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Developmental Changes of N400 Event Related Potential of a Semantic Category Decision
Task and Modality Specific Findings in Patients with Developmental Dyslexia

Shingo Oana, MD, Masumi Inagaki, MD, Seiko Suzuki, MD, Reiko Horimoto MD and Makiko Kaga, MD
Department of Developmental Disorders, National Institute of Mental Health,
National Center of Neurology and Psychiatry (NCNP), Kodaira, Tokyo (50, M1, 8S, RH, MK) ;
Department of Pediatrics, School of Medicine, Tokyo Medical University, Tokyo (SO)

We investigated modality-specific changes in N400 event related potential using a semantic category decision task in 38 control subjects
and 8 patients with developmental dyslexia. In control children under 10 years old, auditory N40O showed a negative deflection over the
fronto-centro-parietal areas with substantial amplitude. Control children over 10 years old showed a similar pattern of N400 waves in a visual
and an auditory-visual modality, suggesting that the visual modality becomes dominant in the late teens. Dyslexic children showed more
errors on a visual than auditory modality task with poorer N40O waves for visual stimuli. However, peak latencies of N400 in an auditory-
visual modality were almost the same for auditory stimuli in control children. Differences in the N400 pattern in children might reflect the
fragility and reversibility of the semantic processes through stimulus modalities.

No To Hattatsu 2006,38 :431-8
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Chapter 34

Multimodal evoked potentials in patients with pediatric
leukodystrophy

Masumi Inagaki®*, Yoshimi Kaga?®, Makiko Kaga® and Kenji Nihei®

*National Institute of Mental Health, National Center of Neurology and Psychiatry (NCNP),
1-7-3 Kohnodai, Ichikawa, Chiba 272-0827 (Japan)
®National Center for Child Health and Development, 2-10-1 Okura, Tokyo 157-8535 (Japan)

1. Introduction

Leukodystrophies comprise a group of inherited white
matter degenerating disorders characterized by
demyelination and/or dysmyelination in the central
and/or peripheral nervous systems. In almost all early
onset disease phenotypes, symptom progression is
fairly rapid and death usually occurs within a few
years. Recent studies have revealed their etiologies
through genetics and metabology, and the pathophys-
iological findings through pathology, radiology, and
neurophysiology. In short, X-linked adrenoleukodys-
trophy has two distinct neurological phenotypes:
adrenomyeloneuropathy (AMN), a non-inflammatory
axonopathy found mostly in adults, and an intensely
inflammatory cerebral myelinopathy found mostly in
children. A great number of mutations in the defective
gene (ATP-binding cassette, subfamily D, member 1;
ABCDI) has been identified (Kemp et al., 2001;

*Correspondence to: Masumi Inagaki, M.D., Division of
Diagnostic Research, Department of Developmental
Disorders, National Institute of Mental Health, National
Center of Neurology and Psychiatry (NCNP), 1-7-3
Kohnodai, Ichikawa 272-0827, Japan.

Tel: +81-47-375-4742, ext. 1321; Fax: +81-47-371-2900;
E-mail: inagaki@ncnp-k.go.jp

Moser et al., 2004), but there is no obvious correlation
between the phenotypes of adrenoleukodystrophy
(ALD) patients and their genotypes (Takano et al.,
1999). In the 1980s, some families with Pelizaeus—
Merzbacher disease (PMD) were reported as having a
point mutation of the proteolipid protein (PLP) gene,
which results in PLP deficiency. Metachromatic
leukodystrophy (MLD) is caused by arylsulfatase A
(ASA) deficiency in early life, and the ASA gene was
found to be localized to the chromosome 22q13 area.
Krabbe disease (globoid cell leukodystrophy (GLD))
1s a progressive disorder of the central and peripheral
nervous system transmitted through autosomal-recessive
inheritance and caused by deficient activity of
B-galactocyl ceramidase, the gene localized to the
chromosome 14q31 area. However, in most of these
diseases, the mechanisms and serial physiological
changes during development of the pathological
lesion, especially in the same patients, have not yet
been established.

