 participants was used as an inclusive mask in
all analyses (see eMethods). After carrying out between-group
analyses, we extracted each subject’s interaction (PPI) and physi-
ological coupling regression coefficients from the peak voxel of
the SCSR effect for the contrasts guilt vs indignation and ex-
tracted the same regression coefficients from the same voxel for
the other contrasts (eFigure 1 and eFigure 2). Because the PPI
term extracted from a voxel represents coupling of that voxel
with the ATL seed during one contrast relative to another, a nega-
tive PPI term does not necessarily reflect a negative coupling be-
tween regions but reflects only a relatively decreased coupling
that could occur from a lower positive coupling in one condi-
tion compared with the other.

To further examine whether SCSR-ATL PPI between-
group differences for guilt vs indignation were associated with
individual differences on the IGQ-67 Self-hate subscale, we mod-
eled the negative effect of IGQ-67 Self-hate subscale scores as
a between-subject covariate and looked at its effect on ATL-
SCSR PPI for guilt vs indignation across both groups. We in-
clusively masked the result by the between-group differences
in ATL-PPI effects for guilt vs indignation and by our a priori
SCSR ROI (see eFigure 1 for effects extracted from the peak
voxel of this analysis).

ROI DEFINITION

All regions surviving our uncorrected voxel-level threshold
(minimum cluster size of 4 voxels) that did not survive a whole-
brain FWE-corrected threshold of P=.05 were further exam-
ined using FWE correction over bilateral a priori ROIs in 2 tiers.21

We had no specific hypothesis about tier 1 regions, but these
have been associated with moral and social cognition,20 includ-
ing posterior superior temporal sulcus/temporoparietal junc-
tion, ventromedial prefrontal cortex (PFC), dorsolateral PFC,
dorsomedial PFC, insula, amygdala, basal ganglia, hypothala-
mus, ventral tegmental area, ATLs, and additional areas high-
lighted in corticolimbic network models of MDD16 (ie, medial
temporal lobes and frontopolar cortex [Brodmann area, 10]).
eMethods includes further details on ROI construction.

Activations that did not survive FWE correction over these
ROIs were then subjected to FWE correction over tier 2 ROIs.
Tier 2 ROIs were constructed around center coordinates that
have been consistently identified for guilt (SCSR ROI as a sphere
with a radius of 6 mm around x=−4, y=23, and z=−5) and in-
dignation/anger (lateral orbitofrontal cortex ROI as a sphere
with a radius of 6 mm around x=41, y=33, and z=−2) and were
taken from previous independent studies (further described by
Green et al21 and in eMethods). We used anatomical land-
marks (eFigure 3) and the Talairach atlas to determine Brod-
mann areas in our Table.

RESULTS

BEHAVIORAL RESULTS

There were no significant differences between groups in
the percentages of trials rated as guilt or indignation evok-
ing and no significant differences in response times for
these trials, as well as no significant between-group dif-
ferences for guilt- and indignation-evoking sentences on
the ratings of unpleasantness, visual imagery, episodic
autobiographical memory retrieval, degree of social be-
havioral detail, and number of imagined consequences
of the described social actions (eTable 4). There were also
no significant differences on self-reference relative to best
friend–reference of concepts between guilt and indigna-
tion trials (t45=0.48, P=.63) and no significant differ-
ences between the groups on this measure (eTable 4).

Table. PPI Effects for Control vs Remitted MDD Group: Guilt vs Indignationa

Hemisphere Region BA

MNI Coordinates

t Value
FWE-Corrected

P Valuex y z

L Subgenual cingulate and adjacent septal region 25 −6 22 0 4.67 .001b

R Hippocampus . . . 28 −16 −14 4.44 .03c

L Medial frontopolar cortexd 10 −2 66 20 3.97 .05c,e

R Lateral hypothalamus . . . 12 −2 −12 3.67 .05c

Abbreviations: BA, Brodmann area; ellipses, not applicable; FWE, familywise error; L, left; MDD, major depressive disorder; MNI, Montreal Neurological
Institute; PPI, psychophysiological interaction; R, right.

aOnly regions surviving inclusive masking with guilt vs fixation are reported. No other regions survived an uncorrected threshold of P = .005 (extent threshold
of 4 voxels) and a voxel- or cluster-corrected P = .05 over the whole brain or a priori regions of interest (ROIs). Analysis included 22 control participants and 25
patients with remitted MDD.

