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Abstract. Functional imaging studies consistently find that older adults recruit bilateral brain regions in cognitive tasks that
are strongly lateralized in younger adults, a characterization known as the Hemispheric Asymmetry Reduction in Older Adults
model. While functional imaging displays what brain areas are active during tasks, it cannot demonstrate what brain regions
are necessary for task performance. We used behavioral data from acute stroke patients to test the hypothesis that older adults
need both hemispheres for a verbal working memory task that is predominantly left-lateralized in younger adults. Right-handed
younger (age < 50, n = 7) and older adults (age > 50, n = 21) with acute unilateral stroke, as well as younger (n = 6) and
older (n = 13) transient ischemic attack (TIA) patients, performed a self-paced verbal item-recognition task. Older patients with
stroke to either hemisphere had a higher frequency of deficits in the verbal working memory task compared to older TIA patients.
Additionally, the deficits in older stroke patients were mainly in retrieval time while the deficits in younger stroke patients were
mainly in accuracy. These data suggest that bihemispheric activity is necessary for older adults to successfully perform a verbal
working memory task.
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1. Introduction ing tested. It is important to validate results obtained
from functional imaging studies, and one way to do so

Functional imaging is a valuable tool in measuring in humans is with lesion studies [31,41]. Lesion effects

brain activity during cognitive processes in humans. As
such, there is a vast body of literature using techniques
such as fMRI to investigate working memory [12,13,
50,56]. While imaging data provides information on
what areas of the brain are activated during different
cognitive processes, it cannot provide information on
what areas of the brain are essential for the process be-
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can be studied in stroke patients. Chronic stroke pa-
tients have been studied extensively to test the necessity
of the affected area for many cognitive tasks, includ-
ing working memory [for review, see [31]]. Deficits
in cognitive performance can be measured and linked
to the stroke-altered areas. While studies of chronic
stroke patients can provide valuable information, one
drawback is that considerable reorganization is known
to occur over time [38,53]. The use of acute stroke pa-
tients provides the unique opportunity to test the effect
of the lesion on performance before substantial reorga-
nization can occur. Diffusion-weighted imaging (DWTI)
and perfusion weighted imaging (PWI) can be used to
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determine structural damage and blood flow abnormal-
ities, respectively, allowing for identification of areas
affected by acute stroke thereby directly linking the af-
fected area to any observed deficit in performance [2,
23]. In this study we used acute stroke patients to
validate an aging model of cognition.

Normal aging leads to changes in brain anatomy
and physiology that are reflected in changes in cog-
nition [16]. These changes have been documented
in numerous functional imaging studies [for review,
see [15]]. One example of aging-related changes in
the prefrontal cortex, as documented by several func-
tional imaging studies, is a decrease in asymmetry of
brain activation in older adults for cognitive tasks that
are known to be predominantly unilateral in young
adults [5,6,19,39]. This consistently observed phe-
nomenon has been characterized as the Hemispheric
Asymmetry Reduction in Older Adults, or HAROLD
model [7]. The HAROLD model has been supported
by studies of several different cognitive facilities in-
cluding episodic memory, working memory, percep-
tion, and inhibitory control [for review, see [7]]. Al-
though HAROLD was initially proposed for the pre-
frontal cortex, there is evidence the model applies to
more posterior regions as well. For example, in tem-
poral and parietal regions, age-dependent reductions in
activation asymmetries have been observed during a vi-
sual facial-affect perception task [22], face memory and
processing tasks [20,21], in inhibitory control tasks [30,
32], in language processing tasks [3], and in a verbal
working memory task [40]. In addition, age-related re-
ductions in activation asymmetries have also been ob-
served in the occipital lobe during an attention task [27]
and in the hippocampus during autobiographical mem-
ory task [28]. Furthermore, age-related asymmetry in
fronto-parietal connections has also been demonstrat-
ed. In a study by Li et al., prefrontal cortex was shown
to have strong functional connectivity to the ipsilateral
parietal area during a working memory task, as well as
during rest, and that this connectivity was reduced in
older participants [26]. Also, Charlton et al. found that
most of the age-related variance in working memory is
explained by the integrity of the fronto-parietal white
matter tracts [10]. Together, these studies suggest that
the HAROLD model likely extends to more posterior
regions in addition to the PFC. Although age-related
increased activation has been demonstrated across the
cortex for several different tasks, there is little evidence
that this increase in activation represents areas essential
for task performance.

In this study, we use data collected from acute is-
chemic stroke patients to validate neuroimaging find-

ings that suggest that older adults need both hemi-
spheres to successfully complete a verbal working
memory task. The characterization of activations ob-
served in young and old subjects known as the
HAROLD model predicts that older subjects need both
hemispheres for tasks that are considered lateralized in
young subjects [7]. In young normal adults, functional
imaging studies have shown that the left hemisphere
is responsible for verbal working memory [24,33,35,
49] while the right hemisphere has been shown to be
involved in verbal working memory only during high
demand tasks [11,44]. Studies have found that the lat-
eralization of verbal WM extends into posterior regions
of the brain as well. In verbal delayed match to sample
tasks, Smith et al. observed left lateralization in PFC,
supplementary motor area, premotor cortex, and pari-
etal cortex [51]. In a similar verbal WM task, Salmon
et al. observed left lateralized activity in the PFC and
parietal cortex [47].

