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Introduction
 Crohn’s disease (CD) and ulcerative colitis (UC) are types of in-
flammatory bowel disease (IBD) whose etiopathogenesis involves the 
interplay between immunological, genetic, microbiotic, and environ-
mental factors and whose clinical manifestations can be chronic, re-
current, or of different intensities, varying from mild forms to severe 
cases associated with complications [1,2].

 In addition to the involvement of the intestine, IBD may present 
with a broad spectrum of systemic manifestations and affects approx-
imately a third of patients. It is frequently associated with significant 
morbidity and has a variable clinical course, sometimes occurring 
independently of bowel disease activity and requiring a therapeutic 
approach different from that adopted for the intestine [2,3,4].

 A better understanding of the immunopathogenesis of IBD and 
the identification of therapeutic targets have led to the expansion of 
the therapeutic arsenal, thereby changing the natural history of bow-
el disease; however, the number of clinical trials remains limited for 
many of these extraintestinal manifestations (EIMs). The frequency 
and importance of these manifestations demand attention by gastro-
enterologists and a multidisciplinary approach for adequate diagnosis 
and case management.

 In this review, we discuss the most frequent and relevant EIMs 
of IBD by highlighting the epidemiological, clinical, and diagnostic 
aspects and the main available therapeutic options.

Extraintestinal Manifestations
 There is a broad spectrum of EIMs, with some occurring as a con-
sequence of bowel inflammation, surgical procedures, and side ef-
fects of drugs (e.g., arthralgia, osteopenia, osteoporosis, nephrolithi-
asis, cholelithiasis, glaucoma, cataracts, psoriasis) and others sharing 
some etiopathogenic mechanisms with IBD, such as genetic factors 
and cellular and humoral immune response (e.g., spondyloarthri-
tis, pyoderma gangrenosum, uveitis, primary sclerosing cholangitis 
[PSC], pneumopathy, cardiac and neurological involvement) (Table 
1). Moreover, some of these manifestations may precede the onset of 
bowel disease, occur independently of disease activity, or differ in the 
response to the drugs used to treat the intestinal disease [5,6].

 EIMs are reported with frequencies ranging between 7% and 52% 
of patients with IBD. They are more frequent among CD patients, 
women, individuals with ileocolonic disease in CD, and those with 
pancolitis in UC [3,4,7-15].

 The manifestations often precede the diagnosis of the inflamma-
tory disease by months to years [3,12,13]. In a Swiss cohort of 1249  
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Abstract
Crohn’s disease (CD) and ulcerative rectocolitis (UC) are chronic 
and recurrent inflammatory bowel diseases, with a broad therapeutic 
arsenal for the treatment of intestinal disease. In addition to intes-
tinal involvement, about one third of patients have extra-intestinal 
manifestations (EIMs), associated with important morbidity and com-
plications, sometimes occurring independently of the inflammatory 
activity of intestinal disease. Due to their complexity, EIMs require 
adequate systematization for diagnosis, treatment and follow-up, in-
volving different specialties. The limited number of clinical trials for 

some of these manifestations adds to the challenges. In this review, 
we discuss the most frequent and relevant EIMs of IBD by high-
lighting the epidemiological, clinical, and diagnostic aspects and the 
main available therapeutic options.
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patients with IBD, 25.8% were diagnosed with the manifestations, 
on average, 5 months (range, 0–25 months) before the diagnosis of 
bowel disease [13]; however, a higher frequency and longer interval 
were reported in another study conducted in Greece, in which 38.6% 
of patient shad the EIMs between 1 and 10 years (mean, 3 years) 
before IBD [12].

 Approximately 25% of patients with EIMs have two or more man-
ifestations, with the association between joint and skin manifestations 
being more frequent [13,15]. In an analysis of 362 patients with EIMs, 
Vavricka S et al reported more than one EIM in 37% of cases, with 
two manifestations occurring in 26.5% of cases, three manifestations 
in 4.9%, four manifestations in 2.5%, and up to five manifestations in 
2.7% throughout the course of the disease [11].

 Because of the high frequency of some of these manifestations and 
the associated morbidity, there is a need for a specific approach that 
allows their identification and early diagnosis and adequate choice 
of treatment. In addition to making gastroenterologists aware of the 
importance of this topic, it is necessary to create protocols and flow-
charts for the main EIMs of IBD, with the participation of other spe-
cialties and implementation of a multidisciplinary follow-up.

Joint Manifestations
 The involvement of joints in IBD is frequent, accounting for 
60–70% of all EIMs. Arthritis is reported in approximately 15% of 
patients with IBD, varying between 6% and 33% and reaching 50% 
when complaints of non inflammatory joint pain are included [3,4,7-
16]. As described for the phenotype of EIMs, joint involvement is 
more frequent in CD, in women, in ileocolonic disease in CD, and in 
pancolitis in UC [4,16].

 Despite the high frequency of joint manifestations, gastroenterol-
ogists often do not include in their clinical practice a screening for the 
detection of joint complaints or have difficulty in characterizing the 
clinical pattern of the disease, which delays diagnosis or the required  

treatment [17,18]. In a study including 269 patients with complaints 
of joint pain who were evaluated by rheumatologists, 50.5% met the 
criteria for spondyloarthritis, among whom 53% had peripheral clin-
ical features, 20.6% had axial disease, and 26.4% had a combination 
of both [18].

 Delays in diagnosis were reduced after the creation of a clinical 
unit for an integrated approach by gastroenterology and rheumatol-
ogy specialists. The multidisciplinary approach improved the man-
agement of the rheumatological diseases in patients with IBD and 
allowed a more comprehensive care.

 Besides the need for specific approaches to symptom control, in 
conditions such as axial spondyloarthritisit is important not to miss 
the window of opportunity to introduce disease-modifying drugs and 
to control the joint disease early and thus avoid permanent joint dam-
age.

 Clinical questionnaires have been developed with the aim of being 
administered by gastroenterologists to improve suspicion and detec-
tion of spondyloarthritis [19-21]. Queiro R et, al. assessed two ques-
tionnaires administered by gastroenterologists to patients with IBD to 
detect spondyloarthritis; with the use of simple questions, the ques-
tionnaires showed a sensitivity of 87.5% and 82.2% and a specificity 
of 89.8% and 87.4% for the detection of cases of peripheral and axial 
spondyloarthritis, respectively. The authors suggested that the high 
specificity of the questionnaires, together with their simplicity, made 
them adequate tools for the detection of spondyloarthritis in gastroen-
terology consultations [21] (Table 2).

