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IFundamental Understanding of Higher-order Brain Dysfunction Required for
Psychiatric Practice

Mamoru Hasmimoro", Manabu IKkgpa?

1) Department of Neuropsychiatry, Faculty of Life Sciences, Kumamoto University
2) Department of Psychiatry, Course of Integrated Medicine, Graduate School of Medicine, Osaka Universily

Higher-order brain dysfunction (HBD) is an administrative term which describes a clinical
condition characterized by neurocognitive disorders including memory disturbance, attention
deficit, executive function disorder, and social behavior disorder to an extent that interferes
with one’s daily life after traumatic brain injury or stroke. Patients with HBD are considercd to
suffer more disadvantages than those with physical disability because it often damages per-
sonal relationships at school or in the workplace. However, the department that mainly pro-
vides medical care for patients with HBD has not been clarifeid. Many HBD patients often
develop depression due to adjustment disorder and some present with such severe agitation
and impulsiveness that they need to hospitalized on a psychiatric ward. For HBD patients, psy-
chiatric care can offer a diversity of intervention programs such as day-care services provided
by occupational therapists and cognitive behavioral therapy for aggression provided by clinical
psychologists. In addition, psychiatric care receives preferential remuneration for medical ser-
vices in order to care for HBD patients over a long period. For these reasons, the authors
believe that psychiatrists are the best suited to manage patients with HBD.

<Authors’ abstract >

<Keywords : higher-order brain dysfunction, psychiatrist, social behavior disorder,
diffuse axonal injury >
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Face-specific memory deficits and
changes in eye scanning patterns
among patients with amnestic mild
cognitive impairment

Toshikazu Kawagoe ", Masateru Matsushita?, Mamoru Hashimoto?, Manabu Ikeda®® &
Kaoru Sekiyama®*®

Amnestic mild cognitive impairment (aMCl) is a prodromal stage of Alzheimer’s disease (AD). Previous
studies have shown functional and structural degradation of the fusiform face area, which is a core
region for face processing, in addition to medial temporal lobe degradation. We predicted that patients
with aMCl exhibit a loss of face processing and/or face memory, accompanied by abnormal eye
scanning patterns, since patients who have deficits in face perception (i.e. prosopagnosia) exhibit such
tendencies. Eighteen patients with aMCl and age-matched healthy controls were tested for perception
and short-term memory of visually presented faces and houses while their gaze was recorded. Patients
with aMCl showed a decline in memory, compared with control observers, for faces, but not for houses.
Patients looked more at the mouth of faces, compared with control observers. We demonstrate here
the loss of short-term face memory in aMCl with abnormal scanning patterns that might reflect the
cerebral abnormality found in patients with aMCl.

Individuals with amnestic mild cognitive impairment (aMCI) show cognitive impairment, especially in mem-
ory, beyond that expected for their age'~". It is often assumed that aMCI is a transitional state between healthy
cognitive aging and dementia, particularly in Alzheimer’s disease (AD). Previous studies suggest that individuals
with aMCI progress to AD at a rate of 10-15% per year ™. As there is a high possibility of progression to AD,
understanding the characteristics of aMCI is important. In aMCI, the impairment does not affect activities of
daily living, so patients tend not to complain about it. However, they show substantial cognitive impairment
on evaluation, for example in episodic memory’, executive function’, and visuospatial ability”. Patients at this
stage, especially those who are progressing to AD, often go through neurodegenerative changes and/or functional
neurological changes’~'’. There is a substantial loss of grey matter in the medial temporal lobe” of these patients,
which may have a negative effect on their memory abilities''~'". Whitwell, et al."” investigated the progression of
cerebral atrophy during the period in between aMCI and AD, by examining the grey matter loss in aMCI three
years before the diagnosis of AD. The atrophy was mostly restricted to medial temporal regions including some
other anatomical regions such as the amygdala and the fusiform gyrus.

The fusiform gyrus is a part of the occipitotemporal visual extrastriate cortex, which is known for its contri-
bution to face processing'*'*. This specific region for face processing is called the fusiform face area (FFA). If this
area is vulnerable to pathological changes in MCI as Whitwell, et al.'” suggested, it is reasonable to expect that
the face processing system would be impaired in patients with aMCI. Indeed, based on this assumption, Lim, et
al.'® found that patients with aMCI showed deficits in face discrimination using morphed face images in which
spatial configuration and colour features had been artificially changed. Patients with aMCI performed slower and
less accurately on a simultaneous same-different judgment task than controls. In addition to the degenerative
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structural change in the fusiform gyrus, a change in functional brain activity also explained the behavioural dif-
ference between normal controls and patients with aMCI™""". For face recognition tasks, Bokde, ef al.”” reported
that the functional connectivity of the FFA to other regions during the face matching task was completely dif-
ferent in aMCI participants compared to age-matched healthy controls, even though task performance and the
amount of activation were at the same level. The authors suggested that part of this difference could be due to
dysfunction (e.g. decreased connectivity in the visual cortex) and compensation (e.g. increased connectivity in
the parietal lobe).

However, the impairment of face recognition in MCI is controversial. Nguyen, ef al.'" attempted to show
that patients with MCI had worse memory for unfamiliar faces than healthy controls. They used a set of natural
face stimuli to demonstrate such deterioration. They suggested that a face memory test, such as the Wechsler
Memory Scale-ITT (WMS) face test, might differentiate aMCI from normal aging and AD, although their results
did not reach the statistical significance. Further, Seelye, et al."” investigated the sensitivity of the WMS face test
for patients with aMCI and found no significant difference between the scores of normal controls and those of
patients with aMCI, even though patients with mild AD had significantly worse scores than the aMCI and healthy
control groups.

