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as long as one year, as observed in the present patient, phy-
sicians should administer hyperbaric oxygen even if it is
more than one month after disease onset. The number of
times therapy should be given and at what interval remain
future issues to be clarified.

On the other hand, corticosteroid pulse therapy was ad-
ministered in one reported patient (5) and our patient, and,
‘in both cases, beneficial effects were evident. The rationale
for adopting corticosteroid pulse therapy in the treatment of
CO poisoning is that the delayed leukoencephalopathy re-
sults not only from ischemic changes, but also secondary
demyelination (11) and inflammation involving myelin basic
protein (12). This phenomenon is reflected in a high level of
myelin basic protein in the CSF (5). Therefore, it is reason-
able to administer corticosteroid pulse therapy while the
level of myelin basic protein in the CSF remains high.

In conclusion, for the treatment of subacute dementia
caused by CO poisoning, both hyperbaric oxygen and corti-
costeroid pulse therapy should be considered. Hyperbaric
oxygen should be administered even beyond one month af-
ter disease onset, and corticosteroid pulse therapy should be
given while the CSF myelin basic protein level is elevated.
" The use of corticosteroid pulse therapy for the treatment of
CO intoxication has been reported only in Japan (5, 13);
therefore, further studies are needed to establish its efficacy.
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ABSTRACT

Background: Epidemiologic features of prion diseases in Japan, in particular morbidity and mortality, have not
been clarified.

Methods: Since 1999, the Research Committee has been conducting surveillance of prion diseases, and the
surveillance data were used to assess incident cases of prion diseases. For the observation of fatal cases, vital statistics
were used.

Results: Both incidence and mortality rates of prion diseases increased during the 2000s in Japan. However, this
increase was observed only in relatively old age groups.

Conclusions: The increased number of patients among old age groups might be due to increased recognition of the

diseases. If so, the number of cases should plateau in the near future.

Key words: prion diseases; Creutzfeldt-Jakob syndrome; incidence; mortality; secular trends

INTRODUCTION

In 1996, when the paper indicating the relationship between
bovine spongiform encephalopathy (BSE) and the human
variant Creutzfeldt-Jakob disease (CJD) was published,' full-
scale epidemiologic research for prion diseases, such as CJID,
Gerstmann-Stréusslar-Scheinker disease (GSS), and fatal
familial insomnia (FFI), started in Japan.> Since 1999, a
nationwide surveillance system for prion diseases has been
implemented, and patients with prion diseases have been
registered.> The epidemiologic features of prion diseases in
Japan are summarized as follows>*: (1) the annual incidence
rate is about 1 case per 1 million population, which is similar
to the worldwide standard; (2) the incidence rate is highest
among those aged in their 60s and 70s; and (3) CJD associated
with cadaveric dura mater transplantation is more prevalent
in Japan than in other countries.

Over the past decade, the number of patients with prion
diseases has increased in Japan. While the reason for this
increase is unclear, epidemiologists must consider that
increased recognition of the disease may lead to a

subsequent increase in the number of patients. In other
words, whether prevalence has truly increased or whether
some other factors have made the number merely seem
increased should be clarified. Detailed observation of the
epidemiologic features of prion diseases might shed light on
this apparent increase in prevalence.

We conducted this descriptive epidemiologic research with
two purposes: to clarify the recent epidemiologic features of
prion diseases in Japan and to obtain some hints about the
cause of increasing incidence of the diseases in Japan.

METHODS

We used two data sets in this study. One was the registry data
of prion diseases in Japan obtained through the surveillance
system conducted by the Surveillance Committee, which is
financially supported by the Ministry of Health, Labour and
Welfare of the Japanese government.® The system was first
implemented in April 1999. There are several routes to
obtain information about the existence of potential patients
with prion diseases: a mandatory reporting system from

Address for correspondence. Yosikazu Nakamura, MD, MPH, FFPH, Department of Public Health, Jichi Medical University, 3311-1 Yakushiji, Shimotsuke,

Tochigi 329-0498, Japan (e-mail: nakamuyk@jichi.ac.jp).
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physicians, the public-aid-for-treatment system, and clinical
examinations.