bSurvived FWE correction over tier 2 ROI.
cSurvived FWE correction over tier 1 ROI.
dAnalysis included 21 control participants and 25 patients with remitted MDD.
eCluster corrected.
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fMRI RESULTS

On standard BOLD effect analyses for guilt vs indigna-
tion, the control group showed greater activation within
the right posterior insula/superior temporal and the left
parieto-occipital junction than did the MDD group (eTable
5). There were no regions activated more strongly in the
MDD than the control group for guilt vs indignation (see
eTable 5 for reverse comparisons of indignation vs guilt
and eTable 6 for separate group analyses). In summary,
there were no significant between-group differences in
average BOLD effects for guilt vs indignation in our main
ROIs (SCSR, ATL).

The PPI analysis for guilt vs indignation revealed that,
compared with the control group, participants with re-
mitted MDD showed decreased coupling between the right
superior ATL seed region and left SCSR, the bilateral me-
dial frontopolar cortex (with a left hemisphere peak), and
the right lateral hypothalamus and right hippocampus
(Table, Figure 1, and eFigure 1; see also eResults and
eFigure 4 for a supporting analysis to rule out influ-
ences of rated unpleasantness on these group differ-
ences). A secondary data analysis also demonstrated sig-
nificantly lower coupling for guilt vs indignation in all
these regions in the MDD subgroup currently not tak-
ing antidepressants (n=16) compared with the control
group (eResults). In the MDD group compared with the
control group, no regions showed increased coupling with
the ATL seed region for guilt vs indignation (see eTable

7 and eFigure 2 for reverse comparison of indignation
vs guilt and eTable 8 for separate group analyses).

A secondary data analysis across both groups showed
that individuals with higher Self-hate subscale scores on
the IGQ-67 showed lower degrees of ATL-SCSR cou-
pling for guilt vs indignation (Figure 2).

The physiological coupling between ATL and SCSR
irrespective of psychological condition was positive for
both the control and MDD groups, and there were no sig-
nificant between-group differences in physiological ATL-
SCSR coupling (physiological coupling coefficients were
extracted from the peak SCSR coordinate from the con-
trast of guilt vs indignation, 2-sample t test: t45=−0.67,
P=.51, 2-tailed).

COMMENT

We were able to confirm the prediction that, compared
with the control group, people with remitted MDD show
decoupling of a frontolimbic network with the right su-
perior ATL, a region previously demonstrated to repre-
sent differentiated social conceptual knowledge.17,22 De-
spite overall equivalent levels of neural network coupling
(ie, irrespective of the psychological content), decou-
pling was selectively observed for guilt relative to indig-
nation or relative to a resting-state (visual fixation) con-
dition. More specifically, self-blame selective decoupling
with the right superior ATL was found in the predicted

ATL

FPC
HYPO

SCSR

HIPP

Remitted MDD

Control

0
t Value

4

Seed area

R

L

R

Figure 1. Regions showing decreased coupling with the right superior anterior temporal lobe (ATL) during the experience of guilt vs indignation in individuals with
remitted major depressive disorder (MDD) compared with healthy control participants including the lateral hypothalamus (HYPO), hippocampus (HIPP), medial
frontopolar cortex (FPC), and a subgenual cingulate and adjacent septal region (SCSR). Cropped whole-brain images are displayed at an uncorrected threshold of
P=.005 (extent threshold of 4 voxels). All depicted regions survived familywise error correction over a priori regions of interest at P=.05 in separate analyses.
L indicates left; R, right.
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SCSR, which had previously been implicated in repre-
senting guilt-specific feeling contexts.17,18 In addition, we
found medial frontopolar cortex, right hippocampus, and
lateral hypothalamus to show self-blame selective de-
coupling with the ATL.

Furthermore, we were able to confirm the prediction
that individuals with high levels of overgeneralized self-
blame, as measured on the Self-hate subscale of the IGQ-
67, show lower degrees of ATL-SCSR coupling for guilt
vs indignation. This finding directly links ATL-SCSR de-
coupling with maladaptive forms of self-blame that are
a characteristic of MDD.7

The robust ATL-frontolimbic decoupling effect in the
MDD group was observed despite a normal average BOLD
signal in this network, highlighting the importance of analy-
ses of neural coupling to reveal the functional changes un-
derpinning nonorganic psychiatric disorders. Normal physi-
ological coupling (ie, coupling among regions irrespective
of psychological condition) between the right superior ATL,
hippocampus, subgenual cingulate area, and medial fron-
topolar cortex in the MDD group indicates their intact struc-
tural connectivity. Functional connectivity effects may be
mediated by anatomical connections between these re-
gions and the superior ATL.34

