
increasing the maturation of miR-16 from its
precursor pre/pri–miR-16. Raphe additionally
responds to chronic fluoxetine treatment by
releasing S100b, which in turn acts on the
noradrenergic neurons of the locus coeruleus. By
lowering miR-16 levels, S100b unlocks the ex-
pression of serotonergic functions in this nor-
adrenergic brain area. Our pharmacological and
behavioral data thus posit miR-16 as a central
effector that regulates SERT expression and
mediates the adaptive response of serotonergic
and noradrenergic neurons to fluoxetine treatment.
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Relating Introspective Accuracy to
Individual Differences in
Brain Structure
Stephen M. Fleming,1*† Rimona S. Weil,1,2* Zoltan Nagy,1 Raymond J. Dolan,1 Geraint Rees1,2

The ability to introspect about self-performance is key to human subjective experience, but the
neuroanatomical basis of this ability is unknown. Such accurate introspection requires discriminating
correct decisions from incorrect ones, a capacity that varies substantially across individuals.
We dissociated variation in introspective ability from objective performance in a simple perceptual-
decision task, allowing us to determine whether this interindividual variability was associated with a
distinct neural basis. We show that introspective ability is correlated with gray matter volume in the
anterior prefrontal cortex, a region that shows marked evolutionary development in humans. Moreover,
interindividual variation in introspective ability is also correlated with white-matter microstructure
connected with this area of the prefrontal cortex. Our findings point to a focal neuroanatomical substrate
for introspective ability, a substrate distinct from that supporting primary perception.

Our moment-to-moment judgments of the
outside world are often subject to intro-
spective interrogation. In this context,

introspective or “metacognitive” sensitivity refers

to the ability to discriminate correct from in-
correct perceptual decisions (1), and its accuracy
is essential for the appropriate guidance of
decision-making and action (2, 3). For example,
low confidence that a recent decision was correct
may prompt us to reexamine the evidence or seek
a second opinion. Recently, behavioral studies
have begun to quantify metacognitive accuracy
following simple perceptual decisions and to
isolate variations in this ability: A decision may
be made poorly, yet an individual may believe

that his or her performance was good, or vice
versa (4–8). Whereas previous work has inves-
tigated how confidence in perceptual decisions
varies from trial to trial (9, 10), little is known
about the biological basis of metacognitive abil-
ity, defined here as how well an individual’s con-
fidence ratings discriminate correct from incorrect
decisions over time. We hypothesized that in-
dividual differences in metacognitive ability
would be reflected in the anatomy of brain re-
gions responsible for this function, in line with
similar associations between brain anatomy and
performance in other cognitive domains (11–15).

We objectively quantified variability in meta-
cognitive sensitivity between individuals and
then related these interindividual differences to
brain structure measured with magnetic reso-
nance imaging (MRI). This approach was mo-
tivated by observations that individual differences
in a range of skills—such as language (11),
decision-making (12), and memory (13)—are
consistently associated with variation in healthy
brain anatomy. Our experimental design dis-
sociated a quantitative measure of metacognitive
accuracy, Aroc (which is specific to an individual),
from both objective task performance and subjec-
tive confidence (which both vary on a trial-by-trial
basis). Earlier patient studies describe candidate
brain regions in which damage is associated with
poor introspective ability: in particular, a prefrontal-
parietal network (16–18). Theories of prefrontal

1Wellcome Trust Centre for Neuroimaging, University College
London, 12 Queen Square, London WC1N 3BG, UK. 2Institute
of Cognitive Neuroscience, University College London, 17
Queen Square, London WC1N 3AR, UK.

*These authors contributed equally to this work.
†To whom correspondence should be addressed. E-mail:
s.fleming@fil.ion.ucl.ac.uk

Fig. 1. Behavioral task. Participants com-
pleted a two-alternative forced-choice task
that required two judgments per trial: a
perceptual response followed by an es-
timate of relative confidence in their deci-
sion. The perceptual response indicated
whether the first or second temporal in-
terval contained the higher-contrast (pop-
out) Gabor patch (highlighted here with a
dashed circle that was not present in the
actual display), which could appear at any one of six locations around a central
fixation point. Pop-out Gabor contrast was continually adjusted with the use of
a staircase procedure to maintain ~71% performance. Confidence ratings were

made using a one-to-six scale, with participants encouraged to use the whole scale
from one = low relative confidence to six = high relative confidence. The black
square in the rightmost panel indicates the choice made in the metacognitive task.

