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9. MEBRR-FEER-ZFEF(R—LAR—
CHEET)

1) HEER

(1) BARMED 7 F o REEREAELRK O DRz o
T, Neutralizing antibody titer after recommended early
vaccination against Japanese encephalitis, B 3.0 ¥ + P,
sz 2, NI P, PERRE . B AR AR A
#6 2023Apr25;70(4) :243-251.doi:10.11236/jph.22-001.
HEy 2015 I THER THA L7244 10 22 A © B A%
BERAEZT, TERNIBES & TEREMSIT, &
%600 H TOHARMRY 7 F o OHFEEZHESE L7, AAF5E
T, BAEFAEMIBIC 1T 5 R L AR MER R oD I
DOUVWTHMA L, FHIEREHESTRT T O R A O 21k
Fo K OVRRGLBH 60 DMERS & Z DHERFZ DWW TRET L 72,
FHiE 2015 OB AR U7 T REYYE RS E E R
B W 71215 T, 2018 4 10 A 225 2020 4= 3 H £ TDIH
WREPEZ 522 LIS RO T 7 F 2R E & efE ) 4 38
L, BiEL LTINEZ BRI LT, U 27 F AR O
B, AR THONTZT —F LEATTEE HUIT R -
FEg i F et 2 20 Ui U7z, i oo g
74— R AFHIREIC X VRE L, U7 FUogRmRL, Bl
&, BEFEARE QIO TRER LT,

FER U U T IR 89 1, AREETERF 65 (4, &Rt 154 f
DRI E T, PR OFIG1X, 2015 FEE TIEA
[, TR, HFFEXI 58 CTHILR M- 7278, 2016 4R FE LA,
WHoet 5, THER, REONRIC R OS2 5
Mmolz, VI F o HEREIENOPTURRA RIL, REME
9.2%, 1 [MI$%7E 87.5%, 2 [M1£%fE 95.1%, 3 [M1F%HE 100%72 -
Too 2 BEIEEFERRIZIBWT, U7 F U BREIE>TCIROH
Al 23 188 BHERE R OHUAME L 0 b AR > 7,
Fhim ARFIEOGHIX TIE, RIS & i L C
3 MAMOERMENAREICEZ NS ERHENLRY
FHBEMHEEORN R ST, £ LT, BRYERTYH
IERERERR & MEOFRMEZEON D Z 2R TEl, £
7=, U7 F URERROFURBIERBEm P72 Lind
AARMARRE Y 27 oFnililk ¢, RO s 645
HEENEHE L B2 bz, ARFETIE, FUIEMEEORY
TR £ 2 FURME OB ITFR D 220> 1223, KL HUIBDN i
ITHIEL TH 2 Z & 22D, FWIEERE T IRITRRE R X
BT = AL =Y, GURMEZAERF T & O RTREMEDN R D,
Objective  Following the case of a 10-month-old with Japanese
encephalitis in Chiba in 2015, the Chiba Pediatric Association
and Chiba Medical Association recommended that children
receive the Japanese encephalitis vaccine at six months of age.
In this study, we investigated early vaccinations and standard
vaccinations of children in a patient outbreak area. Additionally,
we examined changes in the timing of vaccination initiation and
the acquisition and maintenance of protective immunity before
and after the early vaccination recommendation.Methods With
the cooperation of the medical institution designated for Type Il

-90-

Infectious Diseases, which treated affected children in 2015, the
history and timing of vaccinations for children who visited the
between October 2018 and March 2020 were
investigated, and serum samples were collected. The data

hospital

obtained in this study and the Ministry of Health, Labour and
Welfare's Community Health Service Report were used to
investigate the timing of vaccinations. Neutralizing antibody
titers in serum were quantified with the focus measurement
method and examined with respect to the number of vaccinations,
A total
of 154 samples were obtained, with 89 from the vaccinated group