To the best of our knowledge, studies related to face memory in patients such as those with aMCI investigated
either face-name associations or facial expression recognition’>"""'. The former would be affected by the general
impairment of memory binding in short-term memory observed in patients with AD"***. Although without
statistical significance, three studies'"-'>'” have provided valuable information about face processing and face
memory in aMCI. However, impairments in visual short-term memory might also have the potential to be an
early diagnostic marker of AD'. There are no studies emphasizing the specificity of the impairment with regard
to face processing. Moreover, no study ever focused on ‘purer’ short-term memory in aMCI. Nguyen, et al."’
and Seelye, et al.”” studied face memory in aMCI, but used a protocol in which participants watch and encode
24 different faces in a single block that tended to cause confusion and resulted in, for example, intrusion errors.
Such encoding method might be linked to the distracter and trigger the intrusion, intra-list errors™’. We aimed to
demonstrate here that there is specific degradation of ‘purer’ short-term memory for faces in patients with aMCI
using tasks with one-by-one encoding and response. Would the face short-term memory be a sensitive index as
a diagnostic marker of aMCI?

In this study, we also used eye-tracking measurements to investigate differences in eye scanning patterns dur-
ing the tasks. Eye movements are determined by the structure and content of the stimulus as well as by top-down
task requirements. Faces are viewed in a typical pattern which is characterized by a focus on the internal facial
features, primarily the eyes, but also the nose and the mouth”*~*", although there are substantial individual dif-
ferences among healthy adults’>*. An association between gaze patterns and face processing has been indicated
in face recognition tasks’"” and other visual cognitive tasks™"'. While this association is controversial -, we
hypothesized that if patients with aMCI showed a decline in short-term face memory performance, it would be
accompanied by a change in eye scanning behaviour. This hypothetical association would be similar to patients
with prosopagnosia who show degraded performance in face processing tasks”>"'. Although the sample sizes were
limited due to the participants characteristics, these patients had eye scanning abnormalities characterized by a
focus on less informative regions of the face (i.e. the mouth).

To summarize, we intended to demonstrate the behavioural and gaze differences between patients with aMCI
and age-matched healthy controls (HC). Based on earlier behavioural, structural, and neurofunctional studies,
short-term face memory and other cognitive process could be used as diagnostic markers for aMCI""'. Further,
we intended to demonstrate a possible relationship between degraded performance in patients with aMCI and
their scanning behaviour of faces.

Material and Methods

Participants. A total of 36 participants, 18 in each of two groups, aMCI and HC, were tested in this study.
The aMCI participants were recruited at the Memory Clinic of Kumamoto University Hospital (Kumamoto,
Japan). The diagnostic criteria laid out by the National Institute for Aging-Alzheimer Association’ were applied
in this study, which included: (1) Neuropsychological tests and psychological assessments including the Mini-
Mental State Examination (MMSE)"", the Wechsler Memory Scale-Revised logical memory (WMS-LM), and the
Geriatric Depression Scale (GDS), (2) assessments of activities of daily living, using the Instrumental Activities
of Daily Living (IADL) scale and the Physical Self-Maintenance Scale (PSMS)"’; (3) structural neuroimaging with
magnetic resonance imaging (MRI) or computed tomography (CT), functional neuroimaging with single photon
emission computed tomography (SPECT); and (4) routine laboratory tests including a complete blood count and
metabolic panel, as well as estimation of serum B12, folate, thyroid-stimulating hormone levels, and rapid plasma
regain tests. Patients were excluded if they showed evidence of the following: a serious stroke or cortical infarction
during either neurological examination or brain imaging, extensive subcortical vascular disease, a space-occu-
pying lesion, or a history of alcohol/substance abuse, major neurological (e.g. traumatic brain injury, normal
pressure hydrocephalus) disorders or psychiatric (e.g. schizophrenia, bipolar disorder) illness. The HC group was
recruited from elderly people residing in the community through the local club for the aged and through personal
connections of its members. None of the participants in the HC group had a diagnosis of neurological or psychi-
atric illness, underwent current treatment with neuroleptics and orthopaedic medications, or had severe visual
and hearing impairments. They were tested on the MMSE, WMS-LM, and GDS. They had MMSE scores above or
equal to 25 and WMS-LM scores within 1.5 standard deviations of the Japanese normative data for their age™".
All participants were right-handed except for one in the HC group.
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The experiment was undertaken with the understanding and written informed consent of each participant.
The study protocol conformed to the Declaration of Helsinki, and was approved by the Kumamoto University
Research Ethical Committee.

Stimuli and task. The face stimuli were neutral faces of young Japanese people (university students), with
an equal number of male and female faces. Each face image was derived from a photograph, in full-frontal view,
cropped along the face contour, and resized to 560 (height) x 480 (width) pixels. The regions of each eye, nose,
and mouth were roughly aligned between images. The images of houses were gathered from the internet and
resized to 460 (height) x 365 (width) pixels. Each stimulus was converted to greyscale to prevent judgements
based on colour saliency.

