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ARTICLE INFO ABSTRACT

Keywords: Background: The prevalence of multiple sclerosis (MS) has been increasing worldwide in recent years, especially
Multiple sclerosis among females. The same increasing trends are even observed in East Asian countries, where the prevalence of
Rice MS is relatively low compared with Northern European ancestries. Whether the environmental risk factors for
Menarche MS are shared between Asian and North European ancestries, and the types of environmental factors that
Sunlight exposure . . . . . . . .
Smokin. contribute to the low and recent increase in MS prevalence in Asian countries remain unknown. This study
Japanesge provides the first comprehensive survey of environmental risks for MS in East Asia.

Methods: Patients with MS were recruited from the Department of Neurology at Kyushu University Hospital,
Japan between 01 April 2017 and 31 March 2018. Healthy controls (HCs) were recruited by public notification.
All participants were residents of Kyushu Island and were required to complete medical history and lifestyle
questionnaires. Dietary data were collected using a Food Frequency Questionnaire comprising intake of ap-
proximately 140 food and beverage items in the past 1 year. One hundred and three patients with MS and 124
healthy controls (HCs) completed the questionnaires. Age at onset and disability score measured by the Kurtzke
Expanded Disability Status Scale (EDSS) were obtained from medical records.

Results: Frequency of obesity (body mass index =25 kg/m?) at present time was higher in MS patients than in
HCs (19.4% vs. 7.4%, p = 0.009), while body mass index at age 18-20 years did not differ between the two
groups. Frequency of current or ex-smokers was higher in MS patients than in HCs (50.5% vs. 22.8%, p <
0.0001) and disability measured by the EDSS was more severe in MS patients with active smoking history than in
patients without such history (p = 0.006 after adjusting for sex). Passive smoking after age 16 years was also a
risk factor for MS (odds ratio: 1.31, 95% confidence interval: 1.05-1.63, p = 0.015). Longer sunlight exposure in
early childhood was a protective factor for MS (odds ratio: 0.65 during summer and 0.71 during winter at age
6-10 years; 0.71 during summer and 0.72 during winter at age 11-15 years). MS patients had earlier age of
menarche than HCs (mean: 12.4 years vs. 12.9 years, p = 0.031). Intake of grains was lower in MS patients than
in HCs, with intake of rice in particular being significantly lower in MS patients than in HCs (mean: 235.2 g/day
vs. 280.6 g/day, p = 0.006). Previously reported foods associated with MS in Northern European ancestries were
not replicated in Japanese people.

Conclusion: Smoking and earlier age of menarche are positively associated and sunlight exposure in early
childhood is negatively associated with MS in Japanese people as shown in Caucasians. Intake of steamed short-
grain white rice, a staple food in Japan, is newly found to be negatively associated with MS in Japanese people.
Although the causality is unclear because the participants were prevalent cases, these environmental factors may
be involved in the rising prevalence of MS in Japanese females.

Abbreviations: BMI, body mass index; CI, confidence interval; CNS, central nervous system; EBV, Epstein-Barr virus; EDSS, Kurtzke Expanded Disability Status Scale;
HCs, healthy controls; IM, infectious mononucleosis, MS, multiple sclerosis; MSSS, Multiple Sclerosis Severity Score; OR, odds ratio
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1. Introduction

Multiple sclerosis (MS) is caused by a complex interplay between
genetic and environmental factors. It is considered that these genetic
factors contribute about 30% of MS susceptibility, with the remaining
susceptibility explained by environmental factors (Sadovnick et al.,
1993). Thus, environmental factors have been extensively surveyed in
Western countries, with high latitude, decreased sun exposure, vitamin
D deficiency, early menarche, obesity in adolescence, smoking, and
Epstein-Barr virus (EBV) infection identified as risk factors
(Degelman et al., 2017; Duan et al., 2014; Jiang et al., 2018;
Levin et al., 2010; Munger et al., 2009; Simpson et al., 2019; van der
Mei et al., 2003).

In recent years, the prevalence of MS has been increasing world-
wide, especially among females (Jiang et al., 2018). The same trend
was confirmed by repeated nationwide surveys in Japan
(Kuroiwa et al., 1975; Osoegawa et al., 2009; Shibasaki et al., 1992).
The first nationwide survey carried out in 1972 revealed a very low MS
prevalence (crude prevalence rate: 2.1/100,000) in Japan compared
with those in countries predominantly comprising people of Northern
European ancestry (Thompson et al., 2018), but the number of patients
had increased by >20,000 cases (16.1/100,000) in the latest nation-
wide registration survey in 2017 (http://www.nanbyou.or.jp/entry/
5354). The increase was more prominent in females (male-to-female
ratio: 1:1.7 in the first nationwide survey and 1:2.9 in the fourth na-
tionwide survey in 2004) (Kuroiwa et al., 1975; Osoegawa et al., 2009).
The marked increase in MS prevalence may be explained by changes in
exposure to environmental factors as well as alterations in interactions
between environmental and genetic factors.

We previously reported that low 25-hydroxyvitamin D levels and
EBV infection together with high latitude are risk factors, while
Helicobacter pylori infection is a protective factor, for MS in Japanese
people (Li et al., 2007; Nakamura et al., 2016; Niino et al., 2015;
Yoshimura et al., 2012). However, very few environmental studies have
been performed in Asian populations, including Japanese populations,
whose lifestyles and genetic backgrounds differ from those of European
people, and it thus remains largely unknown whether the established
environmental risk factors for MS in Western populations are operative
in Japanese populations. In the present study, we aimed to clarify the
environmental factors for MS in Japanese people, which may account
for the recent increase in MS prevalence in Japan, by performing a
comprehensive environmental survey.

2. Patients and methods
2.1. Subjects

Japanese patients with MS who were regularly followed-up at the
Department of Neurology, Kyushu University Hospital between 01 April
2017 and 31 March 2018 were eligible for inclusion. Patients were
included if they met the McDonald criteria for MS (Polman et al., 2011),
were at least 20 years of age, could answer the questionnaires by
themselves, and signed the informed consent form. Healthy controls
(HCs) were recruited by public notification. A total of 103 MS patients
and 124 HCs were enrolled in the study. All participants were Japanese
people residing in the northern parts of Kyushu Island, Japan, at ap-
proximately 130° east longitude and 33° north latitude. Age at ex-
amination and sex ratio did not differ significantly between MS patients
and HCs (Table 1). The study was approved by the Kyushu University
Ethics Committee and conducted according to the World Medical As-
sociation Declaration of Helsinki. Written informed consent was ob-
tained from all participants.