During recent years, several non-invasive proce-
dures for the evaluation of different afferent pathways
from the peripheral nerves to the cerebral cortex, such
as somatosensory evoked potentials (SEPs), auditory
brainstem responses (ABRs), and visual evoked
responses (VEPs), have been widely applied for the
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detection of clinical or subclinical lesions in diseases
of the nervous system. De Meirleir et al. (1988)
reported that multimodal evoked potentials (EPs) are
useful for establishing the diagnosis of degeneration in
the central nervous system in leukodystrophy. However,
specific serial EP profiles of different leukodystro-
phies at each stage have not yet been established.
Although clinical and neuroradiological examinations
are obviously significant, the diagnosis and determi-
nation of the stage are important to both exclude other
treatable diseases, and assess the prognosis of each
patient. In addition, recent studies have shown effective
intervention by means of bone marrow transplantation
(BMT) or hemopoietic stem cell transplantation (HSCT)
in ALD, MLD, and GLD, and gene therapy with
several mutant mice (Krivit et al., 1999; Maria et al.,
2003; Peters et al., 2003). Serial EP findings will be
helpful to evaluate the effect of transplantation or
future gene therapy. In this study, we present the char-
acteristic electrophysiological findings and their serial
progress in patients with 5 different leukodystrophies.

2. Methods
2.1. Patients

Twenty-four children, diagnosed with leukodystrophy,
were selected for a serial study of multimodal EPs.
They comprised 8§ patients with ALD, 5 with PMD, 4
with Alexander’s disease (ALX), 4 with MLD, and 3
with GLD. Their clinical profiles are listed in Table 1.

The average onset age was 8.6 years old (range,
6~11 years old). The chief complaints at onset were
visual abnormality in 5 and gait disturbance in 2. One
boy showed behavioral abnormalities such as attention-
deficit disorder. The previous and developmental histo-
ries before onset were both normal. Three patients had
a family history; a sister of patient no. 1 was a carrier,
and the mother and grandmother of patient no. 4 had
AMN. The elder brother of patient no. 7 also had ALD
symptoms and their mother was determined to be an
ALD carrier. The diagnosis of ALD was confirmed by
a lack of response to ACTH, the presence of very long
chain fatty acids (VLCFA) (C26) in urine and fibro-
blasts, and abnormal findings of white matter on cranial

CT and/or MRL Demyelination in the occipital subcor-
tical area occurred in 7 patients, whereas patient no. 8
was a non-typical type ALD case whose central
nervous system (CNS) lesion started from the frontal
subcortical white matter. No treatment was effective (3
underwent glyceryltrioleate oil (GTO) dietary therapy,
3 underwent VLCFA elimination therapy, and 2 received
v-globulin). All showed progressive deterioration such
as a bedridden state in 1, the need for mechanical
ventilation in 2, and death in one for whom the cause
was respiratory disturbance at 16 years of age.

Four patients with the connatal form had typical
clinical features consisting of nystagmus and delayed
development appearing in the first few months of life,
while one patient with the classical form (no. 5)
showed psychomotor retardation at the age of around
one year. The results of a cranial MRI study on 2
patients (no. 3 and no. 4) suggested dysmyelination in
the white matter of both the cerebrum and cerebellum
at 4 and 7 months of age, respectively. The diagnosis
of PMD was established from the clinical findings and
the results of a typical neuroradiological study. One
patient (no. 4) had a mutation of the PLP gene, identi-
cal to the jimpy™? mouse mutation (Yamamoto et al.,
1998). Two patients were bedridden during the obser-
vation periods and one patient (no. 4) died suddenly
at 8 months of age, an autopsy study (Komaki et al.,
1999) revealing diffuse scant myelination in the cere-
bral white matter but preserved peripheral nerve
myelin.

In ALX patients, the head circumference increased
and motor developmental delay was observed during
early childhood. Cranial CT or MRI demonstrated a
low density area or high signal intensity lesions on T2-
weighted imaging in the cerebral white matter.
Disease progression was slower in 3 patients (no. I,
no. 3, and no. 4), however, patient no. 2 died of convul-
sion and pneumonia at 10 years of age. No autopsy
was performed.

