Letters to the editor

Antidepressants and its relationship with
microscopic colitis

Daniel Hernandez-Huerta'
Francisco Mesonero-Gismero?

'Psychiatry department, Ramon y Cajal University Hospital, Madrid
*Gastroenterology and Hepatology department, Ramon y Cajal University Hospital, Madrid

Correspondence:

Daniel Hernandez-Huerta

Servicio de Psiquiatria

Hospital Ramén y Cajal

Ctra. de Colmenar Viejo, km. 9,100

28034 Madrid (Spain)

E-mail: daniel.hernandez@salud.madrid.org

Dear Editor,

Serotonin reuptake inhibitors (SSRIs) are the antidepres-
sants more widely used in psychiatry and they are frequently
associated with gastrointestinal side effects when started'.
Sertraline seems to have the greatest incidence of diarrhea
as side effect among the SSRIs%. However, this symptom may
mask a microscopic colitis, an illness that has been asso-
ciated with the use of antidepressants and, specially, with
the use of SSRIs. This gastrointestinal illness requires a more
thorough medical evaluation because it usually needs spe-
cific therapeutic management to improve patients” quality
of life’.

Case report

A 55-years-old woman was evaluated in the Psychiatry
department because of low mood. Regarding her medical
history, she had a pacemaker due to supraventricular fibri-
llation and she had valvular prostheses due to mitral and
tricuspid rheumatism stenosis. Regarding substance use,
she admitted sporadic use of alcohol currently and smoking
cessation 30 years ago. She denied consumption of other
substances. As a psychiatric history, she had been suffering
from anxiety-depressive disorder for 10 years, for which she
had previously received antidepressant treatment (trazodo-
ne and fluoxetine) and benzodiazepines, without significant
side effects, as well as complementary psychotherapeutic
treatment. She denied psychiatric family history. Because of
new affective worsening, pharmacological treatment with
sertraline was started at a dose of 50 mg/day.

Twenty days later, the patient was assessed in Gastroen-
terology department due to an increase in the number of
liquid stools (up to 12 stools/day) and consequent weight
loss. Complementary tests were performed (colonoscopy and
biochemical, blood count and coagulation analysis) but no
alterations were observed. However, in the colon biopsies
taken during the colonoscopy were observed pathological
increase of intraepithelial lymphocytes and increase of the
lymphoplasmacytic infiltrate in lamina propria.

The diagnosis was microscopic colitis because of sudden
onset of the clinical symptoms, temporal correlation with
the sertraline treatment and the histopathological findings.
Antidepressant treatment was stopped and oral budesonide
9mg/day was started. Progressively, there was an improve-
ment in the clinical picture consisting in the reduction of
daily stools numbers and weight recovery. After completed
4 weeks of treatment, the dose of budesonide was progres-
sively decreased without evidence of diarrhea recurrence.
Regarding antidepressant treatment, after cessation of cor-
ticosteroids, vortioxetine 10 mg/day was initiated with ade-
quate mood evolution and without the onset of microscopic
colitis symptomatology. No further tests were carried out by
Gastroenterology department due to good evolution.

Discussion

The use of SSRIs in anxiety-depressive disorders is wide-
spread in clinical practice. Some of the most frequently re-
ported side effects associated with the use of SSRIs include
gastrointestinal effects (nausea, diarrhea, dyspepsia and ab-
dominal pain). Approximately half of all patients started on
these agents experience gastrointestinal side effects mainly
in the first few days following treatment initiation’. Spe-
cifically, a meta-analysis from 2011 found that sertraline
has the highest incidence of diarrhea when is compared to
other SSRIs and venlafaxine?. The mechanisms underlying
the association between serotonin antidepressants and di-
arrhea are unknown. However, this group of antidepressants
play an important role in the gastrointestinal tract motility
through the release of serotonin at the intestinal level by
stimulating enterochromaffin cells'*.

The differential diagnosis in a case of diarrhea after the
start of antidepressants must include microscopic colitis. It
clinically presents with chronic diarrhea and is characterized
by normal colonic mucosa at the macroscopic level and a
distinctive histological inflammation at the microscopic lev-
el. It classifies into collagenous colitis and lymphocytic coli-
tis according to the histopathological findings. Its annual in-
cidence is estimated between 2-6 cases/100,000 inhabitants,
without ethnic differences and affecting predominantly
women (ratio 7:1) with an average age of 60-70 years®®.

