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Abstract

Background: Microscopic colitis (MC) induces gastrointestinal symptoms, which are partly overlapping with irritable
bowel syndrome (IBS), predominately in middle-aged and elderly women. The etiology is unknown, but association
with smoking has been found. The aim of this study was to examine whether the increased risk for smokers to
develop MC is a true association, or rather the result of confounding factors. Therefore, patients suffering from MC
and population-based controls from the same geographic area were studied regarding smoking- and alcohol habits,
and other simultaneous, lifestyle factors, concerning the clinical expression of the disease.

Methods: Women at the age of 73 years or younger, who had been treated for biopsy-verified MC at any of the
Departments of Gastroenterology in Skane, between 2002 and 2010, were invited to the study (240 patients).
Women (737) from the population-based prospective cohort study, Malmo Diet and Cancer Study (MDCS), served
as controls. A self-administered questionnaire about lifestyle factors, gastrointestinal symptoms, medical conditions
and medication at the time for the study was sent by post.

Results: Altogether, 131 women with MC could be included after age-matching with controls (median age 56
years) and exclusion of secondary MC. Patients were divided into persistent MC (MC1) and transient MC (MC2). Past
smoking was associated with increased risk to develop MC2 (OR =267, 95 Cl =1.15-6.23), whereas current smoking

Microscopic colitis, Smoking habits

was associated with increased risk to develop MC1 (OR =3.18, 95 Cl = 1.57-6.42). Concomitant symptoms of IBS
were associated with smoking (OR =4.24, 95 Cl = 1.92-9.32). Alcohol drinking had no association with MC or IBS.

Conclusions: The results suggest that past smoking is associated with transient MC, whereas current smoking is
associated with persistent MC. Smoking is associated with MC patients with concomitant IBS-like symptoms.

Keywords: Alcohol habits, Collagenous colitis, Irritable bowel syndrome, Lifestyle factors, Lymphocytic colitis,

Background

Microscopic colitis (MC) is an inflammatory disorder of
the colonic mucosa, which causes gastrointestinal symp-
toms, but has a normal or near-normal endoscopic appear-
ance [1]. Collagenous colitis (CC) (increased thickness of
the subepithelial collagen band with or without increased
intraepithelial lymphocytes (IEL)) and lymphocytic colitis
(LC) (>20 IEL/100 enterocytes) are the two recognized
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forms [2]. Lymphocytic disorders of the gastrointestinal
tract can be caused by a variety of different entities, e.g.
infectious gastroenteritis, celiac disease, allergy, drugs,
and surgical stretching of the tissue prior to biopsy sam-
pling [3,4]. The MC diagnosis is set when the patient suf-
fers from diarrhea in combination with histopathological
characteristics [1,2]. The disease fluctuates with irregular
relapses, and also the microscopic characteristics vary
over time [2]. In a Swedish cohort, 63 had only a single
attack of the disease [5]. Even so, histopathological find-
ings of increased numbers of IEL often lead to the clinical
diagnosis MC, and the patients who have once received
the diagnosis MC are considered to suffer from a chronic
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disease [6]. Some studies have shown a female predomin-
ance in both CC and LC [1], mainly affecting middle-
aged women, whereas others have not been able to
confirm this in LC [5,7].

Previous studies have shown a correlation between
past and current smoking and MC, in analogy with
other subgroups of inflammatory bowel disease (IBD)
[8-10]. We have recently shown that smoking impairs
gastrointestinal- and psychological well-being in MC
patients and is associated with IBS-like symptoms in
addition to MC [11]. Reports indicate that MC is more
frequent in northern countries. Epidemiological studies
have shown a rising incidence in the past decade [1,10],
in coincidence with the increasing wine consumption
among women in northern countries during this time
[12]. It is known that women are more vulnerable to
alcohol than men [13].

The aim of this study was to examine whether the
increased risk for smokers to develop MC is a true asso-
ciation, or rather the result of confounding factors.
Thus, smoking- and alcohol habits, and other simultan-
eous, lifestyle factors, were compared between patients
suffering from MC and population-based controls from
the same geographic area, concerning the clinical expression
of the disease.

Methods

The study protocol for patients was approved by the
Ethics Committee of Lund University, Dnr 2009/565 and
2011/209, and all participants gave their written, in-
formed consent to take part in the study. The study
protocol for controls was approved by the Ethics Com-
mittee of Lund University, Dnr 51-90.

Patients

Women who had been treated for MC at any outpatient
clinic of the Departments of Gastroenterology in the dis-
trict of Skéne, between 2002 and 2010, were identified by
search for the ICD-10 classification of the two forms CC
and LC (K52.8) in outpatient records, as well as in the
local register at the Department of Pathology, Skane
University Hospital, Malmé. About one-third of the total
numbers of patients identified were excluded due to age
over 73 years, as they had many other concomitant dis-
eases and drug therapies. Of the patients recognized, only
the 240 patients (median age 63 years, range 22—73 years)
who had the diagnoses verified by colonic biopsy, and
were under 73 years of age, were invited to participate in
the present study. Altogether, 159 (median age 63 years,
range 22-73 years) of the 240 patients invited accepted
and were recruited to the study, but one patient was
excluded due to another IBD diagnosis a few weeks after
the inclusion, leaving 158 patients (66). Of these, 133 (55)
also agreed to provide blood samples. These patients
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represent the majority of female cases of diagnosed MC
in the southernmost districts of Sweden under the age of
73 years.

