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TEERTIR, AR A efrdedt & sty BREE & o BB
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WEBZLNLERTH T,

(2) Risk thresholds for alcohol consumption: combined
analysis of individual-participant data for 599,912 current
drinkers in 83 prospective studies. 7 /b a2 —/iEEREDH
fEIZE Z A : 83 DAk — |k, 599,912 ADBEEKIEE DB
BF 3 R BF%2. The Emarging Risk Factors Collabollation
2018 04 14;391 (10129);1513-1523.

In current drinkers of alcohol in high-income countries, the

(include Sato S) Lancet

threshold for lowest risk of all-cause mortality was about 100
g/week. For cardiovascular disease subtypes other than
myocardial infarction, there were no clear risk thresholds below
which lower alcohol consumption stopped being associated
with lower disease risk. These data support limits for alcohol
consumption that are lower than those recommended in most
current guidelines.

(3) To the Editor:
Standardization

Current Status of CDC Lipid
Needs
Standardization in Epidemiological Studies and Clinical

and International for

Trials in Japan — Response: Standardization of the
measurement of serum lipids - Looking back at 30 years of
experience in clinical laboratories.
WmEEE ~ : CDC IREE®( T v /7 ADOBEH L DI E
DERRAR - BEFRICKRDOND D
Masakazu Nakamura®, Shinichi Sato, Takashi Shimamoto?,
Akira  Yamamoto?. Journal of
thrombosis. 2018 Sep 21;11(1);35-37.
D) ENIIE BRI TEE o 2 —
2) KRS AEBRE0R TB& o & —

atherosclerosis  and

(4)Serum Fatty Acid and Risk of Coronary Artery
Disease-Circulatory Risk in Communities Study (CIRCS).
miERE R & EERE R — CIRCS A%
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CIRCS Group (include Sato S). Circulation journal 2018
Nov 24;82(12);3013-3020.

Few prospective studies have explored the association
between fatty acids (FA) and risk of CAD. Understanding of
the role of each individual serum FA as a coronary risk or
protective factor is still limited. The aim was to investigate
which serum FA are associated with the incidence of CAD in
Japanese subjects. A prospective nested case-control study
of 40-85-year-old Japanese subjects was undertaken using
frozen serum samples collected from 12,840 participants who
participated in cardiovascular risk surveys from 1984 to 1998
for 1 community and 1989-1997 for 2 other communities.
Three control subjects per case were matched by sex, age,
community, year of serum storage and fasting status. By 2005
identified 152 incident cases of CAD. Mean
n-3-polyunsaturated and saturated FA did not differ between

we had

cases and controls, while mean n-6-polyunsaturated FA was
higher in controls compared with cases. The multivariable OR
of CAD for the highest vs. lowest quartiles of miristic acid
(14:0), palmitic acid (16:0), palmitoleic acid (16:1), and
linoleic acid (18:2) were 2.8 (95% CI: 1.5-5.2), 2.7 (95%
Cl: 1.4-5.5), 3.2 (95% CI: 1.7-6.1) and 0.4 (95% CI: 0.2-0.7),
respectively. High serum miristic acid, palmitic acid and
palmitoleic acid have an adverse effect, and high serum
linoleic acid had a protective effect, on the risk of CAD.
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TV, PERIE . PEER AR 2019;61 (1) 1-7
BEY : BHEtc koA 2R Y v 7 Fa—A QLT

MetS) FEHLINH O BHRIZ %92 Zh R MEEDO—B & LT,
Fex OBEAFTE S MetS FBHUCKTT 52 F 5 DR E Do 7z
HEWICEREZY T [TREVWIE V7 Ly b &fF
TEREZIRICEAN L, JEM<C MetS FIIMHIR 28504
5. Fik: 2013 FEMERDZ A2 L C Al KA
WXL, MR~ == 7 V& FRIER L TREWESIE
Ry T by N BREERZRECEST L, 237 by MUY
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W R A RN R 72, FER « IEREBIHI OV T,
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(6) Equalization of four cardiovascular risk algorithms

after systematic recalibration: individual-participant
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meta-analysis of 86 prospective studies. The Emarging Risk
Factors Collabollation (include Sato S) European heart
journal. 2019 02 14; 40(7): 621-631.

