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Abstract
Research shows that self-control is resource limited and there is a gradual weakening in

consecutive self-control task performance akin to muscle fatigue. A body of evidence sug-

gests that the resource is glucose and consuming glucose reduces this effect. This study

examined the effect of glucose on performance in the antisaccade task - which requires

self-control through generating a voluntary eye movement away from a target - following

self-control exertion in the Stroop task. The effects of motivation and individual differences

in self-control were also explored. In a double-blind design, 67 young healthy adults re-

ceived a 25g glucose or inert placebo drink. Glucose did not enhance antisaccade perfor-

mance following self-control exertion in the Stroop task. Motivation however, predicted

performance on the antisaccade task; more specifically high motivation ameliorated perfor-

mance decrements observed after initial self-control exertion. In addition, individuals with

high levels of self-control performed better on certain aspects of the antisaccade task after

administration of a glucose drink. The results of this study suggest that the antisaccade task

might be a powerful paradigm, which could be used as a more objective measure of self-

control. Moreover, the results indicate that level of motivation and individual differences in

self-control should be taken into account when investigating deficiencies in self-control fol-

lowing prior exertion.

Introduction
Self-control refers to the regulation of behaviour and inhibition of automatic/impulsive actions,
for example when suppressing a powerful emotional response to a disturbing experience [1].
When exercised daily, this important psychological process [2] is associated with positive life
outcomes, whilst poor self-control is linked to increased social adversity [3]

Self-control requires the conscious and effortful control of actions, and contrasts with more
unconscious/automatic forms of cognition [4]. Self-control is also an executive function (EF); a
higher-order cognitive process associated with the dorso-lateral-prefrontal cortex (dlPFC) [5].
The activation of the dlPFC during self-control has been well documented using functional-
magnetic-resonance imaging (fMRI) [6], with reduced activation during weakened self-control
[7].
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Several studies have shown that individuals have difficulty completing two consecutive self-
control tasks; the first is completed normally, but there is usually a temporary impairment in
performance on the second [8]. The resource depletion theory [9] suggests that this im-
pairment stems from a depletion of resources with self-control drawing on a limited supply
[10]. The effects are specific to self-control tasks and not found in relatively automatic and ef-
fortless tasks [8, 11]. These observations have been strongly supported across over approxi-
mately 80 studies using various measures of self-control [3].

One influential line of research suggests that self-control is glucose dependent [1]. Glucose
is essential for brain function, and is distributed and metabolized according to areas of activa-
tion. It has been suggested that the amount of cognitive effort needed to complete a task mod-
erates the susceptibility to changes in glucose availability, i.e. one factor that appears to be of
particular relevance is whether tasks are cognitively demanding [12; 13]. The energy cost for ef-
fortful, controlled or executive processes appears to be significantly higher than that for auto-
matic or reflexive processes [14] Indeed, lowered peripheral glucose levels following
performance of a cognitively demanding task have been reported [15; 16]. These results indi-
cate that cognitively demanding tasks and in particular those relying on executive functions are
sensitive to changes in glucose availability.

A series of experiments explored that relationship with evidence showing that acts of self-
control use relatively large amounts of glucose and that glucose administration can improve
self-control (see [14] for review). More specifically, it has been shown that blood glucose levels
declined following self-control exertion in an incongruent, but not congruent, Stroop task [15].
Weak self-control was reported following a reduction in glucose levels, induced by a previous
task, but administration of a glucose load counteracted this [8]. Similarly, selfish desires were
more frequently suppressed and there was an increase in offers of support to others, following
glucose ingestion [17]. This supports the idea that self-control is weakened when blood glucose
levels are low.

Challenges to the resource depletion theory
Research suggests that the role of motivation in moderating one’s temporary deficiency in self-
control following prior exertion needs to be considered. This idea is captured by the resource
allocation account [18], which proposes that high levels of motivation will modulate acts of
self-control irrespective of whether or not the individual has been exposed to a previous self-
control task. This account acknowledges that engaging in self-control requires glucose, but ar-
gues against the strong claims of the resource depletion theory that self-control per se is suffi-
cient to produce a significant diminishment or depletion [18, 19]. The account posits that
while engaging in a self-control task, glucose will be assigned based on one’s intrinsic level of
motivation to complete that task. Thus resources will be allocated if one deems the task to be
important [18]. Therefore impaired performance that has typically been documented in a sec-
ond task of self-control might be associated with how willing or motivated one is to engage in a
task rather than—as the resource depletion theory claims—solely dependent on whether or not
there is a sufficient resource to complete the task. Self-report measurements have been recom-
mended to determine whether task importance and interest (i.e. intrinsic motivation) can offset
the temporary deficiency one observes in the second of two self-control tasks [18].

Recent findings support the resource allocation account and challenge claims made by the
resource depletion theory that glucose is significantly depleted during self-control exertion.
Molden and colleagues, for example reported no decline in blood glucose after a self-control
task was completed [20]. Further, a re-analysis of Gailliot and colleagues research disputes the
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observation that blood glucose levels significantly are reduced following the application of self-
control [19].

Additionally, Sanders and colleagues [21] recently reported that a glucose facilitation effect
on self-control was detected after gurgling with (not ingesting) a glucose drink. This evidence
suggests that replenishing glucose resources through glucose ingestion may not be necessary to
improve self-control and that glucose might exert its beneficial effects on self-control perfor-
mance in a more indirect way. For example, glucose itself may be motivational and indeed its
presence in the mouth stimulates brain areas associated with reward [22]. Framing Sanders
and colleagues [21] findings within the resource allocation account, glucose may provide one
of several pathways to increase one’s level of motivation—alongside the offering of monetary
incentives [23] and one having feelings of autonomy towards task engagement [24]—which
could then ameliorate the temporary deficiency in performance observed in a second task fol-
lowing the completion of an initial self-control task [18].

Baumeister and colleagues e.g. [25] have recently proposed a revision of their original re-
source depletion theory by incorporating the resource allocation account [18]. They now pro-
pose that motivation would only moderate the level of engagement in a subsequent task of self-
control in situations where there is an insufficient level of resources—due to prior self-control
engagement—available for further self-control acts.

The aim of this study was to further investigate the role of glucose in self-control and to ex-
amine the potential moderating role of motivation. In particular, by monitoring blood glucose
levels over time the current study attempted to explore whether any decline in self-control was
indeed linked with a significant reduction in peripheral blood glucose availability. A glucose
drink was also administered to examine whether relative to placebo, glucose would improve
the powers of self-control following exertion in the Stroop task.