Both MC and IBS are more frequent in women than
in men, and the quality of life and the perception of
symptoms differ between the genders [1,14]. For this
reason we chose to include only women in the study.

Controls

The Malmé Diet and Cancer Study (MDCS)

The MDCS, a population-based, prospective cohort
study, invited all women in Malmé born between 1923
and 1950. Recruitment was carried out between 1991
and 1996, and 41 of eligible subjects participated. In all,
17,035 women completed the baseline examination [15].
This MDCS baseline examination included a dietary
assessment; a self-administered questionnaire about
marital status, education, employment, smoking habits,
wine consumption, physical activity, medical conditions,
and medication; anthropometric measurements; and the
collection of blood samples [16]. Menopausal status was
defined using information on previous surgery and
menstrual status. The classification of pre-, peri- and
postmenopausal women has been described in detail
elsewhere [17]. Women selected as controls in a previ-
ous study on breast cancer were used in the present
study as controls. In all, 737subjects (median age 56
years, range 45-73 years) were available and the only
exclusion criterion was that they should not have had a
previous breast cancer at baseline [18].

Patient recruitment and study design

Between March and June 2011, invitations, including
information about the study and the same questionnaire
as sent to controls about marital status, education, em-
ployment, smoking habits, wine consumption, physical
activity, medical conditions, and medication was dis-
patched by post to all 240 women identified as having
MC. In addition, also questionnaires about gastrointes-
tinal symptoms, psychological well-being and Rome III
criteria were sent by post to the women with MC. The
data collection concerned the status for the patients at
the time of follow-up and inclusion in the study, and not
the status at the time of diagnosis. They were invited
to visit the outpatient clinics of the Departments of
Gastroenterology, Skane University Hospital, Malmé or
at the Central Hospital in Kristianstad, to provide blood
samples. A reminding letter was sent a month after the
invitation letter to those who had not answered. Ques-
tionnaires were completed 1-3 weeks before the blood
samples were collected. Medical records were scruti-
nized, and age, gastrointestinal symptoms, examinations,
and treatments were recorded. Their diagnosis, either CC
or LC, was registered. Patients were divided into two
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groups based on their clinical presentation of their MC.
One group included patients with at least two episodes of
watery diarrhea; and/or their dependence on long-term
treatment of corticosteroids to maintain remission; and/or
two pathological intestinal mucosa biopsies (MC1, n = 78).
These criteria are in line with those suggested for diagnos-
ing IBD [19]. The other group included patients who had
had only one episode of severe diarrhea (diarrhea that ren-
dered examination by colonoscopy), or had had a normal
biopsy after the initial pathological intestinal biopsy, in
combination with a clinical remission (MC2, n =53). Pa-
tients with concomitant celiac disease (9 patients) or an
acute gastroenteritis shortly prior to the diagnostic colon-
oscopy (4 patients) were excluded as they had an obvious
organic explanation for the intestinal inflammation, and
were considered to be suffering from secondary MC [3,4].
The patients were also divided into two groups depending
on whether concomitant IBS-like symptoms were present
or not. Patients were compared to controls from the
MDSC study.

Questionnaires about gastrointestinal symptoms in
patients

Rome lll criteria

The patients completed a shortened version of the Rome
III questionnaire, including only IBS symptoms [20].
This questionnaire has been translated and validated
into the Swedish language (Magnus Simrén and Anna
Rydén). Patients who fulfilled the criteria for Rome III
were classified as also suffering from IBS, but as their
diagnosis was MC, we have, in accordance with its pres-
ence in IBD, called it IBS-like symptoms [6].

Visual Analogue Scale for Irritable Bowel Syndrome
(VAS-IBS)

The VAS-IBS is a short, psychometrical test developed to
measure the treatment response and well-being during
the previous two weeks in patients suffering from IBS
[21]. The questionnaires include nine items about gastro-
intestinal symptoms and psychological well-being. The
seven items, abdominal pain, diarrhea, constipation,
bloating and flatulence, vomiting and nausea, perception
of psychological well-being, and the intestinal symptoms’
influence on daily life are graded on a scale from 0 to100
mm, with 100 mm representing the fewest symptoms/
health. The two questions urgency and feeling of incom-
plete evacuation of bowel passage are answered by
“yes/no”.

Statistical analyses

The data were analyzed using the statistical software
package SPSS for Windows® (Release 20.0; IBM, NY,
USA). The patients were significantly older, with a wider
age range than the controls. Therefore, the 12 patients
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younger and the two patients older than the controls
were excluded, as were patients with celiac disease and
gastroenteritis (13 patients), leaving 131 of the original
158 patients for the statistical calculations comparing
patients with controls. Thus, both controls and patients
were within the same age range 45-73 years. First, the
distribution of continuous variables (age, disease dur-
ation, body mass index (BMI), days of wine drinking/
month, and minutes of physical activity/week) was tested
using an one-sample Kolmogorov-Smirnov test. All
distributions differed significantly (p <0.05) from a nor-
mal distribution, and therefore the factors studied were
categorized and the values were given as median (inter-
quartile range). There was no difference between CC and
LC in any patient characteristics (data not shown), in ac-
cordance with a previous systematic review [22]. For this
reason, all calculations were performed irrespective of
the diagnosis, CC or LC. Differences between groups
were calculated by the 2-tailed Mann—Whitney U -test.
Correlations were performed by the Spearman rank cor-
relation test. Fisher’s exact test was used for categorical
variables. The Kruskal-Wallis test was used to calculate
differences in VAS-IBS between subgroups of smoking-
and alcohol habits, and was the only calculation includ-
ing all 158 patients. A p-value <0.05 was considered
statistically significant.