Its etiology is unknown and, probably, multifactorial.
Genetic, immunological and infectious factors have been
associated, as well as the use of tobacco. Drugs have been
suggested as causal factors, including antidepressants and,
specially, SSRIs. The mechanism through which drugs can
cause this disorder is unknown. The likelihood of association
derives from the temporal relationship between the start of
treatment and the development of symptoms, as well as the
disappearance of symptoms with the withdrawal of the drug.
The diagnosis is based in the characteristic histopathological
findings of colon biopsies as well as the screening of other
pathologies. Regarding treatment, if the symptoms persist
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Table 1 Case reports of microscopic colitis associated to antidepressant use
Reference Gender Age Symptoms Causal drug Treatment

Gwillim y Bowyer® Woman 50 years Watery diarrhea Duloxetine Duloxetine interruption

Menon y Ng'° Man 63 years Watery diarrhea Sertraline Sertraline interruption

Marques et al." Woman 41 years Watery diarrhea Sertraline Sertraline interruption

Bahin et al." Woman 75 years Watery diarrhea Duloxetine Sertraline interruption
Sisman et al." Woman 66 years Watery diarrhea Duloxetine Duloxetine interruption +

budesonide 9 mg/day

Kusnik y Stolte' Woman 80 years Watery diarrhea Duloxetine Duloxetine interruption
Béchade et al.’™ Woman 65 years Watery diarrhea Mianserin Mianserin interruption +

budesonide 9 mg/day

despite the withdrawal of the possible causative drug, oral
budesonide is the only effective therapy in quality studies®®.

Several studies, mostly in the form of case reports, have
pointed out the possible association of antidepressant drugs
with microscopic colitis, especially SSRIs although not ex-
clusively that pharmacological group (Table 1). One of the
first research articles to associate the use of SSRIs with mi-
croscopic colitis dates from 20045, This study, with a sample
of 199 patients, found a possible chronological relationship
of microscopic colitis with the introduction of paroxetine
(one identified case) and with the introduction of sertraline
(seven identified cases). Subsequently in 2005, sertraline and
paroxetine were found to have a high and intermediate risk
level, respectively, in a scoring system to identify and deter-
mine the odds that a drug could cause microscopic colitis’.
Equally, a prospective case-control study found that SSRIs
consumption was associated with an OR=21 (2.5-177.0) of
producing collagenous colitis and with an OR=37.7 (4.7-
304.0) to produce lymphocytic colitis®. A subsequent study
carried out by the same team of researchers confirmed the
use of SSRIs as a risk factor for the development of micro-
scopic colitis (p=0.029), being sertraline treatment as an in-
dependent risk factor in the multivariate analysis with an
OR=17.5(2.0-149.2)%.

In conclusion, despite the high incidence of gastrointes-
tinal adverse effects associated with the use of antidepres-
sant drugs, these symptoms should not be underestimated
because the potential risk of being in front of greater se-
verity illness such as microscopic colitis. According to the
previous literature, the risk is higher when the antidepres-
sant treatment is with SSRIs and, specially, with sertraline.
Therefore, in the presence of chronic diarrhea in patients
with antidepressant treatment, it is recommended to assess
their referral to Gastroenterology department for the im-

plementation of complementary tests, such as colon biopsy,
which can rule out this illness.
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Dear Editor,

MRI experience is often described by patients as strange
and uncomfortable’. In clinical series, a considerable number
of resonances must be interrupted due to the appearance of
panic attacks. Some authors place around 2% the frequency
of anxiety reactions that occur during the MRI. The number
of MRIs that finally have to be aborted may be close to
1022, All this might lead to a delay in the diagnostic proce-
dures, as well as to delays in waiting lists and economic loss-
es for the Health System.

Many of the published works consider the diagnosis of
claustrophobia in the solely presence of anxiety symptoms,
without performing a psychopathological assessment of any
kind in those patients®. However, claustrophobia, which is
defined as a fear of closed spaces, tends to persist over time
and to appear, in the same patient, in closed spaces of dif-
ferent nature*.

Several authors have proposed the use of deep sedation
protocols to prevent anxiety reactions®. However sedation,
even when relatively mild, can involve several risks, such as
the appearance of hypoxia®, which results in the need for ex-
tensive monitoring. The works that specifically describe
pre-medication protocols through the use of benzodiazepines
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are scarce’™. The use of "open” MRI devices, apparently less
anxiogenic, may be another choice in cases in which classical
MRI has not been possible?. Nevertheless, the availability of
these devices in the Spanish Health System is still low, and
their magnetic field strength is significantly lower?.

In the present work, we describe a brief pre-medication
protocol with alprazolam, as an alternative to open MRI. In
addition, the effectiveness of the intervention is evaluated
and diagnostic factors associated with its success are con-
sidered.

Methods

Study setting

At the end of 2012, the Medical Direction of the Henares
Hospital (Coslada, Madrid, Spain) asked the Department of
Psychiatry for a diagnostic and therapeutic intervention on
the patients who were on the waiting list for open MRI. The
purpose was to redirect some of these patients to convention-
al MRI and thus alleviate the waiting list. The present work is
a retrospective observational study of that intervention.