Previous research has predominately used behavioural measures of self-control and there is
a lack of investigations that have used more objective measures of self-control. One well-estab-
lished objective measure is the antisaccade task (AST) [26], in which an automatic saccadic
eye-movement to the onset of a visual stimulus is suppressed, and a voluntary saccadic eye-
movement is elicited away from the stimulus [27]. The AST correlates well with other self-con-
trol measures (e.g. the Stroop) [28], and involves the activation of the dlPFC and subcortical
networks [27, 29]. In addition, it serves as an implicit indicator of self-control and error aware-
ness, which is measured in terms of the frequency of spontaneous corrections that are generat-
ed following an incorrect saccade towards the target. The AST also yields temporal and spatial
information, and has been directly linked to inhibitory networks in the brain [30], which could
provide a reliable and objective “biomarker” for self-control [3].

In the prosaccade task (PST) the goal is to look directly towards the target, which requires
no inhibitory control [31]. The AST, together with this control task, would determine whether
glucose administration influenced the general properties of saccadic eye-movements or more
specifically, only those under self-control. Prosaccade (PS) responses are 100ms faster and pro-
duce less errors than antisaccade (AS) responses [29, 32]. We predicted a task that demanded
strong self-control would impair subsequent AS (but not PS) performance and that supple-
mentary glucose and/or level of motivation would attenuate this.

The study also examined the potential moderating effects of individual differences in self-
control on saccade performance. We predicted—based on previous research—that poor levels
of self-control would be linked with a larger decline in AS (but not PS) performance following
self-control exertion [33, 34].

Overall, evidence has shown that consecutive self-control tasks lead to weakened perfor-
mance levels in these tasks, and that supplementary glucose helps to restore control [14]. How-
ever, recent evidence is beginning to challenge the role of glucose in self-control. Consequently,
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this study employed a frequently used initial ‘depletion’ task (the incongruent Stroop) [3] to
determine whether a temporary resource deficiency was responsible for the decline in subse-
quent performance of a novel more objective measure of self-control (the AST) and whether a
glucose drink would restore performance. Both measures of self-control that were employed—
the Stroop task and AST—required one to exert self-control by responding to an external
prompt, for example a signal or instruction rather than relying on self-control, generated based
on one’s personal intentions or decisions [35]. The research also addressed whether levels of
motivation and individual differences in self control moderate the effects of depletion.

Materials and Methods

Research design
To examine the effects of glucose (vs. placebo) administration on self-control performance, the
experiment used a double-blind placebo controlled, 2 (drink condition: glucose, placebo) x 2
(saccade task: PS, AS) mixed-factorial design with repeated measures on the second factor. Par-
ticipants were randomly assigned to drink condition.

Participants
Seventy one undergraduate and postgraduate students of Lancaster University participated vol-
untarily or in exchange for course credit. Four were excluded from the analysis due to their AS
performance indicating that they failed to fully understand the task instructions. This resulted
in a final sample of 67 participants (48 female, 19 male) aged between 18 and 38 years of age
(M age = 21.15 years). This sample size was based on the previous literature which have shown
clear effects of glucose deficiency on self-control (see three studies reported in [8] which em-
ployed sample sizes of 16, 12, and 24). The sample size was chosen to be in excess of those used
previously (see [8]). Further, a power analysis calculation was conducted based on previous
findings, which indicated that with an alpha level of. 05, a sample size of 67 would be sufficient-
ly highly powered (.78) according to Cohen’s standards [36]. Potential participants were ex-
cluded on grounds of the following: diabetes mellitus (and/or history of the illness); any
glucose intolerances; pregnancy, lactating. Ethical approval was granted by the Lancaster Uni-
versity Ethics Committee and all participants completed a form detailing their written consent
with the right to withdraw before commencing the study.

Materials
Initial measure of self-control: Stroop task. A computerised version of a frequently used

incongruent Stroop task (colour words and ink colours were mismatched), containing 135 col-
our words (red, blue, green, yellow or purple) was administered [37]. Each word was presented
for 2,000 ms and participants were instructed to respond to the ink colour of the word as pre-
cisely and as rapidly as possible by pressing particular keys on a QWERTY keyboard (‘P’ for
purple, ‘Y’ for yellow, ‘G’ for green, ‘B’ for blue and ‘R’ for red) and to say aloud the ink colour.
For words presented in red ink only, the word itself was to be read rather than the ink colour.

Self- control scale [38]. The full 36-item self-control scale was administered to assess indi-
vidual differences in self-control. Each item was rated using a 5-point-Likert scale (1 = ‘not at
all like me’ to 5 = ‘very much like me’) providing an overall score.

Intrinsic Motivation Inventory (IMI) [39, 40]. Responding to the resource allocation ac-
count and the need to consider motivation [18], participants’ self-reported level of intrinsic
motivation was examined using a 36 item IMI. Responses were made on a 7-point-Likert scale
ranging from ‘not at all true’ to ‘very true’. Example statements, which required a response
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included, ‘I enjoyed doing this activity very much’, ‘This activity was fun to do’, ‘I did this activ-
ity because I wanted to’ and ‘I would be willing to do this again because it has some value to
me’. The items were summated to give an indication of how motivated participants were to
complete the tasks, which they performed [41].

Saccade tasks [26]. Participants were seated with their head positioned on a chin rest lo-
cated 57 cm from a 19@monitor on which the visual task was displayed. An Eyelink 1000 (SR
Research: 1,000 Hz,<.5° accuracy) was used to record response times of saccades towards the
target. In both tasks, a fixation cross appeared in the centre of the screen. After 1,000 ms, a
small green circle (.6° diameter) appeared 8° to the left or to the right of the cross. The target
and cross remained on the screen for 1,000 ms, and a 1,500-ms interval preceded the next trial.
The location of the target was randomised and appeared on the left or right with equal frequen-
cy. Participants were instructed to direct their eyes towards the circle (PST) or away—and to
the opposite side of the circle (AST) as quickly and as accurately as possible. Two specific sac-
cade parameters—reaction times (latencies in milliseconds; ms) and the frequency (%) of direc-
tional errors—were measured in order to compare potential performance differences in the
PST and AST.

Blood glucose levels. Measured at baseline (time 1), after Stroop task completion (time 2)
and after both the PST and the AST were administered (time 3) with the Exactech measuring
equipment (supplied by Medisense Britain Ltd), according to the manufacturers’ guidelines.
Akin to those used by individuals with diabetes mellitus, this portable finger-prick glucose
monitoring device provides a reliable measure of blood glucose [42]. Further, a recent study
found a strong correlation between capillary blood glucose measures (finger prick) and AV
blood [43], confirming its measurement sensitivity.

