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Functional interactions between entorhinal cortex and
posterior cingulate cortex at the very early stage of
Alzheimer’s disease using brain perfusion single-photon
emission computed tomography

Kentaro Hirao®, Takashi Ohnishi?, Hiroshi Matsuda®®, Kiyotaka Nemoto®®,
Yoko Hirata?, Fumio Yamashita®, Takashi Asada® and Toshihiko lwamoto®

Objective The cause of the reduced regional cerebral
blood flow (rCBF) in the posterior cingulate cortex in the
early stage of Alzheimer’s disease has not been clarified. In
Alzheimer's disease, the posterior cingulate cortex itself
shows little neuropathologic degeneration, and a hypo-
thesis explaining such a discrepancy is that the functional
impairment in the posterior cingulate cortex reflects
remote effects caused by degeneration in distant but
connected areas, such as the entorhinal cortex. To test the
hypothesis, we investigated the functional connectivity
between the entorhinal cortex and posterior cingulate
cortex.

Methods Sixty-one patients with probable Alzheimer's
disease at a very early stage and 61 age-matched healthy
controls underwent both brain structural magnetic reso-
nance imaging (MRI) and single-photon emission com-
puted tomography (SPECT). Voxel-based morphometry
was performed on MRI data to identify clusters of
significantly reduced grey matter concentration in patients
with Alzheimer’s disease relative to controls, which were
set as volumes of interest (VOIs) for correlation analyses of
SPECT images. We then used adjusted rCBF values in the
VOIs as covariates of interest in statistical parametric
mapping.

Results Voxel-based morphometry demonstrated a signif-
icant reduction in grey matter concentration in the bilateral
entorhinal cortex in Alzheimer’s disease. A positive
correlation between rCBF in the entorhinal cortex as VOI
and that in the limbic and paralimbic systems, including the

Introduction

Alzheimer’s disease is a neurodegenerative disorder
leading to amnesia, cognitive impairment and dementia,
and is associated with pathological neuronal changes
resulting from the accumulation of B-amyloid plaques and
neurofibrillary degeneration (NFD) [1]. Delacourte ez @/
{2] reported that NFD with paired helical filaments tau
was systematically present in varying amounts in the
hippocampal region, not only in the very early stage of
Alzheimer’s disease, but also in non-demented aged
subjects. When NFD was found in other brain areas, it

0143-3636 © 2006 Lippincott Williams & Wilkins

posterior cingulate cortex, anterior cingulate cortex, lingual
gyri and left middle temporal gyrus (P<0.001), was
observed in Alzheimer’s disease. Control subjects also
showed a similar correlation in the limbic and paralimbic
systems, but not in the posterior cingulate cortex.

Conclusion These resulis indicate that rCBF changes

in the posterior cingulate cortex may be closely related

to those in the entorhinal cortex in patients with
Alzheimer’s disease, thereby supporting the ‘remote effect’
hypothesis. Nucl Med Commun 27:151-156 © 2006
Lippincott Williams & Wilkins.
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was always along a stereotypical, sequential, hierarchical
pathway, and the progression was categorized into several
stages according to the brain regions affected. According
to this report, the posterior cingulate cortex i3 not
affected by NFD at the early stage of Alzheimer’s
disease.

Morphological magnetic resonance imaging (MRI) stu-
dies have demonstrated that higher atrophy rates in the
medial temporal regions, such as the entorhinal cortex
and hippocampus, are observed in the very early stage of
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Alzheimer’s disease [3-6]. Moreover, recent advances in
computer-assisted statistical imaging analysis have re-
vealed that subjects with very mild Alzheimer’s disease
typically show abnormal metabolic and regional cerebral
blood flow (tCBF) patterns even at the preclinical stage.
Using glucose metabolism positron emission tomography
(PET) with a voxel-by-voxel statistical analysis, Minoshi-
ma et 2/. [7] reported that the earliest changes observed in
very mild Alzheimer’s disease occur in the posterior
cingulate cortex. This unexpected finding has been
replicated by other groups using both glucose metabolism
measurements with PET and less sophisticated measure-
ment techniques, such as rCBF measurements with
single-photon emission computed tomography (SPECT).
Bradley e a/ [8] reported that reduced perfusion
appeared between the entorhinal and limbic stages
pathologically defined by Braak and Braak [1] in the
posterior cingulate cortex, as well as in the anterior
temporal lobe, subcallosal area and precuneus. Our
previous tCBF SPECT studies demonstrated significantly
decreased rCBF in the posterior cingulate cortex and
precunei bilaterally in patients with mild cognitive
impairment (MCI), proposed by Petersen ez 4/, [9], when
compared with controls at least 2 years before they
satisfled a clinical diagnosis of Alzheimer’s disease
[10,11]. We also reported a diagnostic value of reduced
rCBF in the posterior cingulate cortex to assist in
discriminating between patients with probable Alzhei-
mer’s disease at the very early stage and age-matched
controls before and after partial volume correction
[12]. Furthermore, a PET study demonstrated hypome-
tabolism of the posterior cingulate cortex in young
subjects with a high genetic risk of developing Alzhei-
mer’s disease [13].