Consistent with the HAROLD model, Reuter-Lorenz
et al. [39] found that older adults displayed bilateral
PFC activity for verbal working memory while young
adults showed more lateralized activity. In a subse-
quent study, Reuter-Lorenz observed bilateral activa-
tion in older adults in the parietal cortex during a ver-
bal working WM task while younger adults had ac-
tivation in the left parietal cortex [40]. The bilateral
activation observed in older adults suggests that both
hemispheres are necessary for successful performance
during verbal working memory tasks. To our knowl-
edge, the HAROLD model has not been validated with
lesion data, although it has been investigated in regards
to episodic memory using transcranial magnetic imag-
ing [29,42]. Here we test the hypothesis that older in-
dividuals need this bilateral activation to perform suc-
cessfully in a cognitive task that is known to be later-
alized in normal young adults by comparing the effect
of left or right hemisphere stroke on old patients. If
both hemispheres are needed in old adults for success-
ful verbal working memory task performance, stroke
localized to either side should negatively affect task
performance.

2. Methods

Participants for this study were recruited in order to
investigate the lateralization of working memory pro-
cesses in young and old adults. An extension of the
analyses were carried out from the original published
data and results which were based on findings regarding
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Fig. 1. Participants performed a self-paced verbal working memory tasks. Subjects were asked to encode a set of three (low load), four, five, or
six (high load) letters upper-case letters. After a 5 second delay, subjects were asked to decide whether a single lower-case letter was included in

the encoding period.

the lateralization of spatial and verbal working memory
regardless of age, reported previously by Philipose and
colleagues [36]. Consenting right-handed adults with
acute ischemic stroke were studied within three days
of symptom-onset and within 24 hours of hospitaliza-
tion. Only acute stroke patients were included in order
to limit post-stroke reorganization. In addition, con-
senting right-handed adults with transient ischemic at-
tack (TTA; defined as resolution of symptoms within 24
hours and exclusion of stroke by MRI) were enrolled.
These patients provided a unique control population for
acute stroke patients, as they shared similar hospital-
ization stressors, age, and vascular risk factors with the
stroke patients. Any differences in performance be-
tween stroke patients and TIA patients can be attributed
to the actual lesion. Patients with the following condi-
tions were excluded: (1) premorbid dementia, neuro-
logical, or psychiatric disease; (2) contraindication for
MRI; (3) diminished level of consciousness; (4) lack
of premorbid proficiency in English; (5) visual field
deficits as determined by medical records and bedside
examination; (6) motor deficits precluding performance
of computer tasks; (7) language deficits that interfered
with task comprehension; or (8) left neglect, defined by
> 10% errors on the left half of the page in line can-
cellation. The following MRI sequence were used on
all patients as part of the Johns Hopkins Acute Stroke
Protocol: diffusion weighted imaging (DWI) and per-
fusion weighted imaging (PWI), axial T2, fluid attenu-
ated inversion recovery (FLAIR), gradient echo (GE),
and apparent diffusion coefficient (ADC) maps. The
reported analyses used DWI (after confirming the acu-
ity of the lesion on ADC maps) and PWI (co-registered
to T2 to provide anatomical boundaries that are less
visible on PWI). Whole brain coverage was obtained by
DWI and PWI scans of 5 mm thick slices. Volumes of
tissue dysfunction on DWI and/or PWI were calculated
using the Image J program. If a patient had imaging

abnormalities on both DWI and PWI, the larger calcu-
lated volume was used. Volume of PWI abnormality
was measured on time to peak maps, defining hypop-
erfused tissue as voxels where there was >4 seconds
delay in time to peak arrival of contrast, relative to the
homologous region in the normal hemisphere.

Stroke was defined as acute infarct on DWI and/or
hypoperfusion on PWI with corresponding neurologi-
cal deficits, while TIA was defined as normal DWI/PWI
and resolution of neurological deficits within 24 hours.
In the current study, stroke and TIA patients were clas-
sified by age as either young or old. The old group
included all patients of age > 50 years, while the young
group included all individuals < 50 years of age. The
age cut-off of 50 years was chosen here based on the
finding that white matter volume is known to start de-
clining during the fifth decade of life [17,18]. Old-
er stroke patients were further separated as either left
hemisphere or right hemisphere depending on the lo-
cation of the stroke.

Behavioral tasks performed were described in de-
tail elsewhere [36]. Briefly, patients performed a self-
paced computerized verbal working memory task [52].
Subjects were asked to remember 3, 4, 5, or 6 upper-
case letters and presented with a lower-case probe letter
after the 5 second delay (Fig. 1). Responses were made
with their dominant hand, unless they preferred to use
the opposite hand due to right hand or arm weakness.
Responses that were two standard deviations from the
mean of a participant’s total trials were excluded from
the analysis. This removed trials that were interrupted
by other factors related to the bed-side testing.

To contrast performance in the WM tasks, pre-
planned comparisons of deficits in encoding time, re-
sponse time, and accuracy (percent correct) were car-
ried out between groups across all loads (that is, the
3,4, 5, and 6 letter conditions combined). Given the
known effect of WM load on performance [44], pre-
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Table 1
Group Demographics: Listed are the ages and number of patients in the analysis. Educational information was only available for eight stroke
patients (four old left and four old right), two young stroke patients, seven old TIA patients, and three young stroke patients. Posterior refers to
temporal, parietal, and/or occipital cortex. Information regarding stroke volume was not available for one old left stroke patient, two old right
stroke patients, and one young stroke patient. The old right stroke group had a larger average lesion volume than the old left stroke group however
this was neither significant nor trending towards significance. The discrepancy was due in large part to one old right stroke patient with lesion
volume of 155,796.2 mm3. The remaining old right stroke patients had a average lesion volume of 16,597.3 mm?

