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Individual capacity differences predict working
memory performance and prefrontal activity
following dopamine receptor stimulation

SASHA E. B. GIBBS and MARK D’ESPOSITO
University of California, Berkeley, California

Dopamine receptors are abundant in the prefrontal cortex (PFC), a critical region involved in working
memory. This pharmacological fMRI study tested the relationships between dopamine, PFC function, and
individual differences in working memory capacity. Subjects performed a verbal delayed-recognition
task after taking either the dopamine receptor agonist bromocriptine or a placebo. Behavioral effects of
bromocriptine treatment depended on subjects’ working memory spans, with the greatest behavioral
benefit for lower span subjects. After bromocriptine, PFC activity was positively correlated with a mea-
sure of cognitive efficiency (RT slope) during the probe period of the task. Less efficient subjects with
slower memory retrieval rates had greater PFC activity, whereas more efficient subjects had less activ-
ity. After placebo, these measures were uncorrelated. These results support the role of dopamine in ver-
bal working memory and suggest that dopamine may modulate the efficiency of retrieval of items from
the contents of working memory. Individual differences in PFC dopamine receptor concentration may
thus underlie the behavioral effects of dopamine stimulation on working memory function.

Working memory refers to those processes that support
the short-term maintenance or manipulation of relevant
information when it is no longer present to guide behav-
ior. Monkey physiology and human functional neuro-
imaging studies support the critical involvement of the
prefrontal cortex (PFC) in working memory (Curtis &
D’Esposito, 2003; Fuster, 1997). The PFC is the main
target of extensive dopamine projections from the mid-
brain. In addition, the nigrostriatal dopaminergic path-
way innervates the basal ganglia, which also have direct
and extensive connections with PFC (Cooper, Bloom, &
Roth, 1991). An early study demonstrated that depleting
PFC dopamine, but not norepinephrine or serotonin,
caused performance deficits equivalent to PFC lesions in
monkeys performing a delayed-response task (Brozoski,
Brown, Rosvold, & Goldman, 1979). Later animal work
demonstrated that endogenous baseline dopamine levels
and evoked release of dopamine influence performance
on delayed-response tasks. For example, the amount of
dopamine released in the PFC is positively correlated
with accurate memory performance (Floresco & Phillips,
2001; Phillips, Ahn, & Floresco, 2004). Also, delayed-
response tasks elicit increases in extracellular PFC do-
pamine that are not seen when performance is guided by
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visual cues alone (Watanabe, Kodama, & Hikosaka, 1997).
Application of dopamine to the PFC increases task-related
activity, and it does so by increasing the signal-to-noise
ratio (Durstewitz & Seamans, 2002; Sawaguchi, Ma-
tsumura, & Kubota, 1990b).

There is also evidence suggesting that D1 and D2 re-
ceptor family activity may affect different components of
working memory. Since there are currently no D1-selective
agonists approved for human use, most substantiating ev-
idence comes from neurophysiological studies of primates
performing delayed-recognition tasks. Delay-related pro-
cessing may be most sensitive to D1 receptor activation,
because D1 agonists increase and D1 antagonists reduce
delay period activity in the primate PFC (Sawaguchi, 2001;
Sawaguchi, Matsumura, & Kubota, 1988). In contrast, ef-
fects of selective D2 receptor agonists and antagonists
suggest that D2 receptor activation is most critical for re-
sponse preparation processes (Wang, Vijayraghavan, &
Goldman-Rakic, 2004). Thus, dopamine appears to play
a critical role in working memory function, and activation
of different receptor families may selectively influence
component processes of working memory (Cohen, Braver,
& Brown, 2002; Cools & Robbins, 2004).

Human studies have also provided support for a rela-
tionship between dopamine and working memory. For
example, young subjects’ performance on a spatial delayed-
response task was improved by low doses of bromocriptine,
a D2 dopamine receptor agonist (Luciana & Collins,
1997; Luciana, Depue, Arbisi, & Leon, 1992), and per-
golide, a mixed D1-D2 receptor agonist (Miiller, von
Cramon, & Pollmann, 1998). Bromocriptine has also
been shown to improve working memory in patients with
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PFC lesions (McDowell, Whyte, & D’Esposito, 1998).
Further support for a relationship between dopamine and
working memory comes from the finding that sulpiride,
a nonspecific dopamine antagonist, causes behavioral
deficits on tasks of spatial working memory (Mehta, Sa-
hakian, McKenna, & Robbins, 1999).