The results of this study point to a functional discon-
nection mechanism that is dependent on contents of ex-
perience, which is compatible with the known interac-
tion of psychosocial learning and heritable neurobiological
factors in the pathogenesis of MDD.35 Abnormalities of
fMRI coupling between subgenual cingulate and other
frontolimbic regions have been demonstrated during the
resting state14,15 in patients with MDD in the sympto-
matic stage. However, to our knowledge, this is the first
study showing fMRI coupling abnormalities involving the
subgenual cingulate in MDD after remission of symp-
toms. The fact that partly overlapping brain networks
show abnormal coupling in the resting state in the symp-
tomatic stage of MDD and demonstrate self-blame selec-
tive decoupling after remission could be explained by the
abundance of spontaneous experience of automatic self-
blaming thoughts in people with symptomatic MDD2

when compared with healthy participants. Functional con-
nectivity was, however, increased in these previous stud-
ies of MDD14,15 rather than decreased as in our study. To
resolve this discrepancy and interpret its physiological
basis, future studies need to directly compare resting-
state fMRI and PPI methods.

The finding that guilt-selective right superior ATL de-
coupling is associated with MDD vulnerability is in keep-
ing with the hypothesis that deficient integration of con-
ceptual social knowledge detail (what it means to act, eg,
stingily) increases proneness to overgeneralized self-
blame (eg, “I acted badly”)21 described as a central cogni-
tive feature of MDD.2,3 This is in keeping with the view that
the ATL may implicitly enrich moral feelings such as guilt
with detailed social meaning, even in the absence of ver-
balization.20 According to this view, ATL activation found
in response to morally relevant materials36,37 is the result
of implicitly activated social conceptual representa-
tions.20,38 The right superior ATL was previously associ-
ated with making fine-grained differentiations between con-
ceptual qualities of social behaviors because activation of

this area rises with increasing conceptual detail describ-
ing social behavior.17,22 In addition, neurodegeneration of
the right superior ATL was associated with selective loss
of social conceptual knowledge.23

The involvement of the ATLs in social meaning has been
recentlycorroborated in independent investigations.39,40 This
evidence is in agreement with a more general view of ATL
function as a hub representing context-independent as-
pects of concepts, which received support from recent
fMRI41 andrepetitive transcranialmagnetic stimulationstud-
ies41,42 in healthy individuals. This model of the ATL was
derived from numerous investigations of patients with se-
mantic dementia who have progressive atrophy to the ATLs,
show degradation of conceptual knowledge across modali-
ties (verbal and nonverbal), and make overgeneralization
errors across different concepts.24,25

The exact role of the SCSR region in the experience of
self-blaming feelings is elusive. However, fMRI studies have
revealed activation of the SCSR during the experience of
guilt in healthy individuals when compared with indigna-
tion/anger17,18 and during charity donation.43 Further-
more, degeneration of the septal region has been related
to impairments of guilt relative to anger.19 Thus, the role
of the SCSR in those studies cannot be attributed to the pres-
ence of negative emotions alone. Neither can its activa-
tions be attributed to successful emotion regulation, be-
cause SCSR activation increased in individuals with
increased guilt proneness,17,18 a finding that we were able
to reproduce in this study (eTable 9). Interestingly, theMDD
group not only showed abnormally decreased ATL-SCSR
coupling when feeling guilt but also an abnormal lack of
decoupling when feeling indignation (eResults, eTable 7,
eFigure 2, and eFigure 5). Together with the evidence of a
guilt-selective role of the SCSR, one may speculate that the
MDD group exhibited a context-inappropriate access to
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Figure 2. Self-hate subscale scores from the 67-item Interpersonal Guilt
Questionnaire (IGQ-67) for each participant were plotted against subgenual
cingulate and adjacent septal region (SCSR)–anterior temporal lobe coupling
regression coefficients for guilt vs indignation (n=46, r=−0.39 [�=−0.38],
P=.008 at peak voxel: x=−8, y=22, z=−2, familywise error–corrected P=.04
over a priori SCSR region of interest [ROI] inclusively masked with SCSR
difference in coupling for control vs remitted major depressive disorder
[MDD] groups at P=.005 [see cropped image at upper right displaying the
ROI analysis at uncorrected P=.05]).
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guilt-related SCSR representations when experiencing in-
dignation. This mechanism may contribute to self-
blaming biases in addition to a lack of ATL-SCSR integra-
tion when experiencing guilt.