Patient group Older stroke Younger stroke  Old left stroke  Old right stroke Older TIA Younger TIA
Number 18 6 8 10 13 6

% Male 78% 50% 87.5% 70% 46% 33%
Age range 53-79 38-50 53-64 53-79 52-84 21-50
Age mean and SEM 619+ 1.6 43 £+ 1.67 59.8+ 1.5 63.6 £ 2.6 64.0 + 3.1 41.5+43
Years of education 19.88 £+ 1.125 214+0 214+0 18.75 £ 2.25 15.29 £ 2.09 15+3
Posterior stroke(n) 9 0 5 4 — —
Frontal stroke (n) 3 0 1 2 — —
Frontal and posterior stroke (n) 3 3 1 2 — —
Sub-cortical stroke (n) 3 3 1 2 — —

Stroke Volume mm3 (mean, SEM) 22502 + 10724 25519 + 10610

9365 + 3632 33997 £ 19518 — —

planned comparisons were also done at the low (3 let-
ters) and high (6 letters) loads alone. A composite
WM score was calculated by summing the deviations
from the mean, as measured by z-scores, for encoding
time, response time, and accuracy. Deficits were de-
fined as having a score more than two standard devia-
tions from the mean scores taken from 20 healthy nor-
mal volunteers recruited for a different study that were
given the same behavioral protocol as patients. Chi-
squared tests were performed as different groups (e.g.
left stroke, tia) were compared with respect to presence
or absence of behavioral deficits in which frequencies
of deficits were compared across groups using contin-
gency tables. Contingency tables were used due to the
nonparametric nature of the data in order to reduce the
effect of the large amount of between subject variabil-
ity in the performance measures. Due to the low n for
some comparisons, Fisher’s Exact Tests (FET) were
used when chi-square tests were not appropriate (i.e.
when the expected values were < 5).

3. Results

Data for this study were reported in a previous study
by Philipose et al. [36]. The purpose of the previous
study was to investigate lateralization of working mem-
ory processes regardless of age. From those data, 28
stroke patients and 19 TIA patients were used for the
retrospective analyses reported here. Age ranged from
38-79 years (57.17 £ 2.1; mean and SEM) for stroke
patients and 21-84 years (56.89 & 3.5) for TIA patients.
Information regarding gender, lesion volume, lesion lo-
cation, and education level is included in Table 1. A
two-sample t-test comparing the mean lesion volume

between older and younger stroke patients was not sig-
nificant, nor was the test between older left stroke pa-
tients and older right stroke patients (t(18) = —0.15,
p =0.84,t(13) = 1.24, p = 0.25). Thus, infarct volume
was roughly equivalent between groups. A two-sample
t-test comparing education levels between groups re-
vealed that older stroke patients had a trend of having
more years of education compared to older TIA pa-
tients (t(13) = 2.0, p = 0.066). Education levels were
not statistically different between young stroke patients
and young TIA patients.

3.1. Age effects

To examine effects of age on performance, stroke and
TIA patients were split into young (up to 50 years old)
and old (51 years and older) groups. Demographics are
presented in Table 1.

3.1.1. Across all loads

To determine whether there was an age-dependent
effect of stroke on verbal WM collapsed across all
loads, relative performance of both the young and old
stroke groups was compared to age-matched TIA pa-
tients (Fig. 2). While both the old stroke group and
the young stroke group displayed a trend of having a
higher frequency of deficits than age-matched TIA pa-
tients on the composite WM measure (p = 0.051and
p = 0.061, FET, respectively), the deficits seemed to
be driven by different aspects of the task. For younger
stroke patients, there was a significantly higher fre-
quency of deficits in accuracy compared to young TIA
patients (p < 0.05, FET). In contrast, older stroke pa-
tients displayed more deficits in response time than old
TIA patients (x? = 6.482,df =1, p < 0.05).
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Fig. 2. Number of old and young patients with stroke to either hemisphere with and without deficits in the composite score, accuracy, encoding
time, and response time. Old and young strokes involving the left or right hemisphere displayed a trend of having more deficits in composite
score than age-matched TIA patients. The overall impairment in old stroke patients was driven by deficits in response time with respect to old
TIA patients. In contrast, overall impairment in young stroke patients was driven by deficits in accuracy with respect to young TIA patients.

3.1.2. Low and high verbal loads

In order to investigate the specific contribution of
load on these effects, performance on the WM task was
also compared at the high load and low load conditions.
At the low verbal load (3 letters; Fig. 3a), older stroke
patients had significantly more performance deficits
than older TIA patients in encoding time and response
time (x? = 5.134,df = 1,p < 0.05; x> = 8.016, df =
1, p < 0.005, respectively). In contrast, young stroke
patients did not differ in terms of performance com-
pared to young TIA patients at the low load. As would
be expected, deficits were observed for each group at
the high verbal load (Fig. 3b). Old stroke patients had
significantly more deficits than old TIA patients in the
composite score and in response time (p < 0.05, FET
and x? = 8.016, df = 1, p < 0.005, respectively).
While the deficits in older stroke patients were driv-
en heavily by deficits in response time, younger stroke
patients displayed a trend of having more deficits than
young TIA patients in both accuracy and response time
(p = 0.061 and p = 0.08, FET, respectively).

