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Abstract OBJECTIVES: Assessing the effect of antidepressant therapy (AD) on the abdominal symp-
tomatology in Inflammatory Bowel Disease (IBD) patients with mood or anxiety disorders.
METHODS: 58 IBD patients in clinical remission and without known psychiatric disorder
but with positive scores in the Hospital Anxiety Depression Scale (HADS) were evalu-
ated for the presence of anxiety and mood disorders (DSM-5 criteria) and administered
the Self-report Symptoms Inventory, Revised (SCL-90-R), the Brief Coping Orientation
to Problems Experienced (Brief-COPE), the Short Form-36 Health Survey (SF-36), the
Hamilton Rating Scale for Anxiety (HAM-A) and Depression (HAM-D). Rectal bleeding
and abdominal pain severity and evacuation frequency were evaluated. Patients with affec-
tive disorders underwent AD therapy. We analyzed and compared clinical and psycho-
metric findings at baseline, before therapy, and at 3-6-9-12 months follow-up.

RESULTS: Of 58 patients enrolled 56,9% were diagnosed with anxiety or mood disorders.
Compared to patients without psychiatric comorbidity, IBD-affective patients presented
higher HAM-D and HAM-A scores, lower scores in "vitality" (SF-36), and "general
anxiety” (SCL-90r) domains, poorer "positive restructuring” and "use of instrumental
support" coping strategies, and increased evacuations. In the treated sample, AD therapy
significantly reduced anxiety and depressive domains (HAM-A, HAM-D scores) and the
data suggest a reduction of evacuation frequency.

CONCLUSION: Comorbid IBD-affective patients show decreased levels of self-perceived
health and of several coping mechanisms; Although they are in clinical remission most
of them present increased number of bowel movements at the baseline, which decreased
during AD therapy.

..................................................................................................
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INTRODUCTION

Chronic Inflammatory Bowel Diseases (IBD), repre-
sented by Crohn’s Disease (CD) and Ulcerative Colitis
(UC), are characterized by the presence of inflamma-
tion in the gastrointestinal tract with alternating phases
of acute flares and symptomatic remission. Inflamma-
tion in CD can involve the entire gastrointestinal tract
(Abraham & Cho 2009), while in UC it is localized at the
colic and rectal level only. In patients suffering from IBD
also coexist with frequent systemic and extra-intestinal
complications. Both the diseases present an unpredict-
able evolution, and patients might need to undergo
surgery (Ishak et al. 2017, Monsén et al. 1990). The
pathogenesis of IBD is multifactorial. In genetically
predisposed subjects and in the presence of dysbiosis
of the gut microbiota (Jostins 2012) environmental
factors can bring about an abnormal intestinal immune
response. The chronic nature of IBD and its frequent
onset in early adulthood (Byrne et al. 2017; Vigano et al.
2016a) cause severe stress and can lead to a reduced
quality of life (Graff et al. 2006; Moradkhani et al. 2013;
Ishak et al. 2017). Other factors are also linked to a low
quality of life: repeated flares, low levels of social support,
high levels of stress, and the presence of psychiatric
comorbidities (Byrne et al. 2017; Bhamre et al. 2018).

The risk of mental disorders is indeed higher than
in the general population (Graff et al. 2006; Scott et al.
2007; Bernstein et al. 2019). Several studies highlighted
the comorbidity between IBD and anxiety disorders and
depression (Mikocka-Walus et al. 2016). The prevalence
of affective disorders is estimated to be around 30% in
patients in clinical remission, reaching up to 60-80%
during the active phase of the disease (Graff et al. 2009;
Walker et al. 2008). The presence of anxious or depres-
sive symptoms is associated with a reduction in compli-
ance to treatments (Scott et al. 2007; Severs et al. 2017),
an increase in disability (Chan et al. 2017) and mortality
(Katon 2011). Several studies have focused on the identi-
fication of the risk factors for the development of anxiety
and depression in patients suffering from IBD. Among
the most analyzed factors there are socio-demographic
characteristics, the activity and severity ofintestinal
pathology, types of treatment and psychosocial factors
(Nahon et al. 2012).

Considering psychosocial factors, the psychological
stress deriving from the awareness of the disease, which
typically presents a chronic and unpredictable course,
and from the often-demanding therapies, can increase
the risk of developing anxiety or depression (Choi et al.
2019). The risk appears to increase in the presence
of negative coping strategies (McCombie et al. 2013;
Vigano et al. 2016b).

An association between high levels of neurosis,
impulsivity and alexithymia and a reduction in mental
and physical health in patients with IBD has also been
found (Fuller-Thomson et al. 2015). The prevalence
of alexithymia in these patients is around 35% (Hopkins

& Moulton 2016; Vigano et al. 2018). A closed correla-
tion between this psychopathological construct and the
clinical severity of functional gastrointestinal disorders
is recognized (Porcelli et al. 1995). High levels of alexi-
thymia lead to a greater tendency to communicate their
distress through somatic symptoms rather than through
verbal forms, favoring a more severe psychopathological
picture and a negative overall outcome (La Barbera et al.
2017; Vigano et al. 2018).