Many lines of research have suggested an inverted-U
shaped relationship between dopamine levels and PFC
function. For example, application of dopaminergic drugs
to PFC neurons can enhance delay period activity at one
concentration but inhibit firing at other dosages (Williams
& Goldman-Rakic, 1995). Also, larger increases in PFC
dopamine from noise stress (Arnsten & Goldman-Rakic,
1998) or with direct application of dopaminergic agents
(Zahrt, Taylor, Mathew, & Arnsten, 1997) cause behav-
ioral impairment. Thus, there likely is an optimal level of
dopaminergic stimulation that is necessary for maximizing
the signal-to-noise ratio in a population of PFC neurons
that support mnemonic processes. It seems likely that the
effects of PFC dopamine receptor stimulation on working
memory will also depend on baseline dopamine receptor
concentration, a property that varies among individuals.

Evidence suggests that individual differences in base-
line dopamine receptor concentration may exist and may
account for the behavioral effect of dopamine agonists
on working memory. For example, poorly performing
young rats (Granon et al., 2000) and monkeys with work-
ing memory impairments from age-related dopamine
loss (Castner & Goldman-Rakic, 2004) or reserpine de-
pletion (Arnsten, Cai, Steere, & Goldman-Rakic, 1995)
derive the greatest behavioral benefit from agonist treat-
ment. This finding suggests suboptimal baseline dopa-
mine receptor occupation in these poorly performing an-
imals. Similarly, administering dopamine agonists to
human subjects can improve or impair working memory
performance depending on the subject’s baseline work-
ing memory capacity, which may reflect underlying base-
line PFC dopamine receptor concentration. Subjects
with low working memory capacity, as measured by a
span task, show improvements in PFC-dependent tasks
with low doses of the D2 dopamine agonist bromocrip-
tine (Kimberg, D’Esposito, & Farah, 1997) or the non-
selective dopamine agonist methylphenidate (Mehta et al.,
2000), whereas their high-span counterparts are either
impaired or show no change in performance. Genotypic
variations that are thought to affect PFC dopamine con-
centration support the link between working memory
performance, PFC dopamine availability, and response
to dopaminergic drugs. For example, subjects with ge-
netic variation associated with lower PFC dopamine
availability have poorer working memory performance
at baseline but improve when given the nonspecific ag-
onist amphetamine, whereas those with genetic variation
associated with higher PFC dopamine availability have
better performance at baseline and are impaired on am-
phetamine (Goldberg et al., 2003; Mattay et al., 2003)

The present study aims to investigate the relationship
between dopamine, PFC function, and individual differ-

DOPAMINE AND WORKING MEMORY 213

ences in baseline working memory performance. In this
study, brain dopamine levels were manipulated by ad-
ministering the D2 dopamine receptor agonist bromo-
criptine while measuring PFC blood oxygenation level
dependent (BOLD) signal during functional MRI (fMRI).
We assumed that baseline brain dopamine concentration
is reflected by baseline working memory capacity, as
measured with a span task that has previously been shown
to predict the effect of bromocriptine on working mem-
ory performance (Kimberg et al., 1997). In the present
study, we also used a working memory task that has been
shown to produce a correlation between PFC activity and
individual differences in working memory performance.
In a verbal delayed-recognition task in healthy young un-
medicated subjects, a direct relationship was observed
between PFC activity and memory retrieval rate (Rypma
& D’Esposito, 1999). Memory retrieval rate was indexed
by calculating the reaction time (RT) slope. This measure
quantifies the increase in RT required across different
loads of information held in working memory (Sternberg,
1966) and reflects those decision processes occurring
during the probe, including memory scanning and item
selection. Fast, efficient subjects (i.e., lower RT slopes)
had less PFC fMRI BOLD signal during retrieval than
slower, less efficient subjects (i.e., higher RT slopes)
(Rypma & D’Esposito, 1999). Importantly, an index of
motor speed (i.e., the intercept of the RT slope, which
estimates the RT with no memory load) did not correlate
with PFC activity. It was proposed that the neural corre-
lates of processing efficiency may be reflected as less ac-
tivity within relevant neural circuits. Thus, we predict
that bromocriptine will directly influence this brain—
behavior relationship.

Insight regarding how dopaminergic stimulation may
influence this verbal recognition task derives from a be-
havioral study of Parkinson’s disease (PD) patients who
were tested on and off their dopaminergic replacement
medications (Poewe, Berger, Benke, & Schelosky, 1991).
Patients showed facilitated motor speed (decreased RT
intercept) and impaired cognitive efficiency (increased
RT slope) when they were on their medication in com-
parison with when they were off their medication. The
decreases in RT intercept parallel the expected relief
from motor symptoms, but the increased RT slope sug-
gests that cognitive systems were overdosed by the med-
ication, leading to inefficient memory retrieval. Poewe
and colleagues’ results also support the idea that an op-
timal dosage of dopamine is necessary for optimal PFC
function. In the present study, we predicted that normal
healthy subjects with high working memory capacity
would also be “overdosed” by bromocriptine, leading to
poorer behavioral performance, whereas those with lower
working memory performance might improve. Pharma-
cological manipulation during scanning allows us to di-
rectly investigate the neural correlates of these effects.
Moreover, we predict that the effects of bromocriptine
on the relationship between PFC activity and working
memory performance will be influenced by individual
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differences in baseline working memory capacity. By
using an event-related design, we were also able to cor-
relate the drug effects with specific stages of processing
during our task. Neither of these aims could be achieved
in the behavioral study of PD patients.