3.2. Age and hemisphere effects

In order to test the hypothesis that older subjects need
both hemispheres in order to perform a WM task that
younger subjects use predominantly one hemisphere
for, the performance of old left and old right stroke
patients was compared to the performance of old TIA
patients. For this analysis all strokes were classified
as either left or right hemisphere. Demographics are
presented in Table 1.

3.2.1. Across all loads

The performance of each group on the verbal WM
task across all loads is shown in Fig. 4. Old patients
in the right stroke group displayed a trend of having a
higher frequency deficits in the composite score com-
pared to old TIA patients (p = 0.074, FET). Both old
left and right stroke patients had a higher frequency of
deficits in response time than old TIA patients, with the
old right comparison being significant (p < 0.05, FET)
and the old left comparison trending towards signifi-
cance (p = 0.055).
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Fig. 3. Number of old and young patients with stroke to either hemisphere with and without deficits at the low verbal load and the high verbal
load. At the low load (a), old stroke patients were significantly more impaired in encoding time and response time than old TIA patients, while
young stroke patients did not differ from young TIA patients in terms of performance. At the high load (b), old stroke patients were significantly
more impaired in the composite score and in response time with respect to old TIA patients. Young stroke patients displayed a trend of more
deficits in both accuracy and in response time than young TIA patients.
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a trend of more deficits in the composite score and significantly more deficits in response time than old TIA patients. Old left stroke patients had

a trend of more deficits in response time than old TIA patients.

3.2.2. Low and high verbal loads

In order to compare performance between the old
stroke groups and control group performance on the
verbal WM task was compared at the low and high WM
loads alone. A similar pattern emerged at the low and
high verbal load compared to that observed across all
loads. At the low verbal load (Fig. 5a) old right stroke
patients displayed a trend towards having a higher fre-
quency of deficits in the composite score than old TIA
patients (p = 0.089, FET). In addition, old right stroke
patients had significantly more deficits than old TIA
patients in encoding time (p < 0.05, FET) and response
time (p < 0.05, FET). Although no effects on the com-
posite score were observed for old left stroke patients,
they did display a trend towards significance for having
more deficits than old TIA patients in response time
(p = 0.056, FET).

At the high verbal load, older right stroke patients
had significantly more deficits in response time than

older TIA patients (p < 0.005, FET) and also displayed
a trend towards more deficits as measured by the com-
posite score (p = 0.089, FET, Fig. 5b). Old left stroke
patients did not display any statistical difference in the
frequency of deficits in any measure compared to old
TIA patients.

4. Discussion

In the present study, we used acute unilateral is-
chemic stroke patients to validate a characterization of
fMRI activation patterns observed in older adults. In
healthy young adults, verbal working memory is as-
sociated predominantly with the left hemisphere, with
the right hemisphere only being involved at higher
loads [11,33,37,43]. The HAROLD model posits that
PFC activity for known lateralized cognitive tasks, such
as working memory, becomes more bilateral in older
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high load (b), old right stroke patients displayed a trend towards more deficits in composite score and had significantly more deficits in response
time compared to old TIA patients.
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adults compared to younger adults [7]. Additional evi-
dence suggests that increased bilateral activity in older
adults is seen in posterior regions as well [20,21,32]. In
two separate studies, Reuter-Lorenz found that PFC and
parietal activity became more bilateral in older adults
compared to younger adults for both spatial and verbal
working memory tasks [39,40]. To our knowledge the
HAROLD model has not been tested directly with le-
sion data. We hypothesized that acute unilateral stroke
to either hemisphere would disrupt the performance of
old patients in a verbal working memory task.

4.1. Age and hemispheric effects

We measured performance in four different com-
ponents of our working memory task: accuracy, en-
coding time, response time, and a composite score.
In addition, we compared these measurements across
all verbal loads, and at the low and high verbal loads
alone. If stroke patients displayed deficits in any one
of these components we considered the stroke-affected
area to be necessary for comparable performance to
the TIA patients. Several results from the verbal
item-recognition task appear to be consistent with the
HAROLD model. We compared the effect of stroke to
either hemisphere on task performance to test whether
older adults need both hemispheres to perform a verbal
working memory task. If the bilateral activation ob-
served in functional neuroimaging studies of working
memory represents the recruitment of essential brain
areas for performance, then we hypothesized stroke to
either hemisphere should result in performance impair-
ment in a verbal working memory task. Our results are
consistent with this hypothesis (Figs 2 and 3). Overall,
there appears to be bihemispheric deficits on multiple
measures in older stroke patients.

Our hypothesis that older stroke patients with dam-
age to either the right or left hemisphere would have
deficits in performance was also supported when con-
sidered separately (Figs 4 and 5). Across all verbal
loads both old right and old left stroke patients had
deficits in some measure of performance. This supports
the HAROLD model as it suggests that older patients
need both hemispheres intact in order to successfully
perform the verbal WM task. Interestingly, old left
stroke patients did not have deficits in the composite
score, but old right patients did. Also, only the old right
stroke patients had deficits at the high verbal load. This
suggests that older individuals may rely on the right
hemisphere more so than on the left hemisphere for ver-
bal working memory, although both hemispheres are

needed to perform successfully. Previous studies have
shown right PEC recruitment at high WM loads [37,43].
It has been posited that the bilateral activity observed
in older adults is due to the recruitment of areas used by
younger adults only at high loads and that older adults
need to recruit these additional areas at much lower
loads than younger adults [9,34]. Overall, these data
suggest that older subjects do indeed need both hemi-
spheres, with a high reliance on the right hemisphere,
to perform a verbal working memory task.