We prepared four tasks that tested face perception, house perception, face memory, and house memory. The
two perception conditions were performed to assess perceptual abnormalities for faces and objects. In the per-
ception condition, two images (faces or houses) were aligned in a horizontal row and shown simultaneously in
the middle of the display after a fixation dot was presented. Participants were asked to respond whether these
two stimuli were the same or different by pressing one of two buttons using their left and right index fingers. Two
memory tasks were performed for measuring short-term memory for faces and objects. In the memory condition,
a study stimulus was presented for 3000 ms following a fixation dot. After the offset, a white blank was presented,
with a jitter period between 3000 to 5000 ms. Then a test stimulus pair, similar to the stimuli in the perception
task, was presented. Participants were asked to respond whether either (left or right) or neither test stimulus was
the same as the study stimulus by pressing one of three buttons. The button for ‘neither’ was pressed with their
right thumb. The perception and memory conditions had 14 and 15 trials, respectively. All participants went
through the two perception conditions before the two memory conditions. The stimulus category order within
each condition was counterbalanced. Each image was presented at most twice for a participant throughout the
whole test. The same image did not reappear within the same condition, except in the memory condition (i.e.
study stimulus and test stimulus for correct response).

The fixation dot was presented either above or below the stimuli to avoid starting-location biases for face
processing”". The fixation dot was continuously presented until the participant fixated on it, as confirmed by an
experimenter who was monitoring his/her fixation. Participants were orally instructed prior to the task, and were
subsequently asked to explain to the experimenter what they needed to do. After confirming that they understood
the task, all participants went through practice trials. The stimuli were presented until a response was obtained to
avoid putting the participants under pressure. Each experimental task was carried out once the participant went
through seven practice trials without making a mistake.

Eye movement recordings and apparatus. Eye movement data were recorded using the Tobii TX300
(sampling rate was set at 120 Hz; Tobii Technology AB, Sweden) and processed with Tobii Studio (ver. 3.2.1) and
MATLAB (R2014a; the Mathworks Inc., Natick, MA). The software was run on a PC with Microsoft Windows 7.
Stimuli were presented on a 1920 x 1080 wide screen monitor (96 dpi, 23 in.) equipped with the Tobii eye tracking
system. The screen was viewed from a distance of approximately 57 cm under free viewing conditions; the face
images were presented at a visual angle of just under 15° x 12°, the distance between eye and mouth was approx-
imately 7° in height and house images were displayed in 12° x 9° rectangle shapes. A nine-point-calibration was
performed prior to the test to calculate the exact eye position for each participant.

The Tobii Studio software can visualize eye movement data with the gaze superimposed on the stimulus and
export raw eye movement data in numerical values that can be processed with MATLAB. To define fixations, we
adapted the Tobii Studio I-VT filter. This filter classifies eye movements based on the velocity of the directional
shift of the eye. Parameters relating to this filter were set by default and provide accurate fixation classification
for common eye tracking data collections. In short, the velocity calculator estimated the eyes” angular velocity
for each data point by dividing the angular difference between the preceding and subsequent data point by the
time interval between them. The calculator window length was set to 20 ms by default. Then, the I-VT fixation
classifier, which had threshold functions driven by arguments from the velocity calculator, classified data points
with an angular velocity below the threshold value (30 degrees/second as a default) as “fixation” and data points
above as “saccade”. For more details, with references, about this filter, please refer to the Tobii Studio user manual

(http ).

).COt

Analyses. Behavioural performance was measured as the proportion of correct responses (PC) and reaction
time (RT). Firstly, to verify that the task was performed appropriately, we ran a binomial test to exclude partici-
pants who had performance levels equal to chance (thresholds: 0.64 for two-alternative forced-choice and 0.5 for
three-alternative forced-choice). However, none of our participants was excluded by applying this criterion. Some
of the participants with aMCI asked to know which button corresponded to the answer, during an ongoing trial.
We performed a Smirnov-Grubbs test on RTS, to exclude such extended trials from all analyses. The test excluded
only 2.3% and 2.0% (aMCI and the HC group), and 2.6% and 1.9% (aMCI and the HC group) of the trials from
the perception conditions and memory conditions, respectively.

Participants who asked about the relationship between the buttons and the answer more than twice during the
whole experiment, or who did not understand the relationship at all, were excluded from the RT analyses. Three
participants with aMCI were excluded by these criteria, although they were encouraged to answer orally during
the session. Following this procedure, the data from 15 participants with aMCI and 18 with HC was entered into
the RT analyses.

Eye movement data were calculated for three Areas of Interest (AOI) that were defined by rectangles of equal
size corresponding to the eye, nose, and mouth regions. Two indices for eye movement data were recorded:
fixation duration and the number of fixations. Fixation duration represented the total time of fixation for each
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aMCI participants HC participants
N (N of men) 18(8) 18 (5)
Age 77.61 (5.32) 74.05 (16.66)
Education 12.44 (2.33) 13.00 (1.97)
MMSE 24.22 (3.90) * 28.11 (1.64)
WMS-LM 1 2.50(2.03) * 9.22(3.70)
WMS-LM 1T 1.00 (1.88) * 766 (4.02)
GDS 3.56 (2.09) 2.35(2.02)

Table 1. Characteristics of the participants. Note: Data (except for N) are shown as mean (standard deviation).
Asterisks on aMCI data indicate significant differences as compared with HC data (*p < 0.01). aMCI, amnestic
mild cognitive impairment; HC, healthy controls, N, number of individuals; MMSE, mini-mental state
examination; WMS-LM, Wechsler memory scale logical memory test (I: immediate recall, II: delayed recall);
GDS, Geriatric Depression Scale.
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Figure 1. Behavioural performance (reaction time and proportion of correct responses) for each group,
shown as the mean across participants. Note that the three-way interaction (group X condition x stimulus)
was significant for the proportion of correct responses (PC; upper row) and the two-way interaction

(group x stimulus) was significant for reaction time (RT; lower row). Error bars show standard deviation and

asterisks indicate significant simple effect in three-way interaction (***p < 0.001).