2.2. Data collection

All participants were requested to answer self-reported

Multiple Sclerosis and Related Disorders 38 (2020) 101872

questionnaires including present and past lifestyles and medical history.
The questionnaires concerning lifestyle and medical history included
age, sex, height, body weight, body weight at age 18-20 years, birth-
place, current place of residence, history and periods of living overseas,
education level, occupation, medical history including atopy/allergy
and infectious mononucleosis (IM), family history of MS or neuro-
myelitis optica spectrum disorders, history of being breastfed as a child,
detailed smoking history (ever smoked, age started/stopped smoking,
amount of smoking per day, history of passive smoking), and sunlight
exposure. Participants were asked to provide the period (0-15 or =16
years) and frequency (rare, several times a month, several times a week,
almost every day) of exposure to passive smoking exceeding 1 h per
day. For sunlight exposure, participants were requested to choose a
duration of sun exposure (<15, 15-29, 30-59, 60-89, or =90 min
daily) in summer and winter for different age periods (6-10, 11-15,
16-20, and =21 years). For female participants, history of pregnancy,
childbirth, and breastfeeding, age at menarche, and use of oral con-
traceptives or infertility medications were also asked.

Participants were requested to fill out a Food Frequency
Questionnaire to elucidate their recent dietary habits in the past 1 year
for frequency of intake of approximately 140 food and beverage items
(Nanri et al., 2012; Willett et al., 1985). The questionnaire comprised
two categories. The first category addressed eating frequency. For most
food items, nine possible options could be selected: ‘less than once per
month’, ‘1 to 3 times per month’, ‘1 to 2 times per week’, ‘3 to 4 times
per week’, ‘5 to 6 times per week’, ‘once a day’, ‘2 to 3 times per day’, ‘4
to 6 times per day’, and ‘7 or more times per day’. The second category
assessed intake relative to appropriate standard portion sizes selected
for each food item. The questionnaire used words and pictures to show
the standard portion sizes for each food item, and three options could
be chosen: ‘less than half the standard portion size’, ‘same as the
standard portion size’, or ‘more than 1.5 times the standard portion
size’. Age at MS onset and disability measured by the Kurtzke Expanded
Disability Status Scale (EDSS) (Kurtzke, 1983) were collected from
medical records and the Multiple Sclerosis Severity Score (MSSS)
(Roxburgh et al., 2005) was estimated from the clinical information.

2.3. Data management

The information gathered by the Food Frequency Questionnaire was
used to estimate the daily intake of ingredients and components. The
participants were classified as with or without active smoking history
based on their answer to the question of whether they had ever smoked.
In terms of passive smoking and sunlight exposure, the answers were
categorized into ordinal scales (1-4 and 1-5, respectively) and the
scales were used as objective variables in a logistic regression model.
The correlations between environmental factors and disability were
examined in all patients and after exclusion of patients with <5 years
of disease duration, because disability at 5 years after onset was shown
to be a prognostic factor and the clinical course and disability in the
early disease course fluctuate largely on a case-by-case basis
(Degenhardt et al., 2009).

2.4. Statistical analysis

Fisher's exact test was used to compare categorical variables, and
the Wilcoxon rank-sum test was used to analyse continuous variables.
The Spearman rank-correlation coefficient was used to evaluate the
correlations between disease severities (EDSS score and MSSS) and
pack-years of smoking. Univariate logistic regression analyses were
performed to estimate the odds ratio (OR) of individual environmental
factors, and a multivariable logistic regression analysis was subse-
quently conducted with inclusion of all associated factors as covariates.
EDSS scores and MSSS were rank-normalized and applied to linear re-
gression analysis. The threshold for statistical significance was set at p
< 0.05. Statistical analyses were performed using JMP Pro 14.1.0
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Table 1
Demographic and clinical characteristics of MS patients and HCs.
MS patients (n = 103) HCs (n = 124) p-value

Age at examination (years), mean + SD (range) 43.6 = 10.9 (21-71) 40.7 = 13.4 (20-68) NS
Females / males, n (%) 80 / 23 (77.7 / 22.3) 88 / 36 (71.0 / 29.0) NS
Allergy or atopic dermatitis, n (%) 48 (47.1) 46 (37.7) NS
Past history of infectious mononucleosis, n (%) 0 (0) 1(0.8) NS
Family history of MS or NMOSD, n (%) 3(2.9) 0 (0.0) NS
RRMS : SPMS : PPMS, n 82:14:7 NA NA
Disease duration (years), mean * SD (range) 13.0 = 8.6 (1-42) NA NA
EDSS score, mean *+ SD (range) 2.85 += 2.22 (0-8.0) NA NA
MSSS, mean *+ SD (range) 3.35 + 2.92(0.05-9.38) NA NA
Weight (kg), mean =+ SD (range) 56.6 = 11.2 (38-95) 56.1 = 9.5 (41-90) NS
Height (cm), mean + SD (range) 160.2 + 6.77 (147-176) 161.8 *+ 8.29 (149-184) NS
BMI (kg/m?), mean + SD (range) 22.0 = 4.03 (14.8-36.3) 21.3 + 2.80 (16.4-37.0) NS
BMI at age 18-20 years, mean * SD (range) 20.6 += 3.64 (15.8-31.3) 20.4 = 2.08 (16.2-28.4) NS
BMI =25 kg/m? at age 18-20 years, n (%) 7 (6.9) 3(2.5) NS
BMI =25 kg/m?, n (%) 20 (19.4) 9 (7.9 0.010
Active smoking history, n (%) 52 (50.5) 28 (22.8) <0.0001
Pack-years, mean + SD (range) 11.1 = 8.91 (0.15-37) 14.2 + 13.4 (0.03-48.8) NS
Breastfeeding, n (%) 47 (45.6) 63 (51.6) NS

BMI: body mass index; EDSS: Kurtzke Expanded Disability Status Scale; HCs: healthy controls; MS: multiple sclerosis; NA: not applicable; NMOSD: neuromyelitis
optica spectrum disorders; NS: not significant; PPMS: primary progressive multiple sclerosis; RRMS: relapsing-remitting multiple sclerosis; SD: standard deviation;

SPMS: secondary progressive multiple sclerosis.

software (SAS Institute Inc., Cary, NC, USA).

3. Results
3.1. Participant demographics

The demographic features of the MS patients and HCs are shown in
Table 1. Among the MS patients, 79.6% had a relapsing-remitting
course and the rest had a progressive course (13.6% with a secondary
progressive course and 6.8% with a primary progressive course). The
median current EDSS score was 2.85 and the mean disease duration was
13.0 years. There were no significant differences in age at examination,
sex ratio, history of atopy/allergy, IM, breastfeeding, and family history
of MS and neuromyelitis optica spectrum disorders between MS pa-
tients and HCs. There were no significant differences in weight, height,
and body mass index (BMI) at either present time or age 18-20 years
between MS patients and HCs. However, frequency of obesity (BMI
=25 kg/m?) at present time was higher in MS patients than in HCs, and
the OR was 3.03 (95% confidence interval [CI]: 1.31-6.98, p = 0.010).
Frequency of obesity at age 18-20 years did not differ between MS
patients and HCs.