The increase in bilateral brain activity observed in
older adults is thought to represent necessary involve-
ment of additionally recruited areas, a process known
as compensation. The idea that the observed bilater-
al activity is compensatory has been supported by the
finding that older subjects that had more bilateral PFC
activity performed better than older subjects that dis-
played less bilateral PFC activity [8]. The hypothesis
that bilateral activity represents compensation has fur-
ther been refined as one of the tenets of the Scaffold-
ing Theory of Aging and Cognition, or STAC mod-
el [34]. This model proposes that the observed bilat-
eral activity in older adults represents “the recruitment
of additional circuitry that shores up declining struc-
tures whose functioning has become noisy, inefficient,
or both (p. 183).” The inability to recruit these addi-
tional areas, due to neural insults such as stroke, would
impair performance in older individuals compared to
older individuals that retain the ability to recruit these
areas. This could explain the results present here. In
addition, the data presented here support the idea that
the increase in bilateral activation in older adults is
compensatory. In fact, the data presented here suggests
that the verbal working memory network may in fact be
more localized to the right hemisphere in older adults,
as suggested by the fact that older adults with stroke
to the right hemisphere in our study were consistent-
ly more impaired than older adults with left unilateral
stroke.

4.2. Speed-accuracy tradeoff

An additional interesting finding was that young
stroke patients had deficits in accuracy, while old stroke
patients had deficits in response time. This pattern
emerged when comparing all young stroke patients and
all old stroke patients to age-matched controls, as well
as in many of our unilateral stroke and age compar-
isons. One explanation for the different deficits ob-
served in young and old stroke patients is the speed-
accuracy trade-off (for review, see [57]). Older subjects
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have been shown to perform slower, but more accu-
rately than younger subjects in many different tasks [4,
51]. This phenomenon could explain the results seen
in the present study even though in this study perfor-
mance was compared to age-matched controls. In or-
der for older patients to perform accurately it is possi-
ble that a further slowing of response time was needed
due to the stroke. This would be consistent with the
hypothesis put forth by Grady and colleagues that the
over-activations observed in older adults could repre-
sent the older adults’ compensatory attempt to enhance
accuracy at the expense of response time [19]. Simi-
larly, if young subjects sacrifice accuracy for response
time, those with stroke require additional decrements
in accuracy in order to respond quickly. Age-related
reduction in processing speed has been proposed to be
the main cause of age-related cognitive deficits [48]
and most of the age-related variance observed in work-
ing memory tasks is associated with the integrity of
white matter tracts [10]. If older healthy adults are
impaired in response time compared to young adults,
then stroke could further impair response time in old
stroke patients. For young stroke patients, white mat-
ter tracts unaffected by age are reflected by normal re-
sponse time, therefore the effect of stroke manifests
itself in accuracy deficits, although younger stroke pa-
tients did have impairments in response time at the high
verbal load. Rypma and D’Esposito propose that the
neural efficiency hypothesis explains the slower pro-
cessing speed observed in older subjects [45]. This
theory posits that young subjects respond faster than
old subjects because they need to recruit fewer areas
to accurately complete the task. Aging degrades the
integrity of the connections between areas, resulting in
older subjects recruiting additional areas to complete
the task which slows processing time. Older subjects
that do not recruit additional areas perform even slower.
Our finding that old stroke patients had more deficits
in response time than old TIA patients supports the
neural efficiency hypothesis. For old patients, stroke
potentially prevents the recruitment of additional brain
areas that are available to TIA patients. This leads to
further slowing of processing time. For young stroke
patients, the neural efficiency model hypothesizes that
the recruitment of additional areas slows processing
speed. In our study, unilateral stroke to either hemi-
sphere could prevent such recruitment. This could ex-
plain why no response time deficits were observed in
young stroke patients except at the high verbal load.
This suggests that stroke preferentially impairs accu-
racy at lower levels of cognitive demand compared to
response time.

4.3. Methodological issues and limitations

Lesion studies provide the means to test the neces-
sity of brain areas that are shown to be active during
specific tasks. While fMRI and other functional imag-
ing techniques allow the correlation of brain activity to
task performance, lesion studies allow us to determine
what areas of the brain are essential in the performance
of a task. Although there have been studies on the ef-
fects of PFC and parietal lesions on WM function in
humans, no lesion studies have directly tested the hy-
pothesis that older adults need more bilateral involve-
ment than younger adults in tasks primarily associat-
ed with one hemisphere [1,14,25,54,55]. In addition,
this study is unique from many lesion studies in two
important ways. First, acute stroke patients were used
as opposed to chronic stroke patients. One concern
with lesion studies is the reorganization of normal brain
functions that occurs over time in response to brain
damage [31]. The use of acute stroke patients circum-
vents this problem and allows for the evaluation of the
effects of the lesion before substantial reorganization
can occur. However, the use of acute stroke patients
presents different issues. Among these are the stres-
sors that accompany hospitalization and the vascular
risk factors associated with stroke. To control for this
we enrolled transient ischemic attack patients (TIA) as
our control group. The inclusion of TIA patients is
the second important distinction of this study. In addi-
tion to controlling for hospitalization stressors, the use
of TIA patients as controls also takes into account the
vascular risk factors and medication histories that are
shared between acute stroke and TIA patients. To mea-
sure relative performance, we compared performance
of old and young acute stoke patients to performance of
age-matched TIA patients. Any differences in perfor-
mances between these groups should be due to the le-
sion resulting from the stroke, as all other factors were
controlled for with the TIA patients.