METHOD

Subjects

Thirteen young healthy subjects (9 females; ages of all subjects,
21-30) gave written informed consent according to University of
California guidelines. The subjects were screened for use of pre-
scription medication, history of neurological or psychiatric disor-
ders, blood pressure abnormality, and any other conditions that
would preclude completing the study (e.g., metallic implants, dif-
ficulty with manual responses, or low visual acuity). In addition,
the subjects were screened for current mood disturbances with the
Beck depression inventory and mood assessment scale.

Cognitive Tasks

The subjects were tested after administration of 1.25 mg bromo-
criptine or a lactose placebo in a double-blind design. They were
scanned approximately 120 min following administration of the
drug or placebo, and the order of sessions was counterbalanced
across subjects. fMRI scans were acquired while the subjects per-
formed four types of working memory trials. Two or six block-
capital letters were presented for 4 sec, followed by an unfilled
12-sec delay period. At the end of the delay period, a single lower-
case probe letter appeared for 2 sec. The probe letter was presented
either superimposed upon or masked by a background of visual
noise. The subjects indicated whether the probe letter was a part of
their memory set with a manual buttonpress. The response period
was followed by a jittered intertrial interval lasting between 8 and
12 sec. Four trials of each of the four types were presented per
7-min run. There were six runs, for a total of 96 trials per scanning
session.

We administered different memory load levels in order to calcu-
late the RT slope and RT intercept for each subject. We chose two
levels based on prior reports that RT increases linearly with set size
(Sternberg, 1966, 1967a, 1969a) and that the RT intercept estimates
motor speed under conditions of no memory load (Sternberg, 1967b,
1969b). We also included probe stimuli that were intact or degraded
with visual noise. Manipulating probe stimulus discriminability has
been shown to selectively slow processes related to item identification
without affecting memory scanning rates (Hardzinski & Pachella,
1980; Irwin & Pachella, 1985; Pachella & Fisher, 1969; Sternberg,
1967b); thus, the degradation factor may selectively manipulate RT
intercept without changing RT slope.

The subjects were also given control tasks assessing motor speed
and vigilance before and after the drug and placebo scanning ses-
sions. Motor speed was measured with a box completion task. The
subjects were presented with 10 rows of 10 line drawings of squares,
each with one side missing. They were asked to draw in the miss-
ing side of each square as quickly and accurately as possible. We
then administered a numeral cancellation task to measure vigilance
(the digit vigilance test; Lewis & Kupke, 1977), in which the sub-
jects crossed out target digits from a field of 28 rows of 35 digits as
quickly and accurately as possible. Finally, in a separate session,
the subjects performed the listening version of the Daneman and
Carpenter reading span task (Daneman & Carpenter, 1980).

MRI Data Acquisition

Functional and structural images were acquired with a Varian
INOVA 4.0T scanner (Palo Alto, CA; www.varianinc.com) and a
TEM send-and-receive RF head coil (MR Instruments, Minneapolis,
MN; www.mrinstruments.com). Head movement was restricted using

a foam cushion adjusted for each subject. The stimuli were back-
projected onto a screen at the subject’s waist and viewed by means
of a mirror mounted inside the head coil.

Functional images were acquired using a 2-shot gradient echo
EPI sequence, in eighteen 5.0-mm thick axial slices with a 0.5-mm
interslice gap and a TR 0f 2,000 msec. Each slice was acquired with
a22.4-cm? field of view with a 64 X 64 matrix size, resulting in an
in-plane resolution of 3.5 X 3.5 mm. This slice prescription allowed
for near whole-brain coverage. Data were acquired during six runs
lasting 7 min each. The first 10 images from each run were deleted
to approach steady-state tissue magnetization. High-resolution in-
plane T1-weighted images were acquired using a gradient echo
multislice sequence for anatomical localization. In addition, high-
resolution MP-Flash 3-D T1-weighted scans were acquired for nor-
malization to the Montreal Neurological Institute (MNI) reference
brain.

MRI Data Analysis

Functional images acquired from the scanner were reconstructed
offline from k-space. Image volumes were corrected for slice timing
skew using temporal sync-interpolation and corrected for movement
using rigid-body transformation parameters. Image preprocessing
and statistical analyses were performed using SPM2 (Wellcome
Department of Imaging Neuroscience; www.fil.ion.ucl.ac.uk/spm).
Images were resampled to 2 X 2 X 2 mm and then smoothed with
an 8-mm FWHM Gaussian kernel. A high-pass filter was used to
remove frequencies below 0.01 Hz from the data.