 An affirmative answer to two questions showed a sensitivity of 
87.5% and a specificity of 89.8% for the detection of cases of periph-
eral spondyloarthritis and a sensitivity of 82.2% and a specificity of 
87.4% for the detection of axial spondyloarthritis [21].

Classification of spondyloarthritis in IBD

 Spondyloarthritis in IBD is classified into axial and peripheral ar-
thritis. The peripheral form is divided into type I and type II, while the 
axial form includes isolated sacroiliitis and ankylosing spondylitis. 

 Peripheral arthritis accounts for more than 60% of cases of in-
flammatory arthropathies in IBD. Meanwhile, sacroiliitis has been 
described as the most frequent axial disease, but the findings have 
been conflicting in some studies [3,4,9,12,14]. The differences in 
prevalence may be related to the lack of homogeneity in patient char-
acteristics among the studies and the use of different criteria for the 
classification of spondyloarthritis.

 The classification of peripheral spondyloarthritis was proposed in 
1998 and is used in gastroenterology guidelines, although it has not 
been validated [2,16].

 Type I peripheral spondyloarthritis have a pauciarticular pattern 
and may precede bowel disease or appear at its onset. It mostly affects  

Joints

Peripheral arthropathy
Axial arthropathy
Osteoporosis
Other: osteonecrosis, hypertrophic osteopathy

Mucocutaneous

Pyoderma gangrenosum
Erythema nodosum
Other: aphthous stomatitis, psoriasis, Sweet’s syndrome, hidradenitis suppurativa

Ophthalmologic

Episcleritis
Scleritis
Uveitis

Hepatobiliary

Primary sclerosing cholangitis
Cholelithiasis

Renal

Nephrolithiasis
Other: glomerulopathies, interstitial nephritis

Vascular

Thromboembolic manifestations (deep vein thrombosis, pulmonary thromboembolism, 
portal vein thrombosis)

Table 1: Main extraintestinal manifestations of inflammatory bowel disease 
in clinical practice.

Questionnaire for peripheral arthritis Questionnaire for axial arthritis

i) Do you have joint pain?
ii) When you wake up in the morning, do 

you notice stiffness in your joints that 
lasts for 30 minutes or more?

iii) Do you have or have you had a swollen 
joint?

i) Do you have back pain?
ii) When waking up in the morning, do you 

notice stiffness in your back that lasts for 
30 minutes or more?

iii) Do you have or have you had back pain 
that wakes you up or interrupts your 
sleep?

Table 2: Screening questionnaires for the detection of spondyloarthritis in 
inflammatory bowel disease.
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the large joints, knees and ankles in particular, and is strongly associ-
ated with active intestinal disease and other extra-articular manifes-
tations (such as erythema nodosum [EN] and uveitis). Type II periph-
eral spondyloarthritis has a polyarticular pattern and affects the small 
joints, especially the metacarpophalangeal, distal inter phalangeal and 
wrist joints. It exhibits a symmetrical pattern and may progress to 
chronic arthritis, leading to erosion and deformities. It occurs inde-
pendently of IBD activity and is not associated with extra-articular 
manifestations except uveitis [16,22,23] (Table 3).

 Inflammatory axial joint involvement has been reported in 2–7%, 
with presentations of sacroiliitis and inflammatory back pain and with 
peripheral manifestations such as enthesitis, dactylitis, and asymmet-
rical monoarthritis or oligoarthritis predominantly affecting the lower 
limbs [3,4,9,12,14,16].

 EIMs: Extraintestinal Manifestations; HLA: Human Leucocyte 
Antigen; IBD, Inflammatory Bowel Disease. Adapted from Vavricka 
et al [13].

 Axial spondyloarthritis is divided into two subgroups: ankylos-
ing spondylitis, in which radiographic sacroiliitis is defined accord-
ing to the modified New York (mNY) criteria, and non-radiographic 
spondyloarthritis (nr-axSpA), which occurs at an earlier stage and in 
which patients are considered to have axial spondyloarthritis even be-
fore relevant structural damage to the sacroiliac joints occurs, thus 
allowing adequate early treatment [24-26] (Figure 1).

Treatment of spondyloarthritis in IBD

 Adequate therapeutic management requires the knowledge of the 
recommendations/consensus for the treatment of axial and peripheral 
spondyloarthropathies, choosing the best drug for the two diseases.

 In recent years, the main goal of spondyloarthritis treatment has 
been clinical musculoskeletal remission (arthritis, enthesitis, dactyli-
tis, and axial disease), [27-29]. First-line therapies include the use of 
non steroidal anti-inflammatory drugs (NSAIDs), sulfasalazine, in-
tra-articular injections, and non pharmacological interventions such 
as education about the disease, exercise, physical therapy, rehabil-
itation, and patients joining associations and self-help groups. Sec-
ond-line therapies include conventional synthetic disease-modifying 
antirheumatic drugs (csDMARDs), such as methotrexate, and biolog-
ical disease-modifying antirheumatic drugs (bDMARDs). Additional 
therapies for special situations may include the continuous use of an-
algesics and surgery (Figure 1).

 Despite the high frequency of joint manifestations in IBD, the 
guidelines of the specialty address the topic only superficially, with 
little emphasis on the need to actively monitor these manifestations, 
the relevance of an early differential diagnosis, and differences be-
tween the spondyloarthritis and their treatment.

 The third European consensus of 2017 discusses and recommends, 
in a few paragraphs, treating the IBD flare to control the symptoms of 
type I spondyloarthritis, in addition to the use of sulfasalazine, rest, 
and physical therapy [2]. The consensus guidelines of the British So-
ciety of Gastroenterology of 2019 consider the possibility of using an 
intra-articular corticosteroid in patients with persistent symptoms and 
that small group of patients may need sulfasalazine, methotrexate, or 
anti-tumor necrosis factor (TNF) therapy [30].

 With regard to type II spondyloarthritis, the European consensus 
considers the use of NSAIDs and systemic corticosteroids, while the 
British Society of Gastroenterology recommends referral to a rheu-
matologist for the consideration of immunomodulator or biologi-
cal therapy and highlights the need to rule out secondary joint pain 
caused by the use of drugs such as azathioprine or by osteonecrosis.

 Regarding axial disease, the European consensus considers the use 
of anti-TNF agents for refractory or NSAID-intolerant patients [2]. 
On the other hand, the British group in 2019 recommends physical 
therapy, the use of NSAIDs, and early progression to treatment with 
anti-TNF agents [30].