3.2. Smoking

Active smoking history was significantly more frequent in MS pa-
tients than in HCs (Table 1), and its OR was 3.46 (95% CI: 1.95-6.13, p
< 0.0001). Even when three MS patients who started active smoking
after onset of MS were excluded, the result was essentially the same
(OR: 3.26, 95% CI: 1.83-5.80, p < 0.0001). The result still remained
the same when four additional patients who started active smoking at
<1 year prior to diagnosis of MS were excluded (OR: 3.00, 95% CI:
1.67-5.36, p = 0.0002) (Fig. 1A). Exposure to passive smoking after
age 16 years was also significantly more frequent in MS patients than in
HCs (OR: 1.31, 95% CI: 1.05-1.63, p = 0.015) (Fig. 1B).

3.3. Sunlight exposure

Duration of sun exposure at ages 6-10 and 11-15 years in both
winter and summer was significantly shorter in MS patients than in HCs
(Fig. 2). For age 6-10 years, the OR was 0.65 (95% CI: 0.47-0.90,
p = 0.007) during summer and 0.71 (95% CIL: 0.53-0.95, p = 0.020)

during winter. For age 11-15 years, the OR was 0.71 (95% CL:
0.53-0.96, p = 0.025) during summer and 0.72 (95% CI: 0.54-0.97,
p = 0.030) during winter (Fig. 2). When males and females were
analysed separately, the trend remained significant until age 20 years in
females during winter (OR: 0.74 95% CI: 0.56-0.98, p = 0.033), while
only a tendency was observed during summer (OR: 0.76, 95% CI:
0.56-1.02, p = 0.066).

3.4. Female-specific variables

Age at menarche was significantly lower in MS patients than in HCs
(mean + SD: 12.4 * 1.46 years vs. 12.9 * 1.48 years, p = 0.031)
(Table 2). One-year-delayed menarche was negatively associated with
MS (OR: 0.80, 95% CI: 0.65-0.99, p = 0.042). When we excluded four
patients who had menarche after onset of MS or <1 year prior to di-
agnosis of MS, the trend was more evident (OR: 0.77 95% CI:
0.61-0.96, p = 0.016). Pregnancy, number of pregnancies, age at first
pregnancy, birth, number of births, age at first birth, and usage of in-
fertility medications or oral contraceptives did not differ significantly
between MS patients and HCs. However, birth (44.3% vs. 61.4%,
p = 0.031) and number of births (0.95 vs. 1.35, p = 0.033) were sig-
nificantly lower in MS patients than in HCs.

3.5. Dietary habits

Among the examined food groups, only intake of grains was sig-
nificantly lower in MS patients than in HCs (342.8 *+ 57.9 g/day vs.
364.8 + 77.6 g/day, p = 0.021) (Table 3). Among the grain in-
gredients, intake of steamed short-grain white rice was significantly
lower in MS patients than in HCs (235.2 =+ 121.0 g/day vs.
280.6 * 113.6 g/day, p = 0.006), while intake of soba was sig-
nificantly higher in MS than in HCs (12.7 * 15.1 g/day vs.
9.9 + 16.8 g/day, p = 0.030) (Table 4). Dietary consumption of some
foods and ingredients reported to be associated with MS susceptibility
in people of Northern European ancestry after interviews with partici-
pants using the recall method, such as fish, coffee, n-3 fatty acids, vi-
tamin D, salt, and alcohol (Andersen et al., 2018; Bdarnhielm et al.,
2014; Duan et al., 2014; Farez et al., 2015; Hedstrom et al., 2016a;
Hoare et al., 2016), did not differ significantly between MS patients and
HCs.
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3.6. Multivariable logistic regression analysis

In the multivariable logistic regression analysis with sunlight ex-
posure at young age, active smoking history, passive smoking history
after age 16 years, intake of rice, and intake of soba as covariates, active
smoking history and intake of rice remained significant (p = 0.003 and
p = 0.028, respectively). Even when female MS patients and HCs were
analysed with inclusion of female-specific variables (age at menarche,
birth, number of births), active smoking history and age at menarche
were still significant (p = 0.025 and p = 0.038, respectively).

3.7. Correlation with disease severity

EDSS scores and MSSS were significantly greater in MS patients with
active smoking history than in those without such history, regardless of

Sunlight exposure

3.46 (1.95-6.13), p < 0.0001

3.26 (1.83-5.80), p < 0.0001

3.00 (1.67-5.36), p = 0.0002

1.15 (0.94-1.40), p = 0.175

1.31 (1.05-1.63), p = 0.015

Multiple Sclerosis and Related Disorders 38 (2020) 101872

i Fig. 1. Relationship between smoking history

* Odds ratio and MS risk. (A) Association between active
— 95% CI smoking history and MS. (a) Results of an
analysis including all participants. (b) Results

of an analysis with exclusion of three MS pa-
tients who started active smoking after onset of
MS. (c) Results of an analysis with exclusion of
four additional patients who started active
smoking at <1 year prior to diagnosis of MS.
(B) Association between passive smoking his-
tory and MS. The question for passive smoking
was “How long have you had the opportunity
to inhale environmental cigarette smoke from
other people for more than 1 h a day at home
or at work?”. In terms of passive smoking his-
tory, the answers were categorized into an or-
dinal scale (1-4) and the scales were used as
objective variables in a logistic regression
model. Exposure to passive smoking at age
=16 years is a risk factor for MS with an OR of
1.31.

whether the analysis involved all patients or patients after exclusion of
those with <5 years of disease duration (Fig. 3 and Supplementary
Table 1). However, disease severity was not correlated with pack-years
of smoking (EDSS score: p = 0.240, p = 0.094; MSSS: p = 0.242,
p = 0.090). When high rice eaters were defined as those with equal to
or more than the median amount of rice intake in HCs (=280 g/day)
and low rice eaters were defined as those with equal to or less than half
the median amount of rice intake in HCs (< 140 g/day), high rice eaters
had significantly lower MSSS (p = 0.034) and frequency of progressive
MS (p = 0.0004) and a tendency toward lower EDSS scores (p = 0.057)
than low rice eaters in MS patients excluding those with <5 years of
disease duration (Fig. 4 and Supplementary Table 2).