Structural T1-weighted images were normalized to the MNI ref-
erence brain. Transformations calculated from normalizing each
subject’s structural images were applied to the functional images
collected in each run. Data were analyzed using the general linear
model (Worsley & Friston, 1995). For each subject, the BOLD sig-
nals during the cue, delay, and probe periods in each trial type were
modeled as impulses of neural activity convolved with the SPM
canonical hemodynamic response function. We used a covariate be-
ginning at the onset of the cue period (first TR, 0 sec) to model early
encoding processes. A second covariate at the third TR (4 sec) mod-
eled late encoding activity. Since encoding processes may continue
into the delay period, this late encoding period is modeled to reduce
noise in the estimate of the baseline but was not included in the
mapwise analysis (Zarahn, Aguirre, & D’Esposito, 1999). The
early and late phases of the delay period were modeled with co-
variates at the fifth and seventh TRs, respectively (8 and 12 sec).
The delay period effects reported here represent the sum of the two
delay period regressors. The retrieval period was modeled with a
covariate at the onset of the probe (ninth TR, 16 sec). These co-
variates were then entered into the general linear model (GLM).
Maps of parameter estimates were computed from the GLM to as-
sess the magnitude of activation during each trial period. Stereo-
tactic coordinates of peak activations were reported with respect to
the MNI coordinate system.

Group random-effects analyses were performed for each contrast
of interest to test whether the mean parameter estimate magnitude
was significantly different from zero. Areas of significant activa-
tion in the individual-session mapwise analyses were determined
by identifying regions in which peak activation exceeded a thresh-
old of # = 3.93 (p < .001, uncorrected). PFC BOLD signal is often
more variable across individuals during the delay period than at cue
or probe presentation (Druzgal & D’Esposito, 2003), and this fac-
tor affects sensitivity in group analyses. This may be related to sub-
tle differences in the shape of the hemodynamic response function
in different brain regions or to the sensitivity of various methods of
modeling the duration of neural activity. To compare task-related
activity during all task periods, we selected a delay period PFC re-
gion using a threshold of # = 3.09 (p < .005, uncorrected). We then
performed a conjunction analysis to isolate task-related regions
common to both the drug and placebo sessions within each distinct



stage of the task. These regions were tested for drug effects, because
this contrast is orthogonal to the main effect of task contrast.

RESULTS

Behavioral Data

Group effects. Using a within-subjects analysis of
variance (ANOVA), we examined the effect of session
(bromocriptine vs. placebo) and administration time
(prescan vs. postscan) on performance for the control
tasks of motor speed and vigilance (box completion and
numeral cancellation tasks). There was no effect of ses-
sion [box completion, F(1,12) = 0.43, p = .52; cancel-
lation, F(1,12) = 0.28, p = .61] or administration time
[box completion, F(1,12) = 2.26, p = .16; cancellation,
F(1,12) = 0.21, p = .66] and no interaction between the
two factors [box completion, F(1,12) = 0.02, p = .89;
cancellation, F(1,12) = 0.42, p = .53].

We also performed a within-subjects ANOVA to test
the effects of load, perceptual degradation, and bromo-
criptine on RT and accuracy for the working memory
task (Table 1). There was a main effect of load on reac-
tion time [F(1,12) = 48.77, p < .001] in which subjects
were slower at the higher memory load in both sessions
(bromocriptine, t = 8.16, p < .001; placebo, t = 5.41,
p < .001). Similarly, there was a significant effect of
load on accuracy [F(1,12) = 8.85, p = .012]: Subjects
were less accurate at the higher load in both the bromo-
criptine (t = 2.66, p = .02) and placebo sessions (¢ =
2.52, p = .03). Since the perceptual degradation manip-
ulation did not reliably affect RT [F(1,12) = 3.32,p =
.09] or accuracy [F(1,12) = 0.08, p = .79], we collapsed
our subsequent analyses across perceptual conditions.

There was no main effect of bromocriptine treatment
on reaction time [F(1,12) = 1.20, p = .30] or accuracy
[F(1,12) = 0.05, p = .82] and no interactions among any
of the factors (all ps > .2).

Individual differences. Working memory capacity
was estimated in each subject using a listening span task
(Daneman & Carpenter, 1980). The range of spans in our
group of subjects was from 2.5 to 6.5 items, with a mean
score of 4.07 = SD 1.35. As a reference point, in the
original report of this task by Daneman and Carpenter,
the observed range of spans was 2 to 4.5, with a mean of
2.95 = 0.72. In the behavioral analyses reported below,
we compared those individuals with a high span (4 or
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more items, # = §) with those with lower span (<4 items,
n = 5). This method is based on previous studies (Kim-
berg et al., 1997; Mehta et al., 2000) and was intended to
be independent from the behavioral and imaging data
collected in this study.

