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Erythema nodosum (EN) is a septal 
panniculitis characterized by raised, tender, 
red or purple lesions with a diameter of 1-5 
cm. It is commonly treated with 
corticosteroids and can be an extra-
intestinal manifestation of Crohn’s disease 
(CD). CD can be treated with ustekinumab, 
a monoclonal antibody that targets the p-40 
subunit of the interleukin-12 (IL-12) and 
interleukin-23 (IL-23). 
 

 
 
A 78-year-old woman with a 25-year history 
of CD which required colon resection and a 
55-year history of poorly controlled EN 
presented with a chief complaint of painful 
bilateral lesions on her lower extremities, 
primarily on the right leg and dorsal feet. 
Similar lesions had been recurring for 

decades. The patient had a family history of 
ulcerative colitis, and her CD manifestations 
had included occasional perianal abscess, 
dysphagia, and acid reflux. Treatment for 
CD had included sulfasalazine and 
infliximab, and the patient failed treatments 
for EN, including oral potassium iodide, 
intralesional triamcinolone acetonide 10 
mg/cc, and oral colchicine. On physical 
examination, she had 8 tender erythematous 
nodules on the anterior and posterior 
aspects of both lower legs. At the time of the 
visit, the patient had been receiving only 
prednisone 5 mg, with minimal improvement 
and could not be treated with NSAIDS 
because of her CD. Over the course of the 
next 11 months, she continued to develop 
intermittent nodules on both legs and feet. 
Although the patient was not actively 
experiencing any other CD symptoms, the 
relationship of EN as an extra-intestinal 
manifestation  of CD suggested that the CD 
was not well controlled. As such, a new 

ABSTRACT 

Erythema nodosum (EN) is a septal panniculitis characterized by raised, tender, red or purple lesions 
with a diameter of 1-5 cm. It is commonly treated with corticosteroids and can be an extra-intestinal 
manifestation of Crohn’s disease (CD). CD can be treated with ustekinumab, a monoclonal antibody 
that targets the p-40 subunit of the interleukin-12 (IL-12) and interleukin-23 (IL-23). A 78-year-old 
woman with erythema nodosum and Crohn’s disease presented with multiple erythematous nodules, 
which had been recurring on both of her legs for decades. The patient had failed many traditional EN 
treatments and was prescribed off-label ustekinumab, resulting in resolution of EN. This finding  
suggests that ustekinumab may be a potential treatment for EN in patients who also have CD.   
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treatment to target the underlying CD could 
be initiated to attempt to resolve the EN, so 
the patient was prescribed off-label 
ustekinumab. Treatment began with a 180 
mg infusion, and subsequent 90 mg 
subcutaneous injections on average every 6 
weeks. Improvement of the EN lesions was 
first seen at 16 months, and at 17 months 
there was full resolution of lesions, without 
development of new nodules. At 24 months, 
the patient had only scars on the lower legs. 
 

 
 
Crohn’s Disease (CD) is present in 0.2% of 
the adult population in the United States, 
presenting more commonly in women than 
in men.1 CD can manifest itself in any part of 
the gastrointestinal tract and is 
characterized by granulomatous transmural 
inflammation. CD symptoms generally 
include fever, fatigue, and weight loss.2 In 
addition to its typical intestinal symptoms, 
CD may also be associated with extra-
intestinal manifestations  in 6-36% of 
patients.2 
 
Erythema nodosum (EN), the most 
widespread form of panniculitis (septal 
inflammation of subcutaneous fat tissue),8 is 
one such dermatological extraintestinal 
manifestation  of CD that is present in 4-
15% of CD patients.3 It is three to five times 
more prevalent in female patients than in 
male patients and can occur amongst all 
age groups, although it generally is 
manifested in between the second and 
fourth decades of life.8 EN is an 
inflammatory process that involves 
subcutaneous fat lobules,6 which cause 
raised, tender, red or purple lesions with a 
diameter of 1-5 cm,8 generally found on the 
anterior extensor surface of the lower 
extremities.4,5 EN can be attributed to many 
different factors and may be idiopathic in up 

to 50% of cases,7 although in 1-4% of cases 
it may be caused by enteropathies, such as 
CD.8 A strong correlation exists between the 
presence of EN and intestinal disease 
activity. There are some reports that EN in 
patients with CD is associated with the T-cell 
immune response to common antigens of 
intestinal and skin bacteria. The presence of 
ANCA and HLA-B27 antigen in patients with 
EN and IBD also argues in favor of the 
important role of genetic factors.8 EN is 
usually treated with corticosteroids and 
intensification of medical therapy to control 
intestinal disease.5 
 
Ustekinumab is a monoclonal antibody that 
targets the p-40 subunit of the interleukin-12 
(IL-12) and interleukin-23 (IL-23).9 It is 
approved by the FDA to treat moderate to 
severe plaque psoriasis and psoriatic 
arthritis, in addition to CD and UC.11 
Inflammation of the gastrointestinal tract in 
CD patients has been associated with a 
Th1-type response; ustekinumab has been 
suggested to inhibit differentiation of Th1 
cells in patients with CD. In addition, IL-12 
and IL-23 have been implied in the 
differentiation of T follicular helper cells 
(TFH) in the pathogenesis of CD, and it has 
been suggested that ustekinumab therapy 
also affects TFH differentiation.10 In the 
literature, there is one other case reported of 
a 43-year-old female also affected with CD 
and EN, who was treated with ustekinumab 
and experienced a total remission of her EN 
symptoms after 12 weeks of treatment.12  
 

 
 
This is a case in which ustekinumab was 
effective in treating EN in a patient with 
concomitant CD. This suggests that the 
inhibition of the IL-12 and IL-23 pathways in 
patients with CD may also be responsible for 
decreasing the inflammatory response 
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observed in EN. As such, ustekinumab may 
present itself as a potential treatment for EN 
in patients who also have CD.  However, 
more research needs to be done to examine 
this relationship and to evaluate the safety 
and efficacy of ustekinumab in treating any 
cases of EN, regardless of cause.  
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