* Odds ratio
— 95% ClI

6—10 yr, summer

0.65 (0.47-0.90), p = 0.007

6—10 yr, winter

11-15 yr, summer

0.71 (0.53-0.95), p = 0.020

0.71 (0.53-0.96), p = 0.025

11-15 yr, winter

0.72 (0.54-0.97), p = 0.030

16—20 yr, summer
16-20 yr, winter
221 yr, summer

=21 yr, winter

0.86 (0.67—1.10), p = 0.222
0.85 (0.68—1.07), p = 0.167
0.81 (0.65-1.01), p = 0.061

0.84 (0.67—1.06), p = 0.119

0.0 0.2

T T T T T T

06 08 10 12
Odds ratio

Fig. 2. Relationship between sunlight exposure and MS risk. Duration of sun exposure at age <16 years is associated with MS susceptibility. In terms of sunlight
exposure, the answers were categorized into an ordinal scale (1-5) and the scales were used as objective variables in a logistic regression model. Increasing sun

exposure is associated with decreasing risk of MS.
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Table 2
Female-specific variables.
MS patients (n = 80) HCs (n = 88) p-value

Age at menarche (years), mean + SD (range) 12.4 *= 1.46 (10-18) 12.9 + 1.48 (10-18) 0.031
Pregnancy, n (%) 43 (54.4) 55 (63.2) NS
Number of pregnancies, mean + SD (range) 1.33 = 1.39 (0-5) 1.66 = 1.69 (0-8) NS
Age at first pregnancy (years), mean * SD (range) 26.3 + 5.33 (18-38) 27.1 = 4.88 (16-39) NS
Birth, n (%) 35 (44.3) 54 (61.4) 0.031
Number of births, mean + SD (range) 0.95 = 1.09 (0-4) 1.35 + 1.16 (0-4) 0.033
Age at first birth (years), mean = SD (range) 27.2 + 4.86 (19-39) 28.0 = 4.65 (17-39) NS
Infertility medicine usage, n (%) 8(10.0) 7 (8.0) NS
Oral contraceptive usage, n (%) 4 (5.0) 2(2.3) NS

HCs: healthy controls; MS: multiple sclerosis; NS: not significant; SD: standard deviation.

4. Discussion

This study showed that active smoking, passive smoking, and me-
narche at earlier age were associated with MS susceptibility, while
longer sun exposure at younger age was a protective factor against MS,
in Japanese people, as also seen for MS in people of Northern European
or Middle Eastern ancestry (Degelman et al., 2017; Hedstrom et al.,
2016b; Jiang et al., 2018; van der Mei et al., 2003). However, BMI at
early age and consumption of foods known to be associated with MS did
not differ between MS patients and HCs in the Japanese population. As
a novel factor in the Japanese population, rice consumption was sig-
nificantly lower in MS patients than in HCs.

There are several limitations to this study. First, the sample size was
relatively small, and the cases were hospital-based and at various
clinical stages, mainly because of the low prevalence of MS in the
Japanese population (Osoegawa et al., 2009). This may have produced
some selection bias and heterogeneity in the MS patients evaluated.
Second, because the study used self-reported questionnaires, recall
biases could be large particularly in MS patients with long disease
durations. Third, the study investigated current food intake, and MS
patients may have changed their dietary lifestyle after receiving their
diagnosis. Some of the associations of environmental factors with MS
including the associations between dietary factors and MS, and between
active smoking and disability could be due to reverse causality. Thus,
the present findings should be regarded as preliminary. Furthermore,
there were no MS patients who reported IM in their past history. Al-
though IM is an established risk factor for MS in European ancestries
(Sheik-Ali, 2017), the lower prevalence of IM in Japanese compared
with Caucasians (Takeuchi et al., 2006) may partly explain this ob-
servation. Future large-scale prospective studies are warranted to
clarify the causality of the environmental factors associated with MS in

Japanese.

Smoking is a well-established risk factor for MS in Caucasian people
(Degelman et al, 2017). In experimental autoimmune en-
cephalomyelitis, an animal model of MS, autoimmune T cells were
shown to become eligible for invasion of the central nervous system
(CNS) after activation in the pulmonary hilar lymph nodes
(Odoardi et al., 2012). Smoking renders the pulmonary hilar lymph
nodes pro-inflammatory, and can thus exacerbate CNS inflammation in
MS (Alrouji et al., 2019). Indeed, active smoking was associated with
greater disability in the present study, suggesting a contribution of
smoking to disability progression via augmented neuroinflammation.
Although smoking frequency in the total population is decreasing in
Japan consistent with worldwide trends, the smoking frequency in fe-
males aged in their 20 s increased from 1988 to 2003 (http://www.
health-net.or.jp/tobacco/product/pd090000.html).  Therefore, in-
creasing smoking frequency in young women may be contributing to
the rising prevalence of MS in Japanese females at the present time.

Regarding female-specific variables, earlier menarche was identified
as a common risk factor for MS in Caucasians (Jiang et al., 2018) and
the present Japanese MS patients, and produces longer exposure to
female sex hormones. Oestrogen, a female hormone, dampens cell-
mediated immune function, but enhances humoral-mediated immune
function (Foo et al., 2017). The recent success of B-cell depletion
therapy for MS (Hauser et al., 2017) suggests the importance of hu-
moral immunity for MS pathogenesis, and the earlier exposure to sex
hormones may increase susceptibility to MS via augmentation of hu-
moral immunity. Age at menarche continues to decrease worldwide in
advanced countries including Japan (Hosokawa et al, 2012;
Ysrraelit and Correale, 2019). Thus, menarche at younger age is likely
to have contributed to the recent increase in MS prevalence among
females in Japan. The significantly lower frequencies of birth and

Table 3
Intake of food groups.

Food group (g/day) MS patients (n = 103) HCs (n = 124) p-value
Grains, mean * SD (range) 342.8 + 57.9 (255-596) 364.8 + 77.6 (283-719) 0.021
Potatoes, mean + SD (range) 43.0 = 8.3 (29-102) 41.5 = 4.8 (29-61) NS
Beans, mean + SD (range) 78.0 + 47.3 (47-384) 71.8 = 27.2 (41-237) NS
Seeds, mean = SD (range) 1.7 += 4.0 (0-30.3) 2.0 = 4.7 (0-30.5) NS
Vegetables, mean * SD (range) 349.7 *+ 54.4 (265-568) 351.8 *+ 77.1 (255-1002) NS
Fruits, mean = SD (range) 157.4 + 24.4 (114-233) 154.5 + 23.9 (114-238) NS
Mushrooms, mean * SD (range) 22.4 + 27.6 (10-286) 20.7 = 13.2 (10-123) NS
Seaweeds, mean = SD (range) 10.4 = 4.8 (8-48) 10.3 + 2.8 (8-25) NS
Seafoods, mean =+ SD (range) 88.6 + 15.0 (74-173) 88.2 = 11.5 (74-125) NS
Meats, mean * SD (range) 80.2 + 26.2 (41-177) 81.8 = 26.0 (44-211) NS
Eggs, mean = SD (range) 34.5 + 7.4 (28-80) 34.3 = 7.7 (27-111) NS
Milk, mean + SD (range) 175.8 + 60.9 (102-479) 171.3 *= 64.5 (103-451) NS
Fats and oils, mean + SD (range) 13.7 = 12.9 (1.4-82.0) 12.0 = 7.2 (0.4-38.5) NS
Sweets, mean + SD (range) 28.9 + 24.4 (0-111.1) 28.1 *+ 28.5(0-195.8) NS
Beverages (tea, coffee, juice, carbonated drink), mean + SD (range) 819.9 * 664.1 (0-4925) 745.7 + 478.0 (25.7-2425.7) NS
Alcohol, mean + SD (range) 91.1 + 147.2 (19-1031) 101.7 + 155.0 (19-897) NS
Seasoning and spices, mean * SD (range) 18.1 = 12.2 (0.4-61.7) 18.3 = 13.1 (0.3-65.2) NS