The presence of depressive symptomatology has been
shown to increase the risk of failure of biological therapy
with infliximab, inhibitor of TNF-a, in the MC in active
phase, suggesting the presence of a possible dynamic
interference between the two pathological conditions
(Persoons et al. 2005). There is still an open debate on
the possibility that anxiety-depressive symptoms could
play a role in the reactivation of the disease (Mikocka-
Walus et al. 2016; Porcelli et al. 1996), as patients with
high rates of depression seem also to have a higher risk
of rekindling (Mardini et al. 2004; Mittermaier et al.
2004; Maconi et al. 2014).

Recently, some studies have investigated the effect
of antidepressant (AD) therapy in IBD, finding a protec-
tive effect of AD therapy against the development of IBD
when administered in anxious-depressive patients prior
to a diagnosis of IBD (Frolkis et al. 2018). In the IBD
patients presenting an affective disorder, AD therapy
has also been found to be effective in reducing both
the anxious-depressive and intestinal symptomatology
in the short-term (Daghaghzadeh et al. 2015; Iskandar
et al. 2014; Yanartas et al. 2016). In the long-term, the
use of AD therapy seems to be associated with fewer
relapses, hospitalizations and reduced the use of corti-
costeroids (Mikocka-Walus et al. 2007; Goodhand et al.
2012). On the other hand, recent evidence indicates that
the control of disease activity in IBD may have an effect
in mitigating the comorbid psychiatric symptomatology
(Uguz et al. 2009). AD therapy exerts its effect both
directly on the CNS but also on peripheral nociception,
visceral sensitivity, intestinal motility (Ford et al. 2019),
and has immunoregulatory effects (Maes 2001) and it
has been shown to be effective in reducing the somatic
symptoms in other gastrointestinal diseases such as IBS
and dyspepsia. Up to now, all the studies available on
the effect of AD in these patients have been for periods
shorter than one year.

The aim of this study was to evaluate the clinical
and psychometric factors associated with IBD-affective
comorbidity, and the effect of one year of antidepres-
sant therapy on IBD symptoms in patients affected by
anxiety or mood disorder.

MATERIALS AND METHODS

Participants

In this study, we selected the participants from a cohort
of 170 IBD outpatients in regular follow-up at the IBD
Centre of the Gastroenterology Department and IBD
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Unit of the ASST-Fatebenefratelli-Sacco University
Hospital in Milan, Italy, and who were tested with the
Hospital Anxiety Depression Scale - HADS adminis-
tered by the attending gastroenterologists and surgeons.
Those who scored positively were considered eligible
for the study and underwent further psychiatric evalua-
tion in the Outpatient Psychiatric Unit for Mood Disor-
ders of the same hospital. The recruitment took place
between January 2016 and May 2019.

All patients gave their written informed consent
to participate in the study and the study was approved
by the local Ethical Committee.

All patients met the inclusion and exclusion criteria
below.

The study included adults patients in clinical remis-
sion namely with Crohns Disease Activity Index
(CDAI)<150 or Harvey Bradshow Index (HBI) < 4 for
Crohn’s disease and Mayo partial score <2 for ulcerative
colitis (UC); whether or not under maintenance trat-
ment with 5-ASA, immunosuppressants or biologic
therapies. Positive score in the HADS screening scale
for anxiety-depressive symptoms (score > 8).

We escluded patients with active CD or CU or
patients in remission but under systemic corticosteroids
treatment; patients with neurodevelopmental disorders
(IQ <70); cognitive impairment; state of pregnancy;
Substance Use and Alcohol Use Disorder known;
presence of serious medical comorbidities not linked
to IBD: neurocognitive disorder, documented head
trauma, concomitant neurological pathology.

Procedure

This retrospective cohort study included a consecu-
tive series of IBD outpatients in clinical remission, who
resulted positive at the HADS evaluation. All patients
underwent a gastroenterological assessment of clinical
history of IBD and current signs and symptoms, aimed
to confirm the clinical remission and grade the severity
of symptoms. Then they were assessed through a clin-
ical psychiatric interview by a trained psychiatrist and
screened considering socio-demographic and psychi-
atric variables.

Al IBD patients in stable (>6 months) clinical remis-
sion and confirmed psychiatric comorbidity (Major
or Persistent Depressive Disorder or with Anxiety
Disorder according to the DSM-5 diagnostic criteria)
were prescribed a treatment with AD (SSRI’s and SNRI’s
according to clinical criteria) and underwent a sched-
uled gastroenterological and psychiatric follow up with
visits at 1 — 3 - 6 — 12 months. Gastroenterological eval-
uation assessed the main symptoms that impact on the
quality of life, such as the number of bowel movements
(regular as usual or increased), abdominal pain (absent/
present), rectal bleeding (absent/present).