First, since 1999, prion diseases have been designated as
reportable diseases by the Prevention of Infectious Diseases
and Medical Care for Infectious Patients Act (Act No. 114 of
1998). When a physician diagnoses a patient as having a prion
disease, he or she must report the fact to a local public health
center.

Second, prion diseases are designated as diseases qualifying
for public aid. Patients with one of the designated diseases
receive treatment from a hospital with public aid, and he or
she is not required to pay any fee. The aid is based on a claim
made by the patient or his or her family to a public health
center, so information on the patient is obtained when making
the claim.

Lastly, the Surveillance Committee conducts human prion
protaineous gene analyses at Tohoku University and
cerebrospinal fluid analyses (14-3-3 protein and total tau
protein) at Nagasaki University. Physicians who suspect that a
patient has a prion disease or who want to certify the diagnosis
of a prion disease may send blood or cerebrospinal fluid to
these universities with a patient’s informed consent. The cost
is covered by research funds from the national government,
and the patient and physician are not responsible for paying
any fees.

When the Surveillance Committee obtains information
about a potential patient through one of these three routes,
one of the committee members, who is a neurologist or a
psychiatrist familiar with prion diseases, obtains detailed data
about the patient by meeting the patient if possible or using
hospital records. Based on the obtained data, the Committee
members discuss whether or not the patient has a prion
disease, and patients recognized to have a prion disease are
registered anonymously.

In the present study, we used only data of registered patients
with disease onset from 1999 through 2012. We observed
epidemiologic features of prion diseases in Japan calculated
standardized morbidity rates by prefecture and secular trends
of age-specific incidence rates. As shown in Figure 4, the
2012 data are still incomplete, so patients diagnosed in this
year were excluded in observation of time and place.

We also used data on vital statistics in Japan from
1999  through 2012  (http://www.e-stat.go.jp/SG1/estat/
GL08020101.do?_toGL08020101_&tstatCode=000001028897&
requestSender=dsearch). Since 1999, the statistics presented
the numbers of fatal cases with prion diseases (ICD-10th;
A81.0 [Creutzfeldt-Jakob disease] + A81.8 [Other atypical
virus infections of central nervous system]) by prefecture as
an infectious disease as well as the fatal numbers by age and
sex. Therefore, we calculated standardized mortality ratios by
prefecture in addition to age-specific mortality rates in Japan.
For calculating 95% confidence intervals (CIs) of standardized
morbidity and mortality ratios, we used the table presented by
Schoenberg.*

-2186 -

In addition to these analyses, standardized morbidity and
mortality ratios—the former of which were based on the
surveillance data and the latter of which were based on
the wvital statistics—were compared with the number of
neurologists authorized by the Societas Neurologica
Japonoca (http://www.kktcs.co.jp/jsn-senmon/secure/senmon.
aspx) per population by prefecture.

The age-specific population for incidence and mortality
rates by calendar year was that used in vital statistics, while
that for calculation of standardized morbidity and mortality
ratios by prefecture was the census population in 2005.

RESULTS

There were 2026 incident cases of prion diseases (854 males
and 1172 females) from 1999 through 2012 and 2334 fatal
cases (1035 males and 1299 females) from 1999 through 2012
according to vital statistics in Japan. The average annual
incidence rate was 1.09 cases per 1 million population (0.95
for males and 1.22 for females, calculated from 1999 through
2011) and average annual mortality rates were 1.32 per 1
million population (1.20 for males and 1.44 for females).

The results below are described according to the three
major characteristic headings of descriptive epidemiology:
persons, place, and time.’

Persons

Table 1 shows the characteristics of 2026 incident patients
with prion diseases in Japan during the 14 years from 1999
through 2012. The number of patients by age class was largest
in the group aged 70-79 years, followed by those aged 60-69
years. Of the 2026 patients with prion diseases, 77% was
sporadic CJD patients.