The result of decreased coupling with the hippocam-
pus is in keeping with its importance in corticolimbic net-
work models of MDD based on positron emission to-
mography studies.16 The hippocampus is involved in
encoding and retrieval of autobiographical episodic memo-
ries,44 and, interestingly, an increased tendency to re-
trieve overgeneralized rather than specific emotionally
relevant autobiographical episodes was described in people
with MDD.45 Decreased ATL-hippocampal integration
during the experience of self-blaming feelings in remit-
ted MDD may therefore be a correlate of diminished in-
tegration of specific autobiographical episodes that could
contribute to overgeneralizations of self-blame.

We found no decoupling effects with the amygdala in
the remitted MDD group despite its direct and recipro-
cal anatomical connections with the ATL.34 This nega-
tive finding cannot be attributed to lack of sensitivity, since
guilt-selective ATL-amygdala coupling was detected in
the control group (eTable 8). Normal amygdala func-
tion in remitted MDD is in keeping with recent evi-
dence on its role as a marker of the depressive state rather
than of the vulnerability trait conferring MDD. This was
demonstrated in studies46-48 showing normalization of
amygdala activation in response to emotional faces when
recovering from MD episodes.

The medial frontopolar region showing decreased cou-
pling is close to a region with abnormal resting-state cou-
pling in symptomatic MDD15 and is located rostrally from
the dorsomedial frontal regions associated with abnor-
mal self-reference of social concepts describing person-
ality traits in symptomatic MDD.49,50 Self-reference rela-
tive to best-friend reference (ie, the degree to which
participants think of, eg, stingy, as a characteristic trait
of their own personality relative to their best friend’s per-
sonality) was separately assessed in our study and did not
differ between guilt and indignation trials or between
groups. In previous studies,17,36,37 the medial frontopo-
lar region was consistently activated during tasks prob-
ing the experience of guilt compared with other moral
and nonmoral emotions, and its neurodegeneration was
specifically associated with loss of prosocial moral feel-
ings (guilt, pity, and embarrassment), but not with loss
of anger and disgust.19 The frontopolar region has also
been implicated in representing consequences of social
actions.20 Decreased integration between the ATL and
frontopolar cortex could therefore reflect decreased in-
tegration of conceptual details of social actions with con-
textual information regarding their consequences.

This study investigated predominantly younger people
and will therefore need replication in a sample of older
participants and ideally with a higher proportion of men.
The analysis used a random-effects approach to ensure
better generalizability of the results by removing between-
subject variance in each group.51 This relative homoge-
neity of effects within the MDD group was further cor-
roborated by subgroup analyses (eResults).

Our results were independent of group differences
in intensity of negative emotions and therefore cannot

be accounted for by a general emotion regulation defi-
cit. Furthermore, between-group differences cannot
be attributed to differences in the number of guilt
and indignation trials, response times, or medication
status.

We demonstrated a guilt-selective decrease in ATL cou-
pling in remitted MDD across a frontolimbic network of
the SCSR, medial frontopolar cortex, lateral hypothala-
mus, and hippocampus. These results shed new light on
the pathophysiology of vulnerability to MDD by provid-
ing a specific neural mechanism that can account for self-
blaming biases long known to be a core and distinctive
feature of MDD. Prospective studies will need to estab-
lish whether self-blame selective decoupling can pre-
dict recurrence of future episodes of depression and
thereby support its suspected causal relationship with vul-
nerability to MDD.