 Because spondyloarthritis is a frequent EIM of IBD that requires 
a complex approach, it is necessary to broaden the discussion on the 
topic, namely through the creation of specific protocols developed 
with rheumatologists to guide the investigation and treatment of the 
disease, reduce the associated morbidity and the risk of permanent se-
quel that occur in some cases due to delayed diagnosis, and establish 
an adequate therapeutic approach.

 The ideal approach for the treatment of spondyloarthritis in IBD 
is to choose an effective treatment for both of its types, thus avoiding, 
whenever possible, the association of multiple drugs and reducing 
side effects. Some drugs used in rheumatology are not effective and 
have been associated with worsening of bowel disease, while others 
are effective in IBD but the doses used are different from those pre-
scribed for the control of intestinal inflammatory activity.

 In patients who have intestinal disease in remission but have joint 
disease that is not under control, the treatment can be directed to the 
EIM, ensuring the use of the lowest number of drugs that are effective 
for the two diseases. For example, patients with UC in remission who 
receive amino salicylates (5-ASA) or thiopurines and require biolog-
ical therapy to control spondyloarthritis may be switched to mono-
therapy with an anti-TNF agent while disease remission is objectively 
monitored and serum drug levels are measured when recommended 
[30].

 Some first- and second-line biologics for the treatment of spon-
dyloarthritis may not be effective in IBD such as secukinumab, an 
interleukin (IL)-17 inhibitor, or be associated with a risk of bowel dis-
ease reactivation, as was described for etanercept, an anti-TNF agent 
[31-33]. A total of 443 cases of inflammatory disease and 43 cases of 
flares were reported as adverse events related to the use of etanercept. 
Not all patients had bowel disease regression after the suspension of 
etanercept, requiring the introduction of new drugs, including differ-
ent anti-TNF agents approved for IBD [33].

Characteristics Type I (pauciarticular) Type II (polyarticular)

Number of joints <5 ≥5

Symmetry Asymmetrical Symmetrical

Duration 6–10 weeks Months to years

Most affected joints Large joints Small joints

Predominant site Lower limbs Upper limbs

Association with IBD activity Yes No

Association with other EIMs Frequent Rare, except for uveitis

Structural joint damage No Yes

Association with HLA B27, B35, and DRβ1*0103 B44

Table 3: Clinical patterns and differences between types of peripheral 
spondyloarthritis in inflammatory bowel disease.



Citation: de Brito CAA, Vasconcelos GBS, Lima GAS, de Lucena MT, Duarte ALBP, et al. (2021) The Most Relevant Extraintestinal Manifestations of Inflamma-
tory Bowel Disease: A Multidisciplinary Approach. J Gastroenterol Hepatology Res 6: 036.

• Page 4 of 14 •

J Gastroenterol Hepatology Res ISSN: 2574-2566, Open Access Journal
DOI: 10.24966/GHR-2566/100036

Volume 6 • Issue 1 • 100036

 Moreover, gastroenterologists need to be aware of vedolizumab 
(VDZ), an anti-integrin used exclusively for IBD and that has been 
associated with the appearance of new or recurrent joint manifesta-
tions [34]. However, other authors reported that although the frequen-
cy of these events was higher with VDZ than with anti-TNF therapy, 
it did not differ from that observed when a placebo was used [35,36]. 
The efficacy of VDZ in the treatment of EIMs is uncertain; the drug 
may be beneficial in the treatment of manifestations associated with 
the activity of the inflammatory disease, as in type I peripheral spon-
dyloarthritis, and may not be effective for other types of spondyloar-
thritis [35].

 In a multicenter study involving patients with previous arthropa-
thy, 40.8% (64/157) had worsening of spondyloarthritis (peripheral, 
sacroiliitis, or ankylosing spondylitis) after using VDZ. Between the 
group with worsening disease and the group whose previous joint 
disease remained stable, there were no differences regarding the con-
comitant use of corticosteroids, use of combined therapy with thio-
purine/methotrexate, and biological therapy. Worsening of the joint 
manifestation occurred in 59% of cases after 3 months of using VDZ, 
and the use of therapeutic regimens with shorter intervals (4 weeks) 
was more frequent in the group with stable joint disease [37].

Figure 1: Therapeutic approach to spondyloarthritis in patients with inflammatory bowel disease.
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 Ustekinumab, an IL-12/IL-23 inhibitor, was shown to be effective 
in the control of bowel disease activity in UC and CD; however, only 
few studies have assessed the efficacy of this drug in the control of ex-
traintestinal joint manifestations. Guillo, et al analyzed the results of 
three high-quality studies included in a systematic review and found 
that the drug was beneficial in improving arthralgia and psoriatic ar-
thritis but there was no benefit regarding axial spondyloarthritis [38]. 
Ustekinumab was not shown to be effective in the treatment of axial 
or peripheral disease in rheumatology and is not used in the special-
ty’s guidelines; therefore, patients with active axial spondyloarthritis 
will have to switch to biological anti-TNF, and patients with peripher-
al disease may attempt to maintain ustekinumab for intestinal disease 
and associate sulfasalazine or methotrexate for joint disease.

 Other molecules such as tofacitinib, Janus kinase inhibitor are 
used as UC treatment as well as in other rheumatological diseases 
such as rheumatoid arthritis and psoriasis arthritis; however this drug 
is not indicated to treat spondyloarthritis or ankylosant spondylitis.

 The management of patients with joint manifestations requires 
the systematization of the diagnostic and therapeutic approach that 
considers several aspects—such as systematic monitoring and char-
acterization of symptoms, physical examination findings, objective 
definition of criteria for the different types of spondyloarthritis, in-
tensity of the symptoms, inflammatory activity of the bowel disease, 
available options of treatment, and efficacy and side effects of the 
drugs-through the development of algorithms for a staged approach 
(Figure 1).

Metabolic bone disease

 Different factors contribute to the emergence of metabolic disease 
in IBD, such as inflammatory activity, intestinal resection, malabsorp-
tion, malnutrition, lack of physical activity, smoking and especially 
users of corticosteroids [1,2,30]. The frequency of osteopenia has 
been described to occur in about 20-40% of patients and osteoporosis 
in around 7-15%, being more frequent in patients with CD, among 
women, with higher frequencies in patients on long-term use of costi-
costeroids [9,12,30]. The risk of vertebrae and hip fracture is increa-
sed in these patients. The diagnosis of osteoporosis and osteopenia is 
based on a T-score of <-2.5 and <-1.0, respectively. Patients receiving 
prolonged (more than 3months) or repeated courses of oral corticos-
teroids or with multiple risk factors for metabolic bone disease and 
risk of fractures should have their bone mineral density assessed by 
bone densitometry. The test can be repeated at 1 year for those who 
use corticosteroids for a long time and then every 2 or 3 years if the 
disease stabilizes [1,2,30].