Place

The standardized morbidity and mortality ratios for each
prefecture are shown in Table 2. The standardized morbidity
ratios ranged from 0.28 (Shiga Prefecture) to 2.15 (Saga
Prefecture), while the ratios for mortality ranged from 0.24
(Tottori Prefecture) to 1.90 (Yamanashi Prefecture). As shown
in Figures 1 and 2, no geographical clustering of prevalent
prefectures was observed. The correlation coefficient between
the morbidity and mortality ratios was 0.53 (95% CI 0.29 to
0.71; Figure 3). We assessed the relationship between the
morbidity and mortality of prion diseases and the number
of neurologists per population because there is a possibility
that shortage of neurological medical services introduces
misdiagnosis of prion diseases. However, the correlation
coefficient between the standardized morbidity ratio and the
number of neurologists was —0.12 (95% CI —0.39 to 0.17),
while that for the standardized mortality ratio was —0.09
(95% CI —0.37 to 0.20). The coefficients for the relationship
between standardized morbidity and mortality ratios and the
number of neurologists per population aged >65 years were

J Epidemiol 2015;25(1):8-14
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Table 1. Demographic characteristics of patients with prion diseases in Japan, 1999-2012
; Familiar prion diseases
Whole patients ~ Sporadic CJD®  Variant CJD CJD with dura'mater ? Unclassified CJD®
transplantaion Familiar CJD GGS FFI

Total sample 2026 (100) 1550 (77) 1 83 (4) 298 (15) 84 (4) 4 6
Sex

Male 854 (42) 636 (41) 1 35 (42) 136 (46) 41 (49) 3 2

Female 1172 (58) 914 (59) 48 (58) 162 (54) 43 (51) 1 4

Total 2026 (100) 1550 (100) 1 83 (100) 298 (100) 84 (100) 4 6
Age at onset (years)

10-19 2 (2) 1 (0)

20-29 8 (0) 5 (6) 1 (0) 2 (2)

30-39 29 (1) 12 (1) 7 (8) 1(0) 9 (11)

4049 69 (3) 40 (3) 1 5 (6) 10 (3) 11 (13) 1 1

50-59 304 (15) 212 (14) 20 (24) 30 (10) 40 (48) 2

60-69 613 (30) 498 (32) 25 (30) 70 (23) 18 (21) 1 1

70-79 738 (36) 590 (38) 17 (20) 123 (41) 4 (5) 4

80-89 245 (12) 186 (12) 2 (2) 57 (19)

90-99 14 9 5

Unknown 3 3

Total 2026 (100) 1550 (100) 1 83 (100) 298 (100) 84 (100) 4 6

Mean 67.9 68.7 57.9 70.7 53.8 54.5

sD 11.1 9.8 16.2 11.4 10.7 6.4

Oldest age 94 94 85 93 75 61

Youngest age 15 30 15 15 22 46

CJD, Creutzfeldt-Jakob disease; FFI, fatal familial insomnia; GSS, Gerstmann-Strausler-Scheinker disease; SD, standard deviation.
Percentages are shown in parentheses. Percentages may not add up to exactly 100% because of rounding.

ancluding CJD without prion protein gene analyses.

bIncluding patients without prion protein gene variation but with family histories of CJD.

°Those whose diagnosis has been confirmed as CJD, but whose type of CJD has not been surveyed.

—0.17 (95% CI: —=0.44 to 0.12) and —0.00 (95% CL —0.29 to
0.29), respectively.

Time

Figure 4 shows the annual incidence and mortality cases by
year. Because the cases of prion diseases in recent years have
not all been discussed by the Committee yet, the numbers of
new cases in recent years (specifically 2012) were small.
Figures 5 and 6 show the age-specific incidence and mortality
rates of prion diseases by year. Although the rates increased
among older subjects, those among younger subjects did not
increase.