www.sciencemag.org SCIENCE VOL 329 17 SEPTEMBER 2010 1541

REPORTS
CORRECTED 11 MAY 2012; SEE LAST PAGE

 o
n 

F
eb

ru
ar

y 
20

, 2
01

5
w

w
w

.s
ci

en
ce

m
ag

.o
rg

D
ow

nl
oa

de
d 

fr
om

 
 o

n 
F

eb
ru

ar
y 

20
, 2

01
5

w
w

w
.s

ci
en

ce
m

ag
.o

rg
D

ow
nl

oa
de

d 
fr

om
 

 o
n 

F
eb

ru
ar

y 
20

, 2
01

5
w

w
w

.s
ci

en
ce

m
ag

.o
rg

D
ow

nl
oa

de
d 

fr
om

 
 o

n 
F

eb
ru

ar
y 

20
, 2

01
5

w
w

w
.s

ci
en

ce
m

ag
.o

rg
D

ow
nl

oa
de

d 
fr

om
 

http://www.sciencemag.org/
http://www.sciencemag.org/
http://www.sciencemag.org/
http://www.sciencemag.org/


function have emphasized a role for anterior
(rostrolateral) prefrontal cortex (PFC) in carrying
out second-order operations on internally gen-
erated information (19, 20), a process necessary
formetacognition.We hypothesized that the local
structure of these regions (both gray-matter vol-
ume and white-matter integrity) might reflect an
individual’s metacognitive ability.

We studied 32 healthy human participants
while they made a series of visual judgements
(21). The difficulty of the visual judgement was
varied on a per-participant basis to keep per-
formance at a constant level (71%), near sensory
threshold. In addition to asking participants to
make these objective perceptual judgements, we
also asked them to provide ratings of confidence
in their decisions after each trial (Fig. 1). We then
used these ratings to determine metacognitive
ability at an individual level through the construc-
tion of type II receiver operating characteristic
(ROC) curves (Fig. 2A) (21–23). The ROCmodel
provided an excellent fit to our data across par-
ticipants (mean explained variance R2 = 0.97 T
0.023). The area between the major diagonal and
an individual’s ROC curve is a measure of the
ability to link confidence to perceptual perform-
ance (Aroc). We found considerable variation
across individuals in metacognitive ability (Aroc =
0.55 to 0.75), despite underlying task perform-
ance being held constant (proportion correct: 70
to 74%); furthermore, these measures were un-
correlated (Pearson’s correlation coefficient r =
–0.21, P = 0.24). To establish whether this
variability was stable, we split data from each
participant into two halves and computed the
test-retest reliability of the two sets. This analysis
revealed intraparticipant consistency in Aroc (r =
0.69, P = 0.00001) (fig. S2).

Having quantified interindividual variability
in introspection, we then asked whether this var-
iability in introspective judgements was predicted
by variability in brain structure using two distinct
measures: gray-matter volume measured from T1-
weighted anatomical images and the fractional
anisotropy (FA) of white matter measured from
diffusion tensor images. Our analysis examined the
possible relation between brain structure and four
different measures: the metacognitive ability (Aroc)
of our participants, objective performance on the
perceptual task (sensitivity, d′, and criterion, c), and
the tendency to use high or low confidence re-
sponses on individual trials (Broc) [see supporting
online material (SOM) methods section for de-
tails]. Having removed the potentially confound-
ing factors (24) of overall brain size and gender
(as regressors of no interest), we found that an in-
dividual’s metacognitive ability (Aroc) was signif-
icantly correlated with gray-matter volume in the
right anterior PFC (Fig. 3A) [Brodmann area (BA)
10; peak voxel coordinates: [24, 65, 18]; tmax =
4.8; P < 0.05, corrected for multiple compari-
sons]. Furthermore, gray-matter volume in this re-
gion did not correlate with task performance, as
indexed by d′ (Fig. 3B) (r = 0.15, P = 0.42), or
overall confidence (Broc)( r = –0.023, P = 0.90).

Gray-matter volume in a homologous region in
the left anterior PFC was also correlated with
Aroc but did not survive correction for multiple
comparisons across the brain volume. Details
of this and other clusters that did not survive a
whole-brain correction are listed in table S2.
Thus, variability in introspective judgements of
performance on a simple visual-detection task
was predicted by variability in the anatomical
structure of the anterior PFC (BA 10), indepen-
dently of both objective performance and level
of confidence. Finally, whereas our primary ques-
tion addressed positive dependence of gray matter
on Aroc, we also found that the left inferior tem-

poral gyrus showed a negative correlation with
metacognitive sensitivity (Fig. 3A) (coordinates:
[–56, –30, –26]; tmax = 4.66; P < 0.05, corrected
for multiple comparisons), accompanied by a sim-
ilar region on the right that did not survive cor-
rection for multiple comparisons (see table S2 for
full details and coordinates).