This study has inherent limitations. First, the use of
extreme age groups might improve the ability to de-
tect differences. However, we chose a cut-off of 50
in order to increase participation in the study based on
the finding that white matter volume begins declining
at this time [18]. Secondly, by characterizing stroke
patients by affected-hemisphere we have necessarily
grouped heterogeneous stroke sites together. The par-
ticular aim of this study was to test the necessity of a
hemisphere as a whole, and assumed that strokes to any
location in a hemisphere would equally affect work-
ing memory performance. Due to limited recruitment
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of young stroke patients, we were unable to compare
performance of patients with stroke to the left or right
hemisphere alone. An additional confound is the use of
patients with dominant hand weakness. Unfortunately,
information regarding how many subjects chose to use
their dominant hand is not available. These patients
were included to increase participation in this study.
Issues such as dominant hand weakness are unavoid-
able in acute stroke patients. The subject-paced nature
of the experiment was due to these issues. It’s inter-
esting to note that older stroke patients showed reac-
tion time deficits while younger stroke patients showed
deficits in accuracy in comparison to their respective
age-matched controls. Accuracy effects should notbe a
consequence of non-dominant hand use. Likewise, due
to the subject paced design of the study, non-dominant
hand use should affect both encoding time and response
time, irrespective of load. Encoding deficits were on-
ly observed at the low loads whereas response time
deficits were more prevalent, suggesting the lesions had
different effects on the different sub-processes of the
task. Given the number of patients in our study, testing
for specific stroke location’s effect on reaction time is
difficult due to power. Future studies should explore
the effect of unilateral stroke to more restricted areas
(e.g. frontal and/or parietal cortices), and in younger
stroke patients in a more controlled manner.

4.4. Conclusion

This study provides evidence for strong bilateral in-
volvement in older patients for verbal WM, a process
that is left-lateralized in younger adults [24,35,49].
This validates the Harold model of increased bilateral
activity in older adults as being essential and also helps
to extend this to areas posterior to the PFC for verbal
WM. The results from our verbal WM task support this
model and advance the idea that the increased bilateral
activity measured in older adults represents essential
recruitment of bilateral areas. Although we employed
a task that is known to involve fronto-parietal brain re-
gions, we do not predict that these results are specific
to this task, as the HAROLD model applies to sever-
al cognitive functions [7]. We also present evidence
that stroke impairs processing speed in old adults and
accuracy in young adults, suggesting that stroke im-
pairs different aspects of performance in old and young
adults. In addition to the HAROLD model, these re-
sults are consistent with other models of cognitive ag-
ing, including the STAC model and the Neural Effi-
ciency model [34,45,46]. Future studies are needed to

further validate and potentially consolidate these mod-
els of cognitive aging in order for us to better under-
stand age-related reorganization of essential cognitive
functions.

Acknowledgments

Supported by grants UL1RR025011 from the Clin-
ical and Translational Science Award (CTSA) pro-
gram of the National Center for Research Resources
(NCRR), RO1DC05375, NS047691; RCIMH090912
NIMH ARRA Challenge Grant, and T32-GM007507
training grant, National Institutes of Health (NIH).

References

[1] J.V.Baldo and N.F. Dronkers, The role of inferior parietal and
inferior frontal cortex in working memory, Neuropsychology
20 (2006), 529-538.

[2] C. Beaulieu, A. de Crespigny, D.C. Tong, M.E. Moseley,
G.W. Albers and M.P. Marks, Longitudinal magnetic reso-
nance imaging study of perfusion and diffusion in stroke: evo-
lution of lesion volume and correlation with clinical outcome,
Ann Neurol 46 (1999), 568-578.

[3] T.J. Bellis, T. Nicol and N. Kraus, Aging affects hemispheric
asymmetry in the neural representation of speech sounds, J
Neurosci 20 (2000), 791-797.

[4] G. Brebion, Working memory, language comprehension, and
aging: four experiments to understand the deficit, Exp Aging
Res 29 (2003), 269-301.

[5]1 R.Cabeza, C.L.Grady, L. Nyberg, A.R. McIntosh, E. Tulving,
S. Kapur, J.M. Jennings, S. Houle and F.I. Craik, Age-related
differences in neural activity during memory encoding and
retrieval: a positron emission tomography study, J Neurosci
17 (1997), 391-400.

[6] R. Cabeza, Cognitive neuroscience of aging: contributions of
functional neuroimaging, Scand J Psychol 42 (2001), 277-
286.

[7] R. Cabeza, Hemispheric asymmetry reduction in older adults:
the HAROLD model, Psychol Aging 17 (2002), 85-100.

[8] R. Cabeza, N.D. Anderson, J.K. Locantore and A.R. Mcln-
tosh, Aging gracefully: compensatory brain activity in high-
performing older adults, Neuroimage 17 (2002), 1394-1402.

[91 K.A. Cappell, L. Gmeindl and P.A. Reuter-Lorenz, Age dif-
ferences in prefontal recruitment during verbal working mem-
ory maintenance depend on memory load, Cortex 46 (2010),
462-473.

[10] R.A. Charlton, T.R. Barrick, I.N. Lawes, H.S. Markus and
R.G. Morris, White matter pathways associated with working
memory in normal aging. Cortex, 2009.