DISCUSSION

In the present study, we described the epidemiologic features
of prion diseases in Japan using two data sources—the prion
disease surveillance system and vital statistics—from three
descriptive epidemiologic viewpoints: persons, place, and
time.

The prion disease surveillance system in Japan intends to
collect information when a person receives a prion disease.
The vital statistics comprise the data when the patient dies.
According to the natural history of the disease, which is that
patients with prion diseases die within a few years of disease
onset, the numbers of incident patients and deceased ones

J Epidemiol 2015;25(1):8-14

should be similar, although they were not identical because of
the time lag between onset and death. We recognized 2026
incident cases and 2334 fatal cases in this study for the
observed 14 years. There are several possible explanations for
the difference between the two figures (308 cases). First, as
mentioned before, a time lag exists between onset and death.
Second, the surveillance data were incomplete for recent
calendar years (Figure 4). In addition, discrepancies in
diagnoses may exist between the two databases. Cases in
the surveillance system should be true prion diseases because
their diagnoses were based on the discussion of the
Surveillance Committee, which consists of neurologists,
psychiatrists, and neuropathologists and uses
findings and medical records gathered by the committee
members, gene analyses, and pathological findings including
results of western blot analyses. On the other hand, the vital
statistic data consists of death certificate data for which the
recorded cause underlying death was a prion disease. Because
all physicians are able to create death certificates, some of
these might be cases described by physicians who were not
experts in prion diseases. These points might be the reasons
for the gap between the numbers of incident and fatal cases.
Nonetheless, we consider the validity of the two datasets used
in this study to be quite high and believe that our findings
accurately reflect the true epidemiologic features of prion
diseases in Japan.

clinical
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Table 2. Morbidity, mortality, and other variables concerning prion diseases in Japan, by prefecture

Number of Number of Crude Crude
- newly . Standardized Number of . Standardized
Population newly . incidence rate e ) . mortality rate . .
(thousands) diagnosed dlagposed (per million morbidity ratio fatal patients (per million mortality ratio
patients patients population/year) (95% C1) (1999-2012) opulation/year) (95% CI)
(1999-2011) y popuiation’y

