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CASE STUDY SERIES IN IBD

The prevalence of Crohn’s disease is increasing 
in young children.1 However, much of the cur-
rent pediatric medical treatment for refractory 

inflammatory bowel disease (IBD), including Crohn’s 
disease, involves off-label use of medication, unlike in 
adult IBD.2 Currently, only 2 anti–tumor necrosis fac-
tor (TNF) agents (infliximab and adalimumab) have 
been approved by the US Food and Drug Administra-
tion (FDA) and the European Medicines Agency for the 
treatment of Crohn’s disease in children.3 Other agents, 
including vedolizumab (Entyvio, Takeda), ustekinumab 
(Stelara, Janssen), and Janus kinase (JAK) inhibitors, 
have been used off-label.4,5 Pediatricians often prescribe 
medically necessary medications off-label, but off-label 
prescribing may carry additional risk owing to the 
lack of high-quality safety, efficacy, and dosing data.6,7 
This case report describes a child who developed a rare 
extraintestinal manifestation of Crohn’s disease (Crohn’s 
disease of the penis and scrotum) and did not respond 
to multiple maintenance medications for IBD, but ulti-
mately improved after treatment with the JAK inhibitor 
upadacitinib (Rinvoq, AbbVie).

Case Report

A 12-year-old boy with a 5-year history of Crohn’s dis-
ease who was being treated with ustekinumab presented 
with penile and scrotal swelling (Figure 1). His prior his-
tory was pertinent for refractory Crohn’s ileocolitis that 
had been previously treated with multiple medications, 
including infliximab, adalimumab, and vedolizumab. On 
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vedolizumab, he had continued to have active Crohn’s 
colitis, and so had been transitioned to ustekinumab 
6 months prior to the current presentation. His colo-
noscopy prior to the initiation of ustekinumab therapy 
had demonstrated active Crohn’s colitis in the recto-
sigmoid colon, with 1 granuloma noted on biopsy. He 
had required dose escalation to 90 mg of ustekinumab 
monthly owing to ongoing symptoms. On the escalated 
monthly dosage of ustekinumab, his gastrointestinal 
symptoms were subsequently well controlled, and he was 
thought to be in clinical remission. At the time of the 
current presentation, however, the patient was complain-
ing of difficulty urinating, mild pruritus, and pain in 
the penis and scrotum. He was referred to the urology 
department and underwent a scrotal biopsy, which was 
used to establish a diagnosis of extraintestinal Crohn’s 
disease. The biopsy demonstrated inflammation of the 
scrotal skin with noncaseating granulomas in the superfi-
cial and deep dermis (Figure 2).

The patient was initially treated with corticosteroids, 
which reduced the swelling within 1 week. Subsequently, 
methotrexate was added as a maintenance medication, 
and the patient was continued on ustekinumab. We ini-
tially wished to treat him using combination therapy with 
ustekinumab (for his Crohn’s colitis) and adalimumab (for 
his Crohn’s disease of the scrotum and penis). However, 
the dual biologic therapy was denied by his insurance plan. 
Because the corticosteroid treatment was tapered, the 
patient’s penile and scrotal swelling recurred. Six months 
after his initial presentation with genital Crohn’s disease, 
the patient underwent a follow-up colonoscopy. The colo-
noscopy findings continued to demonstrate active Crohn’s 
colitis of the left colon, now with the development of a 
stricture in the rectosigmoid colon. At this point, after 
extensive discussion with our colleagues and the patient’s 
family, we decided to discontinue ustekinumab therapy 
and begin upadacitinib treatment.
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The patient was started on the induction dose of 
upadacitinib (45 mg daily) and almost immediately noted 
improvement in his bowel habits, with his bowel move-
ments decreasing from 5 per day to 1 to 2 per day. How-
ever, about 5 days after the initiation of this medication, 
he developed a rash in his trunk and scrotum. Dermato-
logic evaluation raised the question of a drug reaction, and 
the patient was restarted on corticosteroid therapy. The 
combination of upadacitinib and corticosteroids resulted 
in marked improvement in his penile swelling, and the 
swelling essentially resolved within 1 month (Figure 3). 
Four months after initiation of treatment, the patient’s 
upadacitinib dose has been reduced to a maintenance 
dose of 15 mg daily. However, the patient continues to 
require 5 mg daily of prednisone to maintain remission. 