After we established that gray-matter volume
was predictive of Aroc, we next analyzed white-
matter microstructure. If the structure of the an-
terior PFC is functionally related to metacognitive
performance, we hypothesized that white-matter
tracts connected with this region would also
show a similar microstructural correlation with
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Fig. 2. ROC calculation and behavioral performance. (A) Participants’ confidence ratings were used to
construct a type II ROC function that quantifies the ability to discriminate between correct and incorrect
responses cumulated across levels of confidence. Aroc was calculated as the shaded area between the ROC
curve and the major diagonal (21). Mutually perpendicular dotted and solid lines represent the minor and
major diagonals, respectively. (B) Plot of the relation between task performance (percentage correct) and
Aroc, with participants ordered by increasing Aroc value.
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Fig. 3. Gray-matter volume correlated with introspective ability. (A) Projection of statistical (T) maps for
positive (hot color map: red, orange, yellow) and negative (cool color map: blue) correlations with Aroc
onto an inflated cortical surface (T1-weighted template, thresholded at T > 3 for display purposes).
Significant clusters (P < 0.05, corrected for multiple comparisons) where metacognitive ability correlated
with gray-matter volume (see SOMmethods) were found in right anterior PFC (BA 10; positive correlation)
and the left inferior temporal gyrus (negative correlation), accompanied by contralateral homologous
clusters at P < 0.001, uncorrected. (B) Plot of gray-matter volume in the right BA 10 cluster against both
Aroc and d′ (see SOM methods for full details), indicating that the correlation with metacognitive ability
was independent of task performance. a.u., arbitrary units.
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expression of this behavioral trait. In a whole-
brain analysis of white-matter microstructure
(21), we found that FA (a measure of white-
matter integrity) in the genu of the corpus
callosum was positively dependent on Aroc (Fig.
4) (P < 0.05, corrected for multiple comparisons).
This specific subdivision of the corpus callosum
contains white-matter fibers connected with the
anterior and orbital PFCs in humans (25), con-
sistent with metacognitive ability being depen-
dent not only on anterior prefrontal gray matter
but also on reciprocal projections to and from this
area. Neither objective performance (stimulus con-
trast or d′) nor overall confidence (Broc) correlated
with gray-matter volume or white-matter FA
elsewhere in the brain (P > 0.05, corrected for
multiple comparisons; see tables S2 and S3 for
uncorrected correlations). We note that an absence
of structural correlations with these parameters
may have been due to our design deliberately
minimizing variability in both d′ and Broc to isolate
the neural correlates of introspective ability (Aroc).

One concern is that the structural covariation
that we observed may have been potentially con-
founded by differences in perceptual ability.
Good perceptual ability may be reflected in the
staircase procedure converging on consistently
low values for stimulus contrast for a given in-
dividual. Therefore, we carried out control analy-
ses (table S4) (21) to rule out this alternative
explanation. These results demonstrated signifi-
cant correlations of gray matter and FAwith Aroc
in the anterior PFC when controlling for changes
in task parameters and an absence of correlations
with task parameters themselves. Thus, the structure-
behavior correlations we observed here are unlikely
to be due to low-level differences in performance,
but instead relate to underlying differences in in-
dividual metacognitive ability.

How might these regions contribute to meta-
cognition? Anterior subdivisions of the PFC have

been implicated in high-level control of cognition
(19, 20, 26, 27) and are well placed to integrate
supramodal perceptual information with decision
output (28), a process thought to be key for
metacognitive sensitivity (1). Dorsolateral pre-
frontal activity increases under conditions in
which subjective reports match objective percep-
tual performance (29), suggesting a computa-
tional role in linking performance to confidence.
Consistent with prefrontal gray-matter volume
playing a causal role in metacognition, patients
with lesions to the anterior PFC show deficits in
subjective reports as compared with controls,
after factoring out differences in objective per-
formance (16). Furthermore, impairing dorso-
lateral PFC function with theta-burst transcranial
magnetic stimulation compromises the metacog-
nitive sensitivity of subjective reports of aware-
ness but leaves underlying task performance intact
(30). Together with the present work, these find-
ings suggest a central role for anterior and dor-
solateral PFC in metacognitive sensitivity. Our
present findings may reflect innate differences in
anatomy or, alternatively, may reflect the effects
of experience and learning, as has been found in
the sensorimotor domain (14, 15). This raises the
tantalizing possibility of being able to “train”meta-
cognitive ability by harnessing underlying neural
plasticity in the regions that we identify here (31).

Our main finding is a delineation of a notice-
ably focal anatomical substrate that predicts in-
terindividual variability in metacognitive ability.
As with any correlational method, we cannot es-
tablish whether the covariation we observed be-
tween brain structure and metacognition reflects a
causal relation. However, given a wealth of evi-
dence for changes in gray-matter volume within
and between individuals associated with a range of
skills, we propose that underlying differences in
metacognitive ability are similarly dependent on
large-scale brain anatomy. Our data provide an ini-

tial window to the biological basis of the ability to
link objective performance to subjective confidence.
The demonstration that this ability may be depen-
dent on local and phylogenetically recent prefrontal
anatomy is consistent with a conjecture that meta-
cognitive function has been selected for during
evolution (32), facilitating computations that allow
us to introspect about self-performance.
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Fig. 4. White-matter
microstructure correlated
with introspective ability.
(A) Statistical (T) map of
voxelwise correlations be-
tween FA and Aroc, thresh-
olded at T > 3 for display
purposes and overlaid on
sagittal (left) and axial
(right) slices of the aver-
age FA image across par-
ticipants, at the x and z
coordinates indicated. A
region within the genu of
theanteriorcorpuscallosum
showed a correlation be-
tween FA and metacog-
nitive ability that was
statistically significant
after correcting for mul-
tiple comparisons (P <
0.05). (B) Plot of FA in
the anterior corpus callosum cluster against both Aroc and d′, indicating that the correlation with
metacognitive ability was independent of task performance.
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Corrections & CLarifications

www.sciencemag.org    SCIENCE    erratum post date    11 may 2012 

Erratum
Reports: “Relating introspective accuracy to individual differences in brain structure” by 
S. M. Fleming et al. (17 September 2010, p. 1541). The authors have detected a minor pro-
gramming error in their original analysis of brain structure. Thus, spatial coordinates for a 
subset of results should be corrected by ±2 mm (see the table below for the correct coordi-
nates). No other aspects of their results or interpretations are affected. 