Age was divided into 5-year intervals. The cohort was
divided into quartiles of the number of days of drinking
wine/month and the average number of exercising mi-
nutes per week during the year. Smoking was divided
into three categories: subjects who had never smoked,
subjects who had stopped smoking, and current smokers,
including both regular and occasional smokers at the
time of inclusion in the study. Subjects who denied in-
take of beer, wine, and liquor during the previous month
before completion of the questionnaire were defined as
having no alcohol intake. All subjects were then divided
into four groups: subjects not using tobacco and alcohol,
subjects only drinking alcohol, subjects only smoking,
and subjects both smoking and drinking alcohol. Em-
ployment was divided into three categories: employed,
retired or others, where others included housewives,
students and unemployed. Education was divided into
having a university education or not. There were missing
values in days of drinking wine/month, smoking- and
alcohol habits, physical activity, and level of education,
which were labeled each as a specific category. The first
category was used as reference. Factors intended for
study (independent variables), namely, smoking habits
and smoking- and alcohol habits, were initially examined
using an unconditional logistic regression to calculate
odds ratios with 95 confidence intervals (OR with 95 CI).
Analyses of smoking habits were then performed ad-
justed for age at baseline, physical activity, days of
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drinking wine/month, level of education, and type of em-
ployment, as these characteristics had > 5 percentage dif-
ference between controls and patients, except in the case
of MC2, where level of education did not differ between
patients and controls. Smoking- and alcohol habits were
adjusted for age, physical activity, level of education, and
employment, except for MC2, where no adjustment for
level of education was performed. Calculations were first
performed on the whole patient group compared to
controls, and then separately for patients with primary,
persistent MC (MC1), transient MC (MC2), patients with
IBS-like symptoms in addition to MC, and patients
without IBS vs. controls (dependent variables).

Results

Patient characteristics

In total, 131 women (median age 63 (59-67) years) with
MC were included in the statistical calculations, CC was
diagnosed in 82 patients (62.6) and LC in 49 patients
(37.4) (Table 1). The IBS criteria were fulfilled in 43 pa-
tients (52.4) with CC, and in 25 patients (51.0) with LC.
The duration of the disease, at the time of inclusion in
the study and data collection, was 7 [3-14] years. Mea-
surements of hemoglobin (Hb) in blood and C-reactive
protein (CRP) in plasma were in the majority of patients
within reference values. Besides MC and IBS, 36 suffered
from hypertension, 24 from rheumatoid arthritis, and 17
from asthma or bronchitis. The most common drug
treatments at the time of inclusion in the study were
corticosteroids (32.1), proton pump inhibitors (26.0),
antidepressant drugs of the type selective serotonin re-
uptake inhibitors (21.4), angiotensin-converting enzyme
inhibitors or angiotensin II receptor antagonists (18.3),
statins (17.6), thyroid hormones (17.6), and beta-
blockers (16.0). Patients with drug treatments at inclu-
sion were older than patients without treatment, (64.92
(60.00-68.34) years and 62.07 (55.55-64.24) years, re-
spectively, p = 0.012).

Of the patients, 91.7 were born in Sweden, compared
with 90.2 of the controls. More patients than controls
had a university degree (p = 0.001). As the patients were
older than the controls, more patients were retired (p <
0.001) (Table 1). There was no difference between MC1
and MC2 regarding concomitant IBS-like symptoms
(Table 2). The group of patients who only smoked, with
no intake of alcohol, had the lowest values (most symp-
toms) on all VAS-IBS scales, but reached statistical
significance only on the scales bloating and flatulence
(p=0.011) and the gastrointestinal symptoms’ influence
on daily life (p = 0.012).

Smoking- and drinking habits in the total patient group
Of the patients, 27.5 had never smoked, in contrast to
42.3 of the controls. The prevalence of current smokers
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was 35.9 of the MC patients and 27.8 of the controls,
whereas the prevalence of women who had stopped
smoking was 36.6 of the patients compared with 29.9 of
the controls. Of the 48 patients who had stopped smok-
ing, 20 patients had done so during the observation
period 2002-2010. In the MC patients, 16.0 used no to-
bacco or alcohol, 46.6 used alcohol, 13.0 were current
smokers, and 20.6 used both tobacco and alcohol (3.8
missing values). The values for the controls are shown in
Table 1. There was an association of increased risk for
both former and current smokers to develop MC, calcu-
lated on the whole group (OR =1.88, 95 CI =1.04-3.39
and OR=2.71, 95 CI=1.50-4.91, respectively). When
calculated with respect to both smoking- and alcohol
habits, only the group of smoking without concomitant
alcohol intake was associated with an increased risk to
develop MC (OR =2.80, 95 CI=1.19-6.63). There was
no association between smoking habits and the number
of days of wine drinking/month in patients (Table 3).

There were only few patients and controls drinking
beer and stronger alcoholic beverages, albeit with many
missing values. Therefore, only the parameter of “num-
ber of days of drinking wine/month” was used in the ad-
justments. The majority of patients drank 1-2 glasses a
day when drinking. Those who drank beer and stronger
alcoholic beverages were those who drank wine most
days in the month (data not shown).

Subgroup analyses for microscopic colitis groups

There was no statistically significant difference between
MC1- and MC2 patients regarding smoking habits (p =
0.128), days of drinking wine/month (p=0.711) or
smoking- and alcohol habits (p =0.160) (Table 1). Al-
though fewer patients in the MC2 group had a univer-
sity degree and more were unemployed compared to
MC1 patients, these differences were not statistically
significant (p = 0.277 and p = 0.344, respectively). In the
MC1 group, current smoking was the only risk factor
for developing MC, whereas in the MC2 group, past
smoking was associated with an increased risk of devel-
oping the disease (Table 4).