 Patients who use corticosteroids to treat a disease flare and those 
who use corticosteroids frequently or for a long time should receive 
calcium 500–1000 mg/day and vitamin D supplementation [800–1000 
IU / day]. If osteoporosis is confirmed or if there is a high risk for this 
complication when there is a need to start corticosteroids, bisphos-
phonate may be added to the therapeutic regimen. Complementary 
non-medication measures should be recommended, such as perfor-
ming physical activities, reducing smoking and drinking [1,2,30].

Cutaneous Manifestations
 Cutaneous manifestations represent the second most common 
form of extraintestinal involvement in IBD, affecting 20% of patients. 
Pyoderma gangrenosum (PG) and Erythema nodosum (EN) are the 
most frequent cutaneous manifestations. Other disorders include oral 
aphthous ulcer, hidradenitis, psoriasis, and rare dermatologic diseases  

such as Sweet’s syndrome and bowel-associated dermatosis-arthritis 
syndrome [3,4,7-10,12,14,39-41]. This article will present the cutane-
ous manifestations EN and PG.

Erythema nodosum

 EN is the most common dermatologic manifestation of IBD, oc-
curring in approximately 3% of patients with UC and 8% of patients 
with CD. It is more common among female IBD patients [3,4,7-
9,12,14,39,42,43]. Lesions typically consist of painful raised, red or 
violet subcutaneous nodules that are 1–5 cm in diameter. The nodules 
are most commonly located on the extensor surfaces of the extremi-
ties, particularly over the anterior tibial area and occasionally on the 
arms and trunk [44,45].

 Biopsy of these lesions shows focal panniculitis. However, the di-
agnosis is most often clinical, and biopsy is required only in atypical 
cases (e.g., patients with no lesions on the legs, persistence beyond 
6–8 weeks, or the development of ulceration).

 The appearance of EN usually parallels intestinal disease activity. 
Moreover, the presence of EIMs associated with intestinal disease in 
suspected intestinal disease remission should prompt physicians to 
further investigate gastrointestinal disease activity even in the context 
of asymptomatic patients [44,45].

Treatment

 Treatment directed at the underlying IBD usually results in reso-
lution of EN lesions without scar formation. In the case of refractory 
EN or when in doubt, referral to a dermatologist can help establish 
a definite diagnosis. In severe cases where lesions can be very pain-
ful, a short course of oral corticosteroids (0.5–1 mg/kg/day for 1 or 2 
weeks) usually leads to rapid resolution of EN [46]. Anti-TNF agents 
may serve as rescue therapy [47-51]. Löfberg, et al. demonstrated a 
decrease of EN prevalence after a 20-week course of adalimumab, 
from 2.4% (23/945) to 0.4% (4/942) [49]. In a very recently published 
retrospective analysis of the Swiss IBD cohort study, EN had an an-
ti-TNF response rate of 80% (8/10) [47].

Pyoderma gangrenosum

 PG is the second most common dermatologic manifestation of 
IBD. The PG incidence in individual studies ranged from 0.4% to 
5%. PG is more common in UC than in CD [3,4,7-9,12,14,39,52,53].
Patients with severe disease and colonic involvement are most likely 
to develop this complication [54]. In a recent meta-analysis, States 
V et al showed an association between PG and female sex, EN, and 
ocular EIM [53].

 PG can occur in parallel with IBD activity or take an independent 
course. PG tends to recur following successful treatment in more than 
25% of cases, often in the same place as the initial episode [55]. The 
lesions initially appear as single or multiple erythematous papules or 
pustules that are often preceded by trauma to the skin (pathergy).They 
occur most commonly on the lower legs and peristomal areas in up 
to 80% and 18% of cases, respectively; however, PG can appear any-
where on the body surface [55]. Subsequent necrosis of the dermis 
leads to the development of deep ulcerations that contain purulent 
material that is usually sterile on culture [59].

 PG has four different clinical: 1) Ulcerative (classic): begins with 
a pustule, painful, with erythematous halo, which quickly evolves to 
an ulcer with a violet border, and regresses leaving a pink atrophic  
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scar. It is associated with IBD, arthritis and malignancies, and treat-
ment consists of systemic immunosuppressive therapy; 2) Pustular: 
rare form, with multiple sterile, discreet, self-limited pustules that 
usually regress, without leaving a scar, often associated with fever 
and arthralgia, IBD and Behçet’s disease; 3) Bullous: papules, purples 
and bluish, superficial, bullous and hemorrhagic lesions, of sudden 
onset, associated with myeloproliferative disorders; 4) Vegetative: 
superficial warty lesions, more localized and non-aggressive, with a 
non-purulent base, with a predilection for the trunk, head and neck 
[58,59].

 The most common presentation of PG is ulcerative (classic) dis-
ease. A diagnosis of PG rests upon the recognition of consistent clin-
ical and histologic findings and the exclusion of other inflammatory 
or ulcerative cutaneous disorders, including malignancy [58,60]. In a 
previous study, biopsy revealed nonspecific findings consistent with a 
sterile abscess [61,62].

Treatment

 In general, patients are managed with a combination of topical 
and/or systemic therapies that suppress the inflammatory process and 
wound care measures that optimize the environment for wound heal-
ing (Figure 2). In case intestinal disease activity is present, treating 
the underlying IBD often results in improvement of PG. Although 
initial signs of improvement may be evident within days of treatment, 
weeks to months are often required to achieve complete ulcer healing 
[62,63].Surgical interventions (excision) should be avoided if possi-
ble, as traumas may worsen PG lesions [61].

 The severity of PG influences the choice of initial therapy. For 
patients with mild PG (few or superficial lesions), the local admin-
istration of corticosteroids (e.g., clobetasol 0.05% ointment daily, 
triamcinolone acetonide) or a calcineurin inhibitor (e.g., tacrolimus 
0.1% ointment daily) can be sufficient for treatment [64,65].

 In contrast, systemic therapy is typically necessary for patients 
with moderate/severe disease (multiple or deep lesions). System-
ic glucocorticoids are the first-line treatments. Glucocorticoids are 
the most common systemic drugs prescribed since a rapid response 
is often observed. Treatment is initiated with 0.5–1.5 mg/kg/day of 
oral prednisone or its equivalent, with a maximum dose of 60 mg of 
prednisone per day. In very aggressive or painful disease, intravenous 
pulse glucocorticoids (methylprednisolone 1 mg/kg/day for 3–5 days, 
followed by prednisone) [56,62,66-68].

