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Introduction

Abstract

Inflammatory Bowel Disease (IBD) can trigger a variety of signs and
symptoms that affect tissues adjacent to the intestine, known as Extra
Intestinal Manifestations (EIM), which can significantly impact quality
of life, work performance and treatment adherence. In this context, we
retrospectively report the case of a patient with Ulcerative Colitis (UC),
without previous success in two treatments with biological agents,
treated at the University Medical Outpatient Clinic of the University
of the West of Santa Catarina, simultaneously presenting four MEls,
including pyoderma gangrenous, erythema nodosum, aseptic abscess
and spondyloarthritis. We describe the investigation carried out and
the actions adopted by the multidisciplinary team until the clinical pic-
ture was resolved. We conclude that the approach to MEI in patients
with IBD represents a challenge for health professionals, highlighting
the importance of knowledge of medication possibilities and the im-
portance of a multidisciplinary team for effective treatment.
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There are several EIMs, which can affect different tissues,
however, some are the most prevalent, such as: peripheral

Extraintestinal Manifestations (EIM) of Inflammatory Bowel
Disease (IBD) consist of inflammatory processes in patients with
IBD outside the Gastrointestinal Tract (GIT). They are present
in more than 50% of patients with IBD and their pathogenesis
is an extension/translocation of the intestinal inflammatory re-
sponse, or an event perpetuated by IBD with the same genetic
propensity as the underlying disease.

arthritis types 1 and 2, sacroilitis, ankylosing spondylitis (os-
teomuscular), erythema nodosum, psoriasis and pyoderma
gangrenosum (dermatological), scleritis, episcleritis and uveitis
(ocular) among others in different parts of the body [1].

The most effective treatment used today for severe EIMs are
corticosteroids and immunobiological drugs, such as Infliximab
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(IFX), Adalinumab (ADA), Ustekinumab (UST), Vedolizumab
(VEDO) and Tofacitinib (TOFA) [2,14]. According to the litera-
ture, all of them can lead to clinical remission in the affected
patient.

The treatment of EIM is of fundamental importance [15,16],
as in addition to avoiding complications, it can improve the
quality of life of patients [17], avoiding absence from work. Fur-
thermore, there is a lack of articles in the literature that present
treatment algorithms for EIM in IBD as there is controversy in
the comparison between the available drugs, as well as guid-
ance on pharmacological associations between these drugs
[18]. There is also difficulty in accessing the combination of
these drugs, due to the high cost and lack of coverage by public
health systems, leading to judicialization [19].

The aim of this study is to discuss these difficulties by pre-
senting the journey of a patient, suffering from UC with failure
of 2 biologicals and presenting multiple EIM [20,23].

Materials and methods

The research was made based on a retrospective research
in medical documents and medical records from a University
Medical Outpatient Clinic of the University of the West of Santa
Catarina - UNOESC, from 2018 to 2024, plus a review of the
most recent literature about the treatment of the EIM of IBD.

Case report

Female patient, 27 years old, housewife, born in Curitiba -
PR and resident in Herval d’Oeste - SC, comes to the University
Medical Outpatient Clinic (AMU) of the University of the West of
Santa Catarina (UNOESC) in April 2018 for an outpatient consul-
tation of IBD and coloproctology. She reported that for 3 years
she has had severe colicky abdominal pain, with daily diarrhea
of up to 6 bowel movements per day, the presence of blood
and mucus and tenesmus. She also had migratory joint pain.
The patient had already been diagnosed with Crohn’s Disease
(CD) since 2015, with several treatment attempts with relative
improvement in symptoms. She reported significant leukopenia
after using 2 months of azathioprine previously. In 2017, she
consulted a specialist doctor (coloproctologist) who diagnosed
UC and started using mesalazine (2 g per day) and ADA every 2
weeks without significant improvement after 8 months of use.
The proctological examination was uneventful. Corticosteroids
were prescribed (prednisone 40 mg/day) and the dose of me-
salazine was increased to 3 g/day. ADA dose has been optimized
for weekly use. This caused the condition to stabilize, with a
reduction in the number of bowel movements (1 to 2 times a
day), an improvement in the appearance of the feces (Bristol
5), as well as the absence of mucus and blood. Laboratory tests
were requested.

At the next consultation in May 2018, she presented fecal
calprotectin (FC) of 800 mg/dl, significant anemia (hematocrit
25%, hemoglobin 8.2 g/dl), negative FPE (fecal parasitological
examination) and stool culture. Ferrous sulfate was introduced
to treat anemia and other medications were maintained. We
requested flexible rectosigmoidoscopy.

At the beginning of August of the same year, without the use
of corticosteroids, she complained again of diarrhea and bleed-
ing that had started 8 days ago. In flexible rectosigmoidecto-

my, erosive retitis, Mayo 2 and biopsy with chronic and acute
nonspecific inflammation without the presence of granulomas.
The use of corticosteroids (prednisone 20 mg/day) was reintro-
duced and mesalazine was increased to 4 g/day. We opted to
exchange ADA for IFX in the usual attack dose. In the following
months we saw the gradual improvement of symptoms, leaving
the patient in clinical remission.