doses, and number of days since vaccination.Results

and 65 from the unvaccinated group. There was no difference in
the percentage of children based on the age of first vaccination
between Japan, Chiba Prefecture, and the study subjects until
FY2015, but from FY2016 onward, the percentage of children
vaccinated early was higher among the study subjects, as well as
for children from Chiba Prefecture and Japan, in that order. The
antibody possession rate by vaccination frequency was 9.2% for
the unimmunized, 87.5% for those vaccinated once, 95.1% for
those vaccinated twice, and 100% for those vaccinated three
times. In the group vaccinated twice, antibody titers of children
who received half the vaccine dose were significantly lower than
those of children who received the normal dose.Conclusion In
the districts targeted in this study, significantly more children
under three years of age were vaccinated before the early
vaccination recommendation, suggesting the effectiveness of
that recommendation. In addition, the high rate of antibody
positivity among unvaccinated children suggests that it is
important to promote early vaccination in areas at high risk for
Japanese encephalitis. In this study, there was no evidence of
attenuation of antibody titers over time after early immunization,
but the possibility remains that the children who completed early
immunization received a booster due to pathogen exposure and
maintained antibody titers, given that Japanese encephalitis was
endemic in the target area.

Key words : Japanese encephalitis ( H Afx4¢) , vaccination (-

B5 42 7% ) , neutralizing antibody titer ( 1 F0 41 &), early
vaccination (11 #E7E)
Do TEREANEN - TERGFEM@RELE
Zo— . 2) M7 MUSEAT BOEE N RS A e [ AR B o T B
ANEFEE 3) o TR AL - TERFERFERE
FHEFEBE Gy F U A VAT EE

(2) Mushroom
dementia: the Circulatory Risk in Communities Study
(CIRCS), ¥/ a OB EBAEDTIEY R : 2I 2=
TALBTOIWEBRY XIHAE (CIRCS), CIRCS
Group (include Sato S).The British journal of nutrition. 2024
May14;131(9) ;1641-1647.doi: 10.1017/S000711452400014X.
It is uncertain whether dietary intake of mushrooms rich in

intake and risk of incident disabling



dietary fibre and several antioxidants is associated with a lower
risk of dementia. We sought to examine prospectively the
association between mushroom intake and the risk of disabling
dementia. We performed a prospective study involving 3750
people aged 40 to 64 years residing in three communities who
participated in an annual cardiovascular risk survey from 1985
to 1999. Cases of incident disabling dementia were surveyed
from 1999 to 2020. We calculated the hazard ratios (HR) and
95 % CI for incident total dementia according to mushroom
intake among participants with or without a history of stroke.
During amean 16-0 years' follow-up in 3739 eligible participants,
670 people developed disabling dementia. For women,
mushroom intake was inversely associated with the risk of total
dementia and the association was confined to dementia without
a history of stroke. The multivariable HR (95 % CI) for total
dementia in women were 0-81 (0-62, 1-06) for mushroom intake
of 0-1-14-9 g/d and 0-56 (0-42, 0-75) for mushroom intake
above 15-0 g/d (Pfor trend = 0-003) compared with no intake.
The corresponding HR (95 % CI) for dementia without a history
of stroke were 0-66 (0-47, 0-93) and 0-55 (0-38, 0-79) (Pfor
trend = 0-01). In men, no associations were observed between
mushroom intake and the risk of disabling dementia. Among
Japanese women, dietary mushroom intake was associated with
a lower risk of disabling dementia.

(3) Mild-to-Moderate
Cardiovascular Disease: Observational and Mendelian
Randomization Analyses, A 5 i g oD B RefE = L
DIMERRB : BEFREL AV TAT V& AL
Emarging Risk Factors Collabollation  (include Sato
S) .Circulation.2022Nov15;146(20);1507-1517.d0i:10.1161/ClI
RCULATIONAHA.122.060700.

BACKGROUND : End-stage renal disease is associated with a
high risk of cardiovascular events. It is unknown, however,

Kidney Dysfunction and

whether mild-to-moderate kidney dysfunction is causally related
to coronary heart disease (CHD) and stroke.

METHODS : Observational analyses were conducted using
individual-level data from 4 population data sources (Emerging
Risk Factors Collaboration, EPIC-CVD [European Prospective
Investigation into Cancer and Nutrition-Cardiovascular Disease
Study], Million Veteran Program, and UK Biobank) , comprising
648 135 participants with no history of cardiovascular disease or
diabetes at baseline, yielding 42 858 and 15 693 incident CHD
and stroke events, respectively, during 6.8 million person-years
of follow-up. Using a genetic risk score of 218 variants for
estimated glomerular filtration rate (eGFR), we conducted
analyses involving 413718
participants (25917 CHD and 8622 strokes) in EPIC-CVD,
Million Veteran Program, and UK Biobank.