Materials
Assessment of socio-demographic and psychiatric vari-
ables was done through clinical interview: gender, age,
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marital status, education, employment, IBD, familiarity
for IBD, age at onset of IBD, age at diagnosis of IBD,
localization of intestinal disease, previous surgery,
current IBD therapy, evacuation rate, abdominal pain,
rectal bleeding, previous psychiatric diagnosis, current
psychopharmacological therapy, previous or current
day-hospital care for depression or anxiety.

Psychiatric symptomatology through the Symptom
Checklist-90-R (SCL-90-R; Derogatis et al. 1973). The
SCL-90-R is a self-report psychometric questionnaire
published by the Clinical Assessment division of the
Pearson Assessment & Information group and designed
to evaluate a broad range of psychological problems
and symptoms of psychopathology, taking into account
both internalizing (depression, somatization, anxiety)
and externalizing (aggression, hostility, impulsivity)
symptoms. It is also used in measuring the progress and
outcome of psychiatric and psychological treatments
or for research purposes. It is composed of 90 items
each belonging to 10 different psychopathological
dimensions. The patients can select between a value
ranging from 0 (absence of symptom) to 4 (severe pres-
ence of symptomatology). Raw scores for dimensional
subscales are calculated by dividing the sum of scores
for a dimension by the number of items in the dimen-
sion. Higher scores for a specific dimension indicate
increasingly severe symptoms for that psychopatholog-
ical dimension. To evaluate the presence of abnormal
psychopathological symptoms, these scores are then
converted to standard T-scores using the norm group
appropriate for the patient to match T-store with popu-
lation percentiles. Four formal norms are available
(Psychiatric outpatients; Community non-patients;
Psychiatric inpatients; Adolescent non-patients). Sepa-
rate norms exist for both males and females. The Global
Severity Index (GSI) represents a global indicator of the
intensity of level or depth of discomfort complained by
the subject. The internal consistency coefficient rating
ranged from 0.90 for the subscales of Depression and
0.77 for Psychoticism.

Coping strategies using the Brief Coping Orientation
to Problems Experienced (Brief-COPE; Carver 1997).
The purpose of this scale is to identify the nature of the
coping strategies implemented by patients. The brief-
COPE questionnaire is self-administered and repre-
sents a multidimensional measure that evaluates the
different dimensions of coping;: it includes 28 questions.
The patient is asked how often he’s adopted a specific
coping behavior before a stressful situation, rating the
frequency from 1 “I haven't been doing this at all’, to 4,
“I've been doing this a lot” The global score for each
coping strategy is obtained through the sum of the
scores of the single items belonging to that strategy
subscale. Higher scores indicate a more frequent use
of the strategy. This psychometric test has already been
used to evaluate adaptation strategies in the IBD popu-
lation in a previous 2016 work (Farrell & Savage 2012)
The coping strategies investigated with this scale are:
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positive restructuring, diverting attention, expression,
use of instrumental support, dealing operationally,
denial, religion, humor, behavioral disengagement, use
of emotional support, substance use, acceptance, plan-
ning, self-accusation (Baumstarck et al. 2017; Brasileiro
et al. 2016). The internal consistency coefficient rating
ranged from 0.90 for the subscales of Substance Use and
0.50 for Venting.

Health status perception using Short Form-36 Health
Survey (SF-36; Ware & Sherbourne 1992). The ques-
tionnaire is short, self-administered and has 36 items
measuring 8 variables: physical activity (10 questions),
physical role (4 questions), physical pain (2 questions),
general health (5 questions), vitality (4 questions), social
activities (2 questions), role emotional role (3 questions)
and mental health (5 questions). For each of them, the
patient is asked to self-evaluate how much his current
health status is interfering with it. For each variable the
results are coded, summarized and transformed into
a scale ranging from 0 - the worst possible greeting
- to 100 - the best possible (Jenkinson et al. 1993).
Therefore, SF-36 provides information on the physical,
functional, emotional and social state of patients and
helps to distinguish those with affective disorders that
should be investigated (Oswald et al. 2008). The SF-36
was found to have had adequate internal consistency
satisfying the recommended threshold value of 0.7
(Zhang et al. 2012).