Corrections & CLarifications

Post date 11 May 2012

Contrast Region Peak voxel 
reported in paper 
(MNI) 

Corrected peak 
voxel (MNI) 

GM-positive Aroc Right BA10 24, 65, 18 26, 66, 16 
GM-positive Aroc Precuneus 6, –57, 18 8, –57, 19 
WM-positive Aroc Anterior corpus 

callosum 
2, 26, –2 2, 27, –2 

MNI, Montreal Neurological Institute; GM , grey matter volume; WM, white matter (fractional 
anisotropy); Aroc, a quantitative measure of metacognitive accuracy.  
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Materials and Methods 

Participants 

32 participants (15 males; aged 19 – 37 years; mean age 26.4 years) gave written 
informed consent to take part in the experiment. The study was approved by the local 
Research Ethics Committee. One participant was excluded from further analysis of 
brain structure due to aberrant psychophysical task performance (d’ > 3SD from the 
group mean).  

Stimuli 

The perceptual decision display comprised six Gabor gratings (circular patches of 
smoothly varying light and dark bars) arranged around a central fixation point (Fig 1).  
Each Gabor subtended 1.4 degrees of visual angle in diameter, and consisted of a 
luminance pattern modulated at a spatial frequency of 2.2 cycles per degree. Each 
“baseline” Gabor had a contrast of 20% of maximum, and appeared at a mean 
eccentricity of 6.9 degrees.  The fixation point comprised a black square measuring 0.2 
degrees across, luminance 0.10 cd/m2, with a central white square 0.1 degrees across, 
luminance 13.64 cd/m2.  The background was a uniform gray screen of luminance 3.66 
cd/m2. 

Baseline Gabors were displayed with a contrast of 20% (where 0% is no difference 
between the luminance of the grating bars and 100% is maximum difference, i.e. black 
to white).  The pop-out Gabors were drawn from a stimulus set in which contrast varied 
from 23 to 80% in increments of 3%. At the time of confidence ratings, the display 
consisted of a grey screen (luminance 3.66 cd/m2) with the numbers 1 to 6 written left to 
right (luminance 13.64 cd/m2, 0.7 degrees in height, centred around fixation).   

Stimuli were presented on a gamma calibrated CRT display (Dell FP2001, 20.1 inch 
display; 800 x 600 pixels; 60 Hz refresh rate), at a viewing distance of approximately 60 
cm, situated in a darkened room.  Stimulus display and response collection were 
controlled by Matlab 7.8.0 (Mathworks Inc., Natick, MA, USA) using the COGENT 
2000 toolbox (http://www.vislab.ucl.ac.uk/cogent.php).   

Task 

The visual judgement comprised a temporal two-alternative forced choice pop-out task 
(see Fig. 1 for timings). All the Gabors in one interval were of the same contrast, but in 
the other interval, one of the Gabors was of a higher contrast than the others (the “pop-
out” Gabor, illustrated by a dashed circle in Fig. 1 that was not present in the actual 
display).  The temporal interval and spatial position of the pop-out Gabor varied 
randomly between trials.  Participants were required to decide whether this pop-out 
Gabor had appeared in the first or the second interval. The perceptual judgement was 
indicated by participants using the left hand with the numbers ‘1’ (first interval) or ‘2’ 
(second interval) on the QWERTY keypad of a standard PC keyboard. Participants then 
indicated their confidence in the perceptual decision they had just made on a scale of 1 
(low relative confidence) to 6 (high relative confidence), using their right hand to press 
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one of the numbers ‘1’ to ‘6’ on the numerical keypad. A square red frame (width 1 
degree, thickness 0.1 degree) appeared around the selected rating (Fig. 1).  

The contrast of the pop-out Gabor was chosen from the stimulus set of pop-out Gabors 
using a 1-up 2-down staircase procedure (S1), which at the limit results in convergence 
on 71% accuracy.  The contrast of the pop-out Gabor at the end of each block was used 
as the starting contrast for the pop-out Gabor in the next block.  Our aim in this staircase 
procedure was to equate objective perceptual performance across individuals, leaving 
quantification of metacognitive ability unconfounded by performance (S2). 