AOL It measured the sum of the duration (ms) for all fixations within each AOI for all test stimuli throughout
the experiment. The fixation duration was summed for the two faces in the perception condition. The number
of fixations, literally, represented the sum of the number of fixations in each AOI for all test stimuli throughout
the experiment. We analysed the proportion of fixation counts for each AOI (number of fixations in each AOI/
total number of fixations). The duration for each fixation was calculated as the fixation duration, divided by the
number of fixations. This measure provided an index that would not be affected by the RT of the participants.
Participants whose eye movements could not be captured were excluded from the eye data analyses, while their
RT and accuracy data were used. Two and five participants were excluded in the HC and aMCI group, respec-
tively. The excessive lack of eye movement data was presumably due to the use of corrective lenses such as lined
bi- or tri-focal glasses, to excessive blinking during the test, or to frequent dropping of eyelids due to biological
aging. For all statistical tests, the significance level o was set at 0.05. For post-hoc multiple comparisons after
ANOVA, Ryan’s method was used.

Results
The characteristics of the participants are shown in Table I. There were no significant differences between the two
groups in the scores as tested by Student’s t-tests (p < 0.01), except for the MMSE, WMS-LM I, and WMS-LM IL.
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Figure 2. (a) lllustration of each area of interest (AOI) on an averaged face image. (b) Eye fixation duration
for each AOL. Fixation duration per fixation (upper row) and Total fixation duration (lower row) are visualized
separately for each condition. Error bars show standard deviation and asterisks indicate the simple main effect
of group in two-way interaction (**p < 0.005).

Behavioural data. For the behavioural data, we analysed PC and RT for each condition, shown in Fig. 1. We
conducted a three-way ANOVA (group: aMCI or HC, condition: perception or memory, stimuli: face or house),
because we aimed to clarify the specific deterioration of face-memory performance in patients with aMCI, which
could be demonstrated through a three-way interaction.

Proportion of correct responses. We observed a significant three-way interaction between group, condition
and stimulus (F(1,34) = 9.46, p < 0.001, 772,,: 0.22). Post-hoc tests indicated that the simple interaction of
group X condition for face stimuli was significant (F(1,68) = 15.82, p < 0.001, nzp =0.19). This was mediated by
the significant simple effect of condition in the aMCI group for face stimuli (F(1,68) = 34.09, p < 0.001, 7/, = 0.33)
indicating a lower PC for face memory than for face perception. On the contrary, the simple effect of condition in
the HC group for face stimuli was not significant (F(1,68) =0.05, p=0.831, 7%, < 0.001). These results for accu-
racy clearly show the specificity of face memory impairments in patients with aMCI. In addition, the three-way
interaction remained significant when participants who were excluded following eye movement analyses were
removed (F(1,24=4.68, p=0.041, 77,=0.16).

Reaction time. 'The same three-way ANOVA tests were conducted for RT data. This analysis showed that the
three-way interaction was not significant (F(1,31) < 0.01, p =0.995), however, a two-way interaction between
group and stimulus was significant (F(1,31) = 5.26, p=0.028, 1%, = 0.15). This significant interaction was medi-
ated by the delayed response for face stimuli in the aMCI (F(1,62) = 12.70, p < 0.001, 7%, =0.17), compared with
the HC group. These performance patterns were not caused by a speed-accuracy trade-off because there was no
positive correlation between RT and PC for each data set. The analysis of RT indicated deterioration of face pro-
cessing in the aMCI group. Eliminating the participants who were excluded following the eye movement analyses
did change the results. Neither the interaction nor the main effect was statistically significant (ps > 0.05).

General eye movement data. We did not focus on house stimuli for eye movement data analyses, because
the spatial components were not aligned between stimuli. For analyses of eye tracking data for faces, three indices
(number of fixations, total fixation duration, and duration per fixation) were considered for each AOI (eyes, nose
and mouth; Fig. 22). First, we showed the duration per fixation because this index is independent from partici-
pants’ RT. Then, we show the number of fixations for each AOI, which was calculated as a proportion of the total
fixation across all AOIs, and total fixation duration, which would be affected by RT.