Our first analyses concerned differences in perfor-
mance between low-span and high-span subjects during
the placebo condition. As is shown in Table 1, accuracy
was very high and near ceiling at low load for both low-
and high-span subjects and slightly but not significantly
higher for high-span subjects at high loads. We predicted
that behavioral differences between the groups should be
most apparent in RT slope (i.e., the difference in RTs be-
tween high and low loads), since RT slope is sensitive to
differences in memory retrieval efficiency. In accord
with our prediction, RT slope was quite different between
groups (46 msec/item in low-span subjects vs. 25 msec/
item in high-span subjects).

Next, we investigated interactions between drug treat-
ment and memory span. With RT, there was an inter-
action between the effects of bromocriptine and working
memory capacity [F(1,11) = 4.69, p = .05] and another
between load, bromocriptine, and working memory ca-
pacity [F(1,11) = 5.44, p = .04]. Planned comparisons
revealed that this pattern was due to the lack of effect of
bromocriptine on high-span subjects’ performance at ei-
ther load (p > .4) and a trend to faster RTs for low-span
subjects at high load (r = —2.03, p = .11). With accu-
racy, there were also interactions between the effects of
bromocriptine and working memory span [F(1,11) =
6.76, p = .03] and between load, bromocriptine treat-
ment, and working memory span [F(1,11) = 5.48,p =
.04]. Planned comparisons revealed that low-span sub-
jects became more accurate on bromocriptine when per-
forming the high-load trials (83% on placebo vs. 90% on
bromocriptine; ¢ = 6.67, p = .003). In contrast, high-
span subjects on bromocriptine showed a trend to re-
duced accuracy on high-load trials (85% on placebo vs.
78% on bromocriptine; t = —2.13, p = .07). There were
no reliable differences in the performance of low-load
trials (both ps > .11).

In addition to their accuracy improvements, low-span
subjects had significant reductions in RT slope on bromo-
criptine (placebo, 46.2 msec/item; bromocriptine, 32.0 msec/
item), indicating faster processing speed (t = —2.86,p =
.05). There was no difference in RT slope between the

Table 1
Comparison of Behavioral Data for High- and Low-Span Subjects on Bromocriptine and Placebo (Mean * SD)

RT Slope (msec) Intercept (msec)

Reaction Time (msec) Accuracy (%)

Subjects  Bromocriptine Placebo Bromocriptine Placebo Memory Load Bromocriptine Placebo Bromocriptine Placebo
o 2e2 wpen wene omene Do WSRO miy mes
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drug and placebo sessions for high-span subjects (¢ = 0.79,
p = .45), although the RT slope was numerically higher
for the drug session (placebo, 26.1 msec/item; bromo-
criptine, 29.1 msec/item). There were no differences in RT
intercept for the two span groups (both ps > .62).

Imaging Data

Task-related PFC activity. All analyses that follow
examine PFC regions that were active during each task
period (i.e., cue, delay, and probe). PFC regions were first
identified in the drug and placebo sessions separately, and
a conjunction analysis then identified regions common
to both sessions. In agreement with many previously
published event-related fMRI studies using delayed-
recognition paradigms, this analysis revealed PFC activ-
ity during all three task periods (Figure 1, Table 2). Dur-
ing the cue period, activity was found in left middle
(—38, 32, 22; 2 voxels) and inferior frontal gyrus (—36,
26, 16; 11 voxels) and right inferior frontal gyrus (38,
10, 20; 191 voxels). During the delay period, activity was
found in left inferior frontal gyrus (—52, 40, 14; 5 vox-
els). During the probe period, activity was observed in
left middle frontal gyrus (—32, 4, 66; —40, 46, 30; —44,
32, 30; 114 voxels), left inferior frontal gyrus (—38, 32,
28; —40, 12, 28; 107 voxels), right middle frontal gyrus
(28, 36, 26; 314 voxels), and right inferior frontal gyrus
(42, 12, 24; 262 voxels). For reference, results of the
mapwise analysis showing all regions active in both ses-
sions are presented in Table 2.

Brain—behavior relationships. We chose a task that
has been shown in prior studies to differentially activate
the PFC for subjects with fast and slow memory-scanning
rates. Effects of bromocriptine treatment differ for sub-

jects with high and low working memory capacity. Thus,
individual differences were tested in two ways: by ex-
amining the effects of bromocriptine on the relationship
between memory retrieval rate and PFC activity and by
investigating whether these effects on memory scanning
differed for subjects with high and low working memory
capacity.

To test our initial hypothesis that dopamine receptor
stimulation affects the relationship between memory re-
trieval rate and PFC activity, we examined the correla-
tions in each subject between the magnitude of their PFC
activity during each of the task periods and the two com-
ponent measures of reaction time: RT slope, an index of
cognitive processing speed, and RT intercept, an index of
motor processing speed.