There is debate about the optimum algorithm for
cardiovascular disease (CVD) risk estimation. We conducted
head-to-head comparisons of four algorithms recommended by
primary prevention guidelines, before and after 'recalibration’, a
method that adapts risk algorithms to take account of
differences in the risk characteristics of the populations being
studied. 360,737
participants without CVD at baseline in 86 prospective studies

Using individual-participant data on
from 22 countries, we compared the Framingham risk score
(FRS), Systematic COronary Risk Evaluation (SCORE),
pooled cohort equations (PCE), and Reynolds risk score (RRS).
We calculated measures of risk discrimination and calibration,
and modelled clinical implications of initiating statin therapy in
people judged to be at 'high' 10 year CVD risk. Original risk
algorithms were recalibrated using the risk factor profile and
CVD incidence of target populations. The four algorithms had
similar risk discrimination. Before recalibration, FRS, SCORE,
52%,
and 41%, respectively, whereas RRS under-predicted by 10%.
versions of algorithms classified 29-39%
<=40 years as high risk. By contrast,

and PCE over-predicted CVD risk on average by 10%,
Original of
individuals aged
recalibration reduced this proportion to 22-24% for every
algorithm. We estimated that to prevent one CVD event, it
would be necessary to initiate statin therapy in 44-51 such
individuals using original algorithms, in contrast to 37-39
individuals with recalibrated algorithms. Before recalibration,
the clinical performance of four widely used CVD risk
By
recalibration nearly equalized their performance and improved

algorithms  varied  substantially. contrast, simple

modelled targeting of preventive action to clinical need.

(7) The Circulatory Risk in Communities Study (CIRCS):
A long-term epidemiological study for lifestyle-related
in

disease among Japanese men and women living

communities. Kazumasa Yamagishi?, Isao Muraki?,
Yasuhiko Kubota?, Mina Hayama-Terada®¥, Hironori Imano?,
Renzhe Cui?, Mitsumasa Umesawa®, Yuji Shimizu®, Tomoko
Sankai?, Takeo Okada®, Shinichi Sato, Akihiko Kitamura®,
Masahiko ~ Kiyama®,  Hiroyasu  1s0?. of
epidemiology. 2019 Mar 05; 29(3): 83-91.

The Circulatory Risk in Communities Study (CIRCS) is an

Journal

ongoing community-based  epidemiological study of
lifestyle-related disease, involving dynamic prospective cohorts
of approximately 12,000 adults from 5 communities of Japan:
lkawa, Ishizawa and Kita-Utetsu (Akita), Minami-Takayasu
(Osaka), Noichi (Kochi), and Kyowa (Ibaraki). One of the most

notable features of CIRCS is that it is not only an observational

-64-

cohort study to identify risk factors for cardiovascular diseases
(CVD) such as stroke, coronary heart disease, and sudden
cardiac death, but it also involves prevention programs for
CVD. Using basic, clinical, epidemiological, and statistical
techniques, CIRCS has clarified characteristics of CVD and the
related risk factors to develop specific methodologies towards
CVD prevention in Japanese middle-aged or older adults for
more than half a decade.
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(9) Impact of diastolic blood pressure threshold for the
young population: the Japan Arteriosclerosis Longitudinal
Study (JALS). JALS Group (include Sato S, Harada A)
Journal of hypertension. 2019 Mar;37(3);652-653.

(10 REE - ShFHEREESN VD REICBIT 2 EMEEZED
RE~DE %, Provision against disorders such as food

FEAEIT P, A
LT 2, A
A A KE R R

stocking in households with preschoolers.
JUFNF-2, KPEEE Y JHpiRgT 9,
HEE Y, ILLEOE AR 9 (EfEE—.
March 2018; 6(2): 1-10
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(11) Isolation of Salmonella enterica serovar Agona strains
and their similarities derived from clone caused serovar
shift in broilers. Yokoyama E, Torii YY, Shigemura H?,
Ishige TV, Yamamoto KV, Uematsu K®, Ando N, Murakami
SY. (2018) J Infect Chemother 25:71-74