Duration per fixation. 'We calculated the duration per fixation (Fig. 2b, upper row). A two-way (group x AOI)
ANOVA for each condition showed a significant interaction between group and AOI in the perception
(F(2,50) =4.849, p=0.011, 7, = 0.162) and memory-test (F(2,46) = 3.810, p=0.029, 7%, =0.142), but not in
the memory-study condition. These interactions were mediated by longer fixations to the eyes and nose rel-
ative to the mouth for perception and memory-test conditions in only the HC group (The significant simple
main effects of AOT in the HC group were as follows: for perception, F(2,50) = 7.132, p =0.002, 77, = 0.221; for
memory-test, F(2,46) =9.016, p < 0.001, 7%, = 0.281). The significant AOI differences in the HC group were
as follows: for perception, eyes > mouth, p =0.012; nose > mouth, p < 0.001; for memory-test, eyes >mouth,
P <0.001; nose > mouth, p=0.001). In the memory-study condition, a significant main effect of AOT was con-
firmed (F(2,46) = 4.075, p=0.023, 77, = 0.150); both groups made longer fixations to the eyes as compared (o the
nose (p =0.026) and the mouth (p =0.011).

|7: 14344 | DOI:10.1038/541598-017-14585-5

0 1440



Perception Memory - study Memory - test

Proportion of
fixation (%) | eye nose mouth eye nose mouth eye nose mouth
MCI 458 324 21.6 50.5 30.9 18.5 35.6 39.3 24.9*
HC 46.2 40.1 13.7 56.3 31.3 12.3 39.2 49.2 11.4

—

Table 2. Proportion of number of fixations for each area of interest in total number of fixations. Note: Asterisks
indicate the data which was significantly greater than the counterpart by residual analyses (*p < 0.01). MCI,
mild cognitive impairment; HC, healthy controls.

1st fix. " 2nd fix. " 3rd fix.

HC

Figure 3. Landing points of the three initial fixations during the study phase in the memory condition were
superimposed on an averaged face image. In each of the first (left panels), second (middle panels), and third
fixation (right panels) plots, a single dot represents one fixation by one participant in one trial.

Number of fixations. 'The number of fixations data for each AOI as percent to the whole screen was analysed
(Table 2). For each condition, we tested independence using chi-squared tests. Only in the memory-test condition
was a significant relationship between group and AOI found (x?=6.17, p=0.022, Cramer’s V=0.18). Residual
analyses for each condition indicated a fixation shift toward the mouth in the aMCI compared with the HC group.

Total Fixation duration. Fixation duration was analysed (Fig. 2b, lower row). Two-way (group x AOI) ANOVAs
were conducted for each condition separately because we assumed fixation behaviour between these conditions to
be qualitatively different. These analyses did not reveal any significant interactions in any condition. A main effect
of group was confirmed only in the memory-test condition (F(1,27) =9.15, p = 0.005, 77, = 0.25). However, this
was caused by the longer RT in MCI participants, verified by a correlation analysis (= 0.485, p=0.012). Analyses
revealed a significant main effect of AOI in every condition (perception: F(2,54) =7.80, p = 0.001, 7%, =0.22;
memory-study: F(2,54) = 20.03, p <0.001, 77°, = 0.43; memory-test: F(2,54) = 3.46, p=0.038, 72, = 0.11).
Post-hoc Ryan’s tests revealed that the fixation duration in each AOI was significantly different (perception: longer
fixation on eyes (p < 0.001) and nose (p = 0.016) than mouth; memory-study: longer fixation on eyes and nose
(ps < 0.001) than mouth and on nose than mouth (p=0.021); memory-test: longer fixation on nose than mouth
(p=0.011)).

Initial eye movement data. Inaddition to these results, we conducted a time-course analysis for eye move-
ment data for the memory condition. A previous study suggested that optimal face encoding is achieved with
the initial two fixations during the study phase, and that performance does not improve with additional fixa-
tions”. Based on these findings, we aimed to demonstrate the difference in initial ‘important’ fixations between
the groups during the study phase. In line with Hsiao and Cortell’s report™ and due to the nature of the tasks (i.e.,
a comparison between simultaneously displayed stimuli), we did not consider differences in initial fixations in the
perception condition and the test phase in the memory condition.

Since our participants were older adults, we extended the range from the first to the third fixation, taking
slower general reaction speed into account. Therefore, the first, second, and third fixations from the stimulus
onset of the study phase in the memory condition were analysed for each AOI (Fig. 2). Fixation duration was
calculated and analysed using a two-way ANOVA (group: aMCI or HC; order: first, second, third). The anal-
ysis only showed a main effect of order (F(2,54) =20.41, p < 0.001, 7%, = 0.435), which was brought about by a
shorter first fixation compared to the second (p < 0.001) and third (p < 0.001), replicating the results of Hsiao
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Proportion | 1st fix 2nd fix 3rd fix

of fixation

(%) eye nose mouth eye nose mouth eye nose mouth
MCI 50.3 36.4 13.2 57.1 31.5 114 55.1 25.4 19.4%*
HC 49.2 41.1 9.7 62.8 329 4.2 71.4% 22.9 5.6

Table 3. Proportion of the number of initial three fixations for each area of interest during the study phase of
the memory condition. Note: Asterisks indicate the data which is significantly larger than the counterparts by
residual analyses (*p < 0.05, **p < 0.01). MCI, mild cognitive impairment; HC, healthy controls.

and Cottrell”. The landing location depicted in Table 2 and Fig. 3, was analysed with a chi-square test in a 2
(group) x 3 (AOI) design. There was no statistical difference between the groups for the first and second fixation
for each AOI (ps > 0.05). However, for the third fixation, landing points were significantly differently between the
groups (x*=10.38, p=0.002, Cramer’s V=0.23); the aMCI group fixated more often on the mouth (p <0.001)
and less often on the eyes (p < 0.001) than the HC group.