 Systemic cyclosporine is an alternative first-line treatment for pa-
tients who cannot tolerate systemic glucocorticoid therapy. Treatment 
is initiated at a dose of 4–5 mg/kg, which is subsequently tapered as 
tolerated. However, cyclosporine can lead to unfavorable side effects, 
such as renal toxicity and hypertension [62,67].

 Immunosuppressive agents such mycophenolate mofetil, metho-
trexate, and azathioprine have also been utilized to treat PG. Howev-
er, the onset of action of these drugs is slower than that of systemic 
glucocorticoids and cyclosporine. These agents are generally consid-
ered most beneficial when used as adjunctive or glucocorticoid-spar-
ing agents rather than as monotherapy [52,62,66].

 Biologics have been increasingly used as an adjunctive treatment 
for PG lesions that fail to respond to first and second-line systemic 
therapies. The benefit of anti-TNF therapy in managing mucocuta-
neous manifestations in IBD seems to be linked with a pathogenic  

TNF-α-dependent mechanism, common to IBD and PG [47]. An-
ti-TNF agents have changed PG management in recent years: inter-
ventional trials reported clinical improvement rates of 69–100% and 
complete remission in 21–25% of cases [59].

 Infliximab should be considered if a rapid response to corticoste-
roids cannot be achieved. The drug is administered at a dose of 5 mg/
kg infliximab at weeks 0, 2, and 6, followed by infusions every 6–8 
weeks [45,47]. Other biologic TNF-α inhibitors may be beneficial in 
PG, such as adalimumab(40 mg weekly, 40 mg twice monthly, and 
other regimens),which has been associated with ulcer healing in case 
reports [66,70,71]. The efficacy of certolizumab pegol (another an-
ti-TNF agent utilized for CD) in PG remains to be determined [47,66].

 VDZ is a humanized IgG-1 monoclonal antibody, specifically 
targeting the a4b7 integrin of migrating lymphocytes, and is an ap-
proved induction and maintenance treatment for both UC and CD. A 
systematic literature review showed that VDZ does not appear to be 
efficacious for treating cutaneous manifestations but may reduce the 
occurrence of new EIMs [36].

 Ustekinumab has been used successfully to treat PG, demonstrat-
ing clearance of recalcitrant lesions in several reports [72]. It has also 
been documented as a treatment drug for adalimumab-induced PG 
[73]. Its mechanism of action may be explained by inhibiting the in-
creased expression of IL-23 in PG lesions. According to a systematic 
literature review, psoriasis, PG, and EN were assessed in seven stud-
ies, including 65 patients, and showed high response rates to usteki-
numab treatment [38]. In another study, Guenova et al demonstrated 
that administration of ustekinumab at 45 mg twice per week at weeks 
0 and 4 resulted in complete resolution of a chronic wound at 14 
weeks, with no evidence of relapse after 6 months [74].

 PG tends to develop drug resistance and becomes recalcitrant to 
available drug therapies. Antagonists to IL-1 seem to be a promising 
alternative. Furthermore, IL-17 is thought to play an important role 
in neutrophil migration into PG lesions. Emerging biologics against 
IL-17 and IL-7R such as ixekizumab and brodalumab are potential 
therapies, although their efficacy has not yet been reported. Recently, 
the phosphodiesterase-4 inhibitor apremilast was used successfully to 
treat PG [75,76].

 Intravenous immune globulin (IVIg) is a treatment option for re-
fractory PG. In a study of 49 patients with refractory PG, the most 
common dosage used was 2 g/kg or higher, which is higher than the 
dose used for other indications. When IVIG was administered in con-
junction with systemic steroids in 87.8% of cases, alone in 7.7% of 
cases, and with a different immunosuppressive agent in 2.0% of cases, 
a complete or partial response was noted in 87.8% of patients, and no 
response in 12.2% of patients [77].

 In patients with peristomal PG, closure of the stoma might lead 
to resolution of the PG lesions. Topical calcineurin inhibitors (pi-
mecrolimus or tacrolimus) are an alternative treatment, but a derma-
tologist’s advice should be sought. Daily wound care should be per-
formed in collaboration with a wound-care specialist [78]. A recent 
systematic review of peristomal PG described that most patients had 
a multimodal approach for treatment, but there is no consensus on the 
type of intervention. In both univariate and multivariate analyses, the 
presence of a permanent stoma was a risk factor for developing both 
PG and peristomal PG in our cohort [79].
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Hepatobiliary Manifestations: Primary Sclerosing 
Cholangitis
 PSC is the most important hepatobiliary manifestation of IBD be-
cause of its frequency, severity, and complex therapeutic approach. 
PSC is a chronic cholestatic liver disease of autoimmune etiology in 
which there is inflammation and fibrosis of the intra- and extrahepatic 
biliary ducts and that has a progressive course. The therapeutic arse-
nal currently available has a limited benefit in terms of modifying the 
natural history of the disease, with liver transplantation often being 
the only effective and definite treatment. Therefore, it is necessary 
to monitor patients with PSC rigorously, with the involvement of a 
multidisciplinary team of gastroenterologists, hepatologists, and en-
doscopists.

 PSC is the most prevalent liver manifestation of IBD, with a fre-
quency among cohorts varying from 0.6% to 10.5%. The disease pre-
dominantly affects men aged between 25 and 45 years. PSC is more 
associated with UC than with CD, and pancolitis is the intestinal pat-
tern most frequently found in patients with UC [3,4,7- 9,12,14].

 The risk of biliary tract cancer and colon cancer is high among pa-
tients with PSC, and these diseases account for 40–50% of mortality 
in PSC. Cholangiocarcinoma is the most frequent type of hepatobili-
ary cancer associated with PSC, with an estimated annual incidence of  

0.5–1.5% and a lifetime incidence of 20%. The estimated incidence 
of gallbladder cancer is 3–14%, and that of hepatocellular carcinoma 
is 0.3–2.8%. It is estimated that the risk of colon cancer is 2–5 times 
higher in patients with PSC and IBD than in those with IBD alone 
[80-82].

 Most patients with PSC are asymptomatic at the time of diagnosis, 
and the elevation of alkaline phosphatase (ALP) levels is an import-
ant sign for diagnosis. Symptoms such as fatigue and pruritus may 
occur in the initial stages, and jaundice, choluria, acholic stools, hep-
atosplenomegaly, ascites, and encephalopathy may appear as the dis-
ease progresses [83]. Episodes of infectious processes in cholangitis 
caused by bacterial infection secondary to obstruction may also occur.