[11] M.D’Esposito, G.K. Aguirre, E. Zarahn, D. Ballard, R.K. Shin
and J. Lease, Functional MRI studies of spatial and nonspatial
working memory, Brain Res Cogn Brain Res 7 (1998), 1-13.

[12] M. D’Esposito, Functional neuroimaging of cognition, Semin
Neurol 20 (2000), 487-498.

[13] M. D’Esposito, B.R. Postle and B. Rypma, Prefrontal corti-
cal contributions to working memory: evidence from event-
related fMRI studies, Exp Brain Res 133 (2000), 3—11.



198

[14]

[15]

[16]

(17]

[18]

[19]

[20]

[21]

[22]

(23]

[24]

[25]

[26]

(271

[28]

[29]

[30]

T.B. Meier et al. / HAROLD lesion support

M. D’Esposito, J.W. Cooney, A. Gazzaley, S.E. Gibbs and
B.R. Postle, Is the prefrontal cortex necessary for delay task
performance? Evidence from lesion and FMRI data, J Int
Neuropsychol Soc 12 (2006), 248-260.

S.M. Daselaar, J. Browndyke and R. Cabeza, Functional neu-
roimaging of cognitive aging. In: Cabeza R, Kingstone A
(eds) Handbook of functional neuroimaging and cognition.
MIT Press, Cambridge, MA, 2006.

D.L. Dickstein, J.H. Morrison and P.R. Hof, Neuropathology
of Aging. In: Jagust W, D’Esposito M (eds) Imaging the Aging
Brain, Oxford University Press, New York, New York, 2009.
Y. Ge, R.I. Grossman, J.S. Babb, M.L. Rabin, L.J. Mannon and
D.L. Kolson, Age-related total gray matter and white matter
changes in normal adult brain. Part I: volumetric MR imaging
analysis, AJNR Am J Neuroradiol 23 (2002), 1327-1333.

A. Giorgio, L. Santelli, V. Tomassini, R. Bosnell, S. Smith, N.
De Stefano and H. Johansen-Berg, Age-related changes in grey
and white matter structure throughout adulthood, Neuroimage
51 (2010), 943-951.

C.L. Grady, J.M. Maisog, B. Horwitz, L.G. Ungerleider, M.J.
Mentis, J.A. Salerno, P. Pietrini, E. Wagner and J.V. Haxby,
Age-related changes in cortical blood flow activation during
visual processing of faces and location, J Neurosci 14 (1994),
1450-1462.

C.L. Grady, A.R. Mclntosh, B. Horwitz and S.I. Rapoport,
Age-related changes in the neural correlates of degraded and
nondegraded face processing, Cognitive Neuropsychology 217
(2000), 165-186.

C.L. Grady, L.J. Bernstein, S. Beig and A.L. Siegenthaler,
The effects of encoding task on age-related differences in the
functional neuroanatomy of face memory, Psychol Aging 17
(2002), 7-23.

F.M. Gunning-Dixon, R.C. Gur, A.C. Perkins, L. Schroeder,
T. Turner, B.I. Turetsky, R.M. Chan, J.W. Loughead, D.C.
Alsop, J. Maldjian and R.E. Gur, Age-related differences in
brain activation during emotional face processing, Neurobiol
Aging 24 (2003), 285-295.

A.E. Hillis, R.J. Wityk, P.B. Barker, N.J. Beauchamp, P. Gail-
loud, K. Murphy, O. Cooper and E.J. Metter, Subcortical apha-
sia and neglect in acute stroke: the role of cortical hypoperfu-
sion, Brain 125 (2002), 1094-1104.

S. Kapur, R. Rose, P.F. Liddle, R.B. Zipursky, G.M. Brown, D.
Stuss, S. Houle and E. Tulving, The role of the left prefrontal
cortex in verbal processing: semantic processing or willed
action? Neuroreport 5 (1994), 2193-2196.

M. Koenigs, A.K. Barbey, B.R. Postle and J. Grafman, Superi-
or parietal cortex is critical for the manipulation of information
in working memory, J Neurosci 29 (2009), 14980-14986.
Z.Li, A.B. Moore, C. Tyner and X. Hu, Asymmetric connec-
tivity reduction and its relationship to "HAROLD" in aging
brain, Brain Res 1295 (2009), 149-158.

D.J. Madden, W.L. Whiting, J.M. Provenzale and S.A. Huettel,
Age-related changes in neural activity during visual target
detection measured by fMRI, Cereb Cortex 14 (2004), 143—
155.

E.A. Maguire and C.D. Frith, Aging affects the engagement of
the hippocampus during autobiographical memory retrieval,
Brain 126 (2003), 1511-1523.

R. Manenti, M. Cotelli and C. Miniussi, Successful physio-
logical aging and episodic memory: a brain stimulation study,
Behavioural Brain Research 216 (2011), 153-158.

M.P. Milham, K.I. Erickson, M.T. Banich, A.F. Kramer, A.
Webb, T. Wszalek and N.J. Cohen, Attentional control in the

[31]

[32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

(471

[48]

aging brain: insights from an fMRI study of the stroop task,
Brain Cogn 49 (2002), 277-296.

N.G. Muller and R.T. Knight, The functional neuroanatomy of
working memory: contributions of human brain lesion studies,
Neuroscience 139 (2006), 51-58.

K.A. Nielson, S.A. Langenecker and H. Garavan, Differences
in the functional neuroanatomy of inhibitory control across
the adult life span, Psychol Aging 17 (2002), 56-71.