Subgroup analyses in patients with and without IBS-like
symptoms

There were more smokers in the IBS group than in the
non-IBS group (p =0.021). The number of days drink-
ing wine/month did not differ between groups (p =
0.508), but the smoking- and alcohol habits differed,
with more patients who neither smoked nor drank
alcohol in the non-IBS group (p=0.019) (Table 1).
Patients with and without IBS-like symptoms had the
same level of education (p=1.000) and employment
(p =0.588) (Table 1). Smoking was associated with an
increased risk to develop MC with IBS-like symptoms,
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Table 1 Patient and control characteristics

Controls N=737 MC1 N=78 MC2 N=53 IBS N=68 non-IBS N=63
Age at study (years) 56.16 (5047-62.36)  62.73 (58.60-67.30) 63.78 (59.98-66.67) 62.68 (58.46-66.96) 63.78 (59.64-67.18)
Age groups (%)
45-49 17.1 5.1 38 59 32
50-54 223 9.0 3.8 59 79
55-59 223 14.1 132 16.2 1.1
60-64 195 282 37.7 324 317
65-69 11.7 256 264 221 30.2
70-74 7.2 17.9 15.1 17.6 159
Smoking habits (%)
Never smoked 423 308 226 221 333
Stopped smoking 299 29.5 47.2 309 429
Current smokers 27.8 39.7 30.2 471 238
Days of wine drinking/month 6.8 38 75 29 79
(%) missing data
0-2 495 46.2 37.7 412 444
3-4 15.2 103 15.1 16.2 79
5-7 123 77 94 838 79
>7 16.1 321 30.2 309 317
Smoking- and alcohol habits 03 38 38 29 4.8
(%) missing data
No use 16.1 11.5 226 88 238
Drinking 558 474 453 426 508
Smoking 72 179 5.7 176 79
Smoking and drinking 206 19.2 226 279 12.7
BMI (kg/mz) missing (%) 2484 (22.55-27.79) 2440 (21.50-28.20) 26.07 (24.06-29.66) 26.10 (23.35-29.93) 24.40(21.56-26.94)
0 423 472 39.7 492
Min of physical activity/week 22 256 30.2 250 302
(%) missing
0-223 250 359 30.2 36.8 30.2
224-385 24.0 16.7 189 132 22.2
386-585 246 103 13 1.8 95
>585 24.3 11.5 94 13.2 79
Married women (%) 61.9 57.7 585 574 58.7
Level of education 0 26 19 29 1.6
(%) missing
<12 years at school 76.1 62.8 75.5 67.6 683
>12 years at school 239 346 226 294 30.2
Employment (%)
Employed 65.7 474 396 47.1 413
Retired 26.5 487 50.9 456 540
Others* 79 38 94 74 48

The values for smoking- and alcohol habits are based on the month prior to the completion of the study questionnaires. BMI = Body mass index, IBS = Irritable
bowel syndrome, MC = Microscopic colitis. * = Includes housewives, students and unemployed. Values are given as median (interquartile range).

whereas in the group of MC patients who were free of  Discussion
symptoms of IBS, this association was not seen The main finding in the present study of female MC
(Table 5). patients was that smoking was associated with an increased
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Table 2 Association between microscopic colitis (MC) and
irritable bowel syndrome (IBS)-like symptoms

McC1 MC2

N=78 N=53
IBS (n,%) 39 (50.0) 29 (54.7)
non-IBS (n,%) 39 (50.0) 24 (45.3)

MC1 = persistent, primary microscopic colitis, MC2 = transient microscopic
colitis. The prevalence of IBS and non-IBS is given as the number (percentage)
of the MC population. Fisher's exact test, p = 0.722.

risk to develop persistent MC and MC with concomitant
IBS-like symptoms, independently of other lifestyle factors,
whereas smoking was not associated with the development
of solely MC, without IBS symptoms.

Both past and current smoking has been described as a
risk factor for developing MC [8-10]. Almost half of the
study patients who had stopped smoking had done so
during the observation period, after the diagnosis of MC
had been set. The association between past smoking and
transient MC may thus depend on the fact that the pa-
tients regained their health when they stopped smoking.

Smoking has also been described as a risk factor
for developing post-infectious functional gastrointestinal
disorders (FGID) [23] and overlapping syndromes be-
tween reflux diseases and FGID [24]. Although extensive
research to find the etiology of IBS and other functional
bowel diseases has been conducted over recent decades,
very few studies have investigated the effect of smoking
on functional disorders. One previous study has de-
scribed that smoking rendered symptoms of functional
dyspepsia, but not IBS [25]. Another study has shown
that both visceral and peripheral pain is increased by
smoking [26]. In our present study, there was no differ-
ence in smoking habits in MC patients without IBS-like
symptoms compared to controls. Furthermore, smoking
was the only lifestyle or social factor associated with
IBS-like symptoms in this MC cohort [11]. If smoking
promotes the development of IBS or FGID, there will
also be more patients examined by colonoscopy, and
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thus intestinal inflammation may be caught either as a
transient or permanent finding, as these patients con-
sume many of the drugs associated with MC [1,3,27].
Future research has to find out the mechanisms of how
smoking affects the gastrointestinal tract, and whether
smoking is mostly associated with IBS, or whether there
is a true association with MC, without simultaneous
IBS-like symptoms.