In the bromocriptine session, during the probe period
PFC activity was correlated with processing speed, so
that slower subjects (i.e., higher RT slope) had increased
and faster subjects (i.e., lower RT slope) had decreased
right middle frontal gyrus activity (» = .56, p = .05; see
Figure 2). This pattern was also observed in right inferior
frontal gyrus (» = .52, p = .07) and left middle frontal
gyrus (r = .50, p = .08; see Figure 2). In contrast, dur-
ing the placebo session there was no relationship be-
tween processing speed and PFC activity (right middle
frontal gyrus, r = —.17, p = .59; p > .52 for all other
PFC regions; see Figure 2). PFC activity was not related
to RT intercept for any of the regions (all ps > .33). Fur-
thermore, there was no relationship between PFC activ-
ity and RT slope or intercept during the cue and delay
periods (all ps > .39).

To illustrate how drug-induced changes in PFC activ-
ity with accompanying changes in RT slope are related

Figure 1. Regions of peak PFC activity in both bromocriptine and placebo sessions during each of the
task periods, displayed at # = 3.09 for cue and probe periods and 7 = 2.75 for the delay period.
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Table 2
Regions of Interest Showing Increased Activation in Both Bromocriptine and
Placebo Sessions for the Cue, Delay, and Probe Task Periods

Region Coordinates (x, y, z) Peak ¢
Cue Period
Left middle frontal gyrus —38, 32,22 3.98
Left inferior frontal gyrus —36, 26, 16 5.21
Left premotor cortex —52,0,44 13.50
Left inferior parietal cortex —44, —36, 36 4.44
Left inferior parietal cortex —30, —52, 46 791
Left middle occipital gyrus —38, —80, 12 11.62
Supplementary motor area (SMA) 0, 6, 60 19.42
Right inferior frontal gyrus 38,10, 20 6.80
Right premotor cortex 48,0,42 9.81
Bilateral hippocampus/parahippocampal gyrus 20, —30, —6 18.69
Posterior cingulate gyrus 4, —30,26 5.43
Right fusiform gyrus 38, —52, —14 9.19
Right angular gyrus/superior occipital gyrus 26, —56, 44 12.61
Right lingual gyrus/inferior occipital gyrus 22,92, —10 11.13
Delay Period
Left inferior frontal gyrus —52,40, 14 3.37
Left premotor cortex —56, —2,46 11.64
SMA —6,2,58 5.86
Brainstem 0, —18, —16 4.32
Right premotor cortex 34, 24,62 6.55
Probe Period
Left inferior frontal gyrus —38,32,28 6.18
Left middle frontal gyrus —32,4, 66 6.88
Left middle temporal gyrus —54, —44,8 4.06
Left middle temporal gyrus —42, =56, —2 10.37
Left lingual gyrus —4, =56, —4 6.34
SMA —4,10, 50 17.11
Middle cingulate gyrus —10, —24, 36 3.95
Thalamus/globus pallidus 16, —4,0 12.58
Right middle frontal gyrus 28, 36, 26 5.57
Right inferior frontal gyrus 42,12,24 6.28
Right premotor cortex 30, —10, 48 12.47
Posterior cingulate gyrus 4, —34,26 9.01
Right precuneus 10, —42, 48 4.22
Right lingual gyrus 20, —54, =2 7.81
Right lingual gyrus 18, —58, —2 9.93
Right fusiform gyrus 26, —64, —16 8.36
Right middle occipital gyrus 40, —74,8 5.77

to working memory span, we plotted the drug effect on
PFC BOLD signal against the drug effect on RT slope
(Figure 3). In the right middle frontal gyrus, which showed
the most significant correlations between RT slope and
BOLD signal, 8/13 subjects exhibited drug effects in the
predicted direction based on their baseline working mem-
ory capacity. That is, high-span subjects had drug-induced
increases in PFC activity and slowing of their retrieval
rates (6/8 subjects, upper right quadrant of graph), whereas
low-span subjects had drug-induced decreases in PFC
activity and/or speeding of their retrieval rates (2/5 sub-
jects; lower left quadrant of graph). Four of the 5 re-
maining subjects showed drug effects in the predicted di-
rection for either PFC activity or RT slope, but not for
both measures.

Global Effects of Bromocriptine

To address the concern of global vascular effects of
bromocriptine, we tested the main effect of bromocrip-
tine collapsed across all task periods and all trial types.

Two regions showed increased global activity on bromo-
criptine relative to placebo: the right middle temporal
gyrus (58, —72, 10) and the right angular gyrus (46, —64,
50). One region in the left middle occipital gyrus (—20,
—102, 4) showed decreased global activity on bromo-
criptine. No effects were seen in any of the PFC regions,
even at a lower threshold (1 = 2.75, p < .01, uncorrected).