Severity level of depressive and anxious symptoms
through the Hamilton Rating Scale for Anxiety -
HAM-A (Hamilton 1959) and for Depression - HAM-D
(Hamilton 1960). They are very useful in monitoring
symptoms over time and in evaluating response

Tab. 1. Socio-demographic data

to treatment as they are more sensitive to change
(Trajkovi¢ ef al. 2011). HAM-A consists of 14 elements
dedicated to both psychological and somatic symptoms,
which include: anxious state, tension, fear of the dark,
of strangers, of the crowd, insomnia, difficulty concen-
trating, depressed mood, somatic symptoms such as
pain, stiffness, bruxism, cardiovascular symptoms such
as tachycardia, respiratory symptoms such as air hunger,
gastrointestinal, genitourinary, autonomic and behavior
of the subject during the examination. Each item can
be assigned a numerical score from 0 - absent — to 4 -
severe. A score above 17 indicates mild anxiety, above
25-30 is considered moderate-severe (Hallit et al. 2019;
Thompson 2015). The HAM-D version we employed is
composed of 21 items, each of which can be assigned
a score from 0 to 4 as in the HAM-A. The scoring is
based on the 17-item version and scores from 0 to 7
are considered normal, 8-16 suggest mild depression,
17-23 moderate and above 24 are indicative of severe
depression (Sharp 2015). The HAM-A and HAM-D
scales had adequate internal consistency satisfying the
recommended threshold value of 0.70 (Maier et al.
1988).

Statistical analysis
We then compared the data at TO for the subpopula-
tions of IBD patients with and without an anxiety or
mood disorder. Continuous variables were studied with
the Student T test, while the categorical variables were
compared using Chi-square tests. Values of p <0.05
were considered significant.

To evaluate the trend over time of gastroenterolog-
ical and psychopathological variables in patients who

Tot?'I‘Zgr;\)ple V\c,::;::::fitllt‘;e Patien:slclom_pletin_g one
(n=33) year follow-up (n=15)

Age (years) average = SD 429+138 4412 +14.7 48.27 +13.7

Gender, Male 26 (44.6%) 3 (39.4%) 6 (40.0%)

n (%) Females 32 (55.2%) 0 (60.6%) 9 (60.6%)
Single 34 (58.6%) 5 (45.5%) 5(33.3%)

';”(a(,;:;a' status, Married 19 (32.8%) 3(39.4%) 7 (46.7%)
Divorced 5 (8.6%) 5(15.2%) 3(20.0%)
Elementary school 1(1.7%) 1(3.0%) 0 (0%)

Level of Education, Middle school 14 (24.1%) 10 (30.3%) 7 (46.7%)

n (%) High school 32 (55.2%) 20 (60.6%) 7 (46.7%)
University degree 1(19.0%) 2(6.1%) 1(6.7%)
Student 7 (12.1%) 3(9.1%) 1(6.7%)
Employee 34 (58.6%) 20 (60.6%) 8(53.3%)

rE\Toz)loyment status, Self-employed 6 (10.3%) 3(9.1%) 2 (13.3%)
Unemployed 7(12.1%) 4(12.2%) 3 (20.0%)
Retired 4 (6.9%) 3(9.1%) 1(6.7%)
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With affective Sample with one

Total Sample

- comorbidity year follow-up
(n=58) (n=33) (n=15)
Ulcerative Colitis 34 (58.6%) 17 (51.5%) 6 (40.0%)
IBD type, n (%)
Crohn's Disease 24 (41.1%) 16 (48.5%) 9 (60.0%)
Familiarity for 18D, ~ _NO 47 (81.0%) 26 (78.8%) 10 (66.7%)
n (%) Yes 1(19.0%) 7(21.2%) 5 (33.3%)
Age at onset of IBD symptoms (age) mean + SD 286+11.6 28.3+13.1 27.4+13.7
Age at IBD diagnosis (age) mean + SD 303+11.3 30.0+12.7 31.3+133
Proctitis 6(10.34%) 3(9.1%) 0 (0%)
Ulcerative Colitis Left Colitis 23 (39.65%) 8(24.2%) 4 (26.6%)
Pancolitis 5 (8.62%) 6(18.2%) 2(13.3%)
Disease Extension
L1 11 (18.97%) 7 (21.2%) 3(20.0%)
Crohn’s Disease L2 6(10.34%) 4(12.1%) 2(13.3%)
L3 7 (12.07%) 5(15.2%) 4 (26.6%)
No 4 (58.6%) 17 (51.5%) 8(53.3%)
Surgery, n (%)
Yes 4 (41.4%) 16 (48.5%) 7 (46.7%)
None 0(17.2%) 4(12.1%) 1(6.7%)
NSAIDS 0(34.5%) 7 (21.2%) 5(33.3%)
Therapy, n (%) LTergi‘gi’i;“nipre”'ve 1(19.0%) 8 (24.2%) 1(6.7%)
TNF inhibitors 14 (24.1%) 11 (33.3%) 5(33.3%)
Poli-therapy 3(5.17%) 3(9.1%) 3 (20.0%)

followed a year of treatment with antidepressants, the
following nonparametric tests were used, given the
small size of the sample: in the study of dichotomous
variables, we used the Cochran Q test, a procedure for
testing if the proportions of 3 or more dichotomous
variables are equal in some population; to compare the
comparison of continuous and ordinal variables, we
used the Friedman test. Values of p <0.05 were consid-
ered significant. The statistical analysis was carried
out by using the SPSS program version 24 (IBM corp.,
2016).