Sensory Evaluation Form [44]. Participants rated how much they liked the drink across
five categories on a 9-point Likert measure (1 = ‘like extremely’ to 9 = ‘dislike extremely’).

Drinks. A glucose or inert placebo drink, matched for sweetness and flavoured with
lemon juice were randomly administered in transparent plastic cups, at room temperature, fol-
lowing a double-blind procedure (see Table 1 for drink compositions). Sensory evaluation re-
vealed that the glucose and placebo drinks were liked equally (F (1, 66) = .59, p = .45).

Procedure
Each participant attended one testing session (approximately 50 minutes). Prior to testing, par-
ticipants were provided with information about the study and asked not to consume anything
except water for at least two hours and refrain from consuming any alcohol for at least 12
hours before the session.

On arrival, participants were given an information sheet and gave informed consent and de-
mographic information. For each task, full instructions were provided. At the beginning of test-
ing, participants’ baseline blood glucose levels were measured (time 1). Participants then
completed the computerised Stroop task (which lasted approximately four minutes, thirty
three seconds) followed by a second blood glucose reading (time 2) and the double-blind ad-
ministration of the glucose/placebo drinks. Participants evaluated the overall likeness for the

Table 1. Drink composition.

Glucose Placebo

25g glucose (dextrose) powder (Thornton & Ross
Ltd, Huddersfield, HD7 5QH), 10ml lemon juice,
250ml cold water

5 Saccharin tablets (Sweetex, Reckitt Benckiser
PLC, Slough, SL1 3UK, UK), 10ml lemon juice,
250ml cold water

doi:10.1371/journal.pone.0122218.t001
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drink using the sensory-evaluation form [44] and then completed the self-control question-
naire [38]. Participants were then seated in front of the eye-tracking computer and the headset
and saccade tasks were prepared. Fifteen minutes following drink administration (allowing for
glucose absorption), the saccade tasks were conducted over an approximate 6 minute period.
During this time participants were instructed to remain as still and as relaxed as possible to en-
sure that accurate readings were taken. The PST was administered first, followed by the AST,
due to evidence of carry over effects from the AST [45]. A final blood glucose reading was re-
corded (time 3) after completing the saccade tasks. The IMI [39; 40] was then administered be-
fore participants were fully debriefed.

Statistical analysis
Saccade latencies (saccade reaction times; RTs) were computed as the delay between target
onset and the start of the first saccade, with an amplitude of greater than 2°. Responses of less
than 80 ms or over 500 ms were regarded as anticipatory or late saccades, respectively, and
were excluded from analysis. For directional errors, the total number of errors (incorrect sac-
cades made towards rather than away from the target) in the AST was obtained and then con-
verted to a percentage error rate based on the number of trials completed for each participant.

Initially, a correlational analysis on the overall data was conducted. Following this, using
IBM SPSS Statistics Version 20, saccade performance was analysed using mixed-effects model-
ling. Specifically, we ran through a series of separate models for the two measures of perfor-
mance in the saccade tasks; reaction times (RTs) and AST directional error rate (with F values
drawn from ‘Type III Tests of Fixed Effects’). In the models, participants were included as ran-
dom effects and task type for saccade RTs as well as drink condition were included as fixed ef-
fects. Self-reported levels of both motivation and self-control were added as covariates to the
models to assess whether differences in motivation and self-control moderated drink effects on
saccade performance (reaction times and/or directional errors) or whether they were signifi-
cant predictors of performance irrespective of drink condition. Similarly, glycaemic response
was analysed using mixed effects modelling, again treating participants as random effects and
both drink condition and time (T1: baseline, T2: post Stroop task completion and T3: post
drink and saccade task performance) as fixed effects. Self-reported levels of motivation were
also added as a covariate to the model to assess whether differences in motivation was a signifi-
cant predictor of glycaemic response.

Results

Correlations
As demonstrated in Table 2, the correlational analyses revealed a significant negative relation-
ship between motivation and directional error rate in the antisaccade task; those high in moti-
vation produced fewer errors in the AST. Additionally PS RTs were significantly positively
correlated with AS RTs; longer responses in the PST were paired with longer response times in
the AST. Further, the correlation analysis revealed a negative relationship between PS RTs and
error rate in the AST; faster PS responses were paired with more erroneous responses in the
AST.

Drink condition effects (glucose vs placebo)
Blood glucose levels. There was a significant effect of time (F (2, 71.59) = 52.99, p = .00)

and of drink condition (F (1, 68.46) = 64.10, p = .00) and a significant time x drink condition
interaction (F (2, 71.86) = 49.32; p = .00). Further post-hoc analyses for the interaction revealed
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that following glucose administration (time 3), blood glucose levels were significantly higher
compared to times 1 and 2 (p = .00) and all blood glucose levels following placebo (all p<.01;
see Fig 1 created in R, Version 0.98.501). No significant differences in blood glucose levels over
time were detected following placebo administration. Specifically, no significant reduction in
blood glucose levels from baseline was observed after Stroop task completion (time 2; p = .96).

Saccade Performance. Initially the model was fitted to account for both participants as
random effects and task type as a fixed effect. This analysis revealed a significant relationship
between saccade RTs and task type (β = 63.13, t (66) = 11.61, p<. 001). There was a significant
effect of saccade condition on RTs (F (1, 67) = 136.88, p = .00); PS RTs (M = 200.99,

Table 2. Correlationmatrix.

Variable 1 2 3 4 5

1.Motivation —— .123 .005 -.220 -.385**

2. Self-control —— .144 .071 .042

3. Prosaccade RT —— .325** -.252*

4. Antisaccade RT —— .110

5. Antisaccade directional error rate ——

Note. ** p <. 01,

* p <. 05, RT = response times

doi:10.1371/journal.pone.0122218.t002

Fig 1. Mean (±95% confidence intervals) blood glucose level measurements over time as a function of drink condition.

doi:10.1371/journal.pone.0122218.g001
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SD = 36.72) were significantly faster than AS RTs (M = 264.13, SD = 39.76). We then added
drink condition and the interaction between drink and task type as fixed effects to the model.
There was no effect of drink condition (F (1, 67) = 0.38, p = .54) or a task x drink condition in-
teraction (F (1, 67) = 0.80, p = .37) on saccade RTs. Moreover, for directional errors, the initial
model with drink condition as a fixed effect and participants as random effects showed drink
condition to not be a significant predictor of AS directional error rate. (F (1, 65) = .00, p = .96).