Discussion

Genital inflammation is an uncommon extraintestinal 
manifestation of Crohn’s disease that is largely limited 
to individual case reports and case studies. In males, the 
classic presentation includes marked scrotal and penile 
swelling, whereas the most common presentation in 
females is vulvar swelling. Biopsy of the affected area can 
demonstrate a mixed inflammatory infiltrate of the skin, 
as well as multinucleated giant cells and epithelial granu-
lomas.8-16 The term granulomatous lymphangitis has been 
utilized to describe a subset of these cases. It is suspected 
that lymphatic obstruction, in addition to inflammation, 
may result in the marked penile and scrotal edema seen 
in these patients. Penile inflammation may precede the 
formal diagnosis of Crohn’s disease. Owing to the atypical 
initial presentation, patients with penile Crohn’s disease 
may present not to a gastroenterologist, but to a derma-
tologist or urologist. The differential diagnosis of penile 
swelling and granulomatous lymphangitis can include 
infections such as tuberculosis. Therefore, a high degree 
of clinical acumen is required to establish the diagnosis 
of Crohn’s disease and exclude other conditions. If the 
condition is untreated, complications including penile 
necrosis may occur.17

Barrick and colleagues from the Mayo Clinic reported 
the largest case series of penile Crohn’s disease in children. 
The researchers identified 8 patients, ranging from 7 to 16 
years of age (mean age 11 years). Seven of the 8 patients 
experienced dermatologic symptoms before a diagnosis 
of Crohn’s disease was made. These 7 patients underwent 
colonoscopy and biopsy, and in 5 of these patients, intes-
tinal biopsy findings were consistent with Crohn’s disease. 

Figure 1. Penile and scrotal swelling at initial presentation.

Figure 3. Reduction in penile and scrotal swelling after 
treatment with corticosteroids and upadacitinib for 3 weeks. 

Figure 2. Scrotal skin biopsy demonstrating noncaseating 
granulomas (arrows).
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Treatment of this group of patients included prednisone, 
mercaptopurine, azathioprine, mesalamine, ciprofloxacin, 
topical tacrolimus, and anti-TNF therapy. Anti-TNF 
therapy was described as the most effective treatment, 
with either improvement or resolution of scrotal swelling 
in most patients. However, intermittent penile swelling 
persisted in a subset of the patients.18

Upadacitinib is a new medication that is approved by 
the FDA for the treatment of ulcerative colitis in adults. 
Recently, upadacitinib was also approved for the treat-
ment of Crohn’s disease in adults, with phase 3 induc-
tion and maintenance trials showing positive findings 
in this patient population.19 Given the lack of response 
to multiple other medications, and the denial from the 
patient’s insurance for using 2 biologics, we decided to 
try upadacitinib monotherapy to treat both the patient’s 
Crohn’s colitis as well as his penile and scrotal inflamma-
tion. Although follow-up has been less than 6 months 
thus far, the dramatic response of both the gastrointestinal 
symptoms and the penile swelling to upadacitinib and 
corticosteroids suggests that these medications may be 
efficacious in the treatment of colonic and penile Crohn’s 
disease. Additional long-term follow-up, including repeat 
colonoscopy, will help determine if we can achieve a 
corticosteroid-free remission and whether this approach 
will be useful in this patient and other patients. 

Conclusion

Although data on the use of JAK inhibitors to treat 
pediatric IBD are limited, the fact that these are small 
molecules with wide systemic effects suggests that JAK 
inhibitors may be useful in the treatment of extraintes-
tinal manifestations of IBD. Although anti-TNF agents 
are most commonly used in children to treat moderate to 
severe Crohn’s disease, and are also effective in treating 
extraintestinal manifestations, a subset of patients will 
fail anti-TNF agents. Our case report suggests that JAK 
inhibitors such as upadacitinib may play an important 
role in the treatment of such refractory patients. Hope-
fully, case reports such as this one will stimulate the 
additional reporting of clinical experience with JAK 
inhibitors in children. More importantly, we hope that 
definitive industry-sponsored clinical trials will be con-
ducted to examine the safety and efficacy of upadacitinib 
and the JAK inhibitor tofacitinib (Xeljanz, Pfizer) in 
children with IBD and, if appropriate, lead to regulatory 
approval of these drugs in children as well as adults.

Disclosures 
The authors have no relevant conflicts of interest to disclose 
pertaining to the content of this case report. Dr Bousvaros did 
participate in a safety registry of adalimumab (a drug made 
by AbbVie) in the past. 