Mendelian  randomization

RESULTS : There were U-shaped observational associations of

-901-
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creatinine-based eGFR with CHD and stroke, with higher risk in
participants with eGFR values <60 or >105 mL-min-1-1.73 m-2,
compared with those with eGFR between 60 and 105
mL-min-1-1.73 m-2. Mendelian randomization analyses for
CHD showed an association among participants with eGFR <60
mL-min-1-1.73 m-2, with a 14% (95% CI, 3%-27%) higher
CHD risk per 5 mL-min-1-1.73 m-2 lower genetically predicted
eGFR, but not for those with eGFR >105 mL-min-1-1.73 m-2.
Results were not materially different after adjustment for factors
associated with the eGFR genetic risk score, such as
lipoprotein (a), triglycerides, hemoglobin Alc, and blood
pressure. Mendelian randomization results for stroke were
nonsignificant but broadly similar to those for CHD.
CONCLUSIONS : In people without manifest cardiovascular
disease or diabetes, mild-to-moderate kidney dysfunction is
causally related to risk of CHD, highlighting the potential value
of preventive approaches that preserve and modulate kidney
function.

(4) Trends in stroke, cardiovascular disease, and medical
expenditure under a community-based long-term stroke
prevention program, HUR~—X ORHMZEF TS v 7
Z AOTTORZES, LMERR, BXOERE OHER.
CIRCS Group (include Sato S) .Journal of hypertension. 2023
Mar 01;41(3);429-436. doi: 10.1097/HJH.0000000000003351.

BACKGROUND :
measures for noncommunicable disease is urgently needed for

Evidence on the effects of preventive

low-income and middle-income countries suffering from stroke
epidemics along with population aging.

OBJECTIVES :
community-based stroke prevention program on incidences of

We sought to examine the impact of a

stroke and ischemic heart disease, mortality from cardiovascular
disease, and medical expenditure.

METHODS : Trends in the incidences of stroke and ischemic
heart disease were documented in a Japanese rural community,
Kyowa, from 1981 through 2015. Trends in mortality from
cardiovascular disease and in medical expenditures were
compared between Kyowa and its surrounding municipalities
from 1981 through 2004.

RESULTS : In Kyowa, the age-and-sex-adjusted incidences of
stroke and of ischemic heart disease decreased by half (from 4.1
to 1.9 and from 1.5 to 0.7 per year/1000 persons, respectively)
over the past 35years. A similar decreasing trend was observed
for the age-and-sex-adjusted mortality from cardiovascular
disease, and this decreasing trend occurred earlier than that in the
surrounding municipalities. The medical expenditures for
cardiovascular disease became lower in Kyowa than in the
surrounding municipalities over time.

CONCLUSION : Our study's findings suggest that a community-
based stroke prevention program augmented the decline in the
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incidences of stroke and ischemic heart disease, mortality from
cardiovascular disease, and attenuated the increase in medical
expenditures for cardiovascular disease.

(5) Trends in the incidence of stroke and its subtypes
from 1963 to 2018 in Japanese urban and rural communities:
The Circulatory Risk in Communities Study (CIRCS), 1963
FEnD 2018 £F TO HARDEHE R L CEF HUIRIZR
JFRRWER L 2DV T F A SORAROEN: HiRitS
WZBITBHIBERY X 7 HI3E (CIRCS). CIRCS Group (include
Sato S) .International journal of stroke 2023 Jul;18 (6) ;657-662.
doi: 10.1177/17474930221135531.

BACKGROUND : Few studies have provided observational data
on long-term trends in the incidence of stroke and its subtypes,
and shown the urban-rural disparities of stroke incidence in
Japan.
METHODS
surveillance was performed since 1963/1964 to determine all

: A multiple-source, community-based stroke

first-ever stroke cases among Japanese residents aged >40 years
living in the Minami-Takayasu district in Yao city, an urban
community, and Ikawa town, a rural community. Sex-specific,
age-standardized incidence per 1000/year with 95% confidence
intervals was calculated during seven periods of 1963/1964-1971
(urban population (% men): 3242 (47.3%); rural population
(%men) :2311 (46.0%) ), 1972-1979, 1980-1987, 1988-1995, 1
996-2003, 2004-2011, and 2012-2018 (13,307 (46.7%) ; 3586
(44.8%)).