Intrinsic Motivation and Individual differences in self-control reported
using the self-control scale [32]
We initially checked whether there were differences in motivation and self-control by drink
condition. There was no significant differences in levels of motivation following the glucose
and placebo drinks (F (1, 66) = .04, p = .84); nor were there any significant differences in re-
ported self-control between groups (F (1, 66) = .56, p = .46). Adding motivation and self-con-
trol to the model did not result in significant drink effects on saccade RTs (F (1, 67) = 0.63,
p = .80) or directional errors (F (1, 63) = .002; p = .96). Moreover, the task x motivation interac-
tion failed to reach significance for saccade RTs, (F (1, 67) = 2.92; p = .09) and further inspec-
tion revealed that higher motivation did not significantly predict AS RTs (β = -14.49, t (65) =
-1.65; p = .10) (see Fig 2; created in R, Version 0.98.501). In addition no significant task x self-
control interaction was observed on saccade RTs (F (1, 65) = .20, p = .65).

However, interestingly adding motivation to the model showed that motivation itself was a
significant predictor of frequency of directional errors, irrespective of drink condition (F (1,

Fig 2. A graph showing the relationship between self-reported level of motivation and speed of responding in the antisaccade task.

doi:10.1371/journal.pone.0122218.g002

Motivation, Glucose and Self-Control

PLOS ONE | DOI:10.1371/journal.pone.0122218 March 31, 2015 8 / 15



63) = 11.53; p = .001) The relationship between directional error rate and motivation was nega-
tive (β = - 7.42, t (63) = - 3.395, p = .001), indicating that higher motivation resulted in fewer
errors being committed in the AST (see Fig 3; created in R, Version 0.98.501). These results
show that when taking into account the amount of self-reported motivation to perform the sec-
ond self-control task, the type of drink consumed does not become a significant predictor of
task performance. However, motivation itself appears to be a better predictor of task perfor-
mance. Individual differences in self-control did not predict errors on the antisaccade task (F
(1, 61) = .581, p = .449), however there was a significant drink x self-control interaction (F (1,
61) = 4.074; p = .048). For those consuming the glucose drink, levels of intrinsic self-control
predicted frequency on the number of directional errors, with higher levels of self-control re-
sulting in fewer errors (β = -.308, t (61) = -2.018; p = .04).

We also evaluated the effect of motivation on blood glucose levels, as these might be affected
by level of motivation due to potential differences in neuroendocrine activation. However, ad-
dition of motivation as a covariate to the model did not change the previously observed main
effect or interaction. In addition, motivation itself did not significantly predict blood glucose
levels (F (1, 63.48) = 1.66; p = .20).

Discussion
The resource depletion theory argues that self-control is resource limited and has been sup-
ported with evidence that two successive self-control tasks yield a decline in self-control in the
second task [1; 3]. It has been suggested that glucose is the major resource for self-control and

Fig 3. A graph showing the relationship between self-reported level of motivation and directional error rate in the antisaccade task.

doi:10.1371/journal.pone.0122218.g003
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that administration of a glucose load can reduce the temporary deficiency in performance in a
second task of self-control [8]. In the current study administration of a glucose drink was ex-
pected to enhance performance in the AST in comparison to placebo following self-control ex-
ertion in the Stroop task. This prediction was not supported, and therefore failed to replicate
previous research e.g. [8, 17].

However, our findings revealed a strong effect of motivation on self-control. Level of moti-
vation was a significant predictor of directional errors in the AST, suggesting that higher levels
of self-reported motivation were related to the production of fewer errors in the task. However,
low levels of self-reported motivation resulted in a greater number of directional errors in the
AST, which is indicative of self-control failure. These observations provide support for the re-
source allocation account [18], as low levels of self-reported motivation to complete the AST
produced the expected deficiency in self-control performance—greater errors—following prior
engagement of self-control in the Stroop task. Further, although there was a trend to suggest
that level of motivation was a predictor of AST response speed, which is supportive of the re-
source allocation account that motivation has an ameliorating effect on the temporary deficien-
cy in subsequent self-control performance [18], this observation was not significant.

Previous work [31] has shown, faster saccadic reaction times are associated with a higher
AST error rate. In the current study, the weak correlation between AS reaction times and moti-
vation suggests that the relationship between motivation and directional error rate is not medi-
ated by effects on reaction time. These data would therefore imply that motivation is not
exerting its effect on error rate via this route, but that motivation might be having a more direct
effect on AS error rates. This provides stronger supportive evidence for the role of motivation
in alleviating the temporary deficiency in AST performance following prior self-control
exertion.

No effect of motivation levels were observed in the PST, which required no inhibitory con-
trol, suggesting that prior self-control exertion did not influence the general properties of sac-
cades. It is worth noting that previous research has found that the effects a self-control task has
on subsequent exertion are quite specific. Tasks pertaining to self-control, not general cognitive
measures, are diminished following self-control exertion [11]. Here, motivation level did not
significantly predict performance outcome in the PST, this finding was thus unique to the AST,
which required effortful cognitive control.

In line with previous research e.g. [20; 21] no significant decline in peripheral glucose levels
was observed after the Stroop task. It has previously been argued that the failure to observe a
drop in peripheral glucose levels after performing a self-control task challenges the resource
component of the resource depletion theory, specifically the notion that an energy substrate
like glucose is depleted during self-control exertion [19]. However, it is important to note that
the failure to observe a decline in peripheral blood glucose levels does not necessarily mean
that there is no temporary shortage in energy supply centrally. For one, it has been argued that
the glucose measuring devices used in this study and previous research (e.g. [15; 8]) may lack
sensitivity to detect such subtle reductions in glucose levels [18; 19]. Moreover, changes in pe-
ripheral levels do not necessarily equate to changes in the level of glucose in the brain [19].