In October 2020, the patient became pregnant and as the
disease was in remission, the obstetrician advised the with-
drawal of medications, but 60 days later she started experienc-
ing bloody diarrhea three times a day associated with rectal
pain that remained without any treatment during this period.
In February 2021, the patient returned to the IBD outpatient
clinic with laboratory results showing FC of 2,698 mcg/g, CRP<6
mg/L. Once again, we opted for corticosteroid therapy (20mg/
day), reintroduction of mesalazine (1.6 g/day) and the biologic
that had been discontinued. We suggested not suspending the
medication even close to birth, advising on vaccination after the
birth of the child.

In September 2021, the patient returns to the coloproctol-
ogy outpatient clinic, after a normal full-term birth, without
obstetric or pediatric complications, having been referred by
the health center due to abdominal pain, diarrhea, anemia, and
hematochezia, 2 months ago. A colonoscopy was requested and
the use of prednisone 40 mg once a day for five days was re-
sumed, followed by 20 mg daily for ten days.

Upon return, without having had a colonoscopy, the patient
reported that due to malaise, hematochezia, and intense pain,
she took ibuprofen on her own. She reported, she also had ar-
thralgia in her wrists and elbows. She said she noticed pieces
of undigested mesalazine tablets in the feces. We discovered
that the mesalazine supplier was changed by the state and the
patient started using a generic drug produced by another labo-
ratory. It was then recommended that a colonoscopy be car-
ried out urgently to change treatment due to loss of response
to treatment. We opted for a dose of 4.8 g/day of mesalazine
and were advised to divide the medication for better absorption
and the risks of using NSAIDs (Nonsteroidal anti-inflammatory
drugs) in patients with UC. Due to the ineffectiveness of the
treatment, we decided to prescribe mesalazine 500 mg, chang-
ing the brand we had been using (Mesalazine 800 mg, EMS®)
for another (Pentasa® 500 mg), prednisone 20 mg and main-
taining the IFX. Another data collected in the story was that at
some point in 2021, the IFX received by the patient (Remicade®
Jansen) was exchanged for a biosimilar (Rensima® Celltrion).
Without knowing what led to the recurrence: changing the me-
salazine generic, changing the biological product or even the
loss of response that often occurs during treatment, we opted
to optimize IFX with the use of 10 mg/kg (Rensima® Celltrion).

Thirty days later, the condition was still present, but with no
significant laboratory changes and a colonoscopy with the di-
agnosis of left-sided colitis suggestive of UC Mayo 3. After 12
weeks of treatment (February 2022) we did not see any signifi-
cant improvement when IFX was replaced by VDZ at the usual
dose. Due to bureaucratic problems, the patient only received
the first dose of VDZ at the end of December 2022, being ad-
ministered in January 2023.
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Gigure 4: Evolution of pyoderma gangrenosum during treatment.
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After the second loading dose (4 weeks later), the patient
began to present aphthous ulcerations in the mouth and raised,
maculous, reddish lesions and pustules on the arms and legs.
In addition to pain in the left heel. Due to this situation and
the lack of response to corticosteroid therapy, the patient was
referred to hospital in March 2023.

She presented severe anemia, malnutrition (loss of 13 kg in 2
months), as well as ulcerative, painful, and pustular skin lesions
on the right lower limb (pyoderma gangrenosum) and erythem-
atous lesions on the knees and arms (erythema nodosum).

In an abdominal tomography performed at the service, no
significant intestinal involvement was found. The next day, an
ultrasound was performed due to a suspected abscess on the
left foot, which was confirmed with a collection located pos-
terior to the lateral malleolus, on the left foot, with irregular
topography, measuring 3.2x1.6x1.7 centimeters. She was taken
to the surgical center for drainage of approximately 5 ml of pus,
with no bacteria showing on culture (aseptic abscess). That day,
the patient’s anemia worsened, and 2 packed red blood cells
were infused.

During evolution, another collection appeared close to the
right elbow and its evolution was observed without surgical
drainage. We chose to introduce a second drug. TOFA was cho-
sen 2 cp PO every 12 hours (loading dose), and the VDZ was
maintained. After treatment, the patient’s condition improved
significantly, being discharged 8 days later and returning for
outpatient follow-up.

Two weeks later, the patient returns to the AMU coloproctol-
ogy service for follow-up. It began with gradual withdrawal of
mesalazine. There was a substantial reduction in anemia, and
he still reported arthralgia in the wrists, metacarpals, knee, es-
pecially on the left, with morning stiffness. We referred the pa-
tient to the rheumatologist and the wound clinic where she was
advised on the use of topical tacrolimus for pustular lesions.