Chronic alcohol exposure is known to have a number of
deleterious effects on the intestinal mucosa. Alcohol may
trigger relapses and pronounced symptoms in patients
with already developed IBD [28]. In animal experiments,
alcohol leads to increased oxidative stress, hyperperme-
ability, neuropathy, and dysbiosis, which favor and sustain
local inflammation [29-31]. Surprisingly, few reports have
been published concerning alcohol intake in MC, but an
increased alcohol intake in this entity compared to con-
trols has recently been shown [8].

Red wine contains phenolic compounds, which have
been shown to affect the composition of human gut
microbiota [32]. There is growing evidence for involve-
ment of gut microbiota in the development of IBD
[33,34]. Bacterial endotoxins are important for induction
of gut permeability, which is closely linked to induction
and perpetuation of inflammation in IBD [34,35]. Phenolic
compounds of red wine down-regulated serum concentra-
tions of several cytokines and inflammatory markers,
whereas others were increased [36]. Thus, the effect of
ethanol in red wine may be counterbalanced by phenolic
compounds, and the women in the present study drank
mainly wine. The question as to whether wine consump-
tion is harmful to the gastrointestinal tract, or whether
there is a protective effect against smoking when combin-
ing smoking and alcohol, in analogy with the protective
effect by alcohol in inducing rheumatoid arthritis, deserves
further study [37].

Irritable bowel syndrome mostly affects young people,
and colonoscopy is avoided in this entity. However, when
older women consult a physician for the same symptoms,

Table 3 Association between days of wine drinking/month and smoking habits in patients with microscopic colitis

Smoking habits

Never smoked

Stopped smoking Current smoker

N=36 N=48 N =47

n (%) n (%) n (%)
Days of drinking wine/month
Missing value 1(2.8) 3(6.2) 3(64)
0-2 days 18 (50.0) 14 (29.2) 24 (51.1)
3-4 days 4(11.1) 8 (16.7) 4 (8.5)
5-7 days 4(11.0) 5(104) 2 (4.3)
> 7 days 9 (25.0) 18 (37.5) 14 (29.8)

The prevalence of different quartiles of days of drinking wine/month is given as the number (percentage) of smokers corresponding to the given heading. Fisher's

exact test, p=0.430.
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Table 4 Associations between smoking- and alcohol habits and microscopic colitis
McC1 MC2
N=78 N=53
Crude OR 95% Cl OR 95% ClI Crude OR 95% Cl

OR 95% ClI

Smoking habits

Never smoked (reference) 1.00
1.36 (0.75-2.47)
1.97 (1.12-345)

Stopped smoking

Current smokers
Smoking- and alcohol habits

Neither smoking nor drinking (reference) 1.00
1.19 (0.56-2.54)
349 (142-857)
1.30 (0.55-3.08)

un

Drinking but not smoking
Smoking but not drinking
Both smoking and drinking

Missing value

1.00
1.26 (0.58-2.70)
3.18 (1.57-6.42)

1.00
1.25 (0.52-2.97)
5.86 (2.08-6.47)
250 (0.92-6.84)

un

1.00
2.96 (1.45-6.01)
2.03 (0.94-4.34)

1.00
0.58 (0.28-1.19)
0.56 (0.15-2.07)
0.78 (0.34-1.80)

un

1.00
267 (1.15-6.23)
2.14 (0.86-5.37)

1.00
1.00 (042-242)
0.65 (0.12-3.34)
1.67 (0.59-4.70)

un

The values for smoking- and alcohol habits are based on the month prior to the completion of the study questionnaires. OR = Odds ratio, C/ = confidence interval,
MC1 = persistent, primary microscopic colitis, MC2 = transient microscopic colitis. Calculations of smoking habits in MC1 were adjusted for age, physical activity,
days of drinking wine/month, level of education, and employment, whereas calculations in MC2 were adjusted for age, physical activity, days of drinking wine/

month and employment. Calculations of smoking- and alcohol habits were adjusted for age, physical activity, level of education, and employment in MC1 and

age, physical activity, and employment in MC2.
“-" data not shown.

a colonoscopy is requested in order not to overlook a
malignancy. When scrutinizing the medical records, we
found that several of the patients had suffered from IBS
for decades, but a colonoscopy was not ordered until
the patient had reached higher age, due to the risk of
malignancy. This may make the peak age for the MC
incidence falsely high, and means that, on the basis of
the same gastrointestinal symptoms, the younger pa-
tients are given the diagnosis IBS, while the elder
patients are diagnosed as having MC. The MC patients
are considered as IBS patients if not examined by a

colonoscopy, which obscures the true incidence and
prevalence figures [6,38].