Although evidence suggests that brain glucose levels are approximately 15–20% of blood
levels [46; 47; 48; 49; 50], glucose metabolism varies throughout tissue and cell type in the
brain. Both the rate of blood to brain glucose transport [51] and glucose metabolism [52] are
stimulated in different areas in the brain during cognitive tasks relevant to that area. There is
disagreement about the additional energy costs associated with task performance, ranging
from as little as 0.5% to 1.0% of the total energy budget [53] to evidence suggesting that per-
forming cognitively demanding tasks increases total brain consumption by as much as 12%
[54]. However, regardless of the actual level of additional cost, it takes approximately four to
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six seconds following neural activation for blood flow to increase, which suggests a temporary
energy shortage in neurons may occur [53]. This (temporary) insufficiency has been suggested
to underlie the improvement effect of glucose ingestion upon cognition [55]. Microdialysis
measurements of brain glucose have shown a large decrease in hippocampal extra cellular fluid
(ECF; 32 ± 2%) in rats tested for spontaneous alternation on a four-arm maze (a difficult mem-
ory task), while a smaller decrease (11 ± 2%) was seen in rats tested on a simpler three arm-
maze, suggesting that the changes observed in ECF glucose are related to task difficulty. More-
over, there is some evidence that the concentration of ECF glucose in the brain after its transfer
across the blood-brain barrier from plasma glucose varies with brain region (for review, see
[56]). The cerebral cortex has comparatively low stores of glycogen (5–6 mmol/l compared to
for example 13 mmol/l in the hippocampus [57]) suggesting that it might be particularly sensi-
tive to those temporary deficits. Consequently, the failure to observe a significant decline in pe-
ripheral blood glucose levels after the initial self-control task [20], does not necessarily imply
that there are no slight alterations in glucose levels following completion [19] and thus that ex-
erting self-control does not rely on the availability of glucose.

Although we observed a powerful effect of motivation and reported no effect of glucose on
self-control performance this also does not mean that the limited resource view of self-control
should be dismissed. What these observations do reinforce however, are trends that have re-
cently emerged in the self-control literature, i.e., that a reconsideration of the resource model is
perhaps needed [19] with additional factors taken into account. As mentioned earlier, Baume-
ister and colleagues [25] have suggested possible amendments to the resource depletion theory,
which acknowledges the resource allocation account [18] and the moderating effects of motiva-
tion. In particular it has been argued that motivation can counteract the temporary deficiency
in self-control following prior exertion when glucose resource levels are low [25].

The current findings together with previous evidence therefore suggest that motivation
might be an important factor in the temporary deficiency in self-control one observes in a sub-
sequent task following exertion. More broadly, self-control performance and more specifically
the degree to which it is affected by glucose availability, appears to be influenced by individuals’
motivation to exert self-control.

According to one interpretation, glucose might be motivational, thus stimulating reward
areas in the brain [22]. For example self-control performance improved for participants that
simply gurgled with glucose (not placebo) before a second task of self-control was completed
[21]. The current study did not detect such an effect on motivation with the glucose drink and
supports more recent evidence which reported no effect of glucose whether swilled or digested
on self-control ability after prior exertion [58]. The neurobiological mechanisms underlying
the observed moderating effects of motivation need to be explored. However, it is feasible to
speculate that the motivation reported by participants may result or indicate a brief acute stress
response mediated by sympatho-adrenomedullary axis (SAM axis) activation. Indeed, it has
been argued that the importance of a task determines the initial preparedness via activation of
one or both major endocrine systems, the hypothalamic-anterior pituitary-adrenocortical axis
(HPA) and the SAM axis [59]. A major physiological role of activation of both endocrine sys-
tems is considered to be a temporary increase in energy production and more specifically pro-
vision of additional metabolic fuel through increase in glucose availability [60]. Consequently,
in physiological terms motivation to perform a task, could lead to an intrinsic rise in glucose
availability which in turn ameliorates any potential energy shortage. In the current study, moti-
vation did not appear to change blood glucose levels. However, as these changes would argu-
ably be very small, these might not have been detected due to lack of sensitivity of the
measuring device. Alternatively, differences in motivation might affect performance through
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selective allocation of available resources; i.e. resources are channelled to areas of the brain per-
taining to tasks that are seen as sufficiently important.

Another interesting finding emerged from analysis of the moderating effects of individual
differences in self-control on subsequent performance. Individuals higher in self-reported lev-
els of self-control performed the AST with greater accuracy following glucose consumption
than those lower in self-control. This is interesting and requires further exploration, as it is
somewhat incongruent with the resource depletion account. In particular one would expect
that those low in self-control to be more susceptible to consumption of glucose than those high
in self-control due to a greater vulnerability to resource depletion [3]. In the current study the
opposite was observed.

This is the first study to investigate the effect of completing an initial self-control task on
performance in the AST. The results of our study suggest the AST as a promising objective task
of self-control, which can be simply administered [29] and compared to previous measures, as-
sesses self-regulation on an implicit level by recording saccades that correct directional errors.
It also uses the single modality of vision for both processing the stimulus and the behavioural
response, in contrast to previous methodologies, where the stimulus was encoded for example
visually, but an auditory or motor response was required. This modality task switching limited
the extent to which self-control could previously be directly assessed [61].

Consequently, the findings have helped to address a particular problem inherent in the ex-
isting research field on self-control, which is the current difficulty in finding congruency in the
measurement of self-control [3]. A wide range of tasks have been used to study the effects of a
temporary deficiency in self-control ability [62]. Moreover, evidence linking glucose adminis-
tration as well as the moderating effects of motivation and self-control to cognitive functions
associated with restraint and willpower have not been validated using “biomarkers” of self-con-
trol. The results of this study demonstrated that implementation of the more objective AST as
a measure of self-control within a self-control depletion paradigm is feasible.

Although our observations are reflective of more recent studies, it is important to note that
in comparison to previous studies on self-control, the dose of glucose administered in the cur-
rent study was lower (25g) compared to studies which showed beneficial effects with larger
(35-40g) doses (e.g. in [8] and [17]). The effect of glucose administration on cognitive tasks, in-
cluding memory follows an inverted U-shaped dose response curve [63; 64]. Although, the
dose we used has previously shown to be optimal for facilitation of memory performance, it
might be the case that a higher dose is needed to facilitate tasks pertaining to frontal lobe func-
tions. Thus, further investigations are clearly required to determine the dose-response relation-
ship between glucose, self-control performance and levels of motivation.

A further limitation of the current study that needs to be addressed by future research
would be the more specific assessment of the ameliorating effects of motivation on self-control
performance. This could be done by manipulating levels of task motivation rather than record-
ing overall task motivation.

Conclusion
In summary, the results of the current study suggest the AST could be a potential ‘biomarker’
of self-control and thus a powerful paradigm to use in future studies on self-control. Moreover,
the study did provide further support for the resource allocation model, as motivation—specifi-
cally, how personally relevant it was to participants to complete the task—influenced self-con-
trol performance more powerfully than glucose administration. More specifically, higher
motivation appeared to ameliorate the temporary deficiency in a self-control task, as partici-
pants with low motivation produced a weaker AS performance following self-control exertion.
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More research is needed to explore the role of factors (including motivation and self-control)
that can act as response modifiers and neuroendocrine mechanisms should also be evaluated
as a potential source for variability.