DISCUSSION

This study tested the relationships between dopamine,
PFC function, and individual differences in baseline
working memory performance. To achieve this aim, we
used event-related fMRI to isolate working memory sub-
processes associated with the cue, delay, and probe peri-
ods of a verbal delayed-recognition task and examined
the effect of the D2 dopamine agonist bromocriptine on
these processes. We found that the behavioral response
to bromocriptine treatment depended on subjects’ base-
line working memory capacity as measured by a listen-
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Figure 2. Correlations between RT slope and PFC activity dur-
ing the bromocriptine (left panel) and placebo (right panel) ses-
sions. With bromocriptine, slower subjects had increased and
faster subjects had decreased right middle frontal gyrus (MFG)
activity (r = .56, p = .05). There were similar trends in other PFC
regions [right inferior frontal gyrus (IFG), r = .52, p = .07; left
MFG, r = .50, p = .08; left IFG, r = .42, p = .15]. There was no
relationship between RT slope and PFC activity with placebo (all
ps > .53).

ing span task. As was found in both our previously pub-
lished study with bromocriptine (Kimberg et al., 1997)
and another study using the nonspecific dopaminergic
agonist methylphenidate (Mehta et al., 2000), bromo-
criptine improved behavioral performance for subjects
with low span but tended to reduce performance for
high-span subjects, especially during the most difficult
higher load trials.

Although the precise relationship between working
memory capacity (as indexed by span) and dopamine is un-
known, we propose that individual differences in baseline
PFC dopamine concentration are correlated with individ-
ual differences in working memory capacity. Support for
this notion derives from studies of the individuals with
polymorphisms in the catechol-O-methyltransferase
(COMT) gene. COMT is the enzyme that breaks down
synaptic dopamine; those individuals with the val/val
polymorphism have higher COMT levels and likely have
low baseline PFC dopamine concentrations, whereas
those with the met/met polymorphism, and lower COMT
levels, likely have a high PFC dopamine concentration.
Subjects with different COMT genotypes, and likely en-
dogenous differences in baseline PFC dopamine concen-
tration, exhibit variations in response to a dopaminergic
drug challenge similar to those observed in our study
when subjects are classified by working memory span.
Subjects with low PFC dopamine from the val/val poly-
morphism have worse performance on a working mem-
ory task than those with high PFC dopamine levels from
the met/met polymorphism (Goldberg et al., 2003).
Moreover, increasing dopamine levels with amphetamine
improves performance for the low-dopamine val/val sub-
jects, but impairs met/met subjects’ performance in the
hardest working memory task condition (Mattay et al.,
2003). In the present study, we propose that low-span
subjects improved on our working memory task when sub-
optimal PFC dopamine levels were augmented, whereas
their higher span counterparts overdosed from dopaminer-
gic augmentation, which led to performance deterioration.
Our behavioral finding is also consistent with the Poewe
etal. (1991) study of PD patients, which showed that dopa-
minergic medication improved patients’ motor speeds

oo
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Figure 3. Plot of the effect of bromocriptine on RT slope with
the effect of bromocriptine on PFC activity, showing different
patterns for high-span (open dots) and low-span (shaded dots)
subjects.



but decreased their memory retrieval rates during a verbal
delayed-recognition task. Thus, as has been found in an-
imal studies that examined the effects of various dosages
of dopaminergic agonist and antagonist treatments (Arn-
sten & Goldman-Rakic, 1998; Sawaguchi & Goldman-
Rakic, 1994; Williams & Goldman-Rakic, 1995; Zahrt
et al., 1997), each individual has an optimal dopamine
concentration for optimal cognitive processing.

Our results support the hypothesis that working mem-
ory span is related to baseline dopamine availability, al-
though they do not rule out the possibility that another
mechanism independent of baseline dopamine level,
such as differential sensitivities of postsynaptic dopa-
mine receptors or altered dopamine transporter activity,
also influences low-span subjects’ performance. Future
studies will be necessary to resolve this question, per-
haps by combining working memory span measurements
with COMT genotyping or PET imaging of dopamine
receptor activity.

Prior studies of unmedicated subjects found differences
in PFC activation patterns that were related to working
memory performance. Subjects with a faster memory re-
trieval rate (Rypma & D’Esposito, 1999) or with better
behavioral performance (Egan et al., 2001) exhibited
less PFC activity than did slower, poorer performing
subjects. Here we report that the relationship of memory
scanning rate at retrieval and PFC activity was influ-
enced by dopaminergic augmentation. We found that
PFC activity was correlated with memory scanning rate
in the bromocriptine session (i.e., slower retrieval rate
was associated with more PFC activity and faster retrieval
rate with less PFC activity), whereas in the placebo session
these measures were uncorrelated. We propose that this
effect is related directly to the effect of bromocriptine on
behavioral performance and PFC activity, depending on
the subjects’ span. As can be seen in Figure 3, the drug
effects on retrieval rate and PFC activity in most indi-
viduals were shifted in the predicted direction, resulting
in a positive correlation between these measures. Our
findings may appear to conflict with those of Rypma and
D’Esposito (1999), in that we did not find a significant
correlation between retrieval rate and PFC activity dur-
ing the placebo session. One clear difference between
studies is that the previous study was performed on un-
medicated patients (e.g., neither placebo nor drug). Also,
since the range of RT slopes among subjects in our study
(0.56-90 msec) was somewhat more restricted than in
the Rypma study (9-110 msec), perhaps we suffered
from reduced power to detect such a correlation in our
placebo session. It is likely that these effects were lim-
ited to the probe period, since RT slope indexes memory
scanning rate, a cognitive operation most likely to be oc-
curring as the probe stimulus is presented for compari-
son with the memory set. An interesting possibility for
future investigation is to determine whether individual
differences in neuropsychological measures like resis-
tance to distraction may show similar relationships with
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activity during other task phases, such as maintenance
operations occurring during the delay period.