Discussion

The present study aimed to demonstrate face-specific short-term memory impairments in participants with
aMCI. As we expected, behavioural results showed face-specific impairments in the aMCI group especially for
performance indexed by PC. A three-way interaction showed that the participants in the aMCI group had lower
PC for face as compared to house stimuli, and in the memory as compared to the perception condition. RT data
was partly in accordance with that of PC and indicated the aMCI group’s impairment in processing face stimuli.
The face-specific deficit became more evident in PC when memory load was added to the task. The removal of
subjects excluded due to excessive eye movement did not appear to affect this result. The hypothesis of this pres-
ent study was based on negative structural changes of the lateral fusiform area including the FFA", and its altered
functional connections to other important areas for face processing'* in patients with aMCI. Further, Jonas, et al.”
recently demonstrated the causal role of the anterior fusiform gyrus in face recognition via brain stimulation
techniques. Also, we used natural human faces, instead of morphed face images'*, and our stimuli have thus real
inter-individual differences. The observed group differences for natural faces could strengthen the hypothesis
regarding face-related ability loss in patients with aMCIL.

An important result of this study relates to the differences between the groups with respect to the numbers
of fixations in each AOL The aMCI group showed a greater number of fixations in the region of the mouth com-
pared to the HC group in the memory-test condition. This was also true for the memory-study condition, as in
the results of the time-course analyses. When memorizing a face, people focus their gaze onto the region of the
eyes or that between the eyes and the nose’””". Studies have shown that this is the best way to produce an optimal
performance, as this is the most informative area of the face’”"’, supported by the finding that the eyes, but not the
mouth, can be a clue for face recognition’. Hsiao and Cottrell” have demonstrated in young participants that this
eye-attention pattern emerges from the second fixation onward. We replicated their results in healthy older adults
at the third fixation, but found a different pattern in the aMCI group, in which this did not emerge. A clue as to
why the aMCI group showed such a fixation pattern can be obtained from reports about a patient with acquired
prosopagnosia, who exhibited a stronger fixation bias towards the mouth™. This patient, with a pure form of
prosopagnosia, relied on the lower part of the face, particularly information from the mouth, in the encoding
phase of face recognition tasks, presumably due to an impairment in holistic processing. Participants with aMCI
might avoid fixating on the eye region, which is important for holistic processing’, due to impaired holistic pro-
cessing abilities caused by structural and/or functional changes in the focal region (i.e. FFA). Future work may
examine this prediction using inverted faces to determine if the group differences obtained in the current study
are due to abnormalities in holistic processing™. Another possibility is that our participants were not able to use
the strategy to focus on the most informative region when they memorized the face stimuli presented. Although
we did not precisely define the cause of the shift of fixations to the mouth area, the difference between the groups
indicates that participants with aMCI scanned face images in a less optimal way than those in the HC group.

The index of total fixation duration was not closely coupled with the difference in performance, maybe because
of the large variability in duration. This index might not be sensitive enough to detect the difference in scanning
behaviour between the two groups. However, duration per fixation analyses indicated a shorter duration per fixa-
tion on the mouth in the HC relative to the aMCI group, during the perception condition and in the test phase in
the memory condition. This result suggests that fixation on the mouth is not so important when comparing the
stimulus presented with one in memory in HC.

The present study verified that participants with aMCI have impaired face memory and altered eye scanning
patterns for faces. These findings give some direction to clinical applications, for example regarding the usefulness
of short-term face memory tasks as a screening tool. A prior study that used the face test in WMS III failed to
show a statistically significant difference between participants with MCI and HC'"”". However, our study supports
the possibility that short-term face memory tasks allow discrimination between patients with aMCI and healthy
older adults. To increase the explanatory power of the present study, we might have to assess a ‘purer’ kind of
short-term face memory. In clinical situations, monitoring the patients’ eye behaviour during a task might aid the
assessment. To the best of our knowledge, this is the first study to elucidate face-specific memory impairments in
older adults with aMCI by using natural faces and an eye tracking technique. Lastly, we do recognize that there
are some limitations in this study. We used the same images for the “same” and “old” judgement in the current
tests. This may be an issue, especially in the perceptual condition, because it may enable participants to use an
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image matching, rather than facial recognition strategy. However, the the three-way interaction on PC might be
independent to this issue. Also, we did not investigate the association between behaviour and the structural or
functional state of patients’ brains in this study. Future studies might avoid this shortcoming and reveal the asso-
ciation between deficits in face memory and scanning patterns.
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INTRODUCTION

Abstract

Background: Driving cessation is a likely consequence of progressive
dementia. Patients and families can benefit from support through this transi-
tion, both to safeguard the patient and public and to help preserve healthy
social activity of the patient.

Methods: To provide appropriate supportive information, we developed a
35-page manual (‘Supporting family caregivers of older drivers with demen-
tia’) available as a free download from our department website. We then
informed municipal governments of its availability, tracked website access
metrics, and followed up 7 months later with a postal survey to the heads
of each municipal government’s department of welfare for older citizens.
Results: From February to September 2010, the manual was accessed
33 494 times. Of the 1750 municipalities sent surveys, we received 1067
responses (61%). The responses showed that 943 professionals (94.6%)
were able to obtain information they needed from the manual, 247 (23%)
had used the manual to help residents during the 7 months, and 89% of
those who used the manual used it to provide relevant advice to family
caregivers. The responses also showed that significantly more use occurred
in towns and villages as opposed to cities, consistent with the limited public
transportation options in smaller municipalities (P = 0.002).