The fact that the posterior cingulate cortex itself shows
little degeneration neuropathologically despite the sig-
nificant reduction in its rCBF or glucose metabolism has
been attributed to the possibility that the posterior
cingulate cortex reflects remote effects caused by
degeneration in distant but connected areas, such as
the entorhinal cortex. In a non-human study, Baleydier
and Mauguiere [14] reported that, in the monkey, the
posterior cingulate cortex receives inputs from the
parahippocampal gyrus, especially the entorhinal cortex,
as well as from the subiculum and presubiculum.
Furthermore, Meguro e 4/, [15] reported that lesions of
the entorhinal cortex cause long-lasting, reduced cerebral
glucose metabolism in the parietal, temporal and occipital
associative cortices, posterior cingulate cortex and the
hippocampal regions. Few in-vivo human studies on the
functional connections between the entorhinal cortex and
the rest of the brain, using neuroimaging techniques,
have been published [16], although the association of
atrophy of the medijal temporal lobe with reduced rCBF
in the posterior parietotemporal cortex has been reported

in patients with a clinical and pathological diagnosis of
Alzheimer’s disease [17].

In the present study, using MRI and SPECT, we
examined the issue of whether functional connectivity
exists between the posterior cingulate cortex and
entorhinal cortex in humans, and whether the posterior
cingulate cortex is subject to remote effects caused by
degeneration in distant but connected areas, such as the
entorhinal cortex, in the very early stage of Alzheimer’s
disease.

Materials and methods

We studied retrospectively 61 patients (32 men and 29
women) with MCI who showed progressive cognitive
decline and eventually fulfilled the diagnosis of probable
Alzheimer’s disease according to the National Institute of
Neurological and Communicative Disorders and Stroke
and the Alzheimer’s Disease and Related Disorders
Association (NINCDS-ADRDA) criteria [18] during the
subsequent follow-up period of 2-6 years. They were
recruited from 350 patients complaining of memory
impairment in an Outpatient Memory Clinic at the
National Center Hospital for Mental, Nervous and
Muscular Disorders, National Center of Neurology and
Psychiatry, Tokyo, Japan. They ranged in age from 48 to
87 years with a mean *standard deviation (SD) of
70.6 + 8.4 years. At the first visit, they showed selective
impairment in delayed recall (more than 1.5 SD below
the age-matched normal mean scores) of the word-list
learning test, story recall test or Rey-Osterrieth complex
test on neuropsychologic examination, without an appar-
ent loss in general cognitive, behavioral or functional
status. They corresponded to the MCI criteria and scored
0.5 in the Clinical Dementia Rating [19]. The Mini-
Mental State Examination (MMSE) score [20] ranged
from 24 to 29 (mean, 26.0 + 1.5) at the initial visit.

Sixty-one control subjects (30 men and 31 women; age,
54-86 vyears; mean, 70.2+7.3 vyears) were healthy
volunteers without memory impairment or cognitive
disorders. Specifically, their performance was within
normal limits (<1SD) on both the Wechsler Memory
Scale-Revised and Wechsler Adult Intelligence Scale-
Revised, and their MMSE score ranged from 26 to 30
(mean, 28.7 £ 1.5). They did not differ significantly in
age or education from the Alzheimer’s disease patients.
Spouses of the patients comprised the control subjects
(not only spouses of the present patients but also spouses
of other patients with advanced Alzheimer’s disease).
None of the control subjects manifested cognitive
changes during the follow-up period of more than 2 years.