The MLD patients consisted of 3 males and one
female. The mean age at onset was one year in 2
with the infantile type, 4 years in one with the late
infantile type, and 6 years in one with the juvenile
type. Developmental milestones were almost normal
before onset. The chief complaints at onset were
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developmental deterioration in 2 patients, seizure in 2,
and gait disturbance in one. Patient no. 1 had a dead
sister with MLD. The diagnosis of MLD was
confirmed by the absence of ASA activity in lympho-
cytes or fibroblasts, and delayed motor nerve conduc-
tion velocity (NCV) of the peripheral nerves. CT
showed a low density area in the white matter and
diffuse atrophy in the cortex. Patient no. 4 underwent
amniotic tissue transplantation and granulocyte trans-
fusion, but they had little effect. All patients finally
became bedridden.

The 3 GLD patients were noticed to have develop-
mental deterioration from three months to 11 months
of age. Their previous history was normal before
onset. Patient no. 1 had a dead brother with GLD. All
patients exhibited increased CSF protein, decreased
NCV of the peripheral nerves, diffuse low density
areas on cranial CT, and P -galactocerebrosidase defi-
ciency in fibroblasts or lymphocytes. Two patients
(no. 1 and no. 3) were treated with dietary dimethyl
sulfoxide and the irritability in 1 patient was slightly
decreased. The deterioration was rapid and two
patients needed mechanical ventilation.

2.2. Procedures

EPs were recorded on silver—silver chloride disk elec-
trodes and amplified. They were summated with
MEB-7202, MEM-4104, and MEB-4208 (Nihon
Kohden Co., Ltd., Japan), and obtained during sleep
stage I or I, during natural sleep or sleep induced by
the oral administration of trichlor ethylphosphate.
Individual runs were repeated more than twice to
establish the reproducibility of record potentials. The
electrode impedance was maintained lower than 5 kQ.

Auditory brainstem response (ABR): The method
for obtaining ABR was reported previously (Kaga
etal., 1982). The latency of waves I, III, and V, the I-V
interval, and the V/I amplitude ratio were measured to
evaluate the brainstem auditory pathways.

Flash visual evoked potential (f-VEP): The methods
used to record the f-VEP were reported elsewhere
(Yamanouchi et al., 1993). The latency of the major
positive peak (wave IV; P100) and its amplitude were
measured.

255

Somatosensory evoked potential (SEP)/short latency
SEP (SSEP): Parameter settings have been described
in a previous article (Ozawa et al., 1998). The laten-
cies of the negative peak at Erb’s point (N9), the nega-
tive peak of the response record over the cervical
spine (N13), the negative peak of the scalp SEP (N20),
and the N13-N20 interval were measured. SEPs were
obtained in response to stimulation of the contralateral
median nerve at the wrist. SEPs were recorded so that
relative negativity at the recording electrodes resulted
in an upgoing waveform. The latencies of the first
negative peak (N20) were measured.

Multimodal EP findings were evaluated from
5 months to 10 years after onset in ALD patients,
1 month to 3 years in PMD patients, 2 months to
15 years in ALX patients, 3 months to 10 years in MLLD
patients, and 2 months to 14 years in GLD patients
(Table 1). Different investigators evaluated them blindly.
Informed consent was obtained from all parents or
guardians before electrophysiological examinations.

3. Results
3.1. ALD

Serial changes of the ABR waveform in patient no. 5
are illustrated in Fig. 1A. At one year from onset, the
latencies and amplitudes of waves I, III, and V were
normal, however, the I-V interpeak latencies became
increasingly prolonged and the amplitudes of all waves
decreased gradually. At 2-3 years from onset, most
ALD patients exhibited an abnormal ABR with
prolonged I-V interpeak latencies (Fig. 2) and a
decreased V/I amplitudes ratio (0.87 + 0.76). At 2-4
years from onset, the later components of ABR became
prolonged and disappeared in three patients (no. 2, no. 3,
and no. 4); however, the latencies of waves I and II were
within the normal limits for a relatively long time.

