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(3) Serum Albumin and Risks of Stroke and Its Subtypes
The Circulatory Risk in Communities Study (CIRCS). I
BINVTIVEREFBIOTOY T ¥ A 7 OWERER
B Y X 7 -CIRCS, CIRCS Group (include Sato S) .
Circulation Journal 2021:85 (4) : 385-392

BACKGROUND : Few studies have investigated the association
between serum albumin levels and the risk of stroke subtypes
among the general Japanese population.

METHODS and RESULTS:In this study, 5,071 men and 7,969
women aged 40-74 years, initially free from stroke, coronary
artery disease, and kidney and hepatic failure, and residing in 4
Japanese communities completed a baseline risk factor survey
between 1985 and 1994. During the 24—year follow-up, 528
men and 553 women experienced stroke. In the entire study
cohort, multivariable hazard ratios (HRs) and 95% confidence
intervals (Cls) of total stroke, ischemic stroke, and intracerebral
hemorrhage for the lowest vs. highest quartiles of serum albumin
were 1.45(1.18-1.77), 1.52(1.17-1.97), and 1.57(1.04-2.37),
respectively. In men, multivariable HRs (95% Cls) for total
stroke, ischemic stroke, and intracerebral hemorrhage in the

lowest vs. highest serum albumin quartile were 1.44
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(1.07-1.92) ,1.48(1.03-2.11) and 1.71(0.92-3.18),
respectively, whereas in  women they were 1.50
(1.13-1.99),1.63(1.11-2.39), and 156  (0.89-2.74),

respectively. Similar inverse associations were observed for
each of the ischemic stroke subtypes, but not for subarachnoid
hemorrhage.

CONCLUSIONS : Low serum albumin levels were associated
with an increased risk of total stroke, ischemic stroke, ischemic
stroke subtypes, and intracerebral hemorrhage.

(4) Impact of Major Cardiovascular Risk Factors on the
Incidence of Cardiovascular Disease among Overweight and
Non-Overweight Individuals: The Circulatory Risk in
Communities Study (CIRCS) . [RigZE & FEIERE O O
RBOFERIIHT D TBRALDLEEREFOFE DK
B : CIRCS, CIRCS Group(include Sato S). J atheroscler
thromb 2022:29 (3) : 422-437

AIM :  We aimed to examine the impact of high-risk levels of
cardiovascular risk factors on the incidence of cardiovascular
disease (CVD) in overweight and non-overweight individuals
without treatment for the risk factors.

METHODS : A total of 8,051 individuals aged 40-74 years
without a history of CVD and/or without treatment for
hypertension, diabetes, hyperlipidemia, and kidney disease at
baseline in 1995-2000 were followed up for a median of 14.1
years. We classified the participants into three risk categories
(low-, intermediate-, and high-risk groups) on the basis of
individual risk factors (blood pressure, serum glucose, low-
density lipoprotein cholesterol [LDL-C], and urinary protein)
according to the guidelines of Japanese clinical societies. The
high-risk group (systolic blood pressure >= 160 mmHg or
diastolic blood pressure >= 100 mmHg, fasting serum glucose
>= 130 mg/dL or non-fasting serum glucose >= 180 mg/dL,
LDL-C >= 180 mg/dL, proteinuria >= 2+) needed to refer to
physicians or start treatment immediately. Overweight was
defined as a body mass index of >= 25 kg/m?.

RESULTS : Compared with those in the non-overweight low-
risk group, the hazard ratios (HRs) (95% confidence intervals,
population-attributable fractions [PAFs]) of CVD in the high-
risk categories of blood pressure were 2.0 (1.4-2.9, 7.0%) in
the non-overweight high-risk group and 2.9 (1.9-4.3, 6.8%) in
the overweight high-risk group. The corresponding HRs (95%
confidence intervals, PAFs) of serum glucose were 2.0 (1.2
3.4, 2.5%) and 2.2 (1.1-4.3, 1.5%) in the non-overweight and
overweight high-risk groups, respectively. Such associations
were not observed for the high-risk group of LDL-C and
proteinuria.

CONCLUSIONS : The present long-term observational study
implies that targeting persons with non-treated severe
hypertension and diabetes is prioritized to prevent CVD
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regardless of overweight status.

(5) Leukocyte Count and Risks of Stroke and Coronary
Heart Disease: The Circulatory Risk in Communities Study
(CIRCS). HILER¥ & fZEH1Is X OVEBIRKEBD Y 2 7 ¢
CIRCS, CIRCS Group (include Sato S) . J atheroscler
thromb 2022:29 (4) :527-535

AIM : This study aimed to investigate the associations of
leukocyte count with the risks of stroke and coronary heart
disease among the general Japanese population.

METHODS : A total of 5,242 residents aged 40-69 years living
in two Japanese communities underwent leukocyte count
measurements between 1991 and 2000, and the data were
updated using 5— or 10-year follow-ups or both. Participants
who had histories of stroke, coronary heart disease, or high
values of leukocyte count (> 130X10? cellssmm?) were
excluded. Hazard ratios with 95% confidence intervals (Cls)
were calculated according to quartiles of cumulative average
leukocyte count.