Participants were instructed to try to use the whole of the confidence scale in their 
responses, and to bear in mind that the scale represents relative confidence, as, given the 
difficult nature of the task, they would rarely be completely certain that their visual 
judgement had been correct. Participants performed a practice session to familiarise 
themselves with the stimuli and task. The main experiment consisted of 600 trials, split 
into 6 blocks of 100 trials.  They were given no feedback about their performance until 
the end of the experiment. 

Quantification of metacognitive ability 

The accuracy of metacognitive assessments can be intuited as how transparent an initial 
perceptual decision process is to a putative “higher” level assessment. This intuition can 
be captured within the logic of signal detection theory (SDT), which assesses how 
faithfully a creature separates signal from noise. Conventional applications of SDT 
assess detection performance by comparing the proportion of “hits” and “false alarms” 
in a stimulus detection task. By applying the logic of SDT to metacognition (“Type 2” 
SDT), we categorised a “hit” as a high confidence response after a correct decision and 
a “false alarm” as a high confidence response after an incorrect decision [see table S1 
and (S3)]. Because the specific mathematical assumptions of conventional SDT may not 
hold for this new analysis (S4, S5), we used nonparametric assessments of sensitivity 
and bias (S6). We constructed Type 2 ROC curves for each participant (Fig. 2A and fig. 
S2) that characterised the probability of being correct for a given level of confidence. 
ROC curves were anchored at [0, 0] and [1, 1]. An ROC curve that bows sharply 
upwards indicates that the probability of being correct rises rapidly with confidence; 
conversely, a flat ROC function indicates a weak link between confidence and accuracy.  

We noted a practice effect in the staircase parameters (fig. S1) reflected in a 
decrease in mean contrast and variability from block 1 to 2. A one-way ANOVA of 
mean contrast with block as a within-subjects factor revealed a significant effect of 
block (F(5,155) = 8.18, P < 0.001) that was abolished on removal of block 1 (F(4,124) = 
1.56, P = 0.19). ROC analysis was therefore carried out on data from blocks 2-6, after 
stabilisation of psychophysical performance. To plot the ROC, hi = p(confidence = i | 
correct) and fi = p(confidence = i | incorrect)  were calculated for all i. These 
probabilities were then transformed into cumulative probabilities, and plotted against 
each other (Fig. 2A and fig. S2). Following Kornbrot (S6), we computed distribution-
free measures of sensitivity and bias from this ROC by dividing the area into two parts – 
KB is the area between the ROC curve and the major diagonal (solid line in Fig. 2A) to 
the right of the minor diagonal (dotted line in Fig. 2A), and KA is the area between the 
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ROC curve and major diagonal to the left of the minor diagonal. From simple geometry 
[derived in the Appendix of (S6)], these areas can be calculated as follows:  

KA =
1
4

[(hk+1 − fk )2

k=1

k=
1
2

i

∑ − (hk − fk+1)
2] 

KB =
1
4

[(hk+1 − fk )2

k=1
2

i

k= i

∑ − (hk − fk+1)
2] 

 Sensitivity (Aroc) is then the sum of these areas, and Type 2 bias (Broc) is the log of the 
ratio: 

 Aroc = KA +KB  

Broc = ln(
KA

KB

)  

Type I d' and bias (c) were calculated in the standard manner (S7):  

d’ = 1/√2 [z(H) – z(F)] 
 
c = -0.5 [z(H) + z(F)]  
 
where z is the inverse of the cumulative normal distribution function, H = p(response = 
1|interval = 1) and F = p(response = 1|interval = 2). Confirmatory correlation analyses 
between SDT parameters and grey matter (GM)/fractional anisotropy (FA) clusters 
[signal extracted using the MarsBar toolbox (S8)] were carried out using Pearson’s 
product-moment correlations in SPSS 17.0. 
 
Voxel-based morphometry analysis 

Voxel-based morphometry (VBM) provides a quantitative measure (at each voxel) of 
the tissue volume per unit volume of spatially normalised image (S9). A 1.5T Sonata 
scanner (Siemens Medical Systems, Erlangen, Germany) was used to acquire all images 
for each participant. T1-weighted anatomical whole-brain scans were acquired for VBM 
analysis (176 slices, echo time = 3.56ms, TR = 12.24ms, voxel size 1mm isotropic). 
VBM preprocessing was carried out using SPM8 (http://www.fil.ion.ucl.ac.uk/spm). 
The images were first segmented into GM, white matter (WM) and cerebral spinal fluid 
in native space (S10). The GM segment images from this process were then rigidly 
aligned and subsequently warped to an iteratively improved template using nonlinear 
registration in DARTEL (S11). DARTEL’s “Normalise to MNI” module was then used 
to produce smoothed normalised images. The DARTEL template was affinely 
registered to MNI space, and the GM images were transformed using the DARTEL 
flow-fields and this affine transformation, in a way that preserved their local tissue 
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volumes (equivalent to a Jacobian “modulation” step). Smoothing used a Gaussian 
kernel of 8mm full width at half maximum. 