In the early stages, prolonged I'V latencies of {-VEP
were observed within one year from onset in 3
patients (no. 1, no. 5, and no. 7). There was fluctuation
of the wave IV latency in patient no. 5 for several years
(Fig. 3A). In the advanced stage (after 3 years from
onset), wave IV of f-VEP disappeared in no. 2, no. 4,
and no. 5.-On the other hand, although SEP and SSEP
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Serial ABR waveforms in leukodystrophy. In ALD patient no. 5, the latencies and amplitudes of all waves were normal

at 1 year from onset, however, the I-V interpeak latencies gradually became prolonged and the amplitudes of all waves were

small, and finally, at 3 years and 1 month from onset, wave V was absent (A). It was most characteristic in ABR that only wave I

was recorded, a few weeks after onset in PMD patient no. 3 (B). The wave I latency in that patient was prolonged in the

advanced stage (at 3 years and 4 months from onset). Prolonged I-V interpeak latency and an absent wave III were already

observed in MLD patient no. 2 at 3 months from onset (C), and all waves became absent at 34 years from onset. Wave V disap-

peared at 8 months from onset and a distorted waveform pattern with a severely delayed wave I (peak latency of 2.4-2.6 ms)
was observed at the age of 5 years in GLD patient no. 1 (D).

were only evaluated in 2 patients, all the peripheral
responses were found to be normal (N9 = 9.81 £
0.56 ms, N13=11.81 +£0.79 ms). However, one patient
(no. 4) showed an almost total absence of cortical
responses at 5 years and 8 months from onset (Fig. 4A),
and another (no. 7) showed delayed latency of N20
(27.4 ms) at 7 months from onset. Table 2 is a
summary of the serial EP findings in ALD with each
modality.

3.2. PMD
The ABR findings in PMD were most characteristic a

few weeks after onset. Only the wave I pattern, two
peaks of waves I and II, or the broad wave I pattern

were observed in all 5 patients. In patient no. 3, the
latency of wave I was decreased in the early stage and
wave II was evident in the late infantile period. Wave I
latency was prolonged in the advanced stage (at 3.3 years
from onset) (Fig. 1B). A delayed wave IV of {-VEP
was observed a month after onset, and these latencies
gradually prolonged and the amplitudes decreased
(Fig. 3B). In the advanced stage, patient no. 3 showed
absent waves in f-VEP. The peripheral components
of SSEP were within normal limits, however, cortical
components such as wave N20 had already disappeared
one month after onset (Fig. 4B). The late components
of ABR and cortical components of SEP/SSEP were
absent at onset and were observed earlier than {-VEP
abnormalities (Table 2).
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Fig. 2. Serial changes of ABR wave latencies in all ALD patients. Most patients had prolonged wave III and V latencies or an
absent wave V in the advanced stage; however, in the early stage, all waves were almost within normal limits. Dotted lines indicate
the range of £ 1 SD of the average value. A —Pt.1, A —Pt2, ® —Pt.3, O - Pt4, B - Pt.5, (] - Pt.6, ® - Pt.7, C — Pt.8.

3.3. ALX

Patients no. 1 and no. 4 with ALX showed normal ABR
even in the advanced stage. There was slight prolonga-
tion of I-V latency in patient no. 3 at 2 months from
onset (I-V interpeak latency = 5.05 ms (i.e. + 2.9 SD)).
In patient no. 2, later components of ABR were not
observed following hypoxic episodes. Almost normal
f-VEP findings were observed during the observation
periods in 3 out of 4 patients. The peripheral compo-
nents of SSEP were within normal limits, however, the
cortical N20 latency was already prolonged at 2 months
from onset (N20 = 20.95 ms; i.e. + 8.8 SD) (see Fig. 4C
and Table 2).

3.4. MLD
All patients had abnormal ABR findings. In 2 patients

with the late infantile type, prolonged I-V interpeak
latency and the absence of wave III were already

observed at 3 months from onset, and wave V disap-
peared at 1-2 years from onset (Fig. 1C). In the
advanced stage, all ABR waves were absent (Table 2).
One patient with the late infantile type or juvenile type
(no. 3), whose onset was delayed until 4 years of age,
showed abnormal ABR with increased I-V latencies
and decreased V/I amplitude ratio at 3 years from onset.
On the other hand, a patient with the definite juvenile
type had all ABR waves bilaterally at 17 years old.
Three patients (no. 1, no. 2, no. 3) had abnormal f-VEP
with prolonged latency of wave IV at 1.5 years from
onset, the amplitude of which decreased gradually
thereafter (Fig. 3C). Two patients (no. 2 and no. 4)
examined had delayed N9 and N13 latencies (ms) of
SSEP (N9 = 15.6 £ 3.3, N13 = 22.53 £ 1.9) with
prolonged N20 latencies (N20 = 29.33 #+ 5.3).
However, even in the advanced stage, these waves were
present (Fig. 4D). Peripheral and central somatosensory
components were also abnormally delayed in both the
late infantile and juvenile types of MLD.
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Fig. 3. Serial f-VEP findings in leukodystrophy. The wave IV (P100) latency of f-VEP was already prolonged at 10 months