 With regard to laboratory findings, elevation of ALP levels is an 
evidence of the cholestatic component of PSC. Gamma-glutamyl 
transferase may also be elevated and confirms the biliary origin of 
the liver disease. Bilirubin levels are usually normal at the time of 
diagnosis and tend to increase as the disease progresses. Moreover, 
there is a slight increase in the levels of aminotransferases [84].

Diagnosis

 Ultrasonography (US) may be performed initially when the ALP 
level is elevated, to rule out extrahepatic cholestasis, including cho-
ledocholithiasis and biliary tract cancer. If the US findings are normal,  

Figure 2: Therapeutic approach to Pyoderma gangrenosum in patients with inflammatory bowel disease.
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without dilatation of the biliary ducts, the patients should undergo 
a non-invasive magnetic resonance cholangiography (MRCP), but 
it may eventually be necessary to perform endoscopic retrograde 
cholangiopancreatography (ERCP). Although ERCP is an invasive 
procedure and is associated with the risk of pancreatitis, it may be 
fundamental in the therapeutic management of obstructions, removal 
of calculi, and collection of samples for brush cytology or biopsy to 
investigate cancer processes [83,85,86].

 The characteristic findings of ERCP are intrahepatic and extrahe-
patic multifocal stenosis of the biliary duct (“beaded” appearance), 
mild biliary dilation, diverticular pouches, and “pruned tree” appear-
ance in the chronic stage [86].

 Liver biopsy is rarely used to confirm the diagnosis and is indi-
cated in cases of persistently elevated levels of canalicular enzymes 
despite normal findings on imaging examinations to detect small duct 
PSC or identify autoimmune hepatitis. The characteristic feature of 
the liver biopsy in PSC is concentric periductal fibrosis (“onion skin-
ning”), but it is not always observed.

 Some guidelines recommend that patients with PSC be tested for 
IgG4 at least once to detect the specific form of PSC associated with 
IgG4, which may progress more rapidly [83,84,87].

 The 2019 British Society of Gastroenterology guidelines for PSC 
indicate that liver biochemistry with typical cholestasis and cholan-
giographic findings, in the absence of other identifiable causes of sec-
ondary sclerosing cholangitis, is usually sufficient to diagnose PSC 
[85].

 The differential diagnosis is broad and includes choledocholi-
thiasis, cholangiocarcinoma, IgG4-related cholangitis, autoimmune 
hepatitis, primary biliary cirrhosis, overlap syndrome (autoimmune 
cholangiopathy), HIV-associated cholangiopathy, and cystic fibrosis 
[86,87].

Treatment of PSC

 To date, there is no proven effective pharmacological treatment for 
patients with PSC [83]. The efficacy of the therapeutic drug arsenal 
for PSC is questionable, with some drugs being used for specific cas-
es, and clinicians in their practice have questions regarding when to 
use the drug and at what doses (Figure 3).

 Ursodeoxycholic acid (UDCA) has been shown in some studies to 
improve liver biochemistry but not histology or disease progression 
[85]. In a prospective study, the withdrawal of UDCA after 3 months 
in 26 patients was shown to cause significant deterioration of liver 
biochemistry and to worsen pruritus, which indicates that patients 
benefit from the prolonged use of UDCA [88]. However, higher doses 
of 28–30 mg/kg/day were associated with worsening of the disease 
and with more side effects [89]. In another study, the highest dos-
es also increased the risk of colon cancer [90]. Despite the limited 
scientific evidence of a beneficial effect, some algorithms have been 
proposed to assess the use of UDCA at doses of 13–15 mg/kg/day for 
6 months, and if there is normalization, a reduction in ALP by 40%, a 
decrease in levels to lower than 1.5 times the upper limit of the normal 
range, or improvement of pruritus, the drug may then be maintained 
in the long term [91].

 A further reason for the use of UDCA is the reduction of the risk 
of cancer; however, two meta-analysis studies did not show an effect  

on the reduction in the incidence of colorectal cancer in PSC patients. 
In one of the meta-analysis studies, Hansen et al observed a tendency 
for the reduction of the risk of colorectal cancer in a subgroup of 
patients who received medium to low doses of UDCA (<25 mg/kg/
day). However, the studies in this meta-analysis were heterogeneous 
and used different therapeutic doses, which hinders the evaluation of 
the real efficacy [92]. In the other meta-analysis study, Singh et al in-
dicated that doses of 8–15 mg/kg/day are associated with a significant 
reduction in the risk of colorectal cancer in IBD patients (odds ratio, 
0.19; 95% confidence interval, 0.08–0.49) [93].

 The use of UDCA is not recommended by many international 
guidelines [83,85,87,94]. The American Gastroenterological Associa-
tion (AGA) guidelines for the treatment of PSC do not make specific 
recommendations for its use; they only define as consensus that doses 
higher than 28 mg/kg/day should not be administered [83]. The Brit-
ish Society of Gastroenterology recommends that UDCA should not 
be used for the routine treatment of newly diagnosed PSC and that 
patients who already received the drug should avoid doses of 28–30 
mg/kg/day. The use of this drug with the aim of reducing the risk of 
colorectal cancer is also not recommended by this society [85].

 Other therapies proposed for PSC include immunosuppressant 
agents (e.g., azathioprine, cyclosporine, methotrexate, mycopheno-
late mofetil, tacrolimus), corticosteroids, monoclonal antibodies (e.g., 
anti-TNF agents, VDZ), fibrates, and antimicrobial drugs (e.g., met-
ronidazole, vancomycin). However, these drugs were not shown to 
be effective in preventing disease progression and only improved the 
levels of cholestatic enzymes [95-100]. The use of these medications 
is not recommended by recent guidelines [83,85,87,94]. Liver trans-
plantation is indicated for advanced liver disease or in the presence of 
complications [83,85,87,94]. AGA (2015) considers the indication for 
transplantation when the Model for End-Stage Liver Disease (MELD) 
scores exceeds 14 or in cases complicated by cholangiocarcinoma 
[83]. The presence of untreatable pruritus and recurrence of cholan-
gitis are also accepted indications for orthotopic liver transplantation 
in the UK and should justify the early referral for liver transplanta-
tion [85]. There currence of PSC in transplanted livers is observed in 
10–40% of cases and is more frequent among men, patients who did 
not undergo colectomy, and/or those whose colitis remained active 
after transplantation.

Treatment of symptoms and complications

 Pruritus significantly affects quality of life, and pharmacological 
treatment must be initiated (Figure 3). The use of skin emollients and 
antihistamines has limited effectiveness. The drug of choice to control 
pruritus is cholestyramine (anion exchange resin), at a dose of 4–16 g/
day. If this fails, rifampicinat a dose of 150–300 mg twice daily, nal-
trexone (opioid μ-receptor antagonist) at a dose of up to 50 mg/day, 
sertraline (selective serotonin reuptake inhibitor) at a dose of 75–100 
mg/day, or phenobarbital at a dose of 90 mg at bedtime may be used 
[83,85,94].