Submitted for Publication: August 10, 2011; final revi-
sion received November 17, 2011; accepted January 16,
2012.
Published Online: June 4, 2012. doi:10.1001
/archgenpsychiatry.2012.135
Correspondence: Roland Zahn, MD, PhD, Neurosci-
ence and Aphasia Research Unit, School of Psychologi-
cal Sciences, The University of Manchester, Zochonis Bldg,
Third Floor, Oxford Rd, Manchester M13 9PL, England
(roland.zahn@manchester.ac.uk).
Author Contributions: Drs Green and Zahn had full ac-
cess to all the data in the study and take responsibility
for the integrity of the data and the accuracy of the data
analysis.
Financial Disclosure: None reported.
Funding/Support: The University of Manchester Mag-
netic Resonance Imaging Facility and the Wellcome Trust
Clinical Research Facility provided support for the study.
Ian Anderson, MD, FRCPsych, gave advice on study de-
sign and Lynn O’Connor, PhD, kindly provided testing
materials. Dr Zahn received funding through a Stepping
Stones and an MRC clinician scientist fellowship
(G0902304); Dr Green received a Medical Research Coun-
cil PhD studentship.
Role of the Sponsors: The funders had no influence on
design and conduct of the study; collection, manage-
ment, analysis, and interpretation of the data; and prepa-
ration, review, or approval of the manuscript.
Online-Only Material: The eMethods, eResults, eTables,
and eFigures are available at http://www.archgenpsychiatry
.com. The Appendix is available at http://www
.translational-cognitive-neuroscience.org/start
/test-materials.

REFERENCES

1. Freud S. Trauer und Melancholie. Zeitschrift fuer Aerztliche Psychoanalyse. 1917;
4(6):288-301.

2. Beck AT, Rush AJ, Shaw BF, Emery G. Cognitive Therapy of Depression. New
York, NY: Guilford Press; 1979.

3. Abramson LY, Seligman ME, Teasdale JD. Learned helplessness in humans: cri-
tique and reformulation. J Abnorm Psychol. 1978;87(1):49-74.

4. Ghatavi K, Nicolson R, MacDonald C, Osher S, Levitt A. Defining guilt in depres-
sion: a comparison of subjects with major depression, chronic medical illness
and healthy controls. J Affect Disord. 2002;68(2-3):307-315.

ARCH GEN PSYCHIATRY/ VOL 69 (NO. 10), OCT 2012 WWW.ARCHGENPSYCHIATRY.COM
1020

©2012 American Medical Association. All rights reserved.



5. Elliott R, Zahn R, Deakin JFW, Anderson IM. Affective cognition and its disrup-
tion in mood disorders. Neuropsychopharmacology. 2011;36(1):153-182.

6. Sartorius N, Jablensky A, Gulbinat W, Ernberg G. WHO collaborative study: as-
sessment of depressive disorders. Psychol Med. 1980;10(4):743-749.

7. O’Connor LE, Berry JW, Weiss J, Gilbert P. Guilt, fear, submission, and empathy
in depression. J Affect Disord. 2002;71(1-3):19-27.

8. Berrios GE, Bulbena A, Bakshi N, Dening TR, Jenaway A, Markar H, Martin-
Santos R, Mitchell SL. Feelings of guilt in major depression: conceptual and psy-
chometric aspects. Br J Psychiatry. 1992;160:781-787.

9. American Psychiatric Association. Diagnostic and Statistical Manual of Mental
Disorders. 4th ed, text revision. Washington, DC: American Psychiatric Asso-
ciation; 2000.

10. Drevets WC, Ongür D, Price JL. Reduced glucose metabolism in the subgenual
prefrontal cortex in unipolar depression. Mol Psychiatry. 1998;3(3):190-191.

11. Drevets WC, Savitz J, Trimble M. The subgenual anterior cingulate cortex in mood
disorders. CNS Spectr. 2008;13(8):663-681.

12. Ressler KJ, Mayberg HS. Targeting abnormal neural circuits in mood and anxi-
ety disorders: from the laboratory to the clinic. Nat Neurosci. 2007;10(9):1116-
1124.

13. Mayberg HS, Lozano AM, Voon V, McNeely HE, Seminowicz D, Hamani C, Schwalb
JM, Kennedy SH. Deep brain stimulation for treatment-resistant depression. Neuron.
2005;45(5):651-660.

14. Greicius MD, Flores BH, Menon V, Glover GH, Solvason HB, Kenna H, Reiss AL,
Schatzberg AF. Resting-state functional connectivity in major depression: ab-
normally increased contributions from subgenual cingulate cortex and thalamus.
Biol Psychiatry. 2007;62(5):429-437.

15. Sheline YI, Price JL, Yan ZZ, Mintun MA. Resting-state functional MRI in de-
pression unmasks increased connectivity between networks via the dorsal nexus.
Proc Natl Acad Sci U S A. 2010;107(24):11020-11025.

16. Seminowicz DA, Mayberg HS, McIntosh AR, Goldapple K, Kennedy S, Segal Z,
Rafi-Tari S. Limbic-frontal circuitry in major depression: a path modeling
metanalysis. Neuroimage. 2004;22(1):409-418.