RESULTS

Description of the Sample

In the sample of 170 IBD patients, 58 (34,1%) scored
positively for the presence of depressive or mood
symptoms (HADS score) and thus met the study inclu-
sion criteria. Of the 58 patients recruited, 24 (41,1%)
were suffering from CD and 34 (58,5%) from UC.
Completed psychiatric diagnostic procedure 33 patients
(17 UC, 16CD), equal to 19,4% of all the sample, were
diagnosed with an anxiety or mood disorder (according
to DSM-5 and ICD10 diagnostic criteria and underwent
an antidepressant therapy: 16 patients (48.5%) with
Major Mood Disorder (MMD), 5 (15.2%) Persistent

Act Nerv Super Rediviva Vol.62 No.3-4 2020

Depressive Disorder (PDD), 8 (24.2%) with Depressive
Anxioux Syndrome (DAS -according with ICD10) and
4 (12.1%) with panic disorder (PD). Only 15 patients
(45,4% undergoing a treatment with antidepressant)
completed all questionnaires during the year of follow-
up. Side smallness single diagnostic subtypes, with
prevalence of depressive disorders, we will appointed
summarised from now as a group of patients IBD with
affective disorders comorbidity.

Table 1 shows the socio-demographic characteristics
of the sample.

Table 2 shows the clinical characteristics of the
sample concerning IBD diagnosis, characteristics and
treatment.

Table 3 shows the psychiatric diagnosis and relative
treatment of the sample.

Anxious-depressive symptoms severity in patients

with or without affective disorders

The mean severity scores of the total sample measured
were 17.58+8.91 for HAM-A (moderate anxiety), and
15.34+7.80 for HAM-D (moderate depression). The
sample diagnosed with an anxious or depressive disorder
showed significantly higher severity scores, with
a mean of 19.88+7.52 for HAM-A (moderate anxiety)
(t(s6)=—4.5, p=0.001), and a mean of 17.31+6.52 for
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Tab. 3. Psychiatric diagnosis and psychopharmacological treatments

Diagnosis DSM5 - 1CD10 baseline (n 33)

12 months (n 15) %

MDD 16 48.5 8 533
PDD 5 15.2 2 13.3
DAS 8 24.2 3 20.0
PD 4 121 2 13.3
AD therapy SSRI-SNRI

Sertraline 15 45.5 10 66.7
Citalopram 3 9.1 1 6.7
Paroxetine 4 12.1 1 6.7
Fluoxetine 2 6.1 1 6.7
Duloxetine 7 212 2 13.3

Tab. 4. Mean anxiety and depression scores in n participants with and without affettive comorbidity the HAM-D and HAM-A scales

No affective With affective

comorbidity (n=25) comorbidity (n=33) WA =) tise) P
HAM-D 483 +£5.61 17.31£6.52 15.34+7.80 -4.40 0.001
HAM-A 533+5.21 19.88 £7.52 17.58 £ 8.91 -4.52 0.001

HAM-D (moderate depression) (ts6)=—4.4, p=0.001).
The mean scores of anxious and depressive symptoms
in the patients without a psychiatric diagnosis were
subthreshold (HAM-A: mean=5.33+5.21, HAM-D:
mean=4.83+5.61). The results are shown table 4.

Clinical and psychometric differences between IBD
patients with or without an anxiety or mood disorder

A significantly higher proportion of patients in the
sample with affective disorders showed increased diar-
rheal discharges than the group without it (66% vs.
40%, X24=4.09, p=0.04). No significant differences
emerged regarding rectal bleeding, abdominal pain,
localization of the disease and the ongoing therapy for
IBD, as shown in table 5.

Table 6 shows the scores obtained by the samples in
the subdomains of the SCL9OR.

The group with affective comorbidity presented
significantly higher scores in anxiety domains than the
sample without affective comorbidity. No significant
differences in other domains were observed.

The analysis of the coping strategies in the two groups
evaluated with the Brief-COPE scale revealed that the
sample with an anxiety or mood disorder had a signifi-
cant lower levels of "positive reframing" (4.45+1.41 vs.
5.32+1.72, t(54=2.08, p=0.042), "use of instrumental
support” (4.40+1.83 vs. 5.43+1.99, t(55)=2.07, p=0.043),
and "use of emotional support” strategy (4.01+1.52
vs. 4.92+1.92, t(54=2.00, p=0.05) compared to to the
population without psychiatric comorbidity. No other
significant differences were observed.

The perception of the health status of IBD patients
was studied with the SF-36 psychometric test. The

patients with an anxiety or mood disorder showed
significantly lower scores in the "Vitality" domain,
(31.774£20.20 vs. 54.0£20.43, t(56=2.27, p=0.03),
"General Health Perception" (29.87+14.10 vs.
44.80£22.30, t(56=2.28, p=0.05) and "Mental Health"
(43.71£21.60 vs. 64.01+16.72, t(55=1.99, p=0.05). No
other significant differences were observed.