from onset in one ALD patient (no. 5), and wave IV could not be recorded at three years from onset (A). Prolonged {-VEP was

recorded 1 month after onset, and wave IV decreased and finally disappeared at 3 years from onset in a PMD patient (B). In

MLD patients, a prolonged wave IV was observed in the early stage. These findings became worse and there was no response
at 4 and 10-12 years from onset in patient no. 2 (C).

3.5. GLD

In patient no. 1, prolonged I-V latency of ABR was
observed at 2 months from onset, and the wave V
amplitude was decreased at 8 months from onset
(Fig. 1D). In all patients with GLD, the later compo-
nents of ABR, such as waves III and V, disappeared
after 1-3 years from onset. However, wave I of ABR
was preserved in all patients for a relatively long
time (4-13 years of age). These waveforms were
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disorganized and broad with severely prolonged peak
latencies (2—2.8 ms). After 1 year and 7 months from
onset, a prolonged IV wave of f-VEP was observed,
which disappeared after 5 years (Table 2). Peripheral
components (N9 and N13) of SSEP could not be
elicited at 1.3 years in patient no. 3, at 4.8 years in
patient no. 2, or 12.5 years from onset in patient no. 1.
There was a defective cortical N20 component in all
patients. In GLD patients, almost all ABR, f-VEP, and
SEP/SSEP findings were abnormal in the initial stage,
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Cc

Fig. 4. Somatosensory evoked potentials (SEPs) in leukodystrophy. One patient (ALD no. 4) had normal peripheral nerve find-

ings (N9 and N13), but the cortical wave (N20) was absent at 5 years and 8 months from onset (A). In PMD (no. 3), peripheral

components (N9 and N13) were also positive; however, the cortical component (N20) was almost completely absent at one

month after onset (B). On the other hand, the cortical component (N20) was evident but prolonged in ALX patient no. 3 at

2 months from onset (C). Both peripheral and cortical components (negativity of 33 ms peak latency) of SSEP were prolonged
at 10 years and 10 months from onset in MLD patient no. 4 (D).

these changes being observed earlier than in MLD
patients.

4. Discussion

In this study, multimodal EPs were serially evaluated in
each patient in five different leukodystrophy groups.
Most ALD patients initially exhibited visual and
somatosensory evoked potential abnormalities, followed
by prolonged I-V interpeak latencies of ABR. It has
been suggested that degeneration of the brainstem in

ALD occurs in the rostral to caudal direction based on
the results of a comparative study on brainstem EPs and
histology (Kaga et al., 1980). Other investigators also
claimed that ABR in ALD is normal or subnormal in
the early stage and I-V interpeak latencies increased in
the advanced disease (Ochs et al., 1979; Markand et al.,
1982; Tobimatsu et al., 1985). Our finding of ABR dete-
rioration in each ALD case, i.e. delayed and decreased
waves III and V in the advanced stage, coincides with
serial observations in a typical patient as well as other
studies (Kaga et al., 1980; De Meirleir et al., 1988),
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although conduction of the auditory nerve seemed to
be preserved even in the final stage in our patients.

All 5 PMD patients exhibited a loss of later ABR
~ waves, consistent with the previous studies (Ochs et al.,
1979; Markand et al., 1982; Nezu, 1995). In addition,
there were slight waveform and latency changes of ABR
wave I in patient no. 3 for 3 years from onset. The
outer hair cell function in the cochlea of PMD patients
was found to be normal in an otoacoustic emission study
(Kon et al., 2000). The preservation of peripheral nerve
myelin was confirmed histologically in another patient
(no. 4) of 8 months of age (Komaki et al., 1999). The
fluctuation of ABR wave I in the infantile period might
therefore reflect the coexistence of myelinating and
demyelinating processes at the type 1 cochlear nerve
level in this disorder. With flash VEP, a severely
prolonged wave IV or P100 was recorded in the early
stage and gradually disappeared thereafter in one patient,
confirming previous reports suggesting VEP deterio-
ration in PMD (Markand et al., 1982; De Meirleir
et al., 1988; Hayashi et al., 1990). Moreover, the
absence of cortical SEP and delayed VEP in the same
patient suggests that central conduction in connatal
type PMD varies with each modality despite diffuse
dysmyelination, whereas EPs in PMD have been reported
as relatively stable over the pediatric age range (Taylor,
1993).