RESULTS : During follow-up of 21 years, 327 stroke and 130
coronary heart disease cases were determined. After adjustments
for age, sex, community, and updated cardiovascular risk factors,
the multivariable hazard ratio (95% CI) for the highest versus
lowest quartile of leukocyte count was 1.50(1.08-2.08) for
ischemic stroke, 1.59(1.00-2.51) for lacunar infarction, 1.42
(0.90-2.26)
coronary heart

for non-lacunar infarction, 2.17(1.33-3.55) for
and 1.40(1.11-1.76)
cardiovascular disease. In smoking status-stratified analyses, the

disease, for total
corresponding multivariable hazard ratio (95% Cl) was 2.45
(1.11-5.38) for ischemic stroke, 2.73 (1.37-5.44) for coronary
heart disease in current smokers, 2.42(1.07-5.46), 1.55
(0.58-4.15) in former smokers, and 1.17(0.75-1.82), 1.78
(0.83-3.82) in never smokers.

CONCLUSION : Leukocyte count was positively associated
with the risks of ischemic stroke and coronary heart disease
among the general Japanese population, especially in current
smokers.

(6) Impact of Perceived Social Support on the Association
Between Anger Expression and the Risk of Stroke: The
Circulatory Risk in Communities Study (CIRCS). &b ®
RHEWEFOY R 7 L OBEBEICHT DY — Ty ¥
AR— b DEE : CIRCS, CIRCS Group (include Sato S). J
Epidemiol 2021 Jun 26;d0i:10.2188/jea.JE20200607.
BACKGROUND : Anger has been suggested as a risk factor for
stroke. Perceived social support (PSS) may relieve anger, thus
reducing the risk of stroke; however, evidence supporting this is
limited. We aimed to examine whether PSS modifies the risk of
stroke associated with anger expression.

METHODS : A cohort study was conducted among 1,806



community residents aged 40-74 years who received a
cardiovascular risk survey including anger expression in 1997.
A Cox proportional hazards model was applied to the
participants with low and high PSS to calculate the hazard ratios
(HRs) and 95% confidence intervals (Cls) of the risks of total
stroke and its subtypes based on total anger expression after
adjusting for known stroke risk factors.

RESULTS : The median follow-up duration was 18.8 years, with
51 incident strokes. Among the participants with low PSS, anger
expression had a positive association with the total stroke risk:
The multivariable HR per SD increment of total anger
expression was 1.43(95% CIl, 1.13-1.82). In contrast, no
association was identified among those with high PSS. The
corresponding HR was 0.83(95% CI, 0.49-1.40), with a
significant interaction between low and high PSS (p = 0.037).
Similar associations regarding the risk of ischemic stroke were
found.
CONCLUSIONS :
associated with anger expression among the participants with

We found an increased risk of stroke
low PSS, but not among those with high PSS. Our results suggest
that PSS might mitigate the risk of stroke associated with anger.

(7) Dietary intake of tocopherols and risk of incident
disabling dementia B> 5 D b 2 7 = v —/ LIER L BH
#iE F& fiE : CIRCS Group (include Sato S) . Journal Scientific
reports 2021;11 (1) :16429

Tocopherols, strong antioxidants, may be useful in preventing
dementia, but the epidemiological evidence is insufficient. We
performed a community-based follow-up study of Japanese, the
Circulatory Risk in Community Study, involving 3739 people
aged 40-64 years at baseline (1985-1999) . Incident disabling
dementia was followed up from 1999 through 2020. For subtype
analysis, we classified disabling dementia into that with and that
without a history of stroke. Dietary intake of tocopherols (total,
a, B, 7, and 8) were estimated using 24-h recall surveys. During
a median follow-up of 19.7 years, 670 cases of disabling
dementia developed. Total tocopherol intake was inversely
associated with risk of disabling dementia with multivariable
hazard ratios (95% confidence intervals) of 0.79(0.63-1.00)
for the highest versus lowest quartiles of total tocopherol intake
(P for trend=0.05) . However, the association was strengthened
when further adjusted for a-linolenic acid intake (Spearman
with tocopherol intake=0.93), with
multivariable hazard ratios of 0.50(0.34-0.74) (P for
trend=0.001) but was weakened and nonsignificant when further

correlation total

adjusted for linoleic acid intake (Spearman correlation with total
tocopherol intake=0.92), with multivariable hazard ratios of
0.69(0.47-1.01) (P for trend=0.05) . Similar but nonsignificant
inverse associations were observed for a-, y-, and 3-tocopherols

but not for B-tocopherol. These results were similar regardless of
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the presence of a history of stroke. Dietary tocopherol intake was
inversely associated with risk of disabling dementia, but its
effect
intercorrelation of a-linolenic linoleic acids with total tocopherol

independent was uncertain owing to a high
intake. Even with such confounding, a diet high in tocopherols

may help prevent the onset of dementia.