Acknowledgments
We wish to thank Dr. Felicity Wolohan for her support with the extraction of data for both of
the eye movement tasks. We would also like to thank Dr. Robert Davies for his assistance in
conducting the statistical analyses.

Author Contributions
Conceived and designed the experiments: CLK SIS TJC. Performed the experiments: CLK. An-
alyzed the data: CLK SIS. Contributed reagents/materials/analysis tools: CLK SIS TJC. Wrote
the paper: CLK SIS TJC.

References
1. Baumeister RF. Self-control—the moral muscle. The Psychologist 2012; 25: 112–115.

2. HoffmanW, Baumeister RF, Foerster F, Vohs KD. Everyday temptations: An experience sampling
study of desire, conflict, and self-control. Journal of Personality and Social Psychology. 2012; 102:
1318–1335. doi: 10.1037/a0026545 PMID: 22149456

3. Hagger MS, Wood C, Stiff C, Chatzisarantis NLD. Ego depletion and the strength model of self-control.
A Meta-analysis. Psychological Bulletin. 2010; 136: 495–525 doi: 10.1037/a0019486 PMID: 20565167

4. Miller EK, Wallis JD. Executive functions and higher-order cognition: definitions and neural substrates.
Encyclopaedia of Neuroscience. 2009; 4: 199–104.

5. Diamond A. Executive functions. The Annual Review of Psychology. 2013; 64: 135–168. doi: 10.1146/
annurev-psych-113011-143750 PMID: 23020641

6. Hare TA, Camerer CF, Rangel A. Self-control in decision-making involves modulation of the vmPFC
valuation system. Science. 2009; 324: 646–648. doi: 10.1126/science.1168450 PMID: 19407204

7. Friese M, Binder J, Luechinger R, Boesiger P, Rasch B. Suppressing emotions impairs subsequent
stroop performance and reduces prefrontal brain activation. PLoS ONE. 2013; 8: e60385. doi: 10.
1371/journal.pone.0060385 PMID: 23565239

8. Gailliot MT, Baumeister RF, DeWall CN, Maner JK, Plant EA, Tice DM et al. Self-control relies on glu-
cose as a limited energy source: Willpower is the more than a metaphor. Journal of Personality and So-
cial Psychology. 2007; 92: 325–326. PMID: 17279852

9. Baumeister RF, Heatherton TF, Tice DM. Losing control: How and why people fail at self-regulation.
San Diego, CA: Academic Press; 1994

10. Baumeister RF, Vohs KD, Tice DM. The strength model of self- control. Current directions in psycholog-
ical science. 2007; 16: 351–355.

11. Muraven M, Baumeister RF. Self-regulation and depletion of limited resources: Does self-control re-
semble a muscle? Psychological Bulletin. 2000; 126: 247–259. PMID: 10748642

12. Smith MA, Riby LM, van Eekelen A, Foster JK. Glucose enhancement of human memory: A compre-
hensive research review of the glucose memory facilitation effect. Neuroscience & Bio behavioural Re-
views. 2011; 35: 77–783.

13. Scholey AB, Harper S, Kennedy DO. Cognitive demand and blood glucose. Neuroscience & Beha-
vioural Reviews. 2009; 33: 394–413.

14. Gailliot MT, Baumeister RF. The physiology of willpower: linking blood glucose to self-control. Personal-
ity and Social Psychology Review. 2007; 11: 303–327. doi: 10.1177/1088868307303030 PMID:
18453466

15. Fairclough SH, Houston K. A metabolic measure of mental effort. Biological Psychology. 2004; 66:
177–190. PMID: 15041139

16. Scholey AB, Harper S, Kennedy DO. Cognitive demand and blood glucose. Physiology and Behavior.
2001; 73: 585–592. PMID: 11495663

17. DeWall CN, Baumeister RF, Gailliot MT, Maner JK. Depletion makes the heart grow less helpful: help-
ing as a function of self-regulatory energy and genetic relatedness. Personality and Social Psychology
Bulletin. 2008; 34: 1653–1662. doi: 10.1177/0146167208323981 PMID: 19050337

Motivation, Glucose and Self-Control

PLOS ONE | DOI:10.1371/journal.pone.0122218 March 31, 2015 13 / 15

http://dx.doi.org/10.1037/a0026545
http://www.ncbi.nlm.nih.gov/pubmed/22149456
http://dx.doi.org/10.1037/a0019486
http://www.ncbi.nlm.nih.gov/pubmed/20565167
http://dx.doi.org/10.1146/annurev-psych-113011-143750
http://dx.doi.org/10.1146/annurev-psych-113011-143750
http://www.ncbi.nlm.nih.gov/pubmed/23020641
http://dx.doi.org/10.1126/science.1168450
http://www.ncbi.nlm.nih.gov/pubmed/19407204
http://dx.doi.org/10.1371/journal.pone.0060385
http://dx.doi.org/10.1371/journal.pone.0060385
http://www.ncbi.nlm.nih.gov/pubmed/23565239
http://www.ncbi.nlm.nih.gov/pubmed/17279852
http://www.ncbi.nlm.nih.gov/pubmed/10748642
http://dx.doi.org/10.1177/1088868307303030
http://www.ncbi.nlm.nih.gov/pubmed/18453466
http://www.ncbi.nlm.nih.gov/pubmed/15041139
http://www.ncbi.nlm.nih.gov/pubmed/11495663
http://dx.doi.org/10.1177/0146167208323981
http://www.ncbi.nlm.nih.gov/pubmed/19050337


18. Beedie CJ, Lane AM. The role of glucose in self-control: another look at the evidence and an alternative
conceptualisation. Personality and Social Psychology Review. 2012; 16: 143–153. doi: 10.1177/
1088868311419817 PMID: 21896791

19. Kurzban R. Does the brain consume additional glucose during self-control tasks? Evolutionary Psy-
chology. 2010; 8 (2): 244–259. PMID: 22947794

20. Molden DC, Hui CM, Scholer AA, Meier BP, Noreen EE, Agostino PR, et al. Motivational versus meta-
bolic effects of carbohydrates on self-control. Psychological Science. 2012; 1: 1137–1144.

