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Abstract

Inflammatory bowel diseases may be associated with extraintestinal manifestations. Among them, mucocutaneous manifestations are relatively common, often 
difficult to diagnose and treat, and may complicate the course of the underlying disease. Local and systemic immunosuppressive drugs are used in inflamma-
tory bowel disease-related mucocutaneous manifestation treatment, and sometimes dermatological involvement can be improved with effective treatment of 
inflammatory bowel disease. It should be considered that biological drugs used for the treatment of inflammatory bowel disease may also cause dermatological 
disorders. A detailed dermatological evaluation is essential in all inflammatory bowel disease patients, particularly biologic therapy candidates. Interdisciplinary 
cooperation between dermatologists and gastroenterologists is required in diagnosis, follow-up, and treatment. This article aims to review the current literature 
on the diagnosis and treatment of mucocutaneous disorders that may develop in the course of inflammatory bowel disease.
Keywords: Extraintestinal manifestations, inflammatory bowel disease, mucocutaneous involvement

INTRODUCTION
Many extraintestinal manifestations (EIM) are seen in the course of IBD. They are seen in 47% of all IBD patients, with an overall prevalence of 
6%.1,2 About half of patients develop at least 1 EIM 30 years after the diagnosis of IBD. Although mucocutaneous manifestations are rare, diagnosis 
is often difficult and may adversely affect the course of the underlying disease. In addition, drug-induced mucocutaneous reactions may develop, 
and treatment may need to be discontinued or changed, especially in patients treated with biologic drugs. In the literature, different data on the 
incidence and prevalence of mucocutaneous EIM in patients with IBD are reported in studies of different centers. In the 10-year follow-up of 
480 Crohn’s disease (CD) in the Portuguese cohort, EIM (45% single, 55% more than 1) developed in 169 patients, mucocutaneous involvement 
was more prominent in the first 2 years, and colonic involvement was observed.3

In the study based on the ENEIDA registry in which 31 077 IBD patients were examined, the global prevalence of EIMs was 19% (more in CD and 
women) and the prevalence of mucocutaneous EIM was 5% [2.9% erythema nodosum (EN), 0.9% pyoderma gangrenosum (PG), and 1.3% oth-
ers].4 In the Greek cohort, 1860 patients with IBD were studied, with a global prevalence of EIM 33.1% (more CD and women) and a prevalence 
of mucocutaneous EIM 14% [5.3% EN, 0.8% PG, 21.2% aphthous stomatitis (AS), Sweet’s syndrome (SS), hidradenitis suppurativa (HS), and 
others] has been reported.5 In a multinational study reported from Asia, the global prevalence of EIM was 11.3% (higher in CD and females, usually 
presenting in the first 2 years after diagnosis) and a prevalence of mucocutaneous EIM of 1.6% in 1764 patients with IBD.6 In Kayar et al’s7 study, 
which included an average of 7.5 years of follow-up of 338 CDs, the detection rate of at least 1 EIM was 47.3% (2.19 times more in women), and 
the rate of mucocutaneous EIM was 9.2%.

Mucocutaneous signs and symptoms associated with IBDs are discussed under 5 different headings in the relevant literature (Table 1), and informa-
tion on the clinical findings, course, and treatment of these disorders are also summarized in Table 2.

SPECIFIC MUCOCUTANEOUS MANIFESTATIONS
It is characterized by mucocutaneous involvement with histological findings similar to intestinal disease. The cutaneous involvement, which is 
mainly seen in CD, arises by this mechanism. The metastatic CD was first described by Mountain in 1970.8 Its frequency is reported to be between 
15% and 44%. Lesions characterized by ulcerated nodules, plaques, abscesses, papules, and pustules on the skin are seen in the anterior abdomi-
nal wall, under the breast, lower extremities, and intertriginous areas. In its pathogenesis; cross-reactions with antibodies developed for intestinal 
antigens and/or granulomatous reactions to immunocomplexes accumulated in the skin are suggested. It is more frequently associated with colonic-
rectal involvement and parallel to the IBD activity. There may be no recovery response after surgical resection of the affected bowel segment. The 
differential diagnosis includes cutaneous sarcoidosis, foreign body reaction, PG, HS, EN, and mycobacterial infections.9-12

There is very little describing cutaneous metastatic ulcerative colitis (UC). Literature reports describe specific manifestations found only in CD, 
suggesting metastatic UC is a very rare and underreported manifestation found in UC populations.13
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CUTANEOUS DISORDERS ASSOCIATED WITH 
INFLAMMATORY BOWEL DISEASES
They are mucocutaneous diseases that are relatively common in 
patients with IBD, and their histology and pathogenesis are different 
from IBD. Aphthous stomatitis , EN, psoriasis (PS), and epidermolysis 
bullosa acquisita (EBA) are included in this group.