Total 127768 2026 1814 1.09 2334 1.30

Hokkaido 5628 138 124 1.69 1.47 (1.23-1.76) 106 1.35 0.97 (0.80-1.18)
Aomori 1437 19 16 0.86 0.72 (0.41-1.16) 20 0.99 0.69 (0.42-1.07)
lwate 1385 19 19 1.06 0.85 (0.51-1.35) 22 1.13 0.75 (0.47-1.14)
Miyagi 2360 44 43 1.40 1.31 (0.95-1.77) 43 1.30 1.01 (0.73-1.37)
Akita 1146 28 28 1.88 1.40 (0.93-2.03) 32 2.00 1.22 (0.84-1.72)
Yamagata 1216 20 20 1.26 1.00 (0.61-1.54) 18 1.06 0.69 (0.41-1.09)
Fukushima 2091 38 35 1.29 1.10 (0.77-1.53) 36 1.23 0.87 (0.61-1.20)
Ibaraki 2975 18 15 0.39 0.36 (0.20-0.59) 35 0.84 0.66 (0.46-0.91)
Tochigi 2017 16 10 0.38 0.36 (0.17-0.66) 40 1.42 1.11 (0.79-1.51)
Gunma 2024 41 39 1.48 1.33 (0.95-1.82) 36 1.27 0.95 (0.67-1.32)
Saitama 7054 67 60 0.65 0.66 (0.50-0.85) 119 1.20 1.04 (0.86-1.24)
Chiba 6056 97 85 1.08 1.05 (0.84-1.30) 100 1.18 0.97 (0.79-1.19)
Tokyo 12577 166 149 0.91 0.90 (0.76-1.06) 228 1.29 1.08 (0.94-1.23)
Kanagawa 8792 154 134 1.17 1.19 (1.00-1.42) 153 1.24 1.07 (0.91-1.26)
Niigata 2431 51 49 1.55 1.28 (0.94-1.68) 53 1.56 1.06 (0.79-1.39)
Toyama 1112 12 10 0.69 0.57 (0.27-1.05) 18 1.16 0.79 (0.47-1.25)
Ishikawa 1174 38 35 2.29 2.05 (1.43-2.84) 22 1.34 1.00 (0.63-1.51)
Fukui 822 7 6 0.56 0.48 (0.18-1.05) 7 0.61 0.43 (0.17-0.89)
Yamanashi 885 26 23 2.00 1.77 (1.12-2.65) 32 2.58 1.90 (1.30-2.68)
Nagano 2196 21 19 0.67 0.55 (0.33-0.86) 47 1.53 1.04 (0.77-1.39)
Gifu 2107 38 32 1.17 1.04 (0.71-1.46) 38 1.29 0.95 (0.68-1.31)
Shizuoka 3792 71 67 1.36 1.22 (0.95-1.55) 86 1.62 1.21 (0.97-1.51)
Aichi 7255 104 94 1.00 1.01 (0.82-1.23) 121 1.19 1.02 (0.85-1.22)
Mie 1867 35 34 1.40 1.23 (0.85-1.72) 41 1.57 1.15 (0.82-1.56)
Shiga 1380 6 5 0.28 0.28 (0.09-0.65) 24 1.24 1.04 (0.67-1.55)
Kyoto 2648 16 14 0.41 0.37 (0.20-0.63) 40 1.08 0.83 (0.59-1.13)
Osaka 8817 109 101 0.88 0.84 (0.68-1.02) 145 117 0.94 (0.80-1.11)
Hyogo 5591 61 54 0.74 0.68 (0.51-0.89) 112 1.43 1.10 (0.91-1.33)
Nara 1421 8 7 0.38 0.34 (0.14-0.70) 22 1.11 0.84 (0.53-1.27)
Wakayama 1036 6 6 0.45 0.36 (0.13-0.78) 14 0.97 0.65 (0.35-1.09)
Tottori 607 6 4 0.51 0.42 (0.11-1.07) 3 0.35 0.24 (0.05-0.70)
Shimane 742 23 21 2.18 1.66 (1.02-2.53) 28 2.69 1.68 (1.12-2.43)
Okayama 1957 32 30 1.18 1.01 (0.68-1.45) 28 1.02 0.73 (0.49-1.06)
Hiroshima 2877 46 41 1.10 0.98 (0.70-1.33) 51 1.27 0.95 (0.71-1.24)
Yamaguchi 1493 35 32 1.65 1.29 (0.88-1.82) 42 2.01 1.30 (0.94-1.76)
Tokushima 810 16 13 1.23 1.00 (0.53-1.70) 9 0.79 0.53 (0.26-1.01)
Kagawa 1012 16 14 1.06 0.89 (0.48~1.49) 20 1.41 0.98 (0.60-1.51)
Ehime 1468 26 25 1.31 1.07 (0.69-1.58) 28 1.36 0.92 (0.61-1.33)
Kochi 796 28 28 2.70 2.10 (1.39-3.04) 23 2.06 1.32 (0.83-1.97)
Fukuoka 5050 120 11 1.69 1.57 (1.30-1.90) 93 1.32 1.03 (0.83-1.26)
Saga 866 29 28 249 2.15 (1.43-3.12) 19 1.57 1.12 (0.68-1.75)
Nagasaki 1479 27 25 1.30 1.08 (0.70-1.60) 34 1.64 1.13 (0.78-1.59)
Kumamoto 1842 20 17 0.71 0.60 (0.35-0.95) 42 1.63 1.13 (0.81-1.52)
Qita 1210 27 26 1.65 1.34 (0.87-1.96) 26 1.54 1.02 (0.67-1.51)
Miyazaki 1153 14 13 0.87 0.72 (0.38-1.23) 22 1.36 0.94 (0.59-1.42)
Kagoshima 1753 32 29 1.27 1.04 (0.70-1.50) 39 1.59 1.07 (0.76-1.46)
Okinawa 1362 25 24 1.36 1.55 (1.00-2.32) 16 0.84 0.81 (0.47-1.32)
Unknown 30 1