References

1.  Kuenzig ME, Fung SG, Marderfeld L, et al; InsightScope Pediatric IBD 
Epidemiology Group. Twenty-first century trends in the global epidemiology of 
pediatric-onset inflammatory bowel disease: systematic review.  Gastroenterology. 
2022;162(4):1147-1159.e4.
2. Benchimol EI, Fortinsky KJ, Gozdyra P, Van den Heuvel M, Van Limbergen J, 
Griffiths AM. Epidemiology of pediatric inflammatory bowel disease: a systematic 
review of international trends. Inflamm Bowel Dis. 2011;17(1):423-439.
3. Breton J, Kastl A, Conrad MA, Baldassano RN. Positioning biologic therapies 
in the management of pediatric inflammatory bowel disease. Gastroenterol Hepatol 
(N Y). 2020;16(8):400-414.
4. Singh N, Rabizadeh S, Jossen J, et al. Multi-center experience of vedolizumab 
effectiveness in pediatric inflammatory bowel disease.  Inflamm Bowel Dis. 
2016;22(9):2121-2126.
5. Dayan JR, Dolinger M, Benkov K, et al. Real world experience with ustekinumab 
in children and young adults at a tertiary care pediatric inflammatory bowel disease 
center. J Pediatr Gastroenterol Nutr. 2019;69(1):61-67.
6.  Frattarelli DA, Galinkin JL, Green TP, et al; American Academy of Pedi-
atrics Committee on Drugs. Off-label use of drugs in children.  Pediatrics. 
2014;133(3):563-567.
7.  Kahn SA, Bousvaros A. Denials, dilly-dallying, and despair: navigating the 
insurance labyrinth to obtain medically necessary medications for pediatric 
inflammatory bowel disease patients. J Pediatr Gastroenterol Nutr. 2022;75(4):418- 
422.
8. Cui Y, Lu SY, Xu J, et al. Microscopic features of small bowel mucosa of patients 
with Crohn’s disease. BMC Gastroenterol. 2019;19(1):232.
9. Ishida M, Iwai M, Yoshida K, Kagotani A, Okabe H. Metastatic Crohn’s disease 
accompanying granulomatous vasculitis and lymphangitis in the vulva. Int J Clin 
Exp Pathol. 2013;6(10):2263-2266.
10. Lee Y, Lee YM, Kim MJ, Choe YH. Penile Crohn’s disease resolved by inflix-
imab. J Crohns Colitis. 2013;7(4):e146-e149.
11. Mor Y, Zaidi SZ, Rose DS, Ransley PG, Mouriquand PD. Granulomatous 
lymphangitis of the penile skin as a cause of penile swelling in children. J Urol. 
1997;158(2):591-592.
12. Motamed F, Esfandiarpour B, Ahmadipour S. Unusual presentation of Crohn’s 
disease in a boy with penile swelling. Clin Case Rep. 2018;6(12):2396-2398.
13. Murphy MJ, Kogan B, Carlson JA. Granulomatous lymphangitis of the scro-
tum and penis. Report of a case and review of the literature of genital swelling 
with sarcoidal granulomatous inflammation.  J Cutan Pathol. 2001;28(8):419-
424.
14.  Reitsma W, Wiegman MJ, Damstra RJ. Penile and scrotal lymphedema as 
an unusual presentation of Crohn’s disease: case report and review of the litera-
ture. Lymphology. 2012;45(1):37-41.
15. Sackett DD, Meshekow JS, Figueroa TE, Napoli JA. Isolated penile lymph-
edema in an adolescent male: a case of metastatic Crohn’s disease. J Pediatr Urol. 
2012;8(5):e55-e58.
16. Sánchez L, Cabanillas M, Alvarez JC, Echarri A. Topical tacrolimus for recur-
rent penile Crohn’s disease. J Crohns Colitis. 2014;8(10):1145-1146.
17. Brenner TA, Steinway S. Penile necrosis in a patient with untreated Crohn’s 
disease. Gastroenterology. 2022;163(4):832-834.
18. Barrick BJ, Tollefson MM, Schoch JJ, et al. Penile and scrotal swell-
ing: an underrecognized presentation of Crohn’s disease.  Pediatr Dermatol. 
2016;33(2):172-177.
19. Loftus EV Jr, Panés J, Lacerda AP, et al. Upadacitinib induction and mainte-
nance therapy for Crohn’s disease. N Engl J Med. 2023;388(21):1966-1980. 