Upon return, the patient, still using TOFA and VDZ, reported
having been diagnosed with spondyloarthritis by the rheuma-
tologist, but with good remission of the painful condition. At the
last follow-up, in February 2024, the patient was in remission of
the disease, with a good quality of life, with the lesions healed
and inflammatory tests (CRP and fecal Calprotectin) normal.

Discussion

Patients with UC manifest intestinal and not infrequently ex-
traintestinal signs and symptoms. Some of these extraintestinal
manifestations occur together with intestinal symptoms while
others occur independently of them.

Theoretically, drug treatments can benefit EIM based on two
mechanisms of action: (1) improvement of intestinal inflamma-
tion and secondary reduction of disease-related EIM or (2) di-
rect effects on tissue-specific mechanisms [24].

It is conceivable that VDZ has no effect on EIM because of its
intestinal selective mechanism of action [25]. An overexpres-
sion of TNF-a, but not MAdCAM-1, was found in skin biopsies,
suggesting that VDZ may be effective only in cutaneous EIM,
thus reflecting luminal disease activity.

No controlled trials have specifically studied the efficacy of
VDZ for EIM in patients with IBD, but data are available from
post hoc analyzes of RCTs, prospective and retrospective cohort
studies, case series, and case reports. Although musculoskele-

tal and hepatobiliary EIMs have been studied most extensively,
data are relatively scarce. Other than erythema nodosum, there
is little evidence of the effectiveness of VDZ in the treatment of
skin EIM. The potential to trigger paradoxical cutaneous mani-
festations remains poorly characterized [26].

In a French study, paradoxical skin manifestations (i.e. pso-
riasis, psoriasiform eczema and eczema) were described in
4.8% of patients (14/294), half of whom (8/14) also developed
paradoxical manifestations during treatment previous with
TNF antagonists [25]. 27 However, it is notable that no signs
for psoriasiform lesions were observed in the VDZ clinical trial
program. This reported patient draws attention because she al-
ways develops an inflammatory condition during periods of re-
lapse. Four different EIMs (pyoderma gangrenosum, erythema
nodosum, aseptic abscess and spondyloarthritis) appeared con-
comitantly with relapse of the intestinal disease [25]. Another
fact that draws attention is that the patient has failed two bio-
logical treatments and is in the induction period of a third with
selective action. Cases like these illustrate well the nuances of a
complicated disease and the difficulties that the doctor faces in
choosing the best therapy.

Teixeira et al. em 2018, reported the case of a patient with
UC treated with TOFA and previously failed three biologics with
two different mechanisms of action (2 anti-TNF and VDZ) with
excellent results. In 2021, with its approval in Brazil’s public
health system, TOFA became a viable option for use in patients
with UC, with a systemic mechanism [28].

Given this, the choice of TOFA as a second drug seems the
most logical in a patient who lost response to an anti-TNF and
who was still undergoing induction (second dose) of VDZ. Even
more so with such an exacerbated condition and great systemic
(nutritional) compromise, the use of a drug with a rapid onset
of action is very appropriate.

The result was impressive with patients demonstrating clini-
cal improvement from the first week of using the medication,
combined with the use of corticosteroids. The patient was dis-
charged from hospital after 8 days with outpatient control and
after 6 weeks of treatment she was asymptomatic and with few
skin lesions in the final stage of healing.

Retrospectively reviewing these data, we noticed the delay
between the correct diagnosis and the start of biological ther-
apy. A total of 3 years was lost from the onset of symptoms to
the introduction of the first drug. According to a recent study
by ABCD (Brazilian Association of Ulcerative Colitis and Crohn’s
Disease), up to 20% of patients with IBD in Brazil take more than
3 years to be diagnosed. This is due to difficulties in accessing
specialists and diagnostic tests [29]. This case was further com-
plicated by the instability of the inflammatory condition with
periods of clinical remission that suggested good control with
conventional treatment, but whenever the corticosteroids were
discontinued, the symptoms returned. This corticosteroid de-
pendence is what motivated the final decision to use anti-TNF
as the first option [30]. Another important aspect to report was
the recurrence of the disease occurring shortly after changing
the medication the patient had been using to a biosimilar medi-
cation (infliximab) or even generic medication (mesalazine).
Although the symptoms return weeks after these changes, we
know that there is often a loss of response with the use of medi-
cation and these events could have occurred by chance in a pa-
tient who would lose response even with the maintenance of
the medication he was using, but we must warn that the quality
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of products varies greatly from company to company and the
multiple exchanges of biosimilars still require more studies to
prove their effectiveness and safety.

With this case, we want to demonstrate the difficulty of treat-
ing these patients with UC associated with several EIM. In addi-
tion to knowledge of the therapeutic arsenal, the doctor must
have a multidisciplinary team to better manage these complica-
tions. This multidisciplinary approach plays an important role
in the case of involvement in addition to the coloproctologist, a
rheumatologist, nutritionist, and dedicated nurse.
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