(8) Whole genome analysis detects the emergence of a single
Salmonella enterica serovar Chester clone in Japan’s Kanto
region. Naoshi Ando, Tsuyoshi Sekizuka?, Eiji Yokoyama,
Yoshiyuki Aihara?, Noriko Konishi®, Yuko Matsumoto?,
Kumiko Ishida®, Koo Nagasawa®, Nathalie Jourdan-Da Silva?,
Motoi Suzuki®, Hirokazu Kimura®, Simon Le Hello®:11),
Koichi Murakami'?, Makoto Kuroda®, Shinichiro Hirai'? and
Setsuko Fukaya?

(2021) Front. Microbiol. 12:705679.

In Japan’s Kanto region, the number of Salmonella enterica
serovar Chester infections increased temporarily between 2014
and 2016. Concurrently with this temporal increase in the Kanto
region, S. Chester isolates belonging to one clonal group were
causing repetitive outbreaks in Europe. A recent study reported
that the European outbreaks were associated with travelers who
had been exposed to contaminated food in Morocco, possibly
seafood. Because Japan imports a large amount of seafood from
Morocco, we aimed to establish whether the temporal increase
in S. Chester infections in the Kanto region was associated with
imported Moroccan seafood. Short sequence reads from the
whole-genome sequencing of 47 S. Chester isolates from people
in the Kanto region (2014-2016), and the additional genome
sequences from 58 isolates from the European outbreaks, were
analyzed.

1) ENLESENFERTR IR AR 7 ) SRITITSEE o & —

2) RIRIMEEDTIERT, 3) BRI RZ 2 JE v & — .

4) BRI TR AT JERT . 5) ZRIBIRHDROREFT, 6) THEIRAS A
T H— )T T RAREET ., 8) ELEIYERT IR T
JuiEE e v 2 — QBB N—2ARF, 10) 7 T AR
Y —UIRGEET, 11) / A~ T o — K5, 12) [EISTIEYSE R
eI YA E fE S BRI e v 2 —

(9) Molecular epidemiological analysis of Mycobacterium
tuberculosis modern Beijing genotype strains isolated in
Chiba Prefecture over 10 years. Takashi Kikuchi, Masaki
Nakamura, Yushi Hachisu, Shinichiro Hirail),Eiji Yokoyama
J. Infect. Chemother.2022.28:521—525

The prevalence of the phylogenetic groups of Mycobacterium
tuberculosis Beijing genotype has been reported to be similar in
different areas of Japan. However, recent reports from rural
areas of Japan show a low prevalence of modern Beijing
strains, suggesting that the distribution of modern Beijing
strains may have changed recently. Therefore, multi-locus
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variable number of tandem repeats analysis (MLVA) and
draft whole genome sequence (DWGS) analysis were carried
out to investigate the prevalence of particular genotype strains.
Methods: Nine hundred and ninety modern Beijing strains were
studied using minimum spanning tree (MST) analysis and
neighbor-net analysis of MLVA and WGS data. Results: An
MST of M. tuberculosis Beijing genotype strains reconstructed
from 12 loci-MLVA data showed two large complexes with the
J12-0006 MLVA pattern. In one of the complexes, strains with
the pECTO7 pattern produced by 24 loci-MLVA and its SLVs
were most prevalent. DWGS analysis was carried out for
pECTO7 and its SLV strains. Neighbor-net and MST analyses
of the DWGS data showed that pECTO7 and its SLV strains
were grouped in separate clusters. When all the combinations
of two of the tested strains were analyzed, MST analysis
showed that only 9 (1.7%) of the 528 pairs of tested strains
had 5 or less SNPs. Conclusions: The results of this study
suggested that pECTO7 and its variants were prevalent among
M. tuberculosis modern Beijing strains in Chiba Prefecture, but
the prevalence of those strains may not have been due to an
earlier large-scale latent outbreak.
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Eiji Yokoyama , Akio Matsumoto®, Takashi Hamabata®

(2021) Microbiology 167 (12)

Enterohaemorrhagic Escherichia coli (EHEC) produces Shiga
toxin 1 (Stx1) and Shiga toxin 2 (Stx2). Although stx1 and
stx2 were found within the late operons of the Stx-encoding
phages (Stx-phages), stx1 could mainly be transcribed from the
stx1 promoter (P swa), which represents the functional operator-
binding site (Fur box) for the transcriptional regulator Fur
(ferric uptake regulator), upstream of stx1. In this study, we
found that the production of Stx1 by EHEC was affected by
oxygen concentration. Increased Stx1 production in the presence
of oxygen is dependent on Fur, which is an Fe?*-responsive
transcription factor. The intracellular Fe?* pool was lower under
microaerobic conditions than under anaerobic conditions,
suggesting that lower Fe2+ availability drove the formation of
less Fe?*-Fur, less DNA binding to the P spa region, and an
increase in Stx1 production.
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