Although MC is considered to be a subgroup of IBD,
conventional anti-inflammatory drugs, with the exception
of budesonide, are not as successful in the treatment of
MC as in the treatment of classic IBD [10]. The results of
the present study showed differences between subgroups
of MC when divided according to a chronic, relapsing
disease and a transient, single attack, in contrast to when
divided into CC and LC due to histopathological findings,
as has also been described previously [22]. It is now

Table 5 Association between smoking- and alcohol habits in relation to irritable bowel syndrome (IBS) in microscopic

colitis

Crude OR 95% Cl

OR 95% CI

Crude OR 95% CI

OR 95% ClI

Smoking habits

Never smoked (reference) 1.00
1.98 (1.00-3.94)
3.25(1.72-6.15)

Stopped smoking
Current smokers
Smoking-and alcohol habits
Neither smoking nor drinking (reference) 1.00
140 (0.57-3.45)
449 (1.60-12.60)
248 (0.96-6.40)

un

Drinking but not smoking
Smoking but not drinking
Both smoking and drinking

Missing value

1.00
1.71 (0.73-4.02)
4.24 (1.92-9.32)

1.00
244 (0.81-7.36)
8.57 (2.39-30.75)
5.84 (1.77-19.29)

un

1.00
1.82 (1.00-3.31)
1.09 (0.55-2.16)

1.00
062 (0.32-1.18)
0.75 (0.26-2.17)
042 (0.17-1.02)

un

1.00
1.96 (0.94-4.12)
1.66 (0.73-3.76)

1.00
0.69 (0.32-1.48)
1.28 (0.40-4.12)
0.88 (0.32-242)

un

The values for smoking- and alcohol habits are based on the month prior to the completion of the study questionnaires. OR = Odds ratio, C/ = confidence interval.
Calculations of smoking habits were adjusted for age, physical activity, drinking habits, level of education, and employment. Calculations of smoking- and alcohol
habits were adjusted for age, physical activity, level of education, and employment.

“-" data not shown.
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suggested that the diagnosis IBD should not be set until
at least two attacks of the disease have occurred, as one
attack of IBD is impossible to differentiate from other
causes of diarrhea, e.g. gastroenteritis [19]. We would like
to propound the same approach in MC, and suggest
greater circumspection before the clinical diagnosis MC
is set. First, all secondary forms of the disease have to be
excluded [3], then, relapses must be observed, which
requires that the patient must be followed up before the
definitive diagnosis is set. The present, liberal attitude to
the setting of the diagnosis MC, weakens the trustworthi-
ness of research on etiological factors. If we use the pathol-
ogist’s diagnosis as a clinical diagnosis, without considering
drugs and other secondary causes, or transient single at-
tacks, the prevalence figures will be misleading, because
they are too high.

One limitation of this study is that the women are eld-
erly, with many concomitant diseases and drug treat-
ments, thus generating several confounding factors [39].
The IBS-like symptoms may be due to side-effects of
drugs rather than being true IBS. However, patients with
MC and older than 73 years were excluded, which may
be a bias in the information. However, if also these older
women had been included, many patients with mild to
moderate dementia could have been included, which
could yield less validity in the completion of the ques-
tionnaires. Furthermore, still more concomitant diseases
and drug treatments, and thus more confounders, would
have been introduced. Future research must involve
younger patients with only MC, in prospective studies.
Another limitation is that gastrointestinal symptoms
vary over time, and this study examined the symptoms
only once, at varying time intervals after the diagnosis
was set. The strength of the study is its cross-sectional
character, with patients and controls from the same geo-
graphic area. However, as the controls were invited from
the general population, some of these may also suffer
from MC and IBS. The MDCS cohort was an external
control group, probably reflecting a rather healthy group,
with fewer smokers than in the general population. This
can render an increased risk for all observations com-
pared to the patient group. Nevertheless, we have previ-
ously published our findings that it was the smokers in
this MC cohort who fulfilled the IBS criteria [11]. Fur-
thermore, the patients and the controls were not enrolled
during the same time period, which may influence the
answers to the questions, especially concerning their
drinking habits.

Conclusions

In this study, we found that in MC patients under the
age of 73 years, smoking is associated with MC, inde-
pendently of alcohol consumption and other lifestyle
factors. Future research has to examine how smoking
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increases the risk to develop MC, and also whether smok-
ing increases in particular the risk to develop IBS and
IBS-like symptoms, in comparison with MC.

Abbreviations

CC: Collagenous colitis; Cl: Confidence interval; FGID: Functional
gastrointestinal disorders; IBD: Inflammatory bowel disease; IBS: Irritable
bowel syndrome; LC: Lymphocytic colitis; MC: Microscopic colitis; OR: Odds
ratio.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

BR made substantial contributions to the conception and design, acquisition
of data and was involved in drafting the manuscript. RJG was involved in
drafting the manuscript and made substantial contributions to the
acquisition of data. BJ was involved in revising the manuscript critically for
important intellectual content. JM made substantial contributions to the
design of the study, participated in the interpretation of the statistical
analysis and was involved in revising the manuscript critically for important
intellectual content. BO conceived of the study, and participated in its
design and coordination and helped to draft the manuscript. All authors
have read and approved the final manuscript.

Acknowledgements
This study was sponsored by grants from the Bengt Ihre Foundation, and
the Development Foundation of Region Skane.

Author details

'Department of Internal Medicine, Skéne University Hospital, Malmé, Lund
University, Lund, Sweden. “Department of Gastroenterology, Skane University
Hospital, Malmé, Lund University, Lund, Sweden. 3Depar’[ment of Surgery,
Skane University Hospital, Malma, Lund University, Lund, Sweden.
“Department of Plastic Surgery, Skane University Hospital, Malmg, Lund
University, Lund, Sweden. 5Department of Clinical Sciences, Skane University
Hospital, Malmé, Lund University, Lund, Sweden.

Received: 1 May 2013 Accepted: 14 January 2014
Published: 23 January 2014

References

1. Pardi DS, Kelly CP: Microscopic colitis. Gastroenterology 2011,
140(4):1155-65. Epub 2011/02/10.

2. Lazenby AJ: Collagenous and lymphocytic colitis. Semin Diagn Pathol 2005,
22(4):295-300. Epub 2006/08/31.

3. Carmack SW, Lash RH, Gulizia JM, Genta RM: Lymphocytic disorders of the
gastrointestinal tract: a review for the practicing pathologist. Adv Anat
Pathol 2009, 16(5):290-306. Epub 2009/08/25.