The prevalence of AS and periodontitis is 20%-50%, the frequency is 
higher in CD, and its recurrence is higher in UC. Aphthous stomatitis 
is presented before the diagnosis of IBD in 25% of patients. Its clini-
cal presentation is round-oval painful ulcers on the mucosa, pustules, 
hemorrhagic erosion, and gingival redness. Immunocomplex depo-
sition and aberrant immune response are predicted in the pathogen-
esis. In addition to IBD treatment, antiseptic mouthwashes, topical 
corticosteroids/tacr olimu s, and anti-tumor necrosis factor (TNF) treat-
ments can be applied in refractory cases. The clinical course is good, 
and ulcers <10 mm heal without scarring.10,14,15

The prevalence of EN is 15%, and its frequency is higher in CD and 
women. It is characterized by subcutaneous painful nodules 1-5 cm in 
diameter, usually located on the anterior tibia. Type IV hypersensitivity 
reaction is predicted in its pathogenesis. The frequency of concomitant 
arthritis is high, and it is proportional to IBD activity but not correlated 
with severity and prevalence. It is associated with colonic involve-
ment in CD. Lesions regress after proctocolectomy in UC. The typical 
course is 3-6 weeks and heals without scarring. In the treatment, anal-
gesics and elevation are sufficient in addition to IBD treatment.2,16,17

The prevalence of EBA is about 30%, and it is more common in CD. 
Increased fragility of the skin, susceptibility to superficial trauma, 
vesicles, noninflamed bullae, and hyperpigmentation occur; it is often 
localized in the back of the hand and knee–elbow regions. In its patho-
genesis, it has been suggested that inflammation in IBD stimulates the 

production of autoantibodies and that these antibodies cross-react with 
type VII collagen in the skin in susceptible individuals. IgG positive 
for type VII collagen was found in 68% of IBDs. Local and systemic 
corticosteroids, azathioprine, and antibiotics are used in the treatment, 
and the lesions heal by leaving a scar.10,18,19

Psoriasis. It occurs in 7-11% of patients with IBD, and its frequency is 
higher in CDs. Some of the cases occur due to the use of anti-TNF; in 
these cases, the treatment should be changed to ustekinumab.9,16

REACTIVE MUCOCUTANEOUS MANIFESTATIONS OF 
INFLAMMATORY BOWEL DISEASES
Under this title, dermatological manifestations that are different 
from the histopathological findings of accompanying IBD but with 
a similar pathogenetic mechanism are defined. Pyoderma gangreno-
sum, SS, bowel-associated dermatosis-arthritis syndrome (BADAS), 
pyode rmati tis-p yosto matit is vegetans, synovitis-seronegative arthrop-
athy, acne, pustulosis, hyperostosis and osteitis (SAPHO), and pyo-
genic arthritis, PG, acne (PAPA) syndrome are reactive mucocutaneous 
manifestations that can be classified in this group.16

Pyoderma Gangrenosum. Its incidence in IBD is 0.4%-2%, and it is 
more common in UC and in women. It can occur before, during, and 
after IBD. Moreover, 15% of cases are diagnosed before IBD; 50% of 
all PG cases are accompanied by IBD. Lesions are in the form of sin-
gle/multiple erythematous papul es/pu stule s/ste rile necrosis or ulcers. 
Neutrophil dysfunction and changes in cellular immunity are respon-
sible for its pathogenesis. Pathergy positivity is common in cases. The 
recurrence rate is high, 25% of the cases have a serious course. The 
course of PG is independent of IBD activity, and the response to col-
ectomy is poor. Lesions heal, leaving a cribriform scar. Local/systemic 
corticosteroids tacrolimus, cyclosporine, calcineurin inhibitors, anti-
TNF, and ustekinumab can be used in the treatment.2,10,16

The success rate of treatment consisting of topical corticosteroid and 
tacrolimus used in limited disease in ulcers <5 cm2 has been reported 
as 44%. In extensive and/or rapidly progressive disease, oral cor-
ticosteroids (1-1.5 mg/kg) or oral cyclosporine or infliximab should 
be preferred as primary care. In a randomized controlled trial involv-
ing 32 patients using infliximab, infliximab was compared with a 
single dose of 5 mg/kg placebo; improvement was 46% and 6% in 
both arms, respectively. Oral cyclosporine was found to be effective 
in cases unresponsive to anti-TNF. In the Study of Treatments fOr 
Pyoderma GAngrenosum Patients (STOP-GAP study), 112 patients 
were recruited, and cyclosporine and prednisolone were compared. 

MAIN POINTS

• Mucocutaneous involvement is one of the important extraintestinal 
manifestations (EIMs) that can be seen in the course of inflammatory 
bowel diseases (IBD).

• These EIMs require an interdisciplinary approach with dermatologists 
for their diagnosis and treatment.