Cl, confidence interval.
2Data from 2005 Census.
bPatients whose address was unknown were excluded.
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Figure 1. Standardized morbidity ratios of prion diseases in Japan by prefecture, 1999-2011
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Figure 2. Standardized mortality ratios of prion diseases in Japan by prefecture, 1999-2012

Different epidemiologic aspects from those of prion
diseases in European countries and North America®’ were
observed in Japan in the present study. The proportion of
patients with acquired CJD among all prion disease patients

J Epidemiol 2015;25(1):8-14

was high. Many of them developed CJD following cadaveric
dura mater transplantation.>"!? Currently, we have data of
147 such cases, and detailed epidemiologic features will be
presented in another article. On the other hand, we observed
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only a single case of acquired prion diseases other than dura-
related CJD, which was a case of variant CJD in 2005.'3!#

Although there was no geographical clustering of
prefectures with high incidence rates or mortality rates,
some prefectures presented high rates. For example, both
incidence and mortality rates were high in Yamanashi
prefecture. There have been several articles about familial
clustering of prion diseases in this prefecture.'>'° Of the 23
patients reported in Yamanashi, 57% (13 cases) had familial
CJD, although only 15% of prion disease patients had familial
CJD in Japan as a whole, as shown in Table 1.

The numbers of incident and fatal patients increased in
Japan during the last decade, as shown in Figure 4, although
no chronological changes in the number of patients with prion
diseases were observed in European countries.’ The increase
in number of fatal cases was reflected in the increase in
number of incident cases in our study. As shown in Figures 5
and 6, the increases in numbers of incident and fatal cases
were also reflected in the increased number of cases among
the elderly. This phenomenon might be due to the substantial
network of gene and spinal fluid analytic systems in Japan.

The Surveillance Committee has publicized the system not
only to neurologists but also to general physicians. A patient
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with rapidly progressive dementia dying before diagnosis
might be diagnosed with a prion disease through these gene
and/or cerebrospinal fluid analyses. If a physician uses these
systems, the Surveillance Committee is automatically notified
of the existence of a potential patient, starts getting
information about the patient, and discusses whether or
not the patient has a prion disease. Further dissemination of
information about the analytic system might increase the rate
of identification of such patients, particularly among older
patients.

The number of gene analyses conducted at Tohoku
University increased from 132 cases in 1999 to 273 in
2012. Given that relatively young patients (ie, in their 40s or
50s) with rapidly progressing dementia are rare, such patients
are typically referred to specialists in dementia (including
prion diseases), so any issues with recognition have been
negligible. If knowledge of the gene and spinal fluid analyses
system is propagated to all physicians in this country, the issue
of recognition should be diminished even further, and the
chronological increase of the incidence rate should plateau.
However, despite this expected plateau in the near future, the
number of patients may still increase because of the growing
number of old people in Japan.

J Epidemiol 2015;25(1):8-14
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Selection bias and information bias may have affected this
study. The Surveillance Committee has made an effort to
obtain information for all patients with prion diseases in
Japan, but the database is not complete. Similar selection
bias may be present in the vital statistics data as well;
those with prion diseases whose deaths were attributed to
conditions other than prion diseases would not be counted
as prion disease deaths. Information bias may also exist on
the vital statistics data; we were unable to clarify the validity
of the diagnosis on death certificates, whereas diagnoses
obtained through the surveillance system were validated
by the Committee members, including neurologists and
neuropathologists.

In conclusion, we showed here the epidemiologic features
of prion diseases in Japan. Increased recognition of prion
diseases may account for the observation of chronological
increases in the number of patients with prion diseases,
and the increasing trend of numbers of patients might soon
plateau.
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ABSTRACT

Objectives: Genetic Creutzfeldt-Jakob disease (CJD)
due to V180l mutation in the prion protein gene
(PRNP) is of great interest because of the differences
from sporadic CJD and other genetic prion diseases in
terms of clinical features, as well as pathological and
biochemical findings. However, few systematic
observations about the clinical features in patients with
this unique mutation have been published. Therefore,
the goal of this study was to relate this mutation to
other forms of CJD from a clinical perspective.
Design: We analysed clinical symptoms, prion protein
genetics, biomarkers in cerebrospinal fluid (CSF) and
MRI of patients.