A.M. Owen, C.E. Stern, R.B. Look, I. Tracey, B.R. Rosen and
M. Petrides, Functional organization of spatial and nonspatial
working memory processing within the human lateral frontal
cortex, Proc Natl Acad Sci U S A 95 (1998), 7721-7726.
D.C. Park and P.A. Reuter-Lorenz, The adaptive brain: aging
and neurocognitive scaffolding, Annu Rev Psychol 60 (2009),
173-196.

E. Paulesu, C.D. Frith and R.S. Frackowiak, The neural cor-
relates of the verbal component of working memory, Nature
362 (1993), 342-345.

L.E. Philipose, H. Alphs, V. Prabhakaran and A.E. Hillis, Test-
ing conclusions from functional imaging of working memory
with data from acute stroke, Behav Neurol 18 (2007), 37-43.
V. Prabhakaran, K. Narayanan, Z. Zhao and J.D. Gabrieli,
Integration of diverse information in working memory within
the frontal lobe, Nat Neurosci 3 (2000), 85-90.

V. Prabhakaran, S.P. Raman, M.R. Grunwald, A. Mahade-
via, N. Hussain, H. Lu, P.C. Van Zijl and A.E. Hillis, Neu-
ral substrates of word generation during stroke recovery: the
influence of cortical hypoperfusion, Behav Neurol 18 (2007),
45-52.

P.A. Reuter-Lorenz, J. Jonides, E.E. Smith, A. Hartley, A.
Miller, C. Marshuetz and R.A. Koeppe, Age differences in the
frontal lateralization of verbal and spatial working memory
revealed by PET, J Cogn Neurosci 12 (2000), 174-187.

P.A. Reuter-Lorenz, S. SE, A. Hartley and R.A. Koeppe, Neu-
rocognitive ageing of storage and executive processes, Euro-
pean Journal of Cognitive Psychology 13 (2001), 257-278.
C. Rorden and H.O. Karnath, Using human brain lesions to
infer function: a relic from a past era in the fMRI age? Nat
Rev Neurosci 5 (2004), 813-819.

S. Rossi, C. Miniussi, P. Pasqualetti, C. Babiloni, P.M. Rossini
and S.F. Cappa, Age-related functional changes of prefrontal
cortex in long-term memory: arepetitive transcranial magnetic
stimulation study, J Neurosci 24 (2004), 7939-7944.

B. Rypma and M. D’Esposito, The roles of prefrontal brain
regions in components of working memory: effects of memory
load and individual differences, Proc Natl Acad Sci U S A 96
(1999), 6558-6563.

B. Rypma, V. Prabhakaran, J.E. Desmond, G.H. Glover and
J.D. Gabrieli, Load-dependent roles of frontal brain regions in
the maintenance of working memory, Neuroimage 9 (1999),
216-226.

B. Rypma and M. D’Esposito, Isolating the neural mecha-
nisms of age-related changes in human working memory, Nat
Neurosci 3 (2000), 509-515.

B. Rypma, J.S. Berger, H.M. Genova, D. Rebbechi and M.
D’Esposito, Dissociating age-related changes in cognitive
strategy and neural efficiency using event-related fMRI, Cor-
tex 41 (2005), 582-594.

E. Salmon, M. Van der Linden, F. Collette, G. Delfiore, P.
Maquet, C. Degueldre, A. Luxen and G. Franck, Regional
brain activity during working memory tasks, Brain 119(Pt 5)
(1996), 1617-1625.

T.A. Salthouse, The processing-speed theory of adult age dif-
ferences in cognition, Psychol Rev 103 (1996), 403-428.



[49]

[50]

[51]
[52]

[53]

[54]

T.B. Meier et al. / HAROLD lesion support 199

E.E. Smith, J. Jonides and R.A. Koeppe, Dissociating ver-
bal and spatial working memory using PET, Cereb Cortex 6
(1996), 11-20.

E.E. Smith and J. Jonides, Neuroimaging analyses of human
working memory, Proc Natl Acad Sci U S A 95 (1998), 12061—
12068.

G.A. Smith and N. Brewer, Slowness and age: speed-accuracy
mechanisms, Psychol Aging 10 (1995), 238-247.

S. Sternberg, High-speed scanning in human memory, Science
153 (1966), 652-654.

C.D. Takahashi, L. Der Yeghiaian and S.C. Cramer, Stroke
recovery and its imaging, Neuroimaging Clin N Am 15 (2005),
681-695, xii.

A. Tsuchida and L.K. Fellows, Lesion evidence that two dis-

[55]

[56]

[57]

tinct regions within prefrontal cortex are critical for n-back
performance in humans, J Cogn Neurosci 21 (2009), 2263—
2275.

E. Volle, S. Kinkingnehun, J.B. Pochon, K. Mondon, M.
Thiebaut de Schotten, M. Seassau, H. Duffau, Y. Samson, B.
Dubois and R. Levy, The functional architecture of the left
posterior and lateral prefrontal cortex in humans, Cereb Cortex
18 (2008), 2460-2469.

T.D. Wager and E.E. Smith, Neuroimaging studies of work-
ing memory: a meta-analysis, Cogn Affect Behav Neurosci 3
(2003), 255-274.

W.A. Wickelgren, Speed-Accuracy Tradeoff and Information
Processing Dynamics, Acta Psychologica 41 (1977), 67-85.




<<
  /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