• While local and systemic immunosuppressive drugs provide improve-
ment in their treatment, many of these disorders improve or resolve 
with the control of IBD activity.

Table 1. Classification of Mucocutaneous Manifestations of IBD

Specific Mucocutaneous 
Manifestations

Disorders Associated with 
IBD

Reactive Mucocutaneous 
Manifestations

Mucocutaneous Conditions 
Secondary to Treatment of 
IBD

Mucocutaneous 
Manifestations Secondary to 
Nutritional Malabsorption

• Continuous Crohn’s 
disease

• Metastatic Crohn’s 
disease

• Aphthous stomatitis
• Erythema nodosum
• Psoriasis
• Epidermolysis bullosa 

acquisita

• Pyoderma gangrenosum
• Sweet’s syndrome
• Bowel-associated 

dermatosis-arthritis 
syndrome

• Pyode rmati tis-p yosto matit is 
vegetans

• SAPHO syndrome
• PAPA syndrome

• Adverse mucocutaneous 
reactions (injection site 
reactions, infusion reactions, 
paradoxical reactions, 
eczamatiform and 
psoriasiform reactions, 
life-threatening disorders)

• Cutaneous infections
• Cutaneous malignancies

• Stomatitis
• Glossitis
• Angular cheilitis
• Pellagra
• Scurvy
• Purpura
• Acrodermatitis enteropathica
• Phrynoderma
• Seborrheic-type dermatitis
• Hair and nail abnormalities

IBD, inflammatory bowel disease, PAPA, pyogenic arthritis, pyoderma gangrenosum, acne; SAPHO, synovitis-seronegative arthropathy, acne, pustulosis, hyperostosis and osteitis.
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A recovery rate of 50% was reported up to 6 months in both groups. 
The use of ustekinumab, thalidomide, and intravenous immunoglobu-
lin is recommended in refractory cases. Treatment requires a multidis-
ciplinary approach, wound care is very important, and debridement is 
contraindicated.20-23

Pyostomatitis Vegetans. Almost all cases of PV are associated with 
IBD, and it is common in male patients aged between 29 and 50. 
Pyoderma gangrenosum association is common, and a course parallel 
to IBD activity is observed. Hyperplastic folds of ulceration (“cobble-
stone mucosa”) and mucogingivitis are seen in the buccal and labial 
mucosa. Its pathogenesis is not known exactly, but it is predicted that it 
may cross-react with intestinal and skin antigens. Lesions regress com-
pletely after IBD treatment or surgery. Topical or systemic corticoste-
roids, antibiotics, tacrolimus, cyclosporine, azathioprine, and dapsone 
can be used in the treatment.24,25

Sweet’s Syndrome. It is an acute neutrophilic dermatosis, more com-
mon in women and those with CD. It presents as localized painful ery-
thema, papulosquamous, or nodular lesions on the face, neck, upper 
extremities, and back. The lesions are of acute onset and are often 
accompanied by fever. It heals without scarring. Topical or systemic 
corticosteroids and immunomodulators are used in the treatment.

SAPHO syndrome, PAPA syndrome, and BADAS are less common 
reactive mucocutaneous manifestations.

MUCOCUTANEOUS CONDITIONS SECONDARY TO 
TREATMENT
Adverse reactions related to drugs used in the treatment of IBD, cuta-
neous infections, and skin malignancies (mainly basal cell and squa-
mous cell cancer with thiopurines therapy) are included under this title 
(Table 1). Biologics can however induce a wide variety of skin erup-
tions, especially those targeting the TNF-α and Th17 pathway.26 While 
some of the drug infusion reactions can be prevented with premedi-
cations to be applied before the treatment, some others may require 
discontinuation of the treatment. These dermatological manifesta-
tions require cooperation with a dermatologist in their diagnosis and 
treatment.

MANIFESTATIONS DUE TO NUTRITIONAL 
MALABSORPTION
The cutaneous manifestations due to malabsorption include diseases 
that are secondary to deficits in vitamins and trace elements (Table 1). 
In all these disorders, the substitution of the deficient factor leads to a 
complete resolution of the cutaneous lesions. Recommended supple-
ments are zinc, vitamin A, E, K, and iron.26

CONCLUSION
Mucocutaneous involvements are important extraintestinal manifes-
tations in IBD patients, who should be examined for mucocutaneous 
alterations upon presentation and during the course of the disease. The 
etiology of these disorders associated to IBD is quite diverse, and, 
therefore, treatment should be individualized and directed to treating 
the underlying IBD as well as the specific dermatologic condition. The 
treatment of the majority of mucocutaneous disorders associated with 
IBD is empiric, including topical and systemic immunosuppressants, 
immunomodulatory, and biological agents. Many of these disorders 
improve or resolve with the control of IBD activity. An interdisciplin-
ary approach between dermatologists and gastroenterologists plays an 
essential role in the management of these patients.
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