4. Lee S, Ogilvie RT, Dupre M, Gao ZH: Intravascular lymphocytosis in acute
appendicitis: potential mimicry of chronic lymphocytic leukaemia.
Histopathology 2009, 55(6):660-4. Epub 2009/12/17.

5. Olesen M, Eriksson S, Bohr J, Jarnerot G, Tysk C: Lymphocytic colitis: a
retrospective clinical study of 199 Swedish patients. Gut 2004,
53(4):536-41. Epub 2004/03/16.

6. Roth B, Ohlsson B: Gastrointestinal symptoms and psychological
well-being in patients with microscopic colitis. Scand J Gastroenterol 2013,
48(1):27-34. Epub 2012/11/15.

7. Fernandez-Banares F, Salas A, Forne M, Esteve M, Espinos J, Viver JM:
Incidence of collagenous and lymphocytic colitis: a 5-year
population-based study. Am J Gastroenterol 1999, 94(2):418-23.

Epub 1999/02/18.

8. Yen EF, Pokhrel B, Du H, Nwe S, Bianchi L, Witt B, et al- Current and past
cigarette smoking significantly increase risk for microscopic colitis.
Inflamm Bowel Dis 2012, 18(10):1835-41. Epub 2011/12/08.

9. Vigren L, Sjoberg K, Benoni C, Tysk C, Bohr J, Kilander A, et al: Is smoking a
risk factor for collagenous colitis? Scand J Gastroenterol 2011,
46(11):1334-9. Epub 2011/08/23.

10. Munch A, Aust D, Bohr J, Bonderup O, Fernandez Banares F, Hjortswang H,
et al: Microscopic colitis: Current status, present and future challenges:



Roth et al. BMC Women's Health 2014, 14:16
http://www.biomedcentral.com/1472-6874/14/16

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

statements of the European Microscopic Colitis Group. J Crohns Colitis
2012, 6(9):932-45. Epub 2012/06/19.

Roth B, Bengtsson M, Ohlsson B: Diarrhoea is not the only symptom that
needs to be treated in patients with microscopic colitis. Fur J Intern Med
2013, 24(6):573-8. Epub 2013/04/09.

Lissner L, Sjoberg A, Schutze M, Lapidus L, Hulthen L, Bjorkelund C: Diet,
obesity and obesogenic trends in two generations of Swedish women.
Eur J Nutr 2008, 47(8):424-31. Epub 2008/10/22.

Caputo F, Vignoli T, Leggio L, Addolorato G, Zoli G, Bernardi M: Alcohol use
disorders in the elderly: a brief overview from epidemiology to
treatment options. £xp Gerontol 2012, 47(6):411-6. Epub 2012/05/12.
Simren M, Abrahamsson H, Svedlund J, Bjornsson ES: Quality of life in
patients with irritable bowel syndrome seen in referral centers versus
primary care: the impact of gender and predominant bowel pattern.
Scand J Gastroenterol 2001, 36(5):545-52. Epub 2001/05/11.

Manjer J, Carlsson S, Elmstahl S, Gullberg B, Janzon L, Lindstrom M, et al.
The Malmo Diet and Cancer Study: representativity, cancer incidence
and mortality in participants and non-participants. Fur J Cancer Prev 2001,
10(6):489-99. Epub 2002/03/28.

Manjer J, Elmstahl S, Janzon L, Berglund G: Invitation to a population-
based cohort study: differences between subjects recruited using various
strategies. Scand J Public Health 2002, 30(2):103-12. Epub 2002/05/25.
Manjer J, Johansson R, Berglund G, Janzon L, Kaaks R, Agren A, et al:
Postmenopausal breast cancer risk in relation to sex steroid hormones,
prolactin and SHBG (Sweden). Cancer Causes Control 2003, 14(7):599-607.
Epub 2003/10/25.

Almgquist M, Bondeson AG, Bondeson L, Malm J, Manjer J: Serum levels of
vitamin D, PTH and calcium and breast cancer risk-a prospective nested
case-control study. Int J Cancer 2010, 127(9):2159-68. Epub 2010/01/30.
Henriksen M, Jahnsen J, Lygren |, Sauar J, Schulz T, Stray N, et a: Change of
diagnosis during the first five years after onset of inflammatory bowel
disease: results of a prospective follow-up study (the IBSEN Study).
Scand J Gastroenterol 2006, 41(9):1037-43. Epub 2006/08/30.

Drossman DA, Corazziari E, Talley NJ, Thompson WG, Whitehead WE: Rome
lll: The Functional Gastrointestinal Disorders. Third editionth edition. Degnon
Virginia: Degnon Virginia; 2006.

Bengtsson M, Ohlsson B, Ulander K: Development and psychometric
testing of the Visual Analogue Scale for Irritable Bowel Syndrome
(VAS-IBS). BMC Gastroenterol 2007, 7:16. Epub 2007/05/04.

Rasmussen MA, Munck LK: Systematic review: are lymphocytic colitis and
collagenous colitis two subtypes of the same disease - microscopic
colitis? Aliment Pharmacol Ther 2012, 36(2):79-90. Epub 2012/06/08.