21. Sanders MA, Shirk SD, Burgin CJ, Martin LL. The gargle effect: Rinsing the mouth with glucose en-
hances self-control. Psychological Science. 2012; 23: 1470–1472. doi: 10.1177/0956797612450034
PMID: 23090756

22. Chambers JJ, Bridge MW, Jones DA. Carbohydrate sensing in the humanmouth: Effects on exercise
performance and brain activity. Journal of Physiology. 2009; 587: 1779–1794. doi: 10.1113/jphysiol.
2008.164285 PMID: 19237430

23. Masicampo EJ, Martin SR, Anderson RA. Understanding and overcoming self-control depletion. Social
and Personality Psychology Compass. 2014; 8: 638–649.

24. Moller AC, Deci EL, Ryan RM. Choice and ego depletion: The moderating role of autonomy. Personality
and Social Psychology Bulletin. 2006; 32: 1024–1036. PMID: 16861307

25. Baumeister RF. Self-regulation, ego depletion and inhibition. Neuropsychologia: In press.

26. Hallett PE. Primary and secondary saccades to goals defined by instructions. Vision Research. 1978;
18: 1279–1296. PMID: 726270

27. McDowell JE, Dyckman KA, Austin BP, Clementz BA. Neurophysiology and neuroanatomy of reflexive
and volitional saccades: Evidence from studies of humans. Brain and Cognition. 2008; 68: 255–270.
doi: 10.1016/j.bandc.2008.08.016 PMID: 18835656

28. Brewer GA, Spillers GJ, McMillan B, Unsworth N. Extensive performance on the antisaccade task does
not lead to negative transfer. Psychological Bulletin. 2011; 18: 923–929.

29. Hutton SB, Ettinger U. The antisaccade task as a research tool in psychopathology: A critical review.
Psychophysiology. 2006; 43: 302–313. PMID: 16805870

30. Ettinger U, Antonova E, Crawford TJ, Mitterschiffthaler MT, Goswani S, Sharma T, et al. Structural neu-
ral correlates of prosaccade and antisaccade eye movements in healthy humans. NeuroImage. 2005;
24: 487–494. PMID: 15627590

31. Crawford TJ, Parker E, Solis-Trapala I, Mayes J. Is the relationship of prosaccade reaction times and
antisaccade errors mediated by working memory? Experimental Brain Research. 2011; 208: 385–397.
doi: 10.1007/s00221-010-2488-8 PMID: 21107543

32. Hutton SB. Cognitive control of saccadic eye movements. Brain and cognition. 2008; 68: 327–340. doi:
10.1016/j.bandc.2008.08.021 PMID: 19028265

33. Muraven M, Collins RL, Shiffman S, Paty JA. Daily fluctuations in self-control demands and alcohol in-
take. Psychology of addictive behaviours. 2005; 19: 140–147. PMID: 16011384

34. Dvorak RD, Simons JS. Moderation of resource depletion in the self-control strength model: Differing
effects of two modes of self-control. Personality and Social Psychology Bulletin. 2009; 3: 572–583.

35. Kuhn S, Haggard P, Brass M. Intentional inhibition: how the “veto-area” exerts control. Human Brain
Mapping. 2009; 30:2834–2843. doi: 10.1002/hbm.20711 PMID: 19072994

36. Cohen J. Statistical Power Analysis for the Behavioural Sciences ( 2nd ed.). Hillsdale, NJ: Lawrence
Erlbaum Associates; 1988.

37. Wallace HM, Baumeister RF. The effects of success versus failure feedback on further self-control. Self
and Identity. 2002; 35–41.

38. Tangney JP, Baumeister RF, Boone AL. High self-control predicts good adjustment, less pathology,
better grades, and interpersonal success. Journal of Personality. 2004; 72: 271–234. PMID: 15016066

39. Ryan RM. Control and information in the intrapersonal sphere: An extension of cognitive evaluation the-
ory. Journal of Personality and Social Psychology. 1982; 43: 450–461.

40. McAuley E, Duncan T, Tammen VV. Psychometric properties of the Intrinsic Motivation Inventory in a
competitive sport setting: A confirmatory factor analysis. Research Quarterly for Exercise and Sport.
1989; 60: 48–58. PMID: 2489825

41. Li W. Examining the relationships between ability conceptions, intrinsic motivation, persistence and
performance. PhD thesis, Louisiana State University. 2004. Available: http://etd.lsu.edu/docs/available/
etd-03022004-093241/unrestricted/Li_dis.pdf

42. Rebel A, Rice MA, Fahy BG. The accuracy of point-of-care glucosemeasurements. Journal of Diabetes
Science and Technology. 2012; 6: 396–411. PMID: 22538154

Motivation, Glucose and Self-Control

PLOS ONE | DOI:10.1371/journal.pone.0122218 March 31, 2015 14 / 15

http://dx.doi.org/10.1177/1088868311419817
http://dx.doi.org/10.1177/1088868311419817
http://www.ncbi.nlm.nih.gov/pubmed/21896791
http://www.ncbi.nlm.nih.gov/pubmed/22947794
http://dx.doi.org/10.1177/0956797612450034
http://www.ncbi.nlm.nih.gov/pubmed/23090756
http://dx.doi.org/10.1113/jphysiol.2008.164285
http://dx.doi.org/10.1113/jphysiol.2008.164285
http://www.ncbi.nlm.nih.gov/pubmed/19237430
http://www.ncbi.nlm.nih.gov/pubmed/16861307
http://www.ncbi.nlm.nih.gov/pubmed/726270
http://dx.doi.org/10.1016/j.bandc.2008.08.016
http://www.ncbi.nlm.nih.gov/pubmed/18835656
http://www.ncbi.nlm.nih.gov/pubmed/16805870
http://www.ncbi.nlm.nih.gov/pubmed/15627590
http://dx.doi.org/10.1007/s00221-010-2488-8
http://www.ncbi.nlm.nih.gov/pubmed/21107543
http://dx.doi.org/10.1016/j.bandc.2008.08.021
http://www.ncbi.nlm.nih.gov/pubmed/19028265
http://www.ncbi.nlm.nih.gov/pubmed/16011384
http://dx.doi.org/10.1002/hbm.20711
http://www.ncbi.nlm.nih.gov/pubmed/19072994
http://www.ncbi.nlm.nih.gov/pubmed/15016066
http://www.ncbi.nlm.nih.gov/pubmed/2489825
http://etd.lsu.edu/docs/available/etd-03022004-093241/unrestricted/Li_dis.pdf
http://etd.lsu.edu/docs/available/etd-03022004-093241/unrestricted/Li_dis.pdf
http://www.ncbi.nlm.nih.gov/pubmed/22538154


43. Dye L, Mansfield M, Lasikiewicz N, Mahawish L, Schnell R, Talbot D, et al. Correspondence of continu-
ous interstitial glucose measurement against arterialised and capillary glucose following an oral glu-
cose tolerance test in healthy volunteers. British Journal of Nutrition. 2010; 103: 134–140. doi: 10.
1017/S0007114509991504 PMID: 19674490

44. Healthy Meals Resources System. Sensory Evaluation Form. 2013 Available: http://healthymeals.nal.
usda.gov/hsmrs/Taste_Testing/Sensory_Evaluation_Form.pdf.