The local ethics committee approved the study for both
healthy volunteers and patients with Alzheimer’s disease,
all of whom gave informed consent to participate. All
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subjects were right-handed, were screened by question-
naire with regard to their medical history and were
excluded if they had neurological, psychiatric or medical
conditions that could potentially affect the central
nervous system, such as substance abuse or dependence,
atypical headache, head trauma with loss of conscious-
ness, asymptomatic or symptomatic cerebral infarction
detected by T2-weighted MRI, hypertension, chronic
lung disease, kidney disease, chronic hepatic disease,
cancer or diabetes mellitus.

All subjects underwent MRI and brain perfusion SPECT
within 2 months after the first visit. The MRI data of a
gapless series of thin sagittal sections were obtained using
a three-dimensional volumetric acquisition of a T1-
weighted MPRage sequence (1.0T system; Magnetom
Impact Expert; Siemens, Erlangen, Germany; echo time/
repetition time, 4.4 ms/11.4 ms; flip angle, 15°; acquisi-
tion matrix, 256 x 256; one excitation; field of view,
31.5cm; slice thickness, 1.23 mm). For the pretreatment
of voxel-based morphometry (VBM) analysis of the two
groups (patients with Alzheimer’s disease and controls),
image analysis was performed using Statistical Parametric
Mapping 2 (SPM2; Wellcome Department of Cognitive
Neurology, London, UK) running on MATLAB6.1 (Math-
works, Sherborn, Massachusetts, USA). Using SPM?Z2
software, the original MRI images were first segmented
by extraction of only grey matter, and the segmented
images were spatially normalized into the standard space
of Talairach and Tournoux [21]. Normalized images were
then smoothed with a 12 mm full width at half-maximum
isotropic Gaussian kernel to accommodate individual
variability in the sulcal and gyral anatomy. The VBM
analysis between patients with Alzheimer’s disease and
controls was performed by group analysis of SPM2 rto
identify clusters of significantly reduced grey matter
concentration in - patients with Alzheimer’s disease
relative to controls, which were set as volumes of interest
(VOIs) for correlation analyses of SPECT images.

Before the SPECT scan was performed, all subjects had
an intravenous line established. They were injected while
lying supine with their eyes closed in a dimly lit quiet
room. Each subject received an intravenous injection of
600 MBq of technetium-99m ethyl cysteinate dimer
(*™Tc-ECD). Ten minutes after the injection of 2™ Te-
ECD, brain SPECT was performed using three-head
rotating gamma cameras (Multispect3; Siemens Medical
Systems, Inc., Hoffman Estates, [llinois, USA) equipped
with high-resolution fan-beam collimators. For each
camera, projection data were obtained in a 128 x 128
format for 24 angles at 50 s per angle. A Shepp and Logan
Hanning filter was used for SPECT image reconstruction
at 0.7 cycles/cm. Attenuation correction was performed
using Chang’s method. To calculate rCBE the lineariza-
tion algorithm of a curvilinear relationship between the

brain activity and blood flow was applied, as described in
previous reports [22].

Partial volume correction was performed for atrophy
correction in SPECT images using the above-mentioned
three-dimensional volumetric T1-weighted magnetic
resonance images, as described in previous studies
[12,23]. In summary, partial volume correction was
performed by dividing a grey matter SPECT image by a
grey matter magnetic resonance image convoluted with
equivalent spatial resolution to SPECT on a voxel-by-
voxel basis. In the present study, a fully automated
program for the partial volume correction, developed
using C** language, was employed.

The SPECT images after partial volume correction were
analyzed with SPM2. Using a template for **™Tc-ECD,
the SPECT data were transformed into a standard
stereotactic space. The spatial normalization algorithm
of SPM2 was used for linear and non-linear transforma-
tion. A Gaussian filter (12mm full width at half-
maximum) was used to smooth each image. The effect
of global differences in rCBF between scans was removed
by proportional scaling with the threshold at 20% of
whole brain activity. Using MRIcro (http://www.psycho-
logy.nottingham.ac.uk/staff/cr1/mricro.html), we checked
the mask image for statistical analysis and verified that
medial temporal regions, including the parahippocampal
gyrus and hippocampus, were encompassed in the
analysis. The rCBF values of the VOIs identified by
VBM analysis in SPECT images after partial volume
correction were extracted for each subject. The values
were then adjusted using the equation, 100 x (rfCBF of
VOI)/(each global cerebral blood flow), and were treated
as covariates of interest. Intercorrelations between
different brain regions were analyzed using SPMZ to

investigate functional interactions according to Horowitz
et al. {24].