Although there have been few reports on EPs find-
ings in ALX, 3 patients aged 6, 12, and 13 years,
respectively, had normal f~-VEP with absent cortical
responses of SSEP (De Meirleir et al., 1988; Ichiyama
etal., 1993). In an infantile case of Arend et al. (1991),
VEP was of normal latency but reduced amplitude.
The present 3 patients also showed almost normal
VEP findings. ALX patients could therefore have
normal ABR and VEP findings even in the advanced
stage. On the other hand, the N20 component of SSEP
was observed in the youngest patient (no. 3), although
the latency was delayed. Therefore, neuron myelina-
tion from the thalamus to the sensory cortex might be
preserved in the early stage and damaged thereafter in
this type of leukodystrophy.

Several investigators have described marked abnor-
malities of EPs in MLD and GLD patients (Brown
et al., 1981; Markand et al., 1982; Darras et al., 1986;
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De Meirleir et al., 1988; Yamanouchi et al., 1993).
However, there have been few reports on repeat
recordings of multimodal EPs in the same patients.
Takakura et al. (1985) described the deterioration of
EPs over 2 months in a 2 years 3 months-old girl with
the late infantile form of MLD, which consisted of
decreased f-VEP, a severely prolonged I-V interval of
ABR, and delayed peak latencies of SSEP. Zafeiriou
etal. (1999) also noticed that ABR wave V disappeared
more than 1.5 years after onset and VEP could not be
recorded at 2 years from onset in one patient with
the same type of MLD. In our patients with the late
infantile form of MLD, the auditory and then visual
evoked response seemed to disappear 2—4 years from
the onset. Autopsy studies on the late infantile form
of MLD (Takashima et al., 1981) revealed that myelin
sheath loss was apparent in the entire central nervous
system including the brainstem and cranial nerves.
D’Hooge et al. (1999) described a parallel relationship
between the decline of the ABR waveform and the
decrease of spiral ganglion cells in ASA-deficient
mice. ABR change in the late infantile form of MLD,
in which all waves finally vanish, might therefore
be produced through both cochlear and brainstem
pathology. On the other hand, ABR wave I in our GLD
patients was present even in the advanced stage. Other
investigators also noted that ABR wave I could be
recorded during the infantile period in Krabbe
disease (Darras et al., 1986; De Meirleir et al., 1988;
Zafeiriou et al., 1997). Kurokawa et al. (1987) reported
ABR changes in a girl with the late infantile form
of Krabbe disease from the normal configuration to
prolonged interpeak latencies in one month. It is sug-
gested that the rapid deterioration of EPs, especially
of ABR, in GLD is caused by disease progression
in a rostro-caudal direction in the central nervous
system; however, the VIII cranial nerve and cochlear
function would be preserved. In conclusion, the
order of combined EP changes in pediatric leukodys-
trophy might differ with the disease type and reflect
underlying pathological alterations. These electro-
physiological findings might be useful in determin-
ing the effectiveness of the intervention such as
BMT or gene therapy for individual patients at each
disease stage.
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BEHNFLNZ LPBR IR TS, 22T
SEbhvbiut, BEEA XY b 4 (Autism sp-
ectrum disorder, ASD) D FHIHELIZ DWW TR -
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R EBLENEPEIRE Lz, KETIEZ
O—EERET S,
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FEREME P300D K L3 4F i 8 #E¥: D ASD i
144, T, MIBICIZBEERHER (FIQ 669,
VIQ 67415, PIQ 76+6, WISC-II) #2 L7, #
HEP30013 ASD 108 CEI9FEHR.0 1.3, ¥
NTHER) #3858 L, MEgRE L FIQ70HNm S 4
% A6 N7z (104 O FIQ 73.8+£20.0, VIQ 724+
24.1, PIQ 80.7£15.3). FEEF DM DSM-
NVicEDwiz, 4k, FERBEETCIIHRENEE

T i s DR /NR13FI (10.042.45%) & XHIC,

MERE TIIERE/NRL04 (91X13%K, 25K
44) el Lz, 2REMZT, REAE
eHALLZS AT, KA UNRTERAAD ZUHE
&) »oRRER/TUTOREEETL .