45. Roberts R, Hager L, Hare C. Prefrontal cognitive processes: working memory and inhibition in the anti-
saccade task. Journal of Experimental Psychology: General. 1994; 123: 374–393.

46. Fellows LK, Boutelle MG. Rapid changes in extracellular glucose and blood flow in the striatum of the
freely moving rat. Brain Research. 1993; 604: 225–231. PMID: 8457850

47. Levin BE. Glucose-regulated dopamine release from substantia nigra neurons. Brain Research. 2000;
874: 158–164. PMID: 10960600

48. Silver IA, Erecinska M. Extracellular concentration in mammalian brain: continuous monitoring of
changes during increased neuronal activity and upon limitation of oxygen supply in normo-, hyp- and
hyperglycemic animals. Journal of Neuroscience.1994; 14: 5068–5076. PMID: 8046468

49. McNay EC, Gold PE. Extracellular glucose concentrations in the rat hippocampus measured by zero-
net-flux. Effects of microdialysis flow rate, strain and age. Journal of Neurochemistry.1999; 72: 785–
790. PMID: 9930754

50. de Vries MG, Arseneau LM, LawsonME, Beverly JL. Extracellular glucose in rat ventromedial hypothal-
amus during acute and recurrent hypoglycaemia. 2003; 52: 2767–2773.

51. Lund-Andersen H. Transport of glucose from blood to brain. Physiological Reviews. 1979 59: 305–
352. PMID: 375257

52. Reivich M, Gur R, Alavi A. Positron emission tomographic studies of sensory stimuli, cognitive process-
es and anxiety. Human Neurobiology. 1983; 2: 25–33. PMID: 6603451

53. Raichle ME, Mintun MA. Brain work and brain imaging. Annual Review of Neuroscience. 2006; 29:
449–476. PMID: 16776593

54. Madsen PL, Hasselbalch SG, Hagemann LP, Olsen KS, Bulow J, Holm S, et al. Persistent resetting of
the cerebral oxygen/glucose uptake ratio by brain activation: Evidence obtained with the Kety-Schmidt
technique. Journal of Cerebral Blood Flow & Metabolism. 1995; 15: 485–491.

55. McNay EC, Fries TM, Gold PE. Decreases in rat extracellular hippocampal glucose concentration asso-
ciated with cognitive demand during a spatial task. Proceedings of the National Academy of Sciences
of the United States of America. 2000; 97: 2881–2885. PMID: 10706633

56. McNay EC, McCarty RC, Gold PE. Fluctuations in brain glucose concentration during behavioral test-
ing: dissociations between brain areas and between brain and blood. Neurobiology of Learning and
Memory. 2001; 75: 325–337. PMID: 11300738

57. Dalsgaard MK, Madsen FF, Secher NH, Laursen H, Quistorff B. High glycogen levels in the hippocam-
pus of patients with epilepsy. Journal of Cerebral Blood Flow and Metabolism. 2001; 27: 1137–1141.

58. Lange F, Seer C, Rapior M, Rose J, Eggert F. Turn it all you want: Still no effect of sugar consumption
on ego depletion. Journal of European Psychology Students. 2014; 5 (3): 1–8.

59. Blascovich J, Tomaka J. The biopsychosocial model of arousal regulation. In Zanna M. P. (Ed.), Ad-
vances in experimental social psychology. NewYork: AcademicPress; 1996, pp1-51.

60. EvansWJ, Meredith CN, Cannon JG, Dinarello CA, Frontera WR, Hughes VA, et al. Metabolic changes
following eccentric exercise in trained and untrained men. Journal of Applied Physiology. 1986; 61:
1864–1868. PMID: 3491061

61. Luna B, Garver KE, Urban TA, Lazar NA, Sweeney JA. Maturation of cognitive processes from late
childhood to adulthood. Child Development. 2004; 75: 1357–1372. PMID: 15369519

62. Duckworth AL, Kern ML. A meta-analysis of the convergent validity of self-control measures. Journal of
Research in Personality. 2011; 45: 259–268. PMID: 21643479

63. Gold PE. Glucose modulation of memory storage processing. Behavioural Neural Biology. 1986; 45:
342–349. PMID: 3718398

64. Sünram-Lea SI, Owen L, Finnegan Y, Hu H. Dose-response investigation into glucose facilitation of
memory performance and mood in healthy young adults. Journal of Psychopharmacology. 2010; 25:
1076–1087. doi: 10.1177/0269881110367725 PMID: 20488830

Motivation, Glucose and Self-Control

PLOS ONE | DOI:10.1371/journal.pone.0122218 March 31, 2015 15 / 15

http://dx.doi.org/10.1017/S0007114509991504
http://dx.doi.org/10.1017/S0007114509991504
http://www.ncbi.nlm.nih.gov/pubmed/19674490
http://healthymeals.nal.usda.gov/hsmrs/Taste_Testing/Sensory_Evaluation_Form.pdf
http://healthymeals.nal.usda.gov/hsmrs/Taste_Testing/Sensory_Evaluation_Form.pdf
http://www.ncbi.nlm.nih.gov/pubmed/8457850
http://www.ncbi.nlm.nih.gov/pubmed/10960600
http://www.ncbi.nlm.nih.gov/pubmed/8046468
http://www.ncbi.nlm.nih.gov/pubmed/9930754
http://www.ncbi.nlm.nih.gov/pubmed/375257
http://www.ncbi.nlm.nih.gov/pubmed/6603451
http://www.ncbi.nlm.nih.gov/pubmed/16776593
http://www.ncbi.nlm.nih.gov/pubmed/10706633
http://www.ncbi.nlm.nih.gov/pubmed/11300738
http://www.ncbi.nlm.nih.gov/pubmed/3491061
http://www.ncbi.nlm.nih.gov/pubmed/15369519
http://www.ncbi.nlm.nih.gov/pubmed/21643479
http://www.ncbi.nlm.nih.gov/pubmed/3718398
http://dx.doi.org/10.1177/0269881110367725
http://www.ncbi.nlm.nih.gov/pubmed/20488830


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