RESULTS : The age-standardized incidence of all strokes in the
Japanese urban community decreased from 6.60 to 1.15
per 1000/year for men and 3.28 to 0.59 for women. In the rural
community, the corresponding incidence decreased from 11.51
to 1.98 for men and 6.46 to 1.31 for women. Similar reductions
were observed in the incidence of intracerebral hemorrhage,
subarachnoid hemorrhage, ischemic stroke, and lacunar stroke.
In the period of 2012-2018, the incidence ratios (95%
confidence intervals) of all strokes for the rural compared to the
urban community were 1.72 (1.08-2.75) for men and 2.23
(1.23-4.03) for women.

CONCLUSION : The stroke incidence continued to decline in
both urban and rural Japanese communities with the regional
disparities over the past half century, whereas it remained higher
than that in many Western countries.

(6) Optimal Cut-off Points of Nonfasting and Fasting
Triglycerides for Prediction of Ischemic Heart Disease in
Japanese General Population: The Circulatory Risk in
Communities Study (CIRCS), BAA—fRERIZBT 38
MmENREBDOFRIDOID DGRBS LOERR R 7
V&Y FOBERD Y A T7HA > b HIRFRICRT
59EE U R 7 (CIRCS).CIRCS Group (include Sato S).
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J atheroscler thromb 2023 Feb
doi:10.5551/jat.63358..

AIMS : We investigated the optimal cut-off points of nonfasting

01;30(2);110-130.

and fasting triglycerides in Japanese individuals with lower
average triglyceride levels than westerners.

METHODS : Residents aged 40-69 years without a history of
ischemic heart disease or stroke were enrolled between 1980
and 1994 and followed. Serum triglyceride concentrations were
measured from 10851 nonfasting (<8 h after meal) and 4057
fasting (> 8 h) samples. As a prerequisite, we confirmed the
shape of a receiver operating characteristic (ROC) curves, the
area under ROC curves (AUC), and the integrated time-
dependent AUC. We identified optimal cut-off points for
incident ischemic heart disease based on C-statistic, Youden
index, and Harrell's concordance statistic. We used dichotomized
concentrations of triglycerides via the univariate logistic
regression and Cox proportional hazards regression models. We
also calculated multivariable hazard ratios and population
attributable fractions to evaluate the optimal cut-off points.
RESULTS : Nonfasting and fasting optimal cut-off points
were 145 mg/dL and 110 mg/dL, with C-statistic of 0.594 and
0.626, Youden index of 0.187 and 0.252, and Harrell's
concordance statistic of 0.590 and 0.630, respectively. The
corresponding multivariable hazard ratios of ischemic heart
disease were 1.43 (95%Cl 1.09-1.88) and 1.69 (1.03-2.77), and
the corresponding population attributable fractions were 16.1%
(95%Cl 3.3-27.2%) and 24.6 (-0.3-43.3).

CONCLUSION : The optimal cut-off points of nonfasting and
fasting triglycerides in the Japanese general population were 145
mg/dL and 110 mg/dL, respectively, lower than the current cut-
off points recommended in the US and Europe.

(7) Life expectancy associated with different ages at
diagnosis of type 2 diabetes in high-income countries: 23
million person-years of observation, EFTEEIZEITS 2
RUBE PR3 DB WTHE D FE I DFH R 2,300 FAFEDBL
22, ERFC Group (include Sato S) The lancet. Diabetes &
endocrinology. 2023 Oct;11(10) ;731-742. doi: 10.1016/S2213-
8587 (23) 00223-1.
BACKGROUND :
increasing rapidly, particularly among younger age groups.

The prevalence of type 2 diabetes is

Estimates suggest that people with diabetes die, on average, 6
years earlier than people without diabetes. We aimed to provide
reliable estimates of the associations between age at diagnosis of
diabetes and all-cause mortality, cause-specific mortality, and
reductions in life expectancy.