HCs: healthy controls; MS: multiple sclerosis; NS: not significant; SD: standard deviation.
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Table 4

Intake of ingredients included in grains.
Ingredient (g/day) MS patients (n = 103) HCs (n = 124) p-value
Rice, mean * SD (range) 235.2 121.0 (55-560) 280.6 113.6 (55-560) 0.006

Wheat, mean + SD (range)
Soba (buckwheat noodles), mean + SD (range)

*
143.4 + 113.8 (2-653)
12.7 + 15.1 (0-64)

*
148.7 + 98.8 (13-600) NS
9.9 = 16.8 (0-100) 0.030

HCs: healthy controls; MS: multiple sclerosis; NS: not significant; SD: standard deviation.
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Fig. 3. Disease severity according to active smoking history. (A, B) Data for all MS patients (n = 103). (C, D) Data for MS patients excluding those with <5 years of
disease duration (n = 85). For active smoking history, we classified the participants into two groups based on their answer to the question of whether they had ever
smoked. The mean values remain higher in patients with active smoking history after adjustment for sex in a multivariable linear regression analysis on all MS
patients. p* indicates p-value adjusted for sex (because a significant difference for sex was found during analyses on age at examination, sex, and disease duration by
presence or absence of active smoking history). The same result is obtained when those with <5 years of disease duration are excluded.

number of births in MS patients compared with HCs are compatible
with previous studies reporting that number of births is protective for
MS (Magyari et al., 2013: Ponsonby et al., 2012). However, the dif-
ference was not significant by multivariable logistic regression analysis.
Because pregnancies and births can be influenced by MS itself, the in-
terpretation of causality awaits future larger-scale studies.

Although our Japanese MS patients did not replicate the associa-
tions of several foods reported to be risk or protective factors for MS, we
found that intake of steamed short-grain white rice, a staple Japanese
food, was a novel protective factor for MS in Japanese people.
Intriguingly, MS prevalence is generally low in counties where rice is a
staple food, including Japan, China, Thailand, Indonesia, and India. It is
possible that rice consumption may partly influence the worldwide
tendency for MS prevalence. The consumption of rice among Japanese
people has decreased by half in the past 40 years, while the con-
sumption of meat has dramatically increased (http://www.maff.go.jp/
j/wpaper/w_maff/h18 h/trend/1/t1_1_1_04.html). These changes in

dietary habits may have partly contributed to the increasing MS

prevalence in Japanese people since World War II.

It is possible that Westernization of the diet may confer MS sus-
ceptibility by increasing the frequency of obesity in younger Japanese
generations, because a previous study demonstrated that early child-
hood obesity and adolescent obesity were risk factors for MS suscept-
ibility (Munger et al., 2009). However, in our series, the mean BMI at
age 18-20 years was 20.6 kg/m? in MS patients and comparable to the
value in the nationwide survey. Indeed, the nationwide survey in Japan
reported that BMI at age 17-19 years in females remained stable at
around 20 kg/m? from 1976 to 2016 (http://www.nibiohn.go.jp/
eiken/kenkounippon21/eiyouchousa/keinen_henka_shintai.html). The
higher frequency of current obesity (BMI =25 kg/m?) in MS patients
compared with HCs could be attributable to the reduced mobility or
steroid usage in some patients, because BMI and frequency of obesity at
age 18-20 years and BMI at examination did not differ significantly
between MS patients and HCs. Thus, obesity does not seem to be a
major driving factor for MS in Japanese people, although dietary habits
have markedly changed.
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Fig. 4. Disease severity according to rice intake. (A, B) Data for all MS patients (n = 54 for high rice eaters; n = 19 for low rice eaters). (C, D) Data for MS patients
excluding those with <5 years of disease duration (n = 42 for high rice eaters; n = 17 for low rice eaters). High rice eaters were defined as those with equal to or
more than the median amount of rice intake in HCs (=280 g/day) and low rice eaters were defined as those with less than half the median amount of rice intake in
HCs (<140 g/day). High rice eaters show significantly lower MSSS (p = 0.034) and a tendency toward lower EDSS scores (p = 0.057) than low rice eaters in MS

patients excluding those with <5 years of disease duration.

Several etiological pathways other than obesity are plausible for the
mechanism of rice consumption as a protective factor against MS. First,
glucan included in rice has a protective effect for allergies and auto-
immune diseases (Oomizu et al., 2006). Differentiation of immune cells
toward cells with anti-inflammatory properties after exposure to glucan
may reduce the risk of MS (Oomizu et al., 2006). Second, gut com-
mensal bacteria and their metabolites have the potential to exert both
pro-inflammatory and anti-inflammatory responses by regulating T-cell
differentiation and immune responses in the gut (Furusawa et al.,
2013). Therefore, much attention has recently been paid to the re-
lationships between MS and gut microbiota. Intestinal microbial flora
become altered in a relatively short time after a change in the staple
food. The Blautia genus is increased by consumption of rice
(Mano et al., 2018). Thus, Japanese people have an abundance of this
genus compared with people in other countries (Nishijima et al., 2016).
Interestingly, a recent report described that the Blautia genus was de-
creased in Japanese MS patients (Miyake et al., 2015), consistent with
the lower rice intake in MS patients noted in the present study.
Therefore, decreased rice consumption may have changed the gut mi-
crobiota, such as Blautia species, thereby potentiating the MS risk in
Japanese people. However, in North American people, Blautia species
were reported to be more abundant in MS patients than in HCs
(Chen et al., 2016). Thus, the relationships between food intake and gut
microbiota in MS may be distinct among races with different dietary
habits.

5. Conclusion

Our comprehensive study on environmental factors for MS identi-
fied smoking, earlier age of menarche, and low sunlight exposure as
environmental risk factors in Japanese people, similar to Western
people. We also found a negative association of rice intake with MS,
which may be unique to Japanese people. We consider that the iden-
tification of environmental risk factors for MS among races will lead to
elucidation of the disease cascade.

Funding

This study was supported in part by the Ministry of Health, Labour,
and Welfare, Japan [grant number H29-Nanchitou (Nan)-Ippan-043];
the Japan Society for the Promotion of Science [JSPS KAKENHI grant
numbers 18K07529 and 19K07995]; and the Institute for Food and
Health Science, Yazuya Co. Ltd., Japan. None of the funding bodies
played any role in the study design, data collection and analysis, data
interpretation, or writing of the manuscript.