Participants: 186 Japanese patients with the V180l
mutation in PRNP.

Results: Our results indicate that the V180l mutation
caused GJD at an older age, with a slower progression
and a lower possibility of developing myoclonus,
cerebellar, pyramidal signs and visual disturbance
compared with classical sporadic CJD with methionine
homozygosity at codon 129 of PRNP. Cognitive
impairment was the major symptom. Diffuse
hyperintensity of the cerebral cortex in diffusion-
weighted MRI might be helpful for diagnosis. Owing to
the low positivity of PrPS¢ in the CSF, genetic analysis
was often required for a differential diagnosis from
slowly progressive dementia.

Conclusions: We conclude that the V1801 mutation in
PRNP produces a late-developing and slow-developing,
less severe form of CJD, whose lesions are uniquely
distributed compared with sporadic and other genetic
forms of CJD.

INTRODUCTION
Prion diseases are transmissible and lethal
neurodegenerative  diseases  that affect

humans and animals." In humans, prion
disease can be categorised into sporadic,
acquired and genetic forms.” The genetic
form of prion disease (gPrD) that is caused
by mutations in the prion protein gene

Strengths and limitations of this study

= The study used the largest V180l prion protein
mutation cohort yet to be published to improve
statistical power.

= The study compared the V180l variant of CJD to
other genetic and sporadic variants of CJD, not
just to non-CJD controls, allowing comparisons
to be made across the spectrum of prion
diseases.

m The study compared the V180l variant with
regard to other mutations (the 129 and 219
codon polymorphisms) known to alter disease
progression in other variants.

= The study was limited by focusing primarily on
clinical features and retrospective data, making
interpretation of the potential mechanisms differ-
entiating disease progression in V180l and other
CJD variants difficult or impossible without
future studies.

(PRNP) accounts for 10.2% of cases in
Europe and 16.7% in Japan.” *

The epidemiological distributions of
patients with gPrD were reported to be dif-
ferent between European countries and
Japan. While the E200K mutation occurs
most frequently in Europe,” the V180I muta-
tion is the most frequent mutation in Japan.’
Currently, several reports indicate that the
V180I mutation in PRNP accounts for spe-
cific clinical and pathological findings.”™
Because patients with V1801 rarely have a
family history of the disease, the question of
whether this mutation causes prion disease
persists. On the other hand, patients with
V1801 show several specific clinical features
different  from  those  of  sporadic
Creutzfeldt-Jakob disease (sCJD) or other
gPrDs.” We have previously reviewed clinical
symptoms and cerebrospinal fluid (CSF)
markers of several PRNP mutations, includ-
ing V180L’ Patients with VI80I are readily
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distinguishable from patients with other dementia
because they show specific hyperintensity in the cerebral
cortex in diffusion-weighted MRI. We present some clin-
ical features in genetic CJD (gCJD) with V180I and
Alzheimer’s disease in table 1.

In the current study, in order to better elucidate the
clinical characteristics of the V1801 mutation, we ana-
lysed the surveillance data of 186 patients with V180I,
including the occurrence rate of neurological symptoms,
the period of time between disease onset and the occur-
rence of these symptoms, biomarkers in the CSF, MRI
and EEG data, and codon 129 polymorphism in PRNP
Our study indicates that myoclonus and periodic sharp
wave complexes (PSWCs) in the EEG, which are
included in the diagnostic criteria of CJD, occur less fre-
quently in patients with V1801