The pre-processed GM images were entered into a multiple regression model in SPM8 
to determine which brain regions showed significant covariation with the SDT-based 
measures of metacognitive ability. We included Aroc, d’, Type II criterion (Broc; the 
overall tendency to use high confidence responses), the absolute (unsigned) value of the 
Type I criterion (|c|) and gender (M = 1; F = 0) in the model. Type I criterion (c) 
measures the extent of the bias towards interval 1 or 2 on the perceptual decision task, 
with greater bias reflecting suboptimal performance. Positive values indicate bias 
towards interval 1, and negative values bias towards interval 2. We thus entered the 
absolute value of c as a covariate of no interest, with higher values indicating 
suboptimal performance bias towards either interval. 

Adjustment for “global” brain volume using proportional scaling was applied, resulting 
in voxel values that were proportions of total GM volume. A binary mask (SPM8 
grey.nii template > 0.3) was used to restrict the search volume to changes in GM. T-
statistic maps reflecting the correlation between each regressor and regional GM 
volume were created. Cluster-based statistics were used to locate significant regions 
based on both their peak value and spatial extent after applying an initial cluster-
defining threshold of P < 0.001. Due to structural images displaying local variation in 
smoothness, standard applications of cluster-based random field theory are 
inappropriate (S12). We thus applied non-stationary cluster extent correction when 
calculating family-wise error (FWE) corrected P values using the NS toolbox 
(http://www.fmri.wfubmc.edu/cms/NS-General). Computational simulations (S12) 
show that for designs with high degrees of freedom and sufficient smoothness, as here, 
using a cluster defining threshold of P < 0.001 with correction for non-stationarity 
provides adequate control over the family-wise false positive rate (P < 0.05). 

Diffusion tensor imaging analysis 

The diffusion tensor imaging (DTI) dataset comprised of 68 images with 60 slices and 
2.3 mm isotropic resolution. The first 7 images were collected with b = 100 s/mm2. The 
diffusion encoding directions were isotropically distributed on the surface of the sphere 

(S13) for the remaining 61 images and the b-value was 1000 s/mm2. The echo time was 
90ms, each 2D image slice took 150ms to collect, and the field of view was 220mm. 
DTI data sets are often collected using echo-planar imaging (EPI) methods which are 
affected by susceptibility-induced artefacts. To reduce the extent of these artefacts two 
datasets were collected for each participant, with the only difference being that the 
phase encoding direction was reversed for the second run. This method ensures the 
susceptibility-induced distortions are equal and opposite in the two datasets, providing 
the opportunity to correct their effect (S14). 

Diffusion-weighted images were first aligned using FSL’s eddycorrect 
(http://www.fmrib.ox.ac.uk/fsl/), and then combined into a single dataset with reduced 
susceptibility-induced artefacts. The main diffusion tensor was then fitted at each voxel 
using FSL’s dtifit. From the tensor a rotationally invariant measure of diffusion 
anisotropy can be calculated. One such measure is fractional anisotropy (FA) with 
values ranging from 0 (representing isotropic, or undirected, diffusion) to 1 
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(representing a single preferred direction of diffusion). This measure has been used 
extensively to investigate local WM integrity, as diffusion of water molecules is more 
restricted perpendicular to, rather than along, neuronal fibres. The calculated FA map 
for each participant (in native space) was imported into SPM8 and coregistered to the 
WM segment image of the same participant created during VBM analysis. 
Coregistration was carried out by maximising normalised mutual information between 
the images. The DARTEL flowfields and affine (MNI) transformation were then 
applied to each participant’s coregistered FA image, producing normalised FA images 
in MNI space. Unlike the VBM normalisation (which preserved the original local tissue 
volume), the FA images were normalised in a way that preserved their original voxel 
values (without “modulation”). Normalised FA images were also smoothed with a 8mm 
full-width at half maximum Gaussian kernel prior to statistical analysis. For one 
participant, DTI scans were unavailable, leaving 30 subjects in the FA analysis. 

Statistical analysis of FA proceeded in an identical fashion to that of GM volume (see 
above). A multiple regression model was constructed consisting of Aroc, d’, Type II 
criterion (Broc; the overall tendency to use high confidence responses) and the absolute 
(unsigned) value of the Type I criterion (|c|). A binary mask (mean normalised FA > 
0.2) was used to restrict the search volume to changes in WM. Statistical inference was 
conducted as for VBM. Probable tract labels were obtained using the JHU White-Matter 
Tractography Atlas within FSL. 

ROC model fits 

To explore how well a Gaussian Type II SDT model accounted for the confidence rating 
data (S7), we fit the following linear regression model: 

z(h) = β0 + β1z(f) + ε 

where z is the inverse of the cumulative normal distribution function. This model 
provided an excellent fit to the data (mean R2 = 0.97), indicating that the underlying 
f(X|correct) and f(X|incorrect) distributions are normal-like [where X is a random 
decision variable; see (S4) for further details]. The β1 parameter (slope) indicates the 
relative variance of the two distributions. This parameter was on average less than 1 
within our sample (0.88 ± 0.026 SEM), indicating that the f(X|correct) distribution has 
greater variance than the f(X|incorrect). Interestingly, theoretical models that suggest a 
direct translation of Type I into Type II distributions predict a Type II ROC slope 
slightly less than 1 (S4). However, this picture is not clear-cut: recent metamemory data 
support an equal-variance Gaussian model (S15). We note that our use of nonparametric 
methods to characterise Aroc are not dependent on the specific form of the model used; 
indeed, it was the methodological uncertainty surrounding the quantification of Type II 
processes that led us to adopt the distribution-free approach (S6). 