Web references

1 JAPAN HEALTH PROMOTION & FITNESS FOUNDATION, http://
www.health-net.or.jp/tobacco/product/pd090000.html (2018, ac-
cessed 22 February 2019)

2 Japan Intractable Disease Information Center. Number of specific
disease medical recipient holders, http://www.nanbyou.or.jp/
entry/5354 (2017, accessed 22 February 2019)



A. Sakoda, et al.

3 Ministry of Agriculture, Forestry and Fisheries, http://www.maff.
go.jp/j/wpaper/w_maff/h18_h/trend/1/t1_1_1_04.html (1997, ac-
cessed 22 February 2019)

4 National Institute of Health and Nutrition, http://www.nibiohn.go.
jp/eiken/kenkounippon21/eiyouchousa/keinen_henka_shintai.html
(2015, accessed 22 February 2019)

Declaration of Competing Interest

The authors declare the following potential conflicts of interest with
respect to the research, authorship, and/or publication of this article.
K.S. and K.M. have nothing to declare. A.S. received research support
from the Institute for Food and Health Science, Yazuya Co. Ltd. T.M.
received a grant and payment from Bayer Schering Pharma and Takeda
Pharmaceutical Company for manuscript preparation and development
of educational presentations, and also received speaker honoraria
payments from Mitsubishi Tanabe Pharma, Bayer Schering Pharma, and
Biogen Idec Japan. Y.N. received research support from Chugai
Pharmaceutical Company. M.W. received consultant fees and honoraria
from Novartis Pharma. R.Y. received research support from Takeda
Pharmaceutical Company, Kyowa Hakko Kirin, and Chugai
Pharmaceutical Company. N.I. received personal fees from Tanabe
Mitsubishi Pharma. J.K. received grants from the Ministry of Health,
Labour, and Welfare, Japan, the Ministry of Education, Culture, Sports,
Science and Technology of Japan, the Japan Society for the Promotion
of Science, the Japan Agency for Medical Research and Development
(AMED), Japan; and received grants and personal fees from Biogen Idec
Japan, Novartis Pharma, Philips and Mitsubishi Tanabe Pharma, Eisai,
Otsuka Pharmaceutical, Chugai Pharmaceutical Company, Nihon
Pharmaceutical Company, and Fukuda Denshi.

Acknowledgements

We thank the participants who joined this study, and Dr. Junji
Kishimoto (Center for Clinical and Translational Research, Kyushu
University Hospital, Kyushu University) for assistance with statistical
analyses. We also thank Alison Sherwin, PhD, from Edanz Group (www.
edanzediting.com/ac) for editing a draft of this manuscript.

Supplementary materials

Supplementary material associated with this article can be found, in
the online version, at doi:10.1016/j.msard.2019.101872.

References

Alrouji, M., Manouchehrinia, A., Gran, B., Constantinescu, C.S., 2019. Effects of cigarette
smoke on immunity, neuroinflammation and multiple sclerosis. J. Neuroimmunol.
15, 24-34. https://doi.org/10.1016/j.jneuroim.2018.10.004.

Andersen, C., Spndergaard, H.B., Bang, Oturai, D., Laursen, J.H., Gustavsen, S., Larsen,
N.K., Magyari, M., Just-@stergaard, E., Thgrner, L.W., Sellebjerg, F., Ullum, H.,
Oturai, A.B., 2018. Alcohol consumption in adolescence is associated with a lower
risk of multiple sclerosis in a Danish cohort. Mult. Scler. https://doi.org/10.1177/
1352458518795418.

Bédrnhielm, M., Olsson, T., Alfredsson, L., 2014. Fatty fish intake is associated with de-
creased occurrence of multiple sclerosis. Mult. Scler. 20, 726-732. https://doi.org/
10.1177/1352458513509508.

Chen, J., Chia, N., Kalari, K.R., Yao, J.Z., Novotna, M., Soldan, M.M.P., Luckey, D.H.,
Marietta, E.V., Jeraldo, P.R., Chen, X., Weinshenker, B.G., Rodriguez, M., Kantarci,
O.H., Nelson, H., Murray, J.A., Mangalam, A.K., 2016. Multiple sclerosis patients
have a distinct gut microbiota compared to healthy controls. Sci. Rep. 6, 28484.
https://doi.org/10.1038/srep28484.

Degelman, M.L., Herman, K.M., 2017. Smoking and multiple sclerosis&nbsp;: a systematic
review and meta-analysis using the Bradford Hill criteria for causation. Mult. Scler.
Relat. Disord. 17, 207-216. https://doi.org/10.1016/j.msard.2017.07.020.

Degenhardt, A., Ramagopalan, S.V., Scalfari, A., Ebers, G.C., 2009. Clinical prognostic
factors in multiple sclerosis: a natural history review. Nat. Rev. Neurol. 5, 672-682.
https://doi.org/10.1038/nrneurol.2009.178.

Duan, S., Lv, Z., Fan, X., Wang, L., Han, F., Wang, H., Bi, S., 2014. Vitamin D status and
the risk of multiple sclerosis&nbsp;: a systematic review and meta-analysis. Neurosci.
Lett. 570, 108-113. https://doi.org/10.1016/j.neulet.2014.04.021.

Multiple Sclerosis and Related Disorders 38 (2020) 101872

Farez, MLF., Fiol, M.P., Gaitdn, M.I., Quintana, F.J., Correale, J., 2015. Sodium intake is
associated with increased disease activity in multiple sclerosis. J. Neurol. Neurosurg.
Psychiatry 86, 26-31. https://doi.org/10.1136/jnnp-2014-307928.

Foo, Y.Z., Nakagawa, S., Rhodes, G., Simmons, L.W., 2017. The effects of sex hormones on
immune function : a meta-analysis. Biol. Rev. Camb. Philos. Soc. 92, 551-571.
https://doi.org/10.1111/brv.12243.

Furusawa, Y., Obata, Y., Fukuda, S., Endo, T.A., Nakato, G., Takahashi, D., Nakanishi, Y.,
Uetake, C., Kato, K., Kato, T., Takahashi, M., Fukuda, N.N., Murakami, S., Miyauchi,
E., Hino, S., Atarashi, K., Onawa, S., Fujimura, Y., Lockett, T., Clarke, J.M., Topping,
D.L., Tomita, M., Hori, S., Ohara, O., Morita, T., Koseki, H., Kikuchi, J., Honda, K.,
Hase, K., Ohno, H., 2013. Commensal microbe-derived butyrate induces the differ-
entiation of colonic regulatory T cells. Nature 504, 446-450. https://doi.org/10.
1038/nature12721.