Variation of IBD and psychiatric symptoms in patients
undertaking an antidepressant therapy

In the 15 patients undergoing therapy and having
completed one full year of diagnostic follow-up, the
depressive and anxious symptomatology significantly
decreased over time, as measured through the HAM-A
(6.3+4.6 at 12 months vs. 25.6+8.1 at T0, X24=33.90,
p= 0.001) and HAM-D (21.5+47.4 at 12 months vs.
5.5+4.8 at T0, X24y=33.90, p=0.001). The proportion of
patients complaining diarrhoea significantly reduced at
he end of follow up (66% at TO vs 33% at 12 months,
X24h=16.02, p=0.003). No significant changes in
prevalence of abdominal pain or rectal bleeding was
observed. Extensive results shown in table 7.

DiscussioN

In our outpatient sample, a high prevalence of anxious
and depressive symptoms was confirmed, in line with
available literature. Moreover, in those presenting
anxious or depressive symptoms, a high prevalence
of anxiety and mood disorders was found, confirming
the high prevalence of these disorders among patients
with IBD (Fuller-Thomson et al. 2015; Mikocka-Walus
et al. 2016; Porcelli et al. 1995; Tribbick et al. 2015).

Copyright © 2020 Activitas Nervosa Superior Rediviva ISSN 1337-933X
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Tab. 5. Comparative prevalence of gastrointestinal symptoms between the sample with an affective comorbidity and the sample without it

No affective With affective Total sample
comorbidity comorbidity P X2 p
(n=58) )
(n=15) (n=33)

Frequency Regular 15 (60%) 11 (33.3%) 26 (44.8%)
of bowel movements 4.09 0.043
(evacuation) n (%)  Increased 7 (40%) 22 (66.6%) 32(55.2%)
Abdominal pain, _No 19 (76%) 21 (63.6%) 40 (68.9%) 016 031
n (%) Yes 6 (14%) 12 (36.4%) 18 (31.0%) ' '
Rectal bleeding, No 19 (76%) 23 (69.7%) 42 (72.4%) 0283 059
n (%) Yes 6 (24%) 7 (30.3%) 16 (27.6%) ' '

In this population, HAM-D and HAM-A scores were
significantly higher than in the general IBD sample.

With regard to psychopathological dimensions, only
that of anxiety was found to be significantly more
represented in the population with an anxiety or mood
disorder, while no significant differences emerged in
any of the other psychopathological dimensions. We
would have expected to find a significant difference
between the samples also in the domain of depres-
sion, at the very least, given that the two popula-
tions showed significant different levels of anxiety
and depression while tested with the HAM-A and
HAM-D scales. Previous studies found high SCL-90R
scores in IBD patients (Piacentino et al. 2019); another
study found higher SCL-90R scores in active-disease
patients compared with IBD patients with a disease
in remission (Leone et al. 2019). While our study
excluded IBD patients with active phase disease, we
found high SCL-90R scores even in non-affective
patients, in particular in the depression, OCD, soma-
tization and sleep disorders domains. IBD patients
tend to have high levels of personal distress and
physical limitations, even when a clear-cut psychiatric
diagnosis cannot be made. While the SCL-90R is an

Tab. 6. Comparative analysis of SCL-90 scale scores

useful scale to highlight the presence of psychopatho-
logical symptoms in the general population, it might
not possess the same sensibility and specificity when
utilized within an IBD population.

Previous studies on the general IBD population
found lower levels of quality of life measures in these
patients (Bulut & Toriiner 2019; Knowles et al. 2018a;
Knowles et al. 2018b). Specifically, fatigue, as measured
in the Vitality subscale of SF-36, is a common complaint
among IBD patients (Farrell et al. 2020; Iglesias-Rey
et al. 2012) and has been the target of various treat-
ments in time (Farrell ef al. 2020). Our study found that
IBD patients with anxiety-depressive comorbidities
have significantly lower levels of vitality, general health
perception, and mental-health than their non-affective
counterparts. High levels of anxious and depressive
symptoms in IBD patients were found to be associated
with worse scores in all the SF-36 dimensions, including
vitality (Iglesias-Rey et al. 2014; Nordin et al. 2002).
With regard to this dimension, the symptoms of depres-
sion and anxiety could not only layer upon those of
IBD to reduce the levels of energy of these patients, but
could also influence their health self-perception. More-
over, the presence of anxiety and depressive symptoms