Control analyses of GM and FA correlations 

We carried out additional analysis to rule out potential alternative interpretations of our 
findings. One concern is that variation in underlying perceptual acuity could confound 
the anatomical variance we ascribe to metacognitive ability (Aroc). Good perceptual 
ability may be reflected in low mean stimulus contrast and/or low staircase variability 
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(though we note that extraneous environmental or ocular factors also affect these 
variables). To rule out this interpretation, we computed the partial correlation between 
brain structure and Aroc while controlling for both mean stimulus contrast and the 
variability (SD) in the staircase required to achieve a constant level of performance 
within each individual. Both the GM cluster in BA10 (r = 0.39, P = 0.036) and the FA 
cluster in anterior corpus callosum (r = 0.74, P < 0.001) remained significantly 
correlated with Aroc after controlling for mean contrast and staircase variability.  

This partial correlation analysis only examines the correlation of predefined regions. As 
a further test, we constructed a second design matrix in which mean stimulus contrast 
and staircase variability were directly entered as predictors of GM/FA, with gender 
again present as a covariate of no interest. Neither measure correlated with grey matter 
or FA at the statistical thresholds used in the main analysis (P > 0.05, corrected for 
multiple comparisons), even when applying a mask (8mm sphere) to isolate voxels 
within the vicinity of the BA10 (GM) or the anterior corpus callosum (FA) peak voxels. 
While we are cautious in interpreting uncorrected findings, one result of potential 
interest is that GM volume in the medial calcarine sulcus, consistent with the location of 
early visual cortex, showed increased volume in subjects with greater perceptual acuity 
as defined by negative mean stimulus contrast (P < 0.001, uncorrected). Table S4 
details uncorrected results from these models for completeness. Together these control 
analyses indicate that the correlations we observe between Aroc and structure relate to 
differences in metacognitive ability rather than low-level differences in performance. 

Negative correlations with Aroc  

We found negative correlations with Aroc in bilateral regions of anterior inferior 
temporal grey matter (left, P < 0.05, corrected for multiple comparisons; right, P < 
0.001, uncorrected; table S3). While we are cautious about interpreting the relevance of 
a decrease in grey matter volume for increased metacognitive ability, we note that these 
temporopolar regions have been implicated in both self-related (S16) and higher-order 
visual (S17) processing, and thus alterations in grey matter here might similarly place 
functional constraints on perceptual metacognition. 
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Figure S1 
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Stimulus parameters for the behavioural task.  Mean and standard deviation (SD) of 
oddball Gabor contrast (percentage of maximum contrast) plotted for each block of the 
perceptual task, averaged over participants. Error bars represent one standard error of 
the mean. Because stimulus contrast and variability were significantly higher in Block 1 
(see Methods), indicating a period of gradual stabilisation of performance, only data 
from blocks 2-6 were used to calculate SDT measures. 
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Figure S2 

 

 

 

 

Individual ROC curves calculated from the behavioural data (see Materials and 
Methods & Fig. 2) plotted for each of the 32 participants, split into odd (blue; blocks 3 
and 5) and even (red; blocks 2, 4 and 6) blocks of the psychophysics session. 
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Figure S3 
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Mean reaction times (RT) measured in milliseconds for both the perceptual decision 
(blue) and the confidence judgment (red) from blocks 2-6, plotted as a function of 
reported confidence level. Data are averaged across 32 participants and the error bars 
represent one standard error of the mean.  
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Axial “glass brains” (viewed from above) showing areas where grey matter volume 
correlates positively (A) and negatively (B) with Aroc, and where white matter fractional 
anisotropy correlates positively with Aroc (C). No suprathreshold fractional anisotropy 
clusters were found for negative correlations with Aroc (see also tables S2 and S3). All 
maps are thresholded at P < 0.001, uncorrected with an extent threshold of 10 voxels. 
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Table S1 

Classification of responses within Type II signal detection theory, assuming binary 
confidence ratings. In our task, we used graded confidence ratings, allowing 
computation of Type II sensitivity from the full ROC function. 

 

Type I decision High confidence Low confidence 

Correct Hit Miss 

Incorrect False alarm Correct rejection 
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Table S2 

GM volume associated with behavioural variables (SDT parameters) entered into the 
multiple regression model. Whole-brain corrected clusters (P < 0.05, corrected for 
multiple comparisons) are indicated in bold type. For completeness, correlations that 
survive a height threshold of P < 0.001, uncorrected, and an extent threshold of 10 
voxels are also reported. Abbreviations: PFC – prefrontal cortex; BA – Brodmann area. 