Working memory has also been associated with PFC
efficiency in studies of the COMT receptor polymorphism.
Low-dopamine val/val subjects with impaired behav-
ioral performance show increased PFC activity (Egan
et al., 2001), and treatment with amphetamine that im-
proves behavior also reduces BOLD signal, resulting in
increased PFC efficiency (Mattay et al., 2000). The effect
of dopamine augmentation that we observed in our study
may reflect the influence of dopamine on neuronal signal
enhancement. Direct application of dopamine increases
task-related activity for cue-, delay-, and response-selective
neurons during a delayed-response working memory
task (Sawaguchi et al., 1988; Sawaguchi, Matsumura, &
Kubota, 1990a). These increases are greater for stimuli
than for background activity, resulting in increased signal-
to-noise ratios in the PFC (Matsumura, Sawaguchi, &
Kubota, 1990; Sawaguchi, 1987).

Our finding that bromocriptine affects probe-related
activity concurs with studies that have examined the pos-
sible differential functions of D1 and D2 receptor ago-
nists. Dopamine-induced increases in cue and delay pe-
riod activity are reversed by D1 antagonists but are not
affected by D2 antagonists (Sawaguchi, 2001; Sawagu-
chi et al., 1988). In contrast, D2 agonists enhance and
D2 antagonists suppress response period activity for
memory-guided saccades (Wang et al., 2004). Several
models of dopaminergic effects on working memory
processes suggest that D1 receptor activation supports
tonic activity and D2 receptors influence phasic activity
(Durstewitz, Seamans, & Sejnowski, 2000; Tanaka, 2001;
West & Grace, 2002), cellular processes that may map to
working memory maintenance and updating or gating,
respectively (Cohen et al., 2002; see Cools & Robbins,
2004, for a review). Neurophysiological studies provide
support for this hypothesis, including findings that D1
receptor agonists increase activity during the delay pe-
riod of working memory tasks (Sawaguchi, 2001) and
that D1 stimulation alters memory fields of PFC cells
with preferred response directions (Williams & Goldman-
Rakic, 1995). In contrast to these delay period effects,
Wang and colleagues have found no effects of D2 stimu-
lation on mnemonic activity during the delay period. D2
receptor stimulation instead affected response period pro-
cesses in monkeys. Application of a D2 agonist increased
PFC saccade-related activity in a dose-dependent man-
ner, and this increase was reversed by treatment with D2
antagonists. Our results also suggest that working mem-
ory scanning at retrieval may be influenced by phasic or
D2-dependent dopamine signaling and that individual
differences in scanning rates may be due to differences in
D2 receptor stimulation.

Finally, since BOLD fMRI measures blood flow and
not neural activity directly, and since bromocriptine may
affect vascular reactivity, this potential confound is a
concern in pharmacological imaging paradigms. Global
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vascular effects of bromocriptine on BOLD signal would
be expected to cause consistent increases or decreases
across all task periods (D’Esposito, Deouell, & Gazza-
ley, 2003). Our findings are unlikely to be an artifact of
changes in general vascular tone, since the drug effects
that we found were limited to a particular task period. In
addition, we performed direct contrasts of activity for
bromocriptine and placebo collapsed across trial types
and trial periods to highlight regions with global changes
across each session. None of the PFC regions reported
showed this type of global modulation, further strength-
ening the argument that these effects are not due to vas-
cular confounds. Bromocriptine also did not affect per-
formance on motor speed or vigilance tests, so drug
effects were unlikely to be a result of changes in these
basic processes.

In this event-related fMRI study, we have investigated
the relationships between dopamine, PFC function, and
individual differences in baseline working memory per-
formance. Our findings from healthy young subjects
given the D2 agonist bromocriptine support the role of
dopamine in verbal working memory and suggest that
dopamine may modulate the efficiency of retrieval of
items maintained in working memory. Moreover, these
data provide further evidence that individual differences
in PFC dopamine receptor concentration may underlie
the behavioral effects of dopaminergic stimulation on
working memory function.
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