msscioon Moledhe | Wibafedhe | Tomamle 4 ,,
Somatization 1.11£0.71 1.5+£0.92 1.35+£0.85 -1.84 0.10
Obsessive compulsive 1.38 £ 0.62 1.49 +0.90 1.44 +0.83 -0.49 0.66
Interpersonal sensitivity 1.11+£0.74 1.04£0.72 1.07£0.75 0.29 0.97
Depression 137+0.73 1.66 £ 0.94 1.54+0.86 -1.23 0.18
Anxiety 1.07 £0.60 1.35+£0.82 1.24+£0.73 3.87 0.049
Hostility 0.91£0.61 0.97 +£0.83 0.95+0.76 -0.29 0.62
Phobic anxiety 0.54+£0.43 0.83+£0.92 0.71+£0.79 -1.35 0.13
Paranoid ideation 1.14£0.64 1.00 £ 0.84 1.06 £0.73 0.70 0.16
Psychoticism 0.58 £0.40 0.72+0.50 0.66 +0.48 -1.08 0.51
Sleep disorders 1.68 £1.42 1.59+£1.30 1.63+£1.34 0.26 0.77
GSI 1.07 £0.52 1.23+£0.71 1.16 £ 0.61 0.91 0.79
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Tab. 7. Mean values and standard deviations of HAM-D and HAM-A scores and gastrointestinal symptoms prevalence at follow-up time
points (TO being the beginning of the study, TO through T12 representing 3-6-9-12 months from T0).

TO T1 T6 T12 P X2y

HAM-A mean + SD 25.6 + 8.1 123+7.1 74+45 52+33 63146 0.001 33.90
HAM-D means + SD 21.5+74 11.7+£79 7.1+39 48+4.1 55+48 0.001 33.92
Frequency Regular 5(33.3%) 11 (73.3%) 12 (80%) 10 (66.6%) 10 (66.6%)
of bowel 0.003 16.02
mg}l;ements Increased 10 (66.6%) 4 (26.6%) 3 (20%) 5(33.3%) 5(33.3%)
n (%
Abdominal Absent 10 (66.6%) 10 (66.6%) 12 (80%) 9 (60%) 9 (60%)
pain, 0.71 2.14
n (%) Present 5(33.3%) 5(33.3%) 3 (20%) 6 (40%) 6 (40%)

: Absent 11(73.3%) 13 (86.6%) 15(100%) 15 (100%) 13 (86.6%)
Bleeding, 0.09 8.01
n (%) Present 4 (26.6%) 2(13.3%) 0 (0%) 0 (0%) 2(13.3%) ' '

The variation of gastrointestinal symptomatology in time was studied with the application of the Cochran Q Test, while that of HAM-D and

HAM-A with the Friedman test.

in the patients with IBD-affective comorbidity easily
explain the lower scores in the mental health subdo-
main of SF-36 found in this group.

The sample with an anxiety or mood disorder
presented significant lower values in several coping
strategies (“positive restructuring’, “use of instrumental
support’, “use of emotional support").

This results aligns with the vast literature finding
poorer coping mechanisms in affective patients, trans-
lated in the present study in a specific population which
is also affected by IBD.

Given the disruptive impact of a chronic disease
diagnosis, together with chronic, recurrent pain and
the lifelong personal limitations that this imposes on
many of these patients, it is reasonable to think that
a reduced ability to positively frame one’s situation
(Roohafza et al. 2014), and to share one’s burden with
others, could worsen the perceived stress levels caused
by the disease (Larsson et al. 2017), therefore increasing
the risk to incur in a depressive episode or to exhibit
anxious symptoms. On the other hand, the presence
of an affective disorder could influence the patient’s
ability to cope positively with the intestinal disease, both
because of the typical dysfunctional cognitions present
in depression and anxious disorders, and because of the
social isolation that these disorders cause.

Furthermore, previous studies on the impact
of coping styles in IBD also found a positive associa-
tion between anxiety and depression and passive coping
(Crane & Martin 2004) and catastrophizing (Rhodes
2007), and a negative one with personal control (Curtis
2005). The finding that IBD-affective patients show
a lesser capacity of positively restructure life events
aligns with the cited studies, since this coping mecha-
nism is antithetical to a catastrophizing attitude and it
likely is a prerequisite for most active forms of coping,
as well as with a perception of personal control.

Another study by some of the authors of this very
manuscript previously found that Crohn Disease

patients with depression had significantly lower levels
of “positive restructuring”, being in line with the present
results, but higher levels of “use of instrumental support”
and “use of emotional support” than the CD patients
without depression (Vigano et al. 2016b), in contrast
with the results of this study. This could be explained
by the fact that the population studied in the former
study was mainly only of CD patients with depressive,
not anxious, symptoms, and could reflect both the
different cognitive distortions and behavioral altera-
tions present in depressive and anxiety disorders, and
the different psychological profile of patients with UC
versus CD, which has so far been only scarcely inves-
tigated. Another study indeed found that CD patients
used significantly more emotion-focused coping than
UC patients (Curtis 2005).

At the end of the diagnostic phase, patients were
placed on antidepressant treatment. The molecule was
chosen based on safety and low risk of side effects, as
reported in literature (Cipriani et al. 2010; Iskandar et al.
2014). In the patients who completed one year of AD
therapy, a significant improvement of psychopatholog-
ical symptoms and reduction of evacuation frequency
was observed. Since this symptom is non-specific and
can be a manifestation of both IBD or anxiety, it is diffi-
cult to clearly define if its reduction was due to a direct
effect of AD therapy on the pathogenesis of IBD symp-
toms or on the co-occurring anxiety and mood disorder
(Turner & Kelly 2000).