Patients

From January 2013 to December 2015, all patients who
met the following criteria were consecutively included: 1)
Age over 18 years; 2) Having given their informed consent;
3) Being on the waiting list for open MRI either by direct
indication of the prescribing physician based on suspected
claustrophobia or by interruption of a closed MRI for anxi-
ety symptoms. Only patients requiring urgent MRI were ex-
cluded from the study.

Assessment and intervention

All'included patients were interviewed, on one occasion,
by an experienced psychiatrist. Sociodemographic and clini-
cal data were collected and a diagnosis was issued, accord-
ing to DSM-IV-TR* Then, they were offered, as an alterna-
tive to the waiting list, the possibility of performing a closed
MRI by previously taking an anxiolytic. Those who accepted
were instructed to take 1 mg of alprazolam on the night
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before the MRI, 1 mg two hours before the test and an ad-
ditional 1 mg 20 minutes earlier, in the waiting room. The
intervention was considered successful when the closed MRI
could be performed without incidents.

Data for this study were collected retrospectively
through consultation of electronic medical records.

Statistical analysis

Univariate analyses were conducted to identify factors
associated with the efficacy of the intervention, using the
chi-square test for qualitative variables and the t-test for
continuous variables. All tests were two-tailed with a 95%
confidence interval.

Results

Sample characteristics

A total of 123 patients were included, with a mean age
of 54.7 (SD=13.19) years. 82 (66.7%) patients were women.
43 patients had previously been diagnosed with a psychiat-
ric disorder, with a predominance of anxiety disorders
(62.8%), followed by depressive disorders (25.6%). Only 2
patients had previously been diagnosed with claustrophobia.
In the interview, it was considered that 71 patients (57.7%)
met criteria for claustrophobia, while the remaining cases
presented situational anxiety without criteria of claustro-
phobia.

Efficacy of the intervention

50 patients agreed to perform a closed MRI with a prior
anxiolytic medication. In 35 of them (28.5% of the total), it
was possible to successfully achieve a closed MRI. Of the
remaining patients, 7 did not show up on the day of the
appointment, in 6 the MRI was aborted following patient
anxiety and in 2, although it was completed, the image had
too many artifacts (Figure 1). The patients in whom the pro-
tocol failed (15) were again included in the open MRI wait-
ing list. Moreover, when significant psychopathology was
detected in the diagnostic evaluation, the psychiatrist rec-
ommended referral to the mental health services.

Correlates of intervention effectiveness

Only 10 patients with claustrophobia (14.1%) could
complete the closed MRI successfully, compared to 25
(48.1%) of the non-claustrophobic group. The current diag-
nosis was the only variable with a statistically significant

association with the success of the intervention (p<0.01). No
statistically significant differences were found for the re-
maining collected variables (age, sex, psychiatric history).

Conclusions

The effectiveness of the intervention was considerable,
especially in non-claustrophobic patients. The ability to par-
tially alleviate the waiting list for open MRI is likely to result
in shorter diagnostic procedures and lower costs. The inter-
est is greater if one takes into account that it was a simple
intervention, with a short time of medical care (about 20
minutes) and that could be generalizable to large clinical
populations.

Other authors have reported a successful use of benzo-
diazepines to prevent anxiety symptoms during MRI. With a
similar design, Klein proposed the administration of 0.5 mg
of alprazolam between 60 and 30 minutes before the ap-

Cancellation of closed MRI after anxiety symptoms

n=123

v

Waiting list for open MRI

n=123

v

Psychiatric interview

n=123

v v

Reject intervention Accept intervention

n=73 n=50
< Not shown
n=7
Not leted
Waiting list for open MRl —— ot complete
=6
n=88 L v
Completed with
— incidences
n=2
Closed MRI succesfully completed
n=35 ‘7

Figure 1 Intervention and patient flow

Actas Esp Psiquiatr 2018;46(5):200-4 203



Letters to the editor

pointment, and another 0.5 mg once in the waiting room®.
With this protocol, evaluated in 100 patients, all the reso-
nances were completed without significant adverse effects.
Other authors have proposed intranasal or intravenous ben-
zodiazepine regimens prior to MRI, with very high success
rates’®. It should be noted, however, that the cohorts of
these studies consisted of healthy patients who had not pre-
viously suffered anxiety.

Other studies have reported a high correlation between
the presence of claustrophobia and the incidence of anxiety
during MRI'. In the present study, we found that this factor
could be key to determine the suitability of repeating a
closed MRI. Patients who met diagnostic criteria for claus-
trophobia were more likely to reject the closed MRI and, if
they accepted it, were more likely not to complete the test.

A better characterization of the patients in which an
MRI is prescribed would allow a more efficient use of the
available resources. Special attention should be paid to
claustrophobic patients. In them, it might be convenient to
avoid the conscious experience of MRI, not only because of
the high rates of failure, but also to avoid the suffering that
comes with the claustrophobic experience. Although in the
present work claustrophobia was diagnosed through a clini-
cal interview, there are scales that allow detection by less
experienced health professionals'.
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