Hauser, S.L., Bar-Or, A., Comi, G., Giovannoni, G., Hartung, H.P., Hemmer, B., Lublin, F.,
Montalban, X., Rammohan, K.W., Selmaj, K., Traboulsee, A., Wolinsky, J.S., Arnold,
D.L., Klingelschmitt, G., Masterman, D., Fontoura, P., Belachew, S., Chin, P., Mairon,
N., Garren, H., Kappos, L., OPERA I and OPERA II Clinical Investigators, 2017.
Ocrelizumab versus interferon beta-1a in relapsing multiple sclerosis. N. Engl. J. Med.
376, 221-234. https://doi.org/10.1056/nejmoal601277.

Hedstrom, A.K., Mowry, E.M., Gianfrancesco, M.A., Shao, X., Schaefer, C.A., Shen, L.,
Olsson, T., Barcellos, L.F., Alfredsson, L., 2016a. High consumption of coffee is as-
sociated with decreased multiple sclerosis risk; results from two independent studies.
J. Neurol. Neurosurg. Psychiatry 87, 454-460. https://doi.org/10.1136/jnnp-2015-
312176.

Hedstrom, AK., Olsson, T., Alfredsson, L., 2016b. Smoking is a major preventable risk
factor for multiple sclerosis. Mult. Scler. 22, 1021-1026. https://doi.org/10.1177/
1352458515609794.

Hoare, S., Lithander, F., van der Mei, L., Ponsonby, A.L., Lucas, R., Ausimmune
Investigator Group, 2016. Higher intake of omega-3 polyunsaturated fatty acids is
associated with a decreased risk of a first clinical diagnosis of central nervous system
demyelination: results from the Ausimmune study. Mult. Scler. 22, 884-892. https://
doi.org/10.1177/1352458515604380.

Hosokawa, M., Imazeki, S., Mizunuma, H., Kubota, T., Hayashi, K., 2012. Secular trends
in age at menarche and time to establish regular menstrual cycling in Japanese
women born between 1930 and 1985. BMC Women’s Health 12, 19. https://doi.org/
10.1186/1472-6874-12-19.

Jiang, X., Olsson, T., Alfredsson, L., 2018. Age at menarche and risk of multiple sclerosis:
current progress from epidemiological investigations. Front. Immunol. 9, 2600.
https://doi.org/10.3389/fimmu.2018.02600.

Kuroiwa, Y., Igata, A., Itahara, K., Koshijima, S., Tsubaki, T., 1975. Nationwide survey of
multiple sclerosis in Japan. Clinical analysis of 1,084 cases. Neurology 25, 845-851.
https://doi.org/10.1212/wnl.25.9.845.

Kurtzke, J.F., 1983. Rating neurologic impairment in multiple sclerosis: an expanded
disability status scale (EDSS). Neurology 33, 1444-1452. https://doi.org/10.1212/
wnl.33.11.1444.

Levin, L.I., Munger, K.L., O'Reilly, E.J., Falk, K.I., Ascherio, A., 2010. Primary infection
with the Epstein-Barr virus and risk of multiple sclerosis. Ann. Neurol. 67, 824-830.
https://doi.org/10.1002/ana.21978.

Li, W., Minohara, M., Su, J.J., Matsuoka, T., Osoegawa, M., Ishizu, T., Kira, J., 2007.
Helicobacter pylori infection is a potential protective factor against conventional
multiple sclerosis in the Japanese population. J. Neuroimmunol. 184, 227-231.
https://doi.org/10.1016/j.jneuroim.2006.12.010.

Magyari, M., Koch-Henriksen, N., Pfleger, C.C., Sgrensen, P.S., 2013. Reproduction and
the risk of multiple sclerosis. Mult. Scler. 19, 1604-1609. https://doi.org/10.1177/
1352458513481397.

Mano, F., Ikeda, K., Joo, E., Fujita, Y., Yamane, S., Harada, N., Inagaki, N., 2018. The
effect of white rice and white bread as staple foods on gut microbiota and host me-
tabolism. Nutrients 10, 1323. https://doi.org/10.3390/nu10091323.

Miyake, S., Kim, S., Suda, W., Oshima, K., Nakamura, M., Matsuoka, T., Chihara, N.,
Tomita, A., Sato, W., Kim, S.-W., Morita, H., Hattori, M., Yamamura, T., 2015.
Dysbiosis in the gut microbiota of patients with multiple sclerosis, with a striking
depletion of species belonging to clostridia XIVa and IV clusters. PLoS ONE 10,
e0137429. https://doi.org/10.1371/journal.pone.0137429.

Munger, K.L., Chitnis, T., Ascherio, A., 2009. Body size and risk of MS in two cohorts of
US women. Neurology 73, 1543-1550. https://doi.org/10.1212/WNL.
0b013e3181c0d6e0.

Nakamura, Y., Matsushita, T., Sato, S., Niino, M., Fukazawa, T., Yoshimura, S., Hisahara,
S., Isobe, N., Shimohama, S., Watanabe, M., Yoshida, K., Houzen, H., Miyazaki, Y.,
Yamasaki, R., Kikuchi, S., Kira, J., Consortium, J.M.S.G., 2016. Latitude and HLA-
DRB1*04:05 independently influence disease severity in Japanese multiple sclerosis:
a cross-sectional study. J. Neuroinflammation 13, 239. https://doi.org/10.1186/
$12974-016-0695-3.

Nanri, A., Shimazu, T., Ishihara, J., Takachi, R., Mizoue, T., Inoue, M., Tsugane, S., JPHC
FFQ Validation Study Group, 2012. Reproducibility and validity of dietary patterns
assessed by a food frequency questionnaire used in the 5-year follow-up survey of the
Japan public health center-based prospective study. J. Epidemiol. 22, 205-215.
https://doi.org/10.2188/jea.je20110087.

Niino, M., Sato, S., Fukazawa, T., Masaki, K., Miyazaki, Y., Matsuse, D., Yamasaki, R.,
Takahashi, E., Kikuchi, S., Kira, J., 2015. Decreased serum vitamin D levels in
Japanese patients with multiple sclerosis. J. Neuroimmunol. 279, 40-45. https://doi.
org/10.1016/j.jneuroim.2015.01.007.

Nishijima, S., Suda, W., Oshima, K., Kim, S.W., Hirose, Y., Morita, H., Hattori, M., 2016.
The gut microbiome of healthy Japanese and its microbial and functional uniqueness.
DNA Res. 23, 125-133. https://doi.org/10.1093/dnares/dsw002.

Odoardi, F., Sie, C., Streyl, K., Ulaganathan, V.K., Schldger, C., Lodygin, D., Heckelsmiller,
K., Nietfeld, W., Ellwart, J., Klinkert, W.E.F., Lottaz, C., Nosov, M., Brinkmann, V.,



A. Sakoda, et al.

Spang, R., Lehrach, H., Vingron, M., Wekerle, H., Fliigel-Koch, C., Fliigel, A., 2012. T
cells become licensed in the lung to enter the central nervous system. Nature 488,
675-679. https://doi.org/10.1038/nature11337.