METHODS : For this observational study, we conducted a
combined analysis of individual-participant data from 19 high-
income countries using two large-scale data sources: the
Emerging Risk Factors Collaboration (96 cohorts, median



baseline years 1961-2007, median latest follow-up
years 1980-2013) and the UK Biobank (median baseline
year 2006, median latest follow-up year 2020). We calculated
age-adjusted and sex-adjusted hazard ratios (HRs) for all-cause
mortality according to age at diagnosis of diabetes using data
from 1515718 participants, in whom deaths were recorded
during 23-1 million person-years of follow-up. We estimated
cumulative survival by applying age-specific HRs to age-
specific death rates from 2015 for the USA and the EU.
FINDINGS : For participants with diabetes, we observed a linear
dose-response association between earlier age at diagnosis and
higher risk of all-cause mortality compared with participants
without diabetes. HRs were 2-69 (95% CI 2-43-2-97) when
diagnosed at 30-39 years, 2-26 (2:08-2-45) at 40-49 years, 1-84
(1-72-1-97) at 50-59 years, 1-57 (1-47-1-67) at 60-69 years,
and 1-39 (1-29-1-51) at 70 years and older. HRs per decade of
earlier diagnosis were similar for men and women. Using death
rates from the USA, a 50-year-old individual with diabetes died
on average 14 years earlier when diagnosed aged 30 years, 10
years earlier when diagnosed aged 40 years, or 6 years earlier
when diagnosed aged 50 years than an individual without
diabetes. Using EU death rates, the corresponding estimates
were 13, 9, or 5 years earlier.

INTERPRETATION : Every decade of earlier diagnosis of
diabetes was associated with about 3-4 years of lower life
expectancy, highlighting the need to develop and implement
interventions that prevent or delay the onset of diabetes and to
intensify the treatment of risk factors among young adults
diagnosed with diabetes.

FUNDING :
Council, National Institute for Health and Care Research, and
Health Data Research UK.

British Heart Foundation, Medical Research

(8) The importance of meropenem resistance, rather than
imipenem resistance, in defining carbapenem-resistant
Enterobacterales for public health surveillance: an analysis
of national population-based surveillance, Chiaki Ikenoue?,
Mari Matsui?, Yuba Inamine?, Daisuke Yoneoka®, Motoyuki
Sugai?, Satowa Suzuki? and the Antimicrobial-Resistant
Bacteria Research Group of Public Health Institutes (AMR-RG-
PHI) (include Naoshi Ando)?. BMC Infect Dis. 2024
Feb 15;24 (1) :209

Background: In Japan, carbapenem-resistant Enterobacterales
(CRE)
Epidemiological Surveillance of Infectious Diseases (NESID)

infections were incorporated into the National
in 2014, necessitating mandatory reporting of all CRE infections
cases. Subsequently, pathogen surveillance was initiated in 2017,
which involved the collection and analysis of CRE isolates from
reported cases to assess carbapenemase gene possession. In this

surveillance, CRE is defined as (i) minimum inhibitory
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concentration (MIC) of meropenem >2 mg/L. (MEPM criteria)
or (ii) MIC of imipenem >2 mg/L and MIC of cefmetazole >64
mg/L (IPM criteria). This study examined whether the current
definition of CRE surveillance captures cases with a clinical and
public health burden.

Methods: CRE isolates from reported cases were collected from
the public health laboratories of local governments, which are
responsible  for  pathogen  surveillance.  Antimicrobial
susceptibility tests were conducted on these isolates to assess
compliance with the NESID CRE definition. The NESID data
between April 2017 and March 2018 were obtained and analyzed
using antimicrobial susceptibility test results.

Results: In total, 1681 CRE cases were identified during the
study period, and pathogen surveillance data were available
for 740 (44.0%) cases. Klebsiella aerogenes and Enterobacter
cloacae complex were the dominant species, followed by
Klebsiella pneumoniae and Escherichia coli. The rate of
carbapenemase gene positivity was 26.5% (196/740), and
93.4% (183/196) of these isolates were of the IMP type.
Meanwhile, 315 isolates were subjected to antimicrobial
susceptibility testing. Among them, 169 (53.7%) fulfilled only
the IPM criteria (IPM criteria-only group) which were
susceptible to meropenem, while 146 (46.3%) fulfilled the
MEPM criteria (MEPM criteria group) . The IPM criteria-only
group and MEPM criteria group significantly differed in terms
of carbapenemase gene positivity (0% vs. 67.8%), multidrug
resistance rates (1.2% vs. 65.8%), and mortality rates (1.8% vs
6.9%).