In particular, the HAM-D and HAM-A scores and
the frequency of discharges almost halved after the
first month of treatment, and then presented a slower
but progressive reduction until the third month. After
that, the percentage of patients with increased discharge
frequency increases from the third month onwards, but
without ever reaching the initial levels. The HAM-D
and HAM-A scores slightly increase after six month
of treatment, while still remaining at subthreshold
levels. These fluctuating trends in symptoms are char-
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acteristic of IBD, with several studies finding a variation
of the prevalence of anxiety and depression according
to the stage of illness (Persoons et al. 2005; Porcelli et al.
1996).

As mentioned above, the frequency of discharges
represents the functional symptom par excellence, char-
acterized by an important psychic component, which is
why it is typical of IBS and can be compared to anxious
somatic symptoms. It also represents the most subjec-
tively debilitating symptom of IBS, combined with
urgency of evacuation. Patients often report concerns
about leaving home, going to work or performing the
simplest actions due to the fear of fecal incontinence and
not finding available toilets in time. This leads to avoid-
ance, work absenteeism and social isolation (Farrell
& Savage 2012; Farrell et al. 2016; Sajadinejad et al.
2012). Gastroenterologists for some years have been
prescribing antidepressants as collateral therapy for
the reduction of functional symptoms in patients with
chronic abdominal pain, irritable bowel syndrome and
evacuation urgency. However, most remain skeptical
about their possible central role in the treatment of IBD
(Mikocka-Walus et al. 2007), although evidence in favor
of the so-called "gut-brain axis" theory (Keefer & Kane
2017; Mayer et al. 2015) are increasingly richer. Further
studies are needed to confirm the role of inflammation
as a link between psychiatric pathology and IBD and
to investigate the effects of psychotropic drugs on the
pathogenesis and evolution of IBD. Our results support
this role, since in our study antidepressant therapy has
proven to be effective in reducing both the frequency
of evacuation and anxiety-depressive symptoms. Its
to be noted that while we found a statistical, positive
effect of AD on gastrointestinal symptoms, we could not
rule out the effect of stress or other contingent variables
on the evolution of intestinal symptoms. A regression
analysis taking into account the effect on the prog-
nosis of other variables would be necessary to do this.
A viable measure of social stressors to be adopted in
further studies could be the Social Readjustment Rating
Scale (SRRS). In this study though, the limited number
of patients undergoing treatment would have made this
type of analysis unfeasible (Roca et al. 2013).

The main limitations of this study are due to his
retrospective naturalistic design, as well as the
small sample size. While we collected relevant data
concerning the clinical evolution of our in-treatment
sample, only 15 of them completed the full battery
of psychometric scales for the entire duration of the
follow-up, and 12 (36%) patients dropped out before
the 12-month deadline, making the following analysis
of the data of little statistical significance.

In successive follow-up studies on this topic, we plan
to implement a stricter control on the actual completion
of all the required scales for the study. We do believe
that, in any case, the results obtained from evaluating
the effects of AD therapy on intestinal symptomatology,
to be of practical clinical interest per se: this approach
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can easily be reproduced by non-psychiatrist clini-
cians such as gastroenterologists, general surgeons or
GP’s treating IBD-affective patients, without the need
of administering the patients more complicated and
specific forms of assessment, suchs as the SF-36.

Despite the stigma of psychiatric diagnosis and the
subjective resistance of these patients to be treated
by a psychiatrist, most of the subjects of the study
expressed appreciation for the integrated approach they
were evaluated and treated with and for the attention
paid to their global health.

This study adds to the scientific evidence already
present in literature which emphasizes the importance
and usefulness of a multidisciplinary approach for the
treatment of patients suffering from IBD. We also found
that this approach, in addition to providing patients
with a better care, allows for a better communication
between the specialists involved.

The results obtained confirm and are consistent with
the data present in literature on the topic of treatment
with SSRI or SNRI antidepressants of IBD patients with
a comorbid anxiety-depressive disorder. These drugs
represent a valid therapeutic aid, acting both on the
psychic and on the intestinal dimension. This conclu-
sion demonstrates how IBD and anxiety-depressive
symptoms are interconnected pathological entities.

KEYPOINTS

* Anxious and depressive disorders are highly frequent
among IBD patients.

* In IBD patients, the presence of an affective comor-
bidity is associated to an increased frequency of diar-
rheal discharges

* In IBD patients, the presence of anxiety or depressive
disorders is associated with a reduced sense of vitality,
and with lower scores in several coping mechanisms.

* In IBD-affective patients, one-year administration
of AD therapy was shown to be effective in reducing
both psychopathological symptoms, and the frequency
of diarrheal evacuation.
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