METHODS

Patients

The Prion Disease Surveillance Committee in Japan
diagnosed gPrDs in accordance with the WHO Case
Definition Criteria for epidemiological surveillance.
Information on each patient was collected between April
1999 and September 2013, after the current Prion
Disease Surveillance Committee of Japan began the
comprehensive surveillance on prion diseases in Japan.
In the current study, we analysed the surveillance data of
186 patients with definite or probable gPrD with a V180I
mutation. In order to differentiate clinical features of
patients with V180I from sCJD, we compared the V1801
patient group with patients having sCJD with type-1
PrP% and methionine homozygosity at codon 129
(sCJD-MM1) of PRNE a classical type of prion disease.
In this study, 59 patients with sCJD-MMI with definitive
diagnosis were included as a control.

Clinical analysis

We collected information on age of onset, sex, family
history, clinical duration of each sign or symptom (dur-
ation from onset to death, or to the point when we con-
firmed the condition of the patient if he or she was alive
and to the point when clinical signs were observed) and

Table 1 Comparison of clinical characteristics between
gPrD-V180I and Alzheimer’s disease (AD)

gPrD-V180I AD
Age at onset (years) Late 70s Early 70s
Period from onsetto 2-3 4-8
death (years)
Myoclonus + Late stage
PSWCs on EEG +— -
MRI findings Cortical Hippocampal
hyperintensity atrophy
CSF findings Total 1111, PrPS® (+) Ap42]

CSF, cerebrospinal fluid; gPrD, genetic form of prion disease;
PSWCs, periodic sharp wave complexes.

the clinical signs themselves (first symptom, dementia,
psychological disturbance, cerebellar disturbance, visual
disturbance, pyramidal or extrapyramidal signs, myoclo-
nus and akinetic mutism). The appearance of PSWCs in
the EEG and hyperintensities in the MRI was examined
as previously described” The open reading frame and
polymorphisms of codons 129 and 219 of the PRNP
gene were analysed after genomic DNA was extracted
from the patients’ blood, as previously described.'?

CSF biomarkers

CSF analysis of all patients was performed at Nagasaki
University.” We evaluated 14-3-3 and total © (t-1) protein
levels in the CSF by western blotting as previously
described.” PrP*° in the CSF was detected by real-time
quaking induced conversion (RT-QUIC), as previously
described.'? Briefly, CSF was incubated with recombin-
ant human prion protein (residues 23-231 of human
PrP with methionine at codon 129) at 37°C with inter-
mittent shaking. Four wells were tested twice for each
CSF sample and the sample was decided as positive
when two or more of the four wells showed more than
1000 reactive fluorescence units (thioflavin T) within
48 h. The kinetics of fibril formation was monitored by
reading the fluorescence intensity every 10 min.

Statistical analysis

The Mann-Whitney U test was used for the statistical
comparisons of age of onset, disease duration and the
level of 1 protein in the CSE Fisher’s exact probability
test was used for the comparisons of sex, the rate of
occurrence of each clinical sign, presence of PSWCs in
the EEG, presence of hyperintensity in the MRI and rate
of positive detection of 14-3-3 and PrP> proteins. For
analysis of the correlation between CSF markers and
each clinical parameter, analysis of variance or multiple
comparison tests (x> and Kruskal-Wallis) were used.
Significance was defined as p<0.05. Analyses were per-
formed using GraphPad Prism 5 software (GraphPad
Software, La Jolla, California, USA) and IBM SPSS
Statistics (IBM, New York, New York, USA).

Ethical issues

Informed consent from the family of each patient was
obtained for the current study. The study was performed
in accordance with the ethical standards laid down by
the 2013 Declaration of Helsinki.

RESULTS

Comparison of clinical features between patients with
V1801-MM and sCJD-MM1

Since gCJD with V180l mutation contains codon 129
methionine homozygosity (129MM) and methionine/
valine heterozygosity (129MV), we compared patients
with V180I and 129MM (V180I-MM) and sCJD-MM1 or
MM?2 (table 2), and V180I-MV and sCJD-MV (there are
no pathologically defined MV1 cases in Japan; table 3).
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