 The use of UDCA and corticosteroids for their life of symptoms 
has shown limited results. Patients who experience persistent and 
progressive pruritus should undergo imaging examinations, and if 
a dominant narrowing of the biliary duct is detected, an endoscopic 
approach with dilation or placement of a stent should be adopted to 
relieve pruritus [1,86,87,94].
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 Metabolic bone disease has been associated with chronic choles-
tatic disease. In addition, patients with long-term IBD or exposure to 
corticosteroids are more predisposed to osteopenia and osteoporosis 
[1,83]. The diagnosis of osteoporosis and osteopenia is based on a 
T-score of<-2.5 and<-1.0, respectively [1,83]. In PSC, bone densi-
tometry should be performed at the time of diagnosis and then every 
2–4 years [83,85,87]. Patients at high risk for bone disease should re-
ceive calcium and vitamin D supplementation. In cases of confirmed 
osteopenia, the recommended supplementation is 1.0-1.5 g of calcium 
and 1.000 IU/day of vitamin D. If osteoporosis is confirmed, a bis-
phosphonate may beaded to the therapeutic regimen [83,85-87].

Follow-up and cancer screening

 Liver biochemistry tests should be performed every 3 or 4 months 
to evaluate signs of narrowing of the biliary duct and worsening of 
liver function [83] (Figure 3).

 The European Society of Gastrointestinal Endoscopy (ESGE) and 
the European Association for the Study of the Liver (EASL) suggest 
that ERCP with ductal sampling (such as brush cytology or endobi-
liary biopsy) should be considered in cases of PSC with the follow-
ing characteristics: (i) clinically relevant symptoms or deterioration 
(jaundice, cholangitis, pruritus), (ii) rapid increase in the levels of 
cholestatic enzymes, or (iii) new dominant stenosis or progression 
of the existing dominant stenosis identified by MRCP in the context 
of appropriate clinical findings [86]. Worsening of pain in the right 
upper quadrant of the abdomen, fatigue, and weight loss also require 
a thorough evaluation. In the presence of dominant stenosis, dilation 
or placement of a stent should be considered [83,86,87,94].

 Screening of cholangiocarcinoma every 6-12 months with MRCP 
or US and determination of carbohydrate antigen (CA) 19-9 should be 
considered [82,83,85]. Meanwhile, ERCP should be considered when 
there are suspicious lesions on imaging, elevated CA 19-9 levels 
(≥20 IU/mL), or rapid clinical deterioration and stenosis progression 
[82,94]. The British Society of Gastroenterology does not include CA 
19-9 in the screening because it considers that the test has low accu-
racy [85].

 Screening of gallbladder cancer and hepatocellular carcinoma 
should be performed with US annually. All patients with PSC and 
gallbladder polyps larger than 8 mm or gallbladder masses of any 
size should be evaluated for cholecystectomy. In patients with liver 
cirrhosis, US screening intervals may be reduced to 6 months [82,83].

 Patients with UC and concomitant PSC should undergo an annual 
screening colonoscopy after a diagnosis of PSC, regardless of the ac-
tivity, extension, and duration of the UC [2,82,83,85-87].

Ophthalmologic Manifestations

 Ophthalmologic manifestations are important EIMs because of 
their frequency and the risk of complications if not adequately treat-
ed. The prevalence of ophthalmologic disorders in population studies 
varies between 1% and 11.1% [3,4,7,9,10,11,12,14,15,101], and oph-
thalmologic disorders are associated with both UC and CD. Females, 
patients with colonic involvement in CD, and those with more exten-
sive forms of UC are the groups most at risk [12,101,102].

 Genetic susceptibility and immunopathogenic auto antibodies 
against organ-specific cells shared by the colon and extracolonic  

Figure 3: Therapeutic approach and neoplasia screening in patients with primary sclerosing cholangitis and inflammatory bowel disease.
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organs may be responsible for extraintestinal involvement in IBD 
[103,104].

 The most common ocular manifestations associated with IBD are 
episcleritis and anterior uveitis, with scleritis and intermediate and 
posterior uveitis being rarer [12,46,105,106,107]. An adequate eval-
uation should be performed at the time of IBD diagnosis, regardless 
of the presence of ocular manifestations, to allow having a baseline 
picture of the ophthalmologic condition.

Episcleritis

 Episcleritis is a benign inflammation of the episclera, a thin hy-
pervascular layer that covers the sclera. It is the most common ocular 
manifestation and has the least complications. It causes eye discom-
fort, acute redness in one or both eyes, and episcleral diffuse or local-
ized edema [105,106].

 This condition is more often associated with BDI activity than oth-
er ocular manifestations. It occurs during exacerbation of IBD and 
regresses with effective treatment of intestinal inflammatory activity 
[46,107]. It usually has a recurrent pattern and may progress to scleri-
tis. The distinction between scleritis and episcleritis may be difficult 
for a non specialist, as well as between episcleritis and conjunctivitis, 
a condition that is common among the general population and that 
may coincide with IBD. Because episcleritis is a benign disease, a 
specific treatment is rarely indicated; however, the use of a cold com-
press, eye lubricant, topical NSAID, or corticosteroid may be neces-
sary [105,106].

Scleritis

 Scleritis is an inflammation of the sclera, the opaque and protec-
tive outermost layer of the eye. Scleritis can be categorized as anterior 
or posterior scleritis, according to the anatomy of the primary focus of 
the inflammation. Anterior scleritis is subdivided into diffuse scleri-
tis, nodular scleritis (with or without necrosis), and scleromalacia. In 
scleromalacia, there is significant thinning of the scleral layers.

 A symptom of scleritis is pain radiating to the face and head that 
typically worsens at night, which is associated with ocular hyperemia 
and visual loss. It may progress to permanent loss of vision if not di-
agnosed and treated early. Necrotizing scleritis is strongly associated 
with autoimmune diseases and requires immediate immunosuppres-
sive treatment, with pulse therapy often being necessary. The risk of 
ocular perforation is imminent in severe and hyper acute cases.

 Systemic treatment with an NSAID is indicated, but caution is 
advised regarding its use in the presence of IBD. Systemic corticoste-
roids or immunosuppressants may be necessary in more severe cases. 
The control of intestinal inflammatory activity is important to prevent 
recurrence [105,106].