Conclusion: The identification of CRE cases based solely on
imipenem resistance has had a limited impact on clinical
management. Emphasizing resistance to meropenem is crucial in
defining CRE, which pose both clinical and public health burden.
This emphasis will enable the efficient allocation of limited
health and public health resources and preservation of newly
developed antimicrobials.

1) [ LI GERT JE i SR M AT SE 1 o & — SE i o e
FAM T — A« AT FEME P TE 2 — 2) BRI E
FIMHERFTEE o # —. 3) REAIRYHEZE o o 7 —

monitor the
prevalence of gastroenteritis Chiba
prefecture (2014-2019), Chiemi Hotta, Yuki Fujinuma,
Takashi Ogawa, Mamiko Akita, Tomoko Ogawa. J
Epidemiol 2023 May 20; doi: 10.2188/JE20220305.

Background: In Japan, sentinel surveillance is used to

(9) Surveillance of wastewater to

viruses in

monitor the trend of infectious gastroenteritis. Another
method of pathogen surveillance, wastewater-based
epidemiology, has been used recently because it can help
to monitor infectious disease without relying on patient
data. Here, we aimed to determine the viral trends
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reflected in the number of reported patients and number
of gastroenteritis virus-positive samples. We focused on
gastroenteritis viruses present in wastewater and
investigated the usefulness of wastewater surveillance
for the surveillance of infectious gastroenteritis.

Methods: Real-time polymerase chain reaction was used
for viral gene detection in wastewater. The number of
reported patients per pediatric sentinel site and number
of viral genome copies were compared for correlation
potential. The number of gastroenteritis virus-positive
by
Surveillance of Infectious Disease (NESID) and the

samples  reported National Epidemiological

status of gastroenteritis viruses detected in wastewater
were also evaluated.
norovirus

Results: l,

genotype Il, sapovirus, astrovirus, rotavirus group A, and

Genes of norovirus genotype

rotavirus group C were detected in wastewater samples.
Viruses were detected in wastewater during periods when
no gastroenteritis virus-positive samples were reported
to NESID.

Conclusion: 1

gastroenteritis viruses were detected in wastewater even

Norovirus genotype and other
during periods when no gastroenteritis virus-positive
samples were found. Therefore, surveillance using
wastewater can complement sentinel surveillance and is
an effective tool for the surveillance of infectious

gastroenteritis.

(10)Simultaneous detection of sibutramine and
phenolphthalein in a diet jelly health food product
that caused health problems, Tomohide Fukiwake?,
Sachiyo Oosawa, Hiroki Yoshino,
Maki Nishimura, Rie Ito?, Hiroshi Akiyama® .
Analytical Sciences, 39, 445-461 (2023).

The Public Health Center in Chiba Prefecture, Japan, received

Tatsuya Shinozuka,

a consultation from a resident of Chiba Prefecture who
consumed a diet jelly health food product and experienced health
problems. To investigate the cause of the health problems, we
examined the food product for the presence of pharmaceutical
ingredients. A screening analysis using ultra-high performance
liquid chromatography with a photodiode array detector (UPLC-
PDA) indicated the presence of sibutramine and phenolphthalein
in the food product. Analysis using an ultra-high performance
liquid mass
spectrometer (UHPLC-Q-Kingdon trap MS) confirmed the
presence of sibutramine and phenolphthalein. Quantitative

chromatograph-quadrupole-Kingdon  trap

analysis using UPLC-PDA showed that sibutramine and
phenolphthalein were present at 15 and 16 mg/bag and 2.4
and 2.6 mg/bag, respectively. According to the drug insert for
sibutramine capsules in the United States, the recommended
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medicinal dose of sibutramine should not exceed 15 mg/day, and
the amount ingested in the present case exceeded that value. The
present study results indicated that ingestion of the jelly health
food product may cause health problems.
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30, 134-141 (2023).
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