Resuits

The VBM analysis demonstrated significant reductions of
grey matter concentration in the left (-16 -7 15, x y 2;
Z=1746) and right (18 -9 =16, x y 25 Z=17.45)
entorhinal cortex in the very early stage of Alzheimer’s
disease compared with controls (P < 0.001, corrected for
multiple comparisons, Fig. 1). These areas were set as
VOIs (1.4cm® for each hemisphere). We used the
adjusted rCBF wvalues in these entorhinal cortex VOIs as
the covariates of interest for correlation analysis of tCBF
SPECT. Adjusted rCBF values in the entorhinal cortex
VOIs ranged from 42.3 to 142.1% (mean = SD,
83.4+17.6%) and from 67.4 to 112.2% (mean = SD,
88.4 +10.5%) for patients with Alzheimer’s disease and
controls, respectively. Patients with Alzheimer’s disease
did not show a significant reduction in grey matter
concentration in the posterior cingulate cortex compared
with controls, even at a lenient threshold (P < 0.01).
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Correlation analysis (£ < 0.001, corrected for multiple
comparisons) revealed positive correlations between
tCBF values in the entorhinal cortex and those in the
limbic and paralimbic systems, including the posterior
cingulate cortex, anterior cingulate cortex, lingual gyri
and left middle temporal gyri, in Alzheimer’s disease. In
contrast, control subjects showed positive correlations in
the limbic and paralimbic systems, but not in the
posterior cingulate cortex (Table 1, Fig. 2).

Discussion

The VBM analysis demonstrated a significant reduction
in grey matter concentration in the bilateral entorhinal
cortex in the very early stage of Alzheimer’s disease
compared with controls. The entorhinal cortex is a well-
known site in which pathological changes of Alzheimer’s
disease occur, even at a very early stage [25]. This result
corresponds to previous VBM studies [3-6]. Therefore,
we believe that the results of VBM analysis confirm that
the profile of SPECT is suitable for the aim of our study:
the investigation of the functional interaction between

Fig. 1

Orthogonal sections of Statistical Parametric Mapping 2 (SPM2)
results for significant decline of grey matter conceniration in patients
with very early Alzheimer's disease compared with age-matched healthy
volunteers (=16 ~7 15, x y z; Z=7.46; 18 -9 —16, x y z; Z=7.45).
These regions correspond to bilateral Brodmann areas 34 (dorsal
entorhinal cortex). Height threshold, <0.001; corrected for multiple
comparisons.

the rCBF in the entorhinal cortex and posterior cingulate
cortex at the very early stage of Alzheimer’s disease.

The more limited spatial resolution of SPECT scanners in
comparison with PET does not allow an exact measure-
ment of the local radiotracer concentration in brain tissue,
as partial volume effects underestimate the activity in
small structures of the brain. As focal brain atrophy
accentuates the partial volume effect on SPECT
measurements, actual rCBF values could be under-
estimated in the entorhinal cortex in Alzheimer’s disease.
To obtain accurate rCBF correlation between the
entorhinal cortex and other brain areas, rCBF was

Fig. 2

Healthy volunteers

Maximum intensity projections of Statistical Parametric Mapping 2
(SPM2) results for functional connectivities between the entorhinal
cortex and the rest of the brain in healthy volunteers (top) and patients
with Alzheimer's disease (bottom). Height threshold, <0.001;
corrected for multiple comparisons. Local maxima of regions of
correlated regional cerebral blood flow (rCBF) are given in Table 1.

Table 1 Local maxima of brain areas in which regional cerebral blood flow (rCBF) is correlated with that in the entorhinal cortex

Coordinates (mm)

Structure X y z Z-score
Healthy volunteers Left amygdala -18 -7 -15 Infinite
Right amygdala 18 -5 -13 Infinite
Right parahippocampal gyrus (BA35) 24 -26 -14 5.41
Right superior temporal gyrus (BA21) 53 -2 -10 4.81
Left insula -40 10 0 4.8
Left parahippocampal gyrus (BA36) -22 -34 -10 4.5
Alzheimer's disease Left amygdala -18 -7 -15 Infinite
Right amygdala 18 -3 -15 Infinite
Right parahippocampal gyrus (BA38) 22 -36 -13 6.44
Left parahippocampal gyrus (BA36) -26 -34 -13 6.03
Bilateral posterior cingulate cortex (BA23) 0 -63 14 5.66
Right lingual gyrus (BA18) 12 -72 -3 5.62
Bilateral dorsal posterior cingulate cortex (BA31) o] -11 47 5.34
Left lingual gyrus (BA18) -4 -72 -3 5.12
Left anterior cingulate cortex (BA24) -4 37 0 4.85
Left middle temporal gyrus (BA21) -53 -1 ~10 4.81
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corrected for the partial volume effect in the present
study. Although the correction for the partial volume
effect has been reported to decrease the regional
metabolic or rCBF difference between patients with
Alzheimer’s disease and control subjects [26], the
decrease in intersubject variations of adjusted rCBF
values has been reported to increase the statistical
significance [12].