Salmonella enterica serovar Agona strains isolated from human
cases were compared to strains that were derived from a clone
shift Pulsed field gel
electrophoresis (PFGE) analysis with Xbal or BiInl digestion

caused a serovar in broilers.
showed that three of seven strains from human case strains and
most of the 81 strains from broilers were clustered in single
complex in a minimum spanning tree (MST) reconstructed
from the PFGE data. All the strains from human cases and 22
randomly selected strains from broilers were also analyzed by
whole genome sequencing (WGS). Analysis of single
nucleotide polymorphism (SNP) in the S. Agona core genes
showed that four strains from human cases and all the strains
likelihood
phylogenetic tree (ML tree) and an MST. These results

from broilers were clustered in a maximum
indicated that the strains derived from the clone caused the
serovar shift had already spread to humans. PFGE analysis with
Xbal showed that four strains from broilers did not cluster with
the other strains in an MST, though all those strains clustered in
an ML tree and an MST reconstructed from SNP data.
Moreover, three strains from broilers did not cluster in an MST
reconstructed from PFGE with Binl digestion, though those
strains clustered in an ML tree and an MST reconstructed from
SNP data. Therefore, it was suggested that S. Agona strains
derived from a particular clone could not be traced by PFGE
analysis but can be investigated by WGS analysis.
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(12) Surveillance of immunity acquired from poliovirus

immunization including vaccination with the Sabin
strain-derived inactivated vaccine. Hotta C, Ogawa T,
Shirasawa HY. Hum Vaccine Immunother

(2019) 15, 1154-1159.
In Japan, routine immunization for polio using the oral polio
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vaccine (OPV) was suspended in September 2012;

subsequently, an immunization program with inactivated polio
vaccines (IPVs), the conventional IPV (cIPV) derived from
virulent strains, and IPV derived from Sabin strains (sIPV), was
introduced. However, the immunity induced by sIPV is not
well characterized. This study assessed and compared
neutralizing antibodies produced against poliovirus in cases
who received doses of OPV or IPV. Serum samples (n = 1186)
were collected yearly between 2013 and 2016 as part of the
National Epidemiological Surveillance of Vaccine-Preventable
Disease. The neutralizing antibody titers for Sabin strain
types 1, 2, and 3 in 224 children, aged between 0 and 90
months, were assessed. Seropositive rates after vaccination
with OPV or IPV were more than 90%. Neutralizing antibody
titers for Sabin type 1 after vaccination with IPV were lower
than those with OPV, while those for Sabin types 2 and 3 after
vaccination with IPV were significantly higher than those with
OPV. Analyses of antibody titer dynamics revealed that the
decay of antibody titers for Sabin types 1, 2, and 3 in cases
vaccinated with IPV was steeper than those with OPV. Thus,
our study showed that although IPV induced a sufficient level
of neutralizing antibody, the immunity induced by IPV was not
maintained as long as that by OPV. Our study suggested that a
long-term survey should be conducted for polio vaccination
using IPV and that it might be necessary to consider booster
vaccination for IPVs.
D) THERFERFBEE LT IERT

(13)Polio vaccination coverage and seroprevalence of
poliovirus antibodies after the introduction of inactivated
poliovirus vaccines for routine immunization in Japan.
Satoh HY, Tanaka-Taya Kb, Shimizu H?, Goto A%, Tanaka S,
Nakano T9, Hotta C, Okazaki T9, Itamochi M7, Ito M9,
Okamoto-Nakagawa R, Yamashita Y19, Arai SV, Okuno HY,
Morino SY, Oishi KY. Vaccine (2019) 37: 1964-1971.