17. Zahn R, Moll J, Paiva M, Garrido G, Krueger F, Huey ED, Grafman J. The neural
basis of human social values: evidence from functional MRI. Cereb Cortex. 2009;
19(2):276-283.

18. Zahn R, de Oliveira-Souza R, Bramati I, Garrido G, Moll J. Subgenual cingulate
activity reflects individual differences in empathic concern. Neurosci Lett. 2009;
457(2):107-110.

19. Moll J, Zahn R, de Oliveira-Souza R, Bramati IE, Krueger F, Tura B, Cavanagh
AL, Grafman J. Impairment of prosocial sentiments is associated with fronto-
polar and septal damage in frontotemporal dementia. Neuroimage. 2011;54
(2):1735-1742.

20. Moll J, Zahn R, de Oliveira-Souza R, Krueger F, Grafman J. Opinion: the neural
basis of human moral cognition. Nat Rev Neurosci. 2005;6(10):799-809.

21. Green S, Ralph MA, Moll J, Stamatakis EA, Grafman J, Zahn R. Selective func-
tional integration between anterior temporal and distinct fronto-mesolimbic re-
gions during guilt and indignation. Neuroimage. 2010;52(4):1720-1726.

22. Zahn R, Moll J, Krueger F, Huey ED, Garrido G, Grafman J. Social concepts are
represented in the superior anterior temporal cortex. Proc Natl Acad Sci U S A.
2007;104(15):6430-6435.

23. Zahn R, Moll J, Iyengar V, Huey ED, Tierney M, Krueger F, Grafman J. Social
conceptual impairments in frontotemporal lobar degeneration with right ante-
rior temporal hypometabolism. Brain. 2009;132(pt 3):604-616.

24. Lambon Ralph MA, Patterson K. Generalization and differentiation in semantic
memory: insights from semantic dementia. Ann N Y Acad Sci. 2008;1124:
61-76.

25. Patterson K, Nestor PJ, Rogers TT. Where do you know what you know? the
representation of semantic knowledge in the human brain. Nat Rev Neurosci.
2007;8(12):976-987.

26. Bhagwagar Z, Cowen PJ. “It’s not over when it’s over”: persistent neurobiologi-
cal abnormalities in recovered depressed patients. Psychol Med. 2008;38(3):
307-313.

27. Friston KJ, Buechel C, Fink GR, Morris J, Rolls E, Dolan RJ. Psychophysiological
and modulatory interactions in neuroimaging. Neuroimage. 1997;6(3):218-229.

28. O’Connor LE, Berry JW, Weiss J, Bush M, Sampson H. Interpersonal guilt: the
development of a new measure. J Clin Psychol. 1997;53(1):73-89.

29. Green S, Moll J, Deakin JF, Hulleman J, Zahn R. Proneness to decreased nega-
tive emotions in major depressive disorder when blaming others rather than oneself.
Psychopathology. In press.

30. First MB, Spitzer RL, Gibbon M, Williams JBW. Structured Clinical Interview for
DSM-IV-TR Axis I Disorders, Research Version, Patient Edition. (SCID-I/P). New
York: Biometrics Research, New York State Psychiatric Institute; 2002.

31. Lecrubier Y, Sheehan DV, Weiller E, Amorim P, Bonora I, Sheehan KH, Janavs J,
Dunbar GC. The Mini International Neuropsychiatric Interview (MINI): a short di-
agnostic structured interview: reliability and validity according to the CIDI. Eur
Psychiatry. 1997;12(5):224-231. doi:10.1016/S0924-9338(97)83296-8.

32. Weissman MM, Wickramaratne P, Adams P, Wolk S, Verdeli H, Olfson M. Brief
screening for family psychiatric history: the Family History Screen. Arch Gen
Psychiatry. 2000;57(7):675-682.

33. Montgomery SA, Åsberg M. A new depression scale designed to be sensitive to
change. Br J Psychiatry. 1979;134:382-389.

34. Kondo H, Saleem KS, Price JL. Differential connections of the temporal pole with
the orbital and medial prefrontal networks in macaque monkeys. J Comp Neurol.
2003;465(4):499-523.

35. Kendler KS, Gardner CO. Dependent stressful life events and prior depressive
episodes in the prediction of major depression: the problem of causal inference
in psychiatric epidemiology. Arch Gen Psychiatry. 2010;67(11):1120-1127.