In the present study, correlation analysis showed positive
correlations between rCBF values in the entorhinal cortex
and in the limbic and paralimbic systems, including the
posterior cingulate cortex, anterior cingulate cortex and
lingual gyri, in Alzheimer’s disease. In contrast, control
subjects showed a correlation in the limbic and paralimbic
systems, but not in the posterior cingulate cortex.
Meguro er 2/. {15] reported that lesions of the entorhinal
cortex in non-human primates cause a long-lasting
reduced cerebral glucose metabolism in the hippocam-
pus, the inferior parietal, posterior temporal and posterior
cingulate cortex, and associative occipital cortices.
Insausti e @/ [27] also reported that the entorhinal
cortex has connections to the limbic and paralimbic
systems, including the anterior cingulate cortex and
posterior cingulate cortex, insula in the temporal lobe,
parainsula area in the parietal lobe, dorsolateral frontal
cortex and an orbital region in the frontal lobe in the
monkey. Our results in patients with Alzheimer’s disease
agreed well with these experimental results. With regard to
control subjects, who showed similar correlations in the
limbic and paralimbic systems, but not in the posterior
cingulate cortex, Meguro 7 @/ [15] have demonstrated that
the degree of reduced cerebral glucose metabolism in areas
that have connections with the entorhinal cortex correlates
significantly with the severity of histologically determined
damage in the entorhinal cortex. In Alzheimer’s disease,
the entorhinal cortex may be more markedly damaged than
in controls, as adjusted rCBF values in the entorhinal
cortex VOIs were approximately 6% lower on average in
patients with Alzheimer’s disease than in controls.
Although our correlation analysis showed connections with
the entorhinal cortex more strongly in patients with
Alzheimer’s disease than in controls, this may simply be
due to a smaller range of adjusted rCBF values in the
entorhinal cortex VOIs in controls than in patients with
Alzheimer’s disease. Although Mosconi ez 2/. [16] reported
the loss of entorhinal cortex correlations with cerebral
cortices in glucose metabolism in patients with more
advanced Alzheimer’s disease, the entorhinal cortex
correlation with the posterior cingulate cortex was observed
in patients with Alzheimer’s disease, but not in healthy
control subjects, in a similar manner to the present study.

Conclusion
According to an SPM approach to rtCBF SPECT, we found
enhanced functional connectivity between the entorhinal

cortex and posterior cingulate cortex in Alzheimer’s
disease at the very early stage. The results indicate that
tCBF changes in the posterior cingulate cortex may
positively correlate with those in the entorhinal cortex
through this functional connectivity. Taken together, our
results may support the existence of a ‘remote effect’.
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Table 1 Background factors of LA and control groups

LA group Control group p
n 35 43
Age (year) 774+6.6 77.6+6.4 0.8927
60-85 61-88
Gender (men/women) 12/23 23/20 0.0708
Duration of illness (year) 0.8%0.5 0.8%0.5 1.0000
Risk factors (%)
Hypertension 24 (68.6) 30 (70.0) 0.6415
Diabetes 12 (34.3) 9(20.9) 0.1433
Hyperlipidemia 16 (45.7) 13 (30.2) 0.1207
Activity of daily living (%) 0.0678
Independent 13 (37.1) 27 (62.8) 0.0210*
Dependent, partially 13 (37.1) 11 (25.6) 0.1965
Dependent, totally 9 (25.7) 5(11.6) ©0.0944
*p<0.05 (Student’s t-test, chi-squared test, Kruskal-Wallis test) (m=SD)

LA: leuko-araiosis
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Table 2 Carotid ultrasonographic and platelet aggregability findings