Conclusions: We anticipate that use of this manual will raise general aware-
ness of this social health issue and facilitate collaborations to provide more
social support for those with dementia and their family members.

breadth of outings, health issues such as depression,
barriers to normal daily living, and altered financial

The progression of dementia has significant effects
on cognitive functions, including memory, visual and
spatial cognition, and recognition, causing increasing
difficulty with safe driving for older dementia
patients.’

Many older people rely on driving a personal auto-
mobile for transportation to a wide range of activities
of daily living. Therefore, driving cessation due to
dementia can prevent older people from maintaining
healthy social activity. Previous studies examining
how older drivers are affected by a requirement to
cease driving have demonstrated a decreased sense
of independence and ability to access various munic-
ipal services, narrowed frequency and geographical
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status.?® Because the requirement to cease driving
affects older drivers in so many ways, surrounding
family members are also likely to be significantly
affected,* especially if driving is a crucial means of
transportation for both patient and family in everyday
life. Strong resistance to the decision may be
encountered, and family caregivers in particular
struggle with playing a pivotal role in asking their
loved ones to stop driving.>®

The number of drivers in Japan over 65 years of
age reached 11 million in 2007 and is still increas-
ing.” Article 103 of the revised Road Traffic Act,
which was passed by the Japanese government in

© 2017 Japanese Psychogeriatric Society
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2002, specified dementia as a reason for driving
licence revocation,® and driving cessation has
become a grave social issue in Japan. To tackle this
issue, providing appropriate information to support
family caregivers was urgently required. However, there
were no manuals or handbooks in Japanese on this
topic for family caregivers and no established means to
disseminate such work.

In response to this, we created and made available
on the Internet a downloadable support manual. We
then conducted a study exploring its impact and
investigating its use among municipal governments
having a practical role in supporting persons with
dementia and their families.

METHODS

The creation of a manual for family caregivers
First, based on our previous study showing the limited
extent of knowledge on dementia among the general
public in Japan,® we included a chapter explaining
dementia. Second, based on our previous study indi-
cating that only 36.4% of drivers 65 years or older
knew about the Road Traffic Act for older drivers with
dementia,'® we described laws and regulations about
dementia and driving. Third, to ensure the well-being
and safety of older patients with dementia, the manual
stressed that driving cessation must be balanced
with ways that individuals and families can continue
to pursue their everyday lives without reliance upon
driving. Our previous study suggested that both
mobility and the qualitative aspect of driving as a
motivating factor require attention,'’ so we also
included advice on how family caregivers can find

Table 1 Outline of the downloadable manual'?

alternative transportation and alternative activities for
their family members after driving cessation. Fourth,
for user friendliness, we placed 10 case studies at the
beginning of the manual.

Consequently, we created a 35-page downloada-
ble manual entitled ‘Supporting family caregivers of
older drivers with dementia’© (Table 1)."2

Dissemination and access

For wide use, we made the manual available as a
PDF file that could be downloaded at no cost from
the homepage of the authors’ department web-
site, starting 8 February 2010. We targeted care-
professionals who might be in a position to assist
family caregivers with this issue. We also informed all
municipal governments of the creation of the down-
loadable manual within a month of the manual’s
release and started to count the number of times the
manual was accessed.

Nationwide survey

A postal survey of all municipal governments in
Japan (n = 1750 as of 1 October 2010) was con-
ducted to determine how the downloadable informa-
tion was used. The head of each municipal
government department of welfare for older citizens
was asked to answer the following questions in a
self-administered questionnaire: (i) ‘Were you able to
obtain the information that you needed from our
downloadable manual?’; (i) ‘Have you actually had
an opportunity to use our downloadable manual for
residents in your municipality within the last
7 months?’; and (iii) ‘If the answer to (i) is ‘yes’, in
what ways have you used the downloadable

Chapter 1. Ten case studies:

lllustrating for readers possible measures that could ease the family caregiver difficulties that often accompany the cessation of driving by

a family member
Chapter 2. Understanding dementia:

Describing dementia using lay terms so that the general public can understand what dementia is, as well as differences among different

types of dementia
Chapter 3. Dementia and driving:

Addressing some dangerous driving behaviours that can be caused by dementia and describing differences in driving behaviours among

different types of dementia
Chapter 4. Laws for older drivers with dementia:
Stating Japan’s Road Traffic Act for older drivers with dementia
Chapter 5. People’s attitudes towards driving:

Explaining perceptions about driving based on the results of our previous survey

Chapter 6. When a driver develops dementia:

Clarifying what family caregivers should do if a loved one develops dementia, including tips for finding and assisting transportation

alternatives

© 2017 Japanese Psychogeriatric Society

263

0 1500



Y. Arai et al.

Table 2 Ways in which the responding professionals used the
downloadable manual (n = 247, multiple answers)

How the manual was used n %

We used the manual when giving 219 88.7
relevant advice during family caregiver
visits for consultation

We shared the manual information with 26 10.5
our residents via newsletters

We provided a link to the manual on our 3 1.2
web page

We printed and distributed the manual 12 4.9

to our facilities for older residents

manual?’, with sentences provided for possible
multiple answers (Table 2).