36. Takahashi H, Yahata N, Koeda M, Matsuda T, Asai K, Okubo Y. Brain activation
associated with evaluative processes of guilt and embarrassment: an fMRI study.
Neuroimage. 2004;23(3):967-974.

37. Moll J, de Oliveira-Souza R, Garrido GJ, Bramati IE, Caparelli-Daquer EMA, Paiva
MLMF, Zahn R, Grafman J. The self as a moral agent: linking the neural bases of
social agency and moral sensitivity. Soc Neurosci. 2007;2(3-4):336-352.

38. Moll J, De Oliveira-Souza R, Zahn R. The neural basis of moral cognition: sen-
timents, concepts, and values. Ann N Y Acad Sci. 2008;1124(1124):161-180.

39. Tavares P, Lawrence AD, Barnard PJ. Paying attention to social meaning: an FMRI
study. Cereb Cortex. 2008;18(8):1876-1885.

40. Ross LA, Olson IR. Social cognition and the anterior temporal lobes. Neuroimage.
2010;49(4):3452-3462.

41. Binney RJ, Embleton KV, Jefferies E, Parker GJM, Ralph MA. The ventral and
inferolateral aspects of the anterior temporal lobe are crucial in semantic memory:
evidence from a novel direct comparison of distortion-corrected fMRI, rTMS, and
semantic dementia. Cereb Cortex. 2010;20(11):2728-2738.

42. Pobric G, Jefferies E, Ralph MA. Anterior temporal lobes mediate semantic rep-
resentation: mimicking semantic dementia by using rTMS in normal participants.
Proc Natl Acad Sci U S A. 2007;104(50):20137-20141.

43. Moll J, Krueger F, Zahn R, Pardini M, de Oliveira-Souza R, Grafman J. Human
fronto-mesolimbic networks guide decisions about charitable donation. Proc Natl
Acad Sci U S A. 2006;103(42):15623-15628.

44. Gilboa A, Winocur G, Grady CL, Hevenor SJ, Moscovitch M. Remembering our
past: functional neuroanatomy of recollection of recent and very remote per-
sonal events. Cereb Cortex. 2004;14(11):1214-1225.

45. Williams JMG, Barnhofer T, Crane C, Herman D, Raes F, Watkins E, Dalgleish T.
Autobiographical memory specificity and emotional disorder. Psychol Bull. 2007;
133(1):122-148.

46. Victor TA, Furey ML, Fromm SJ, Ohman A, Drevets WC. Relationship between
amygdala responses to masked faces and mood state and treatment in major
depressive disorder. Arch Gen Psychiatry. 2010;67(11):1128-1138.

47. Norbury R, Selvaraj S, Taylor MJ, Harmer C, Cowen PJ. Increased neural re-
sponse to fear in patients recovered from depression: a 3T functional magnetic
resonance imaging study. Psychol Med. 2010;40(3):425-432.

48. Fu CHY, Williams SCR, Cleare AJ, Brammer MJ, Walsh ND, Kim J, Andrew CM,
Pich EM, Williams PM, Reed LJ, Mitterschiffthaler MT, Suckling J, Bullmore ET.
Attenuation of the neural response to sad faces in major depression by antide-
pressant treatment: a prospective, event-related functional magnetic resonance
imaging study. Arch Gen Psychiatry. 2004;61(9):877-889.

49. Grimm S, Ernst J, Boesiger P, Schuepbach D, Hell D, Boeker H, Northoff G.
Increased self-focus in major depressive disorder is related to neural abnormali-
ties in subcortical-cortical midline structures. Hum Brain Mapp. 2009;30(8):
2617-2627.

50. Lemogne C, le Bastard G, Mayberg H, Volle E, Bergouignan L, Lehéricy S, Al-
lilaire JF, Fossati P. In search of the depressive self: extended medial prefrontal
network during self-referential processing in major depression. Soc Cogn Affect
Neurosci. 2009;4(3):305-312.

51. Penny W, Holmes A. Random effects analysis. In: Ashburner J, Friston K, Penny
W, eds. Human Brain Function. 2nd ed. New York, NY: Academic Press; 2003:
843-851.

ARCH GEN PSYCHIATRY/ VOL 69 (NO. 10), OCT 2012 WWW.ARCHGENPSYCHIATRY.COM
1021

©2012 American Medical Association. All rights reserved.