In Japan, the oral poliovirus vaccine (OPV) was changed to 2
types of inactivated poliovirus vaccine (IPV), the standalone
conventional 1PV (cIPV) and the Sabin-derived IPV combined
with
(DTaP-sIPV), for routine immunization in 2012. We evaluated

diphtheria-tetanus-acellular pertussis vaccine
polio vaccination coverage and the seroprevalence of poliovirus
antibodies using data from the National Epidemiological
Surveillance of Vaccine-Preventable Diseases (NESVPD)
from 2011 to 2015. Several years before the introduction of
IPV in 2012, OPV administration for children was refused by
some parents because of concerns about the risk of
vaccine-associated paralytic poliomyelitis. Consequently, in
children aged <1 years who were surveyed in 2011-2012, polio
vaccination coverage (45.0-48.8%) and seropositivity rates for

poliovirus (type 1: 51.7-65.9%, type 2: 48.3-53.7%, and type
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3: 15.0-29.3%) were decreased compared to those surveyed
in 2009. However, after IPV introduction, the vaccination
coverage (95.5-100%) and seropositivity rates (type 1:
93.2-96.6%, type 2: 93.1-100%, and type 3: 88.6-93.9%)
increased among children aged <1 years in 2013-2015. In
particular, seropositivity rates and geometric mean titers
(GMTs) for poliovirus type 3 in <5-yearold childrenwho
received 4 doses of IPV (98.5% and 247.4, respectively) were
significantly higher than in those who received 2 doses of OPV
(72.5% and 22.9, respectively). Furthermore, in <5-year-old
childrenwho received 4 doses of either DTaP-sIPV or cIPV, the
seropositivity rates and theGMTs for all 3 types of
polioviruswere similarly high (96.5-100% and 170.3-368.8,
respectively). Our findings from the NESVPD demonstrate that
both the vaccination coverage and seropositivity rates for polio
remained high in children after IPV introduction.
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4) | R A A i FE T
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(14) Clinical value of enzyme immunoassay that detects
rubella-specific immunoglobulin M immediately after
disease onset. Kurata T%, Uchino K2, Hotta C, Ogura A%,
Miyoshi T2, Ogawa T, Kanbayashi DY, Tanaka T2%),
Yumisashi T, Komano J®. Microbiol Immunol (2019) 63:
32-35.
A total of 300 patients with nucleic acid test-confirmed rubella,
mostly adults, were investigated to determine the clinical value
of a rubella-specific IgM test using an EIA kit. IgM titers
increased after rash onset, the median IgM titer being
significantly higher 3 days post-onset than on previous days (P
< 0.0001). Similarly, the IgMpositive rate at 3 days post-onset
(61.5%) was significantly higher than on previous days (P <
0.0001). This IgM test against rubella at 3 days or more
post-disease onset provides the clinically relevant information.
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(17) Distinguishing Japanese spotted fever and scrub
typhus, central Japan, 2004-2015 Sando E. 19, Suzuki M.,
Katoh S. 9, Fujita H.?, Taira M., Yaegashi M. and Ariyoshi
K. Emerging Infectious Diseases (2018) 24, 9, 1633-1640
Japanese spotted fever (JSF) and scrub typhus (ST) are
endemic to Japan and share similar clinical features. To
document the clinical and epidemiologic characteristics that
distinguish these 2 rickettsial diseases, during 2004-2015 we
recruited 31 JSF patients, 188 ST patients, and 97 nonrickettsial
disease patients from the Southern Boso Peninsula of Japan.
JSF  occurred during April-October and ST during
November—-December. Patients with JSF and ST were
significantly older and more likely to reside in wooded areas
than were patients with nonrickettsial diseases. Spatial analyses
revealed that JSF and ST clusters rarely overlapped. Clinical
findings more frequently observed in JSF than in ST patients
were purpura, palmar/plantar rash, hyponatremia, organ
damage, and delayed defervescence after treatment. Although
their clinical features are similar, JSF and ST differ in
seasonality, geographic distribution, physical signs, and
severity. Because a considerable percentage of patients did not
notice rash and eschar, many rickettsial diseases might be
underdiagnosed in Japan.