To explore the use of this downloadable manual
among these municipalities, we divided them into
two groups based on our previous study:’ cities
(population > 30 000) and towns and villages (popu-
lation < 30 000). ¥° tests were conducted to compare
how these two types of municipalities used the man-
ual. All statistical tests were conducted by using R-
Version 3.2.3 (R Foundation for Statistical Comput-
ing, Vienna, Austria).

RESULTS

Views of downloadable manual

The maximum number of daily hits reached 1700 and
cumulative access was 33 494 times over 7 months
from February to September 2010.

Results of the nationwide survey

First, of the 1750 municipal governments surveyed,
1067 heads of each department of welfare for older
citizens responded (response rate: 61%). Of the

respondents, 943 (94.6%) were able to obtain infor-
mation that they needed from the manual. No statisti-
cal differences were observed between towns and
villages and cities (Table 3).

Second, 247 respondents (23%) had an opportu-
nity to use our downloadable manual for residents in
each municipality within the first 7 months after it
was uploaded to our website. The proportion of pro-
fessionals who had an opportunity to use the manual
in towns and villages was significantly higher than
that in cities (Table 3).

Third, nearly 90% of those who used the manual
stated that they had used it to provide relevant
advice when family caregivers visited their municipal
offices for a consultation (Table 2).

DISCUSSION

It has been stated that ‘[s]ocial health involves making
a dynamic balance between opportunities and limita-
tions, affected by external conditions’."® For a person
with dementia whose capacity to drive has been
deteriorating, the following two ostensibly contradic-
tory issues must be balanced: maintaining his/her
independence, autonomy and social connectedness
vs. maximizing his/her personal safety and public
safety.! Our manual was intended to serve as a prac-
tical support tool to reduce family caregivers’ and
patient burden and help them to identify alternative
means of transport and activities after driving cessa-
tion. The manual was disseminated first via the Inter-
net to professionals at municipal governments and
then for outreach to non-Intemet users. We have
advanced the above-described concept illustrated in
Figure 1.

Table 3 Usage of our downloadable manual in all municipal governments in Japan (1 = 1750): comparisons of towns and villages (popula-

tion < 30 000) with cities (population > 30 000)

Cities
Towns and villages (population
Total (population <30 000) >30 000)

Questions n' n % n % e P-value*
Were you able to obtain the information that you needed 997 470 527

from our downloadable manual?

Yes 943 94.6 440 93.6 503 95.4 1.622 0.203

No 54 5.4 30 6.4 24 4.6
Have you actually had an opportunity to use our 1006 472 534

downloadable manual within the last 7 months?

Yes 247 24.6 137 29.0 110 20.6 9.603 0.002

No 759 754 335 71.0 424 79.4

T y? test was performed to examine the difference between towns and villages and cities. *Missing data were excluded.

264

© 2017 Japanese Psychogeriatric Society

0 1510



Support manual for family caregivers

As of 2010, among older women in Japan who
were likely to be family caregivers, the proportion of
Internet users was reported to be 30.0%.'* Conse-
quently, our dissemination method had the indirect
aspect of professionals (at municipal governments) to
whom information was given directly acting as ‘go-
betweens’ or ‘bridges’ to caregivers without internet
access. By September 2015, the manual had been
accessed 123 467 times,'® and the URL for the man-
ual was subsequently published in a textbook
endorsed by Japan’s Ministry of Health, Labour and
Welfare for training general practitioners.

Interestingly, as can been seen in Table 3, the pro-
portion of professionals who had an opportunity to
use the manual in towns and villages (popula-
tion < 30 000) was significantly higher than that in
cities (population > 30 000). Our previous study
showed that driving cession would pose more seri-
ous issues in municipalities with smaller populations
where public transportation tended to be scarce.’
Indeed, our downloadable manual appears to have
been more widely used where more significant needs
in relation to driving cessation likely exist.

The limitations of our study are as follows. First, we
did not ask for the demographic details of each profes-
sional with respect to their time constraints and prefer-
ences, which precluded more in-depth analysis of the
profile of professionals who actually used our manual.
Second, because we made the downloading procedure
of the manual extremely simple so as to maximize use,

NN S L (T;amily caregivers
< |

I‘;f:\:i';’:::n 1. [Professionals
(the authors of Internet | Municipal /
the downloadable § "V |Governments /
manual e
: i i\,_“,_.,-j/ Support
e -.\ ///
N N

Disseminating information

Figure 1 An indirect information dissemination method targeting
family caregivers: a case study.

This indirect dissemination method allows us to reach out to those
caregivers who do not have access to the Internet. In this approach,
the information providers disseminate information directly to profes-
sionals using the Internet.

These professionals can then act as a ‘go-between’ or a ‘bridge’
between caregivers and the information providers. These profes-
sional people can therefore provide information or support to care-
givers without involving the Internet.

© 2017 Japanese Psychogeriatric Society

we were not able to obtain detailed information on who
downloaded the manual (e.g. family caregivers or non-
family caregivers).

Despite these limitations, our approach addressed a
timely issue with some success, addressing the ‘unmet’
needs of caregivers of dementia and professionals
by providing knowledge and maximizing availability
through both direct and indirect dissemination.

Conclusion

We anticipate that use of our downloadable manual
will raise awareness of this social health issue among
the general public and facilitate collaborations among
families, clinicians, municipalities, and related organi-
zations to provide more social support for those with
dementia and their family members. We believe this
approach could be applicable to other health and
mental conditions and in other countries.
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