Parry SD, Barton JR, Welfare MR: Factors associated with the development
of post-infectious functional gastrointestinal diseases: does smoking play
a role? Eur J Gastroenterol Hepatol 2005, 17(10):1071-5. Epub 2005/09/09.
Fujiwara Y, Kubo M, Kohata Y, Machida H, Okazaki H, Yamagami H, et al:
Cigarette smoking and its association with overlapping
gastroesophageal reflux disease, functional dyspepsia, or irritable bowel
syndrome. Intern Med 2011, 50(21):2443-7. Epub 2011/11/02.

Boekema PJ, van Dam Van Isselt EF, Bots ML, Smout AJ: Functional bowel
symptoms in a general Dutch population and associations with common
stimulants. Neth J Med 2001, 59(1):23-30. Epub 2001/07/05.

Pisinger C, Aadahl M, Toft U, Birke H, Zytphen-Adeler J, Jorgensen T: The
association between active and passive smoking and frequent pain in a
general population. Eur J Pain 2011, 15(1):77-83. Epub 2010/07/16.
Fernandez-Banares F, Esteve M, Espinos JC, Rosinach M, Forne M, Salas A,
et al: Drug consumption and the risk of microscopic colitis. Am J
Gastroenterol 2007, 102(2):324-30. Epub 2006/11/15.

Swanson GR, Sedghi S, Farhadi A, Keshavarzian A: Pattern of alcohol
consumption and its effect on gastrointestinal symptoms in
inflammatory bowel disease. Alcohol 2010, 44(3):223-8. Epub 2010/08/05.
Keshavarzian A, Farhadi A, Forsyth CB, Rangan J, Jakate S, Shaikh M, et al.
Evidence that chronic alcohol exposure promotes intestinal oxidative
stress, intestinal hyperpermeability and endotoxemia prior to
development of alcoholic steatohepatitis in rats. J Hepatol 2009,
50(3):538-47. Epub 2009/01/22.

Mutlu E, Keshavarzian A, Engen P, Forsyth CB, Sikaroodi M, Gillevet P:
Intestinal dysbiosis: a possible mechanism of alcohol-induced
endotoxemia and alcoholic steatohepatitis in rats. Alcohol Clin Exp Res
2009, 33(10):1836-46. Epub 2009/08/04.

31

32.

33.

34.

35.

36.

37.

38.

39.

Page 9 of 9

Andrade MC, Vaz NM, Faria AM: Ethanol-induced colitis prevents oral
tolerance induction in mice. Braz J Med Biol Res 2003, 36(9):1227-32.

Epub 2003/08/26.

Queipo-Ortuno MI, Boto-Ordonez M, Murri M, Gomez-Zumaquero JM,
Clemente-Postigo M, Estruch R, et al: Influence of red wine polyphenols
and ethanol on the gut microbiota ecology and biochemical biomarkers.
Am J Clin Nutr 2012, 95(6):1323-34. Epub 2012/05/04.

Wagner RD: Effects of microbiota on Gl health: gnotobiotic research.
Adv Exp Med Biol 2008, 635:41-56. Epub 2008/10/10.

Shim JO: Gut Microbiota in Inflammatory Bowel Disease. Pediatr
Gastroenterol Hepatol Nutr 2013, 16(1):17-21. Epub 2013/09/07.

Musso G, Gambino R, Cassader M: Interactions between gut microbiota
and host metabolism predisposing to obesity and diabetes. Annu Rev
Med 2011, 62:361-80. Epub 2011/01/14.

Chiva-Blanch G, Urpi-Sarda M, Llorach R, Rotches-Ribalta M, Guillen M,
Casas R, et al Differential effects of polyphenols and alcohol of red wine
on the expression of adhesion molecules and inflammatory cytokines
related to atherosclerosis: a randomized clinical trial. Am J Clin Nutr 2012,
95(2):326-34. Epub 2011/12/30.

Maxwell JR, Gowers IR, Moore DJ, Wilson AG: Alcohol consumption is
inversely associated with risk and severity of rheumatoid arthritis.
Rheumatol (Oxford) 2010, 49(11):2140-6. Epub 2010/07/30.

Limsui D, Pardi DS, Camilleri M, Loftus EV Jr, Kammer PP, Tremaine WJ, et al:
Symptomatic overlap between irritable bowel syndrome and
microscopic colitis. Inflamm Bowel Dis 2007, 13(2):175-81.

Epub 2007/01/09.

Roth B, Manjer J, Ohlsson B: Microscopic Colitis is Associated with Several
Concomitant Diseases. Drug target insights 2013, 7:19-25.

Epub 2013/09/05.

doi:10.1186/1472-6874-14-16

Cite this article as: Roth et al: Smoking- and alcohol habits in relation
to the clinical picture of women with microscopic colitis compared to
controls. BMC Women's Health 2014 14:16.

~
Submit your next manuscript to BioMed Central
and take full advantage of:
¢ Convenient online submission
¢ Thorough peer review
* No space constraints or color figure charges
¢ Immediate publication on acceptance
¢ Inclusion in PubMed, CAS, Scopus and Google Scholar
* Research which is freely available for redistribution
Submit your manuscript at ( -
www.biomedcentral.com/submit BiolVed Central
J




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Patients
	Controls
	The Malmö Diet and Cancer Study (MDCS)

	Patient recruitment and study design
	Questionnaires about gastrointestinal symptoms in patients
	Rome III criteria
	Visual Analogue Scale for Irritable Bowel Syndrome (VAS-IBS)

	Statistical analyses

	Results
	Patient characteristics
	Smoking- and drinking habits in the total patient group
	Subgroup analyses for microscopic colitis groups
	Subgroup analyses in patients with and without IBS-like symptoms

	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