Uveitis

 Uveitis is a general term that includes all inflammations of the 
uveal tract, which extends from the iris to the optic nerve, includ-
ing the retina and the vitreous body. It is classified, according to the 
predominantly affected site, into anterior, intermediate, posterior, and 
diffuse uveitis (panuveitis) [108]. Anterior uveitis is the most frequent 
and the most associated with autoimmune diseases. It is further classi-
fied as granulomatous and nongranulomatous uveitis [108,109].

 Anterior uveitis is the presentation most commonly related to 
IBD. It is chronic, is not related to intestinal disease activity, and has 
an insidious onset and bilateral involvement [12].

 The symptoms comprise visual discomfort, with or without con-
junctival hyperemia, eye pain with intensity depending on the degree 
of inflammation and the involvement of ciliary body, and low acuity 
that depends on the amount of cells in the anterior chamber or on con-
comitant complications. Thus, even in the absence of signs and symp-
toms of alarm such as moderate to intense eye pain, photophobia, 
blurred vision, and reduced visual acuity; an evaluation by a specialist 
is warranted for a better staging of the uveitis.

 An early start of treatment avoids complications and visual loss. 
Management of anterior uveitis is relatively simple, consisting in 
the use of topical corticosteroids, and the response is almost always 
complete. Mydriatics are used to relax the ciliary body and the pupil, 
decreasing pain and posterior synechiae. The chronic use of cortico-
steroids may lead to important complications such as cataracts and 
glaucoma. These complications are also observed in uveitis not well 
managed or when there is chronification.

 Systemic drugs may be used in cases of therapeutic failure or 
chronification of the clinical presentation, such as immunosuppres-
sants or biological agents for a better control [110]. In selected cases, 
periocular or intraocular injection of a corticosteroid may be used as 
adjuvant therapy [105,106].

 The anti-TNF immunobiologics adalimumab and infliximab have 
been shown to be effective in the control of severe cases [111]. Con-
trol of uveitis with ustekinumab has also been reported in a limited 
number of cases and may be considered in cases refractory to an-
ti-TNF drugs [38].

Thromboembolic Manifestations
 The acute or chronic inflammatory state seen in IBD is a prothrom-
botic condition caused by an imbalance between pro- and anticoag-
ulant factors. This imbalance results in venous thromboembolism 
(VTE) as a frequent EIM in IBD [112,113,114], with an estimated 
risk of pulmonary thromboembolism (PTE) and deep vein thrombosis 
(DVT) three times higher than in the general population [111].

 In hospitalized patients, the most commonly reported thrombotic 
event is portal vein thrombosis, with a risk of 1.77 and 1.24 times 
greater in UC and CD respectively compared to the population without 
IBD. PTE is also reported to have a higher incidence in UC (0.53%), 
but inpatients without IBD and with CD, the differences were small, 
with an incidence of 0.38% and 0.28%, respectively [113].

 In retrospective analysis of discharge data from the National In-
patient Sample in U.S between 2009 and 2014, Cohen et al. analyzed 
more than 45 million hospital discharges of patients with and with-
out IBD, associated or not with thrombotic events. The prevalence 
of thrombosis among patients with IBD was 1.7 times higher than 
among patients without IBD (7.51% versus 4.53%, p<0.0001) [112].

 Mesenteric and portal venous thrombosis were the most common 
sites of venous thrombosis in IBD patients, but PTE and DVT were 
more common among hospitalized patients without IBD. The risk 
factors associated with the thromboembolic complications for IBD 
patients were the presence of a central venous catheter, malignancy, 
malnutrition, and chronic use of corticosteroids [112]. The risk of 
acute arterial events in IBD is uncertain, and the findings are conflict-
ing [112,115].

 Besides exposure to acquired and genetic risk factors, pharma-
cological therapy should also be considered a factor in the pro- and  
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anti-inflammatory imbalance, modifying the risk of VTE. The majori-
ty of the drug options reduce inflammatory activity in IBD, an import-
ant risk factor for VTE; however, drugs such as corticosteroids, meth-
otrexate, and tofacitinib should be used cautiously or even avoided 
in the groups at risk for VTE, even if there is proven benefit in the 
clinical treatment of IBD [116].

 Corticosteroids induce a procoagulant state of clinical relevance, 
especially when administered chronically. Methotrexate may induce 
thromboembolic events by causing folate deficiency, an independent 
risk factor for hyperhomocysteinemia.

 Tofacitinib, of the class of Janus kinase inhibitors, previously ap-
proved for the treatment of rheumatoid arthritis, psoriatic arthritis, 
and psoriasis, was shown to increase the risk of developing VTE, and 
therefore, the European Medicines Agency recommends against its 
use by patients aged over 65 years, at a maintenance dose of 10 mg 
twice daily for cardiac patients, by high-risk patients or patients with a 
previous history of thromboembolic events, after a major surgery and 
prolonged immobilization, and by patients with obesity (BMI>30), 
diabetes, hypertension, or smoking habits.

 The use of tofacitinib by UC patients is more recent, and data on 
the adverse events of this treatment are still limited. However, its use 
should be avoided in these clinical situations, or the drug should be 
used cautiously when other options are not available. Potential ad-
verse drug events and individual risk factors should therefore be con-
sidered in patients with IBD [116].

 Despite rectal bleeding being a common symptom in IBD, antico-
agulation is safe and should be promoted for all hospitalized patients, 
regardless of clinical severity and the reason for hospitalization [117] 
(Table 4).

 Anticoagulation should be maintained throughout the duration of 
hospitalization, and although there is evidence that thromboembolic 
events may occur in the immediate post-discharge period, there are no 
data on the extension of post-discharge prophylaxis. Nevertheless, its 
use may be justified inpatients at high risk for thrombosis [118].

 The association of mechanical measures with prophylaxis 
with heparin is indicated for patients who are at a higher risk for  

thrombosis. In the presence of severe bleeding or other conditions 
with an increased risk of bleeding, only mechanical measures should 
be used [119].

 IBD: Inflammatory bowel disease; LMWH: Low-molecu-
lar-weight heparin; VTE: Venous Thromboembolism. Adapted from 
Nguyen GC, 2014 [120].

Summary
 In this review, we emphasize that extraintestinal manifestations 
are frequent in inflammatory bowel disease, have a broad clinical 
spectrum, varying from mild forms to severe cases, sometimes with 
serious complications. The complexity of the therapeutic approach 
requires the involvement of different specialties, as well as the elab-
oration of systematic protocols for adequate diagnosis and case man-
agement, improving the quality of life of patients and reducing the 
risk of complications.
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