Oomizuy, S., Onishi, N., Suzuki, H., Ueda, K., Mochizuki, M., Morimoto, K., Kawamoto, S.,
Ono, K., Kameyoshi, Y., Hide, M., 2006. Oral administration of pulverized Konjac
glucomannan prevents the increase of plasma immunoglobulin E and im-
munoglobulin G levels induced by the injection of syngeneic keratinocyte extracts in
BALB/c mice. Clin. Exp. Allergy 36, 102-110. https://doi.org/10.1111/j.1365-2222.
2005.02405.x.

Osoegawa, M., Kira, J., Fukazawa, T., Fujihara, K., Kikuchi, S., Matsui, M., Kohriyama, T.,
Sobue, G., Yamamura, T., Itoyama, Y., Saida, T., Sakata, K., Ochi, H., Matsuoka, T.,
Research Committee of Neuroimmunological Diseases, 2009. Temporal changes and
geographical differences in multiple sclerosis phenotypes in Japanese: nationwide
survey results over 30 years. Mult. Scler. 15, 159-173. https://doi.org/10.1177/
1352458508098372.

Polman, C.H., Reingold, S.C., Banwell, B., Clanet, M., Cohen, J.A., Filippi, M., Fujihara,
K., Havrdova, E., Hutchinson, M., Kappos, L., Lublin, F.D., Montalban, X., O’Connor,
P., Sandberg-Wollheim, M., Thompson, A.J., Waubant, E., Weinshenker, B.,
Wolinsky, J.S., 2011. Diagnostic criteria for multiple sclerosis: 2010 revisions to the
McDonald criteria. Ann. Neurol. 69, 292-302. https://doi.org/10.1002/ana.22366.

Ponsonby, A., Lucas, R.M., van der Mei, L.A., Dear, K., Valery, P.C., Pender, M.P., Taylor,
B.V., Kilpatrick, T.J., Coulthard, A., Chapman, C., Williams, D., Mcmichael, A.J.,
Dwyer, T., 2012. Offspring number, pregnancy, and risk of a first clinical demyeli-
nating event: the Ausimmune study. Neurology 78, 867-874. https://doi.org/10.
1212/WNL.0b013e31824c4648.

Roxburgh, R.H., Seaman, S.R., Masterman, T., Hensiek, A.E., Sawcer, S.J., Vukusic, S.,
Achiti, I, Confavreux, C., Coustans, M., Page, E., Edan, G., Mcdonnell, G.V., Hawkins,
S., Trojano, M., Liguori, M., Cocco, E., Marrosu, M.G., Tesser, F., Leone, M.A., Weber,
A., Zipp, F., Miterski, B., Epplen, J.T., Oturai, A., Serensen, P.S., Celius, E.G., Lara,
N.T., Montalban, X., Villoslada, P., Silva, A.M., Marta, M., Leite, 1., Dubois, B., Rubio,
J., Butzkueven, H., Kilpatrick, T., Mycko, M.P., Selmaj, K.W., Rio, M.E., S4, M.,
Salemi, G., Savettieri, G., Hillert, J., Compston, D.A., 2005. Multiple sclerosis severity
score disease severity. Neurology 64, 1144-1151. https://doi.org/10.1212/01.WNL.
0000156155.19270.F8.

Sadovnick, A.D., Armstrong, H., Rice, G.P., Bulman, D., Hashimoto, L., Paty, D.W.,
Hashimoto, S.A., Warren, S., Hader, W., Murray, T.J., Seland, T.P., Metz, L., Bell, R.,

Multiple Sclerosis and Related Disorders 38 (2020) 101872

Duquette, P., Gray, T., Nelson, R., Weinshenker, B., Brunet, D., Ebers, G.C., 1993. A
population-based study of multiple sclerosis in twins: update. Ann. Neurol. 33,
281-285. https://doi.org/10.1002/ana.410330309.

Sheik-Ali, S., 2017. Infectious mononucleosis and multiple sclerosis - Updated review on
associated risk. Mult. Scler. Relat. Disord. 14, 56-59. https://doi.org/10.1016/j.
msard.2017.02.019.

Shibasaki, H., Kubo, N., Nishitani, H., Saida, T., Ohno, Y., Fukuyama, Y., 1992.
Nationwide survey of multiple sclerosis in Japan: reappraisal of clinical features. J.
Trop. Geo. Neurol. 2, 73-82.

Simpson, S., Wang, W., Otahal, P., Blizzard, L., van der Mei, I.A.F., Taylor, B.V., 2019.
Latitude continues to be significantly associated with the prevalence of multiple
sclerosis : an updated meta-analysis. J. Neurol. Neurosurg. Psychiatry. https://doi.
org/10.1136/jnnp-2018-320189.

Takeuchi, K., Tanaka-Taya, K., Kazuyama, Y., Ito, Y.M., Hashimoto, S., Fukayama, M.,
Mori, S., 2006. Prevalence of Epstein-Barr virus in Japan&nbsp;: trends and future
prediction. Pathol. Int. 56, 112-116. https://doi.org/10.1111/j.1440-1827.2006.
01936.x.

Thompson, A.J., Baranzini, S.E., Geurts, J., Hemmer, B., Ciccarelli, O., 2018. Multiple
sclerosis. Lancet 391, 1622-1636. https://doi.org/10.1016/50140-6736(18)
30481-1.

van der Mei, L.A., Ponsonby, A.L., Dwyer, T., Blizzard, L., Simmons, R., Taylor, B.V.,
Butzkueven, H., Kilpatrick, T., 2003. Past exposure to sun, skin phenotype, and risk of
multiple sclerosis: case-control study. BMJ 327, 316. https://doi.org/10.1136/bmj.
327.7410.316.

Willett, W.C., Sampson, L., Stampfer, M.J., Rosner, B., Bain, C., Witschi, J., Hennekens,
C.H., Speizer, F.E., 1985. Reproducibility and validity of a semiquantitative food
frequency questionnaire. Am. J. Epidemiol. 122, 51-65. https://doi.org/10.1093/
oxfordjournals.aje.al14086.

Yoshimura, S., Isobe, N., Yonekawa, T., Matsushita, T., Masaki, K., Sato, S., Kawano, Y.,
Yamamoto, K., Kira, J., South Japan Multiple Sclerosis Genetics Consortium, 2012.
Genetic and infectious profiles of Japanese multiple sclerosis patients. PLoS ONE 7,
e48592. https://doi.org/10.1371/journal.pone.0048592.

Ysrraelit, M.C., Correale, J., 2019. Impact of sex hormones on immune function and
multiple sclerosis development. Immunology 156, 9-22. https://doi.org/10.1111/
imm.13004.