 

Regressor Number 
of 

voxels 

Peak 
voxel 

Z-
score 

P value 
(cluster 
FWE 

corrected)

Peak voxel 
MNI 

coordinates

Laterality Label 

675 4.02 0.029 24 65 18 R Anterior PFC (BA10) 

291 3.93 0.191 6 -57 18 L/R Precuneus/posterior 
cingulate 

31 3.78 0.703 -20 53 12 L Anterior PFC (BA10) 

25 3.45 0.829 36 39 21 R Dorsolateral PFC 
(BA46) 

Aroc 

29 3.44 0.497 33 50 9 R Anterior PFC (BA10) 

713 3.92 0.026 -56 -30 -26 L Inferior temporal 
gyrus 

76 3.69 0.753 -63 -30 10 L Superior Temporal 
gyrus 

80 3.54 0.457 51 -33 -21 R Inferior temporal gyrus

Negative 
Aroc 

15 3.22 0.995 -41 -3 -48 L Inferior temporal gyrus
Broc 28 3.93 0.313 -33 -73 34 L Occipital lobe (BA19) 

93 3.47 0.233 -59 -27 -14 L Middle temporal gyrus Negative 
Broc 20 3.35 0.826 -66 -10 3 L Superior temporal 

gyrus 
82 3.77 0.175 -3 -84 -21 L/R Cerebellum 
16 3.68 0.939 53 -25 -15 R Middle temporal sulcus
389 3.66 0.112 60 -39 51 R Superior parietal 
47 3.45 0.817 6 -61 4 L/R Lingual gyrus 

d' 

18 3.26 0.953 -3 -9 66 L Supplementary motor 
area (BA6) 

Negative 
d’ N/A N/A N/A N/A N/A No suprathreshold 

clusters 
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Table S3 

White matter microstructure (fractional anisotropy; FA) associated with behavioural 
variables (SDT measures) entered into the multiple regression model. Clusters that 
survive correction for multiple comparisons (P < 0.05) are indicated in bold type. For 
completeness, correlations that survive a height threshold of P < 0.001, uncorrected, and 
an extent threshold of 10 voxels are also reported. 

 

Regressor Number 
of 

voxels 

Peak 
voxel 

Z-
score 

P value 
(cluster 
FWE 

corrected)

Peak voxel 
MNI 

coordinates

Laterality Label 

308 3.93 0.033 2 26 -2 L/R Genual corpus callosum 

66 3.58 0.492 29 -55 -2 R Posterior corpus callosum 
(forceps major) 

31 3.54 0.502 -32 -67 0 L Inferior fronto-occipital 
fasciculus 

26 3.48 0.680 -32 -55 14 L Longitudinal fasciculus 

13 3.44 0.824 35 -52 -15 R Inferior longitudinal 
fasciculus 

Aroc 

11 3.39 0.631 -18 -52 28 L Cingulum 
Negative 

Aroc 
N/A N/A N/A N/A N/A No suprathreshold clusters

Broc N/A N/A N/A N/A N/A No suprathreshold clusters
128 4.24 0.226 -8 20 -9 L Genual corpus callosum 
49 3.91 0.132 26 -51 -9 R Posterior corona radiata Negative 

Broc 
21 3.54 0.438 -18 29 24 L Cingulum 
74 3.89 0.251 -17 6 39 L Superior corona radiata 

d' 
18 3.33 0.721 -18 -7 45 L Superior corona radiata 

Negative 
d’ N/A N/A N/A N/A N/A No suprathreshold clusters
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Table S4 

GM correlating with negative stimulus contrast and staircase variability (low-level 
measures of perceptual performance). After correcting for multiple comparisons, no 
significant clusters were observed, but correlations that survive a height threshold P < 
0.001, uncorrected, and an extent threshold of 10 voxels are reported for completeness. 
 

 

Analysis Regressor Number 
of 

voxels 

Peak 
voxel 

Z-
score

P value 
(cluster 
FWE 

corrected)

Peak voxel 
MNI 

coordinates

Laterality Label 

88 3.67 0.917 14 -10 24 R Caudate 

51 3.56 0.783 -65 -57 4 L Middle 
temporal gyrus

78 3.44 0.913 5 -76 21 L/R Calcarine 
sulcus 

80 3.38 0.908 3 36 42 L/R 
Dorsal medial 

prefrontal 
cortex 

Negative 
mean 

contrast 

11 3.21 0.982 -14 29 -20 L Orbitofrontal 
cortex 

128 4.00 0.301 59 -42 1 R Middle 
temporal gyrus

29 3.70 0.577 -51 -33 36 L Inferior 
parietal 

34 3.36 0.938 47 -15 -48 R Postcentral 
gyrus 

GM 

Negative 
SD 

22 3.24 0.953 -44 -21 46 L Postcentral 
gyrus 

Negative 
mean 

contrast 
N/A N/A N/A N/A N/A 

No 
suprathreshold 

clusters FA 
Negative 

SD 30 3.86 0.942 -29 -15 48 L Superior 
corona radiata 
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