1. EEEM N —JLRE

Obr—v/3—2 bEF (TB) HEENRIBE
JEWE & 1 kHz, FEARRYMIECE BB % 700Hz &
L, OQ—F®HEBT (VS) HEIENEE
le], FEEMRIEE S [a] & L7 TBHEEANY
Fhv &k, VSEAE— =25 Z2hZThETT
TOZFENT0AB SPLIC B LS ICERL. B
Al & [E U7 TREARIEEZ20%, JEAEATHIE
280%DIEERT S ¥ & LZER L, ARSI
T5F - LRILEGIRETITbE .

EFR10-208k12#D< Fz, Cz, Pz, 0zD 4 »Fr
CMEMRZ B X, WHZ0EA e BEEmR S L2
WAL 2. £ U CHEBAMARET100msce & D #%
1,000msec £ TAIOMIME L 7=, &k, KFIEHEOD
Fefllds KOVl SR 2 B CIRERGES) & €
==L, 100,V EDT —F7 75 b #5
B b NT=GT & EEMNE L SR L 72,
Z 7 4 )L 4 —130.05Hz » 650Hz (Z8% & L 7z, il
BER100msec B2 & FIERE £ T & X HE
&L, B ER#E250msec 2> 5600msec £ TIZH
B3 25 MTE S 2 HERIC P300& LTHETE L,
THRTERE & HRmE 2 BSERE R ZEHR L 7=,
P300& O RHOBRMER, &b b5HRAH TH

VAV A

5612,

MR R #100msec B % (2 B9 % N1&200msec
AT A SN S N2WZBE L TR REIRRIZEHHIL 7=,

2. REMANKR-ILEE

KHOBEZT (18 /%) #nIC KB HREMES
FA—LEREA W, EH6OHESY &Rk
IZRTE AR (PERTER20%) & LT, F—
UG E R 72, ERIIHERE D 1 X — PILET
IZEW2174 v F CRT LICHOE RICEFETE
R L7z, HIEERERERRIZ1,000msec T, HlEEIFE
133,000+500msec 1ZER7E LU 7. B AC ek ISR
A PR -NFEERUCEPHRLE4ENE LT, I
A - 7o TOLEEREME L, ik,
) 5300msec AFE700msec £ TIZHIRT 5%
KIGHETER 2R P00 & [FE L 7.

WAt 2 A BEE T L) 7 4 e &, iy
RIGEE, P300UETE O 5 TH fE e, P300FE%
FIRMEOED M EMF L, p <0.052HEL L
72, ks, BERA PR —JLEREETIE N1, N2THS
ERRIC DWW T & HRRET U 72,

E B & =
B

1. BEMA FR—JVERE

1) N1B LU N2JER#EE

{EEFO Fz 88 NUFHTHAE R (28 R=)
& TB, VSl # % . 7 #1114 (£20) msec, 113
(£14) msec TH 0, FlEMBEOBICHEREZILE
B HENEh 57z, NAHEEEIL TB, VS 2hZh
225 (£15) msec, 250 (£22) msec TH 1, {dEH
HTREBSIETO NZFBEAEBIZIER LT
Wz, —75, ASD B0 N1-FTE p v 12 )38
HFLHMEHELAEREIALNT, N2HMEER
I EBF TORENZ -V BAENENL 5T
(1),