LA group Control group P
n 35 43
Ulrasonographic findings (%)
No lesion 8(22.8) 20 (46.5) 0.0260*
Unilateral lesion 11 (31.4) 14 (32.6) 0.5558
Bilateral lesion 16 (45.7) 9(20.9) 0.0183*
No. of plague :
nodular 15/70 10/36 0.0752
mural 24/70 22/86 0.1564
No. of stenosis ’ ‘ 2/70 1/86 0.4229
Platelet aggregability (%)
Suppressed 3(8.6) 2(4.7) 0.4020
Normal 19 (54.3) 32 (74.4) 0.0527
Increased 13 (37.1) 9 (20.9) 0.0787

*p<0.05 (chi-squared test)
LA: leuko-araiosis
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Table 3 Prognosis of LA and control groups

LA group Control group p
n 35 43
Follow-up period (year) 5.3%2.1 5.7+24 0.4415
0.1-9.1 0.4-10.0
No. of death 12 (34.3) 7(16.3) 0.0575
Annual mortality rate (%) 6.5 2.9 0.0919
Cause of death
Pneumonia 8 4 0.0912
Recurrent stroke 3 1 0.2340
Myocardial infarction 1 1 0.6993
Lung cancer 0 1 0.5513
Cases with antiplatelét therapy 10 (28.6) 10 (23.3) 0.3907
No. of death (%) 8(22.9) 3(7.0) 0.0466*
among cases with increased
aggregability at registration
*p<0.05 (Student’s t-test, chi-squared test, Cox proportional hazard model) (m=*SD)

LA: leuko-araiosis

Table 4 Comparison of prognosis: In the LA group with and without increased platelet aggregability

LA group Control group P
n 13 22
Age (year) 79.2+4.5 76.5+7.3 0.2382
Gender (men/women) 2/11 10/12 0.0722
Duration of illness (year) 0.8+0.4 0.8£0.5 1.0000
Follow-up period (year) 44+2.4 5.8%1.7 0.0518
No. of death 8 4 0.0127%
Annual mortality rate (%) 14.1 3.1 0.0058*
Cause of death
Pneumonia 5(38.4) 3(13.8) 0.1027
Recurrent stroke 3(23.1) 0 0.0437*
Myocardial infarction 0 (0) 1(4.6) 0.6286
*p <0.05 (Student’s t-test, chi-squared test, Cox proportional hazard model) (m=+SD)

LA: leuko-araiosis
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Figure 1 Kaplan-Meier survival curves of four groups classified by the presence of LA and

increased platelet aggregability.
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Platelet Function in Stroke Patients with Severe Leuko-araiosis and Its Implication
Toshihiko Iwamoto, Toshiki Nakai, Akihiro Kimura, and Kentaro Hirao

Department of Geriatric Medicine, Tokyo Medical University Hospital, Tokyo, Japan

Key words: cerebral infarction, white matter, leuko-araiosis, platelet function, prognosis

Purpose: Although the etiology of leuko-araiosis has been studied especially in association with hypertension, the
implication of platelet function in white matter ischemia remains uncertain. This study was conducted to clarify the link
between platelet function and leuko-araiosis (LA). Methods: Thirty-five stroke patients with severe leuko-araiosis (LA
group) were compared with 43 patients with lacunar stroke without LA on platelet aggregability and carotid ultrasonog-
raphy, followed by evaluating their outcomes. Platelet aggregability, measured by using an aggregometer and ADP at
four different concentrations as an agonist, was classified into three grades: suppressed, normal, and increased. On a
basis of carotid ultrasonographic findings, plaques or stenosis were defined as carotid lesions. Results: Average age of
the LA group was 77.4 years. There was no significant difference between the groups in background factors except for
ADL status. Frequencies of increased platelet aggregability and bilateral carotid lesion were both significantly higher in
. the LA group. The average follow-up period in the LA group was 5.3 years, with 12 deaths from aspiration pneumonia
(8 patients), relapse of stroke (3 patients), and myocardial infarction (1 patient). Annual mortality rate of the LA group
with increased platelet aggregability (14.1%) was significantly higher than the one without increased platelet aggregability
(3.1%), showing log-rank statistic 6.002 (Df = 1, p = 0.0143). Conclusion: Poor prognosis in the LA group with
increased platelet aggregability suggests that the exacerbation of cerebral ischemia may have resulted in cerebral
infarction or more severe white-matter ischemia, which was likely to induce disability in swallowing. Therefore, it seems
that platelet function test helps to determine prognosis of stroke patients with severe LA.

(J Jpn Coll Angiol, 20053, 45: 995-1001)
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