1) Felig R BT = B AT 2T
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(18) Case report: Concurrent sympatric scrub typhus and
Japanese spotted fever in Japan, Sando E. %, Oshikawa Y.,
Tanaka A. Y, Katoh S. Y, Taira M., Ogawa T., Fujita H. 2,
Yaegashi M. ¥, Paris D.H. *® and Ariyoshi K.Y American
Journal of Tropical Medicine and hygine 99(6), 1386-1389

Scrub typhus and Japanese spotted fever—both rickettsial
diseases—are endemic and notifiable in Japan and may cause a
fatal outcome without prompt treatment. Here we present the
first case of a concurrent sympatric infection of both diseases
with grade Il evidence. A 67-year-old woman, after a single
event of potential exposure to the pathogens, presented with
a 12-day
papulo-erythematous rash, and pronounced fatigue. Her

history  of  fever, pharyngeal pain,
erythematous rash was distributed on her trunk and extremities,
palms, and soles and eventually progressed to purpura. Fever

persisted until doxycycline was administered on day 12. A
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significant > 4-fold increase in immunoglobulin G and
immunoglobulin M titers against multiple serotypes of Orientia
tsutsugamushi and Rickettsia japonica were revealed by
indirect immunoperoxidase assays. These clinical and
serological data, even in the absence of molecular or isolation
evidence, provided grade Il evidence that this was a concurrent
infection of sympatric scrub typhus and Japanese spotted fever.
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4) Department of Medicine, Swiss Tropical and Public Health

Institute, Basel, Switzerland

5) Faculty of Medicine, University of Basel, Basel,
Switzerland

(19) Isolation and molecular detection of Ehrlichia species
from ticks in western, central, and eastern Japan

Taira M., Ando S. ), Kawabata H. Y, Fujita H.?, Kadosaka T.?,
Sato H.%, Monma N. %, Ohashi N.® and Saijo M. Ticks and
Tick-borne Diseases 10 - 344-351 - 2019

Ehrlichiosis is a tick-borne bacterial disease caused by
pathogens of the Ehrlichia genus. Although human ehrlichiosis
has not been reported in Japan, Ehrlichia spp., which are
closely related to Ehrlichia chaffeensis, were detected in
several species of ixodid ticks. In this study, the presence of
Ehrlichia spp. in ticks in Japan was studied by using isolation
and molecular detection methods. In total, 1237 ticks were
collected from vegetation in western, central, and eastern parts
of Japan. The ticks were tested for detection of ehrlichial DNA
with a nested polymerase chain reaction and/or isolation by
inoculation of mice with the homogenate. Ehrlichial DNA was
detected in 29 of these ticks. The ehrlichial DNAs, groEL
and 16S rRNA genes, detected in Ixodes turdus showed a high
similarity to those of E. chaffeensis with 94.7% and 99.2%
identity, respectively. Ehrlichia sp. HF and Candidatus
Neoehrlichia mikurensis were also detected in . ovatus.
Furthermore, Ehrlichia sp. HF was isolated from laboratory
mice that were intraperitoneal inoculated with I. ovatus tick
homogenate. Some ehrlichial agents detected in Ixodes ticks
might be a previously unknown Ehrlichia species. In this study,
Candidatus N. mikurensis was detected in |. ovatus ticks.
Because I. ovatus is distributed widely and cases of its tick bite
in humans are ubiquitously reported in Japan, there is a
potential for ehrlichiosis to be endemic to Japan, necessitating
intensive surveillance of this infectious disease.
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(20) Rickettsia japonica Infection after Land Leech Bite,
Japan. Sando E. Y, Suzuki M. %, Katayama M. 2, Taira M.,
Fujita H.® and Ariyoshi K. Emerging Infectious Diseases 25,
6-June, 2019

Japanese spotted fever (JSF) and scrub typhus (ST) are
endemic to Japan and share similar clinical features. To
document the clinical and epidemiologic characteristics that
distinguish these 2 rickettsial diseases, during 2004-2015 we
recruited 31 JSF patients, 188 ST patients, and 97 nonrickettsial
disease patients from the Southern Boso Peninsula of Japan.
JSF occurred during April-October and ST during
November—-December. Patients with JSF and ST were
significantly older and more likely to reside in wooded areas
than were patients with nonrickettsial diseases. Spatial analyses
revealed that JSF and ST clusters rarely overlapped. Clinical
findings more frequently observed in JSF than in ST patients
were purpura, palmar/plantar rash, hyponatremia, organ
damage, and delayed defervescence after treatment. Although
their clinical features are similar, JSF and ST differ in
seasonality, geographic distribution, physical signs, and
severity. Because a considerable percentage of patients did not
notice rash and eschar, many rickettsial diseases might be
underdiagnosed in Japan.
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