2) P300S LUIRIE

R E /N Pz 3 P3OOTE V& FF (msec) &, &
EEERICBWTHERBIZEE L T\ (TB: 356
+82, VS:454%74, p<0.0001) #%, {RIF (V)
IR DZE L R A -7 (TB:32.2£13.8, VS
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™ VS B VS ™ VS B VS
B ASD iy ASD

msec _
800 1 P300TE = 6% P300#R18
7004
600 -
500 1
400 A
300 4
200 1
100

T w1 v TB VS B VS

gt ASD B ASD

1 BRSO OBEAEED XURE
BEAEA XS FJ 4 (ASD) EEERELNTNURS, N2RSOIEEEBIROE S X
BIEEZASNA -7, T, PIOOEFZHEEME R T—v -2 EF (TB) i)
WTHBIOBEL T, @EAITIZEES (VS) IO P00 IEHIZIE L /= 248,
ASD ClHEEROBEES RS NE» 72,

Py TB Py VSIS
35 35 4
0] @ 0] @ fEw
- S-S - O ASD
20 4 S T

15 4 15 -
10 4 10 -

5 5

0 : i , . 0 : i .

Fz Cz Pz Oz Fz Cz Pz Oz

2 BB P300S
fEFHITIZPI0O0DHAEIE TR, VSHE L & PoER 2 BB 2 Th - 745, ASD TIZEESHI
TEIEEFIE L, HEROBMEENR LB L DD ZOSHIIRIE LR/ S4 — VAR L7

30.012.8). ASD ##id, TBHIBUCH 92 P300TH &0, A& d 4 A Pz THE (p <0.01) %R
R ERE (CF¥9444msec) PMEFBRICILNTERICE  BEMAAL 6z (M2). ASD #0884 354
BLTWZh, S@BFMEICK T2 P300 (P OFTIEPzTE - & bBHERED -2, {#
519msec) IZERH L Z B A b NE» 572 P30 WREINTEIRIETH O, SUEOEM O
IZEERR, ASDBFE I P2ETE - L BB T  (EEBHEEH ST kb 572, PrEEIRIZD
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REBEOES U T BEREEEN  BREXNZ NI LB T3HBOSENF—< @

h—VIN—X EEEE(TB)

’ 20uV

100msec

3 1REEFEM: PI0OESINEIA (PzEB)

EL SRl RN

Wi, BERE ASD RICERAZEB/ AL
o7z, (EE/NROBRMERE TIE, TB, 8
T RTINS 1o LT, N1& N2 A&
PECE S, FERRIEL UTIENT, N2, ISiA
T, P300Sy HEHBRIZ A S i (K13). 20
P300D A AGIZHEESEM TH D, IhE THRE
EN T BFERM P300L FERIL Tz,

3) BiC B

fEEBH LD ASDBTIHEEL T, EEE:
EHTHEBISEEL T (p <0.01).

2. REMF FR—-IVERE

1) P300#&HF& L UHRIE

fa s R THARRITIEME P3004° Pz BREALICTS
b (3), 2fZDEBEHETH 7. £
DY — & FHIEIRR%550~600msec {TILIZA S
N7z, ASD#E Pz EPBRN TH o724, 4 ERK
BUCIRIBOBBZ T G2 o7, R4lZABh5 &
512, PI0OTH iR K UIRIBICIIEHER &
ASD BHIZE T AL hr -7 ({#@FR  ASD i,
Pz #R7&IF13586.6=84.2msec © 557.3+124.6msec,

BEAASDE 2R, BEA, AoAVNS4@EH, ASDHEO P00 — 7 2577,

IRIEIZ35.4£11.0 £V & 27.6£13.4 V).

2) FHRICHEE

fEERBICIARTASD HTRWMERIL & - 7=
N, BEBEI Lo (FED).

Z =
B

SEXH & L-EHEEANRY b5 4 (ASD) R
B3, BB PR — UEEEIZ TR T, R
C MR A BT R s, EXY T 4T
B oBRERLE. Tabb, BREDS
HLh—=US—=ZX +F (TB) I 2 EREESR
13 N2VEiE A & R & Ho N ORIEEM 254 6
., TB At P00 A BIEBIL A3 A 5 iz,
LA L, EFITIXERE S P3002 TB M4 P300
0 BBEILT B &S JIIECE R O HEE A ASD B
TIEE LY, 300Hz DREEKROENE W72
BRI ERORERDZEE D
SREEOFINCET 2MMNITFEC TH 5 &1
SHEREBRLB O N, —F, HEME P300I
R, RIBE BICEEREMRTERIE» o7,
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