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ABSTRACT

Interleukin-17 inhibitors are effective treatments for plaque psoriasis. However, these medications have been linked to the de-
velopment of new-onset inflammatory bowel disease (IBD) and the worsening of existing IBD in some patients. This case report
describes a patient with plaque psoriasis who developed new-onset Crohn’s disease after treatment with ixekizumab, an interleukin-
17A inhibitor. He was then transitioned to ustekinumab, which resulted in successful remission of both psoriasis and Crohn’s
disease. This case highlights the potential for ustekinumab to be an effective rescue treatment for psoriasis patients with new-onset
IBD triggered by medications.
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INTRODUCTION

Psoriasis and inflammatory bowel disease (IBD) share a significant overlap in the genetic factors that contribute to their de-
velopment. They both are chronic inflammatory diseases that are mediated by the immune system.' Previous studies showed
psoriasis and IBD are bidirectionally associated and patients with psoriasis are more likely to develop IBD than the general
population.>? Ixekizumab is a humanized monoclonal antibody that selectively binds to and neutralizes interleukin-17 (IL-17A). It is
a biological agent approved for the treatment of chronic plaque psoriasis, psoriatic arthritis, and ankylosing spondylitis.*® IL-17 is
also implicated in the pathogenesis of IBD because elevated mRNA levels of IL-17A were found in the intestinal mucosa of patients
with IBD.”® Inhibition of IL-17 was once hypothesized to be a promising therapeutic strategy for IBD. However, clinical trials of IL-
17 inhibitors in IBD have not only failed to demonstrate clinical efficacy but have also raised concerns about the potential to trigger
new-onset IBD and relapse.”"°

CASE REPORT

A 40-year-old man presented with a 3-month history of abdominal pain, mucoid diarrhea, undocumented weight loss, and
hematochezia. Worsening of the symptoms and more frequent episodes of hematochezia prompted the patient to seek consult at our
institution. He was diagnosed with plaque psoriasis 2 years before presentation and was initially started with over-the-counter
emollients and betamethasone dipropionate 0.05% cream (Figure 1). After failure of the skin lesions to resolve, treatment was shifted
to ixekizumab subcutaneous injection. There was complete resolution of the skin lesions, and therapy was maintained at the dose of
80 mg every 4 weeks for 6 months until the gastrointestinal symptoms began to present. On physical examination, his blood pressure
was 90/60 mm Hg; heart rate at 126 bpm; and respiratory rate of 21 cycles per min. He had pale palpebral conjunctivae, whereas the
abdomen was soft and nontender. There was fresh blood on digital rectal examination. Blood tests revealed a low hemoglobin at 7 g/
dL, a low hematocrit at 0.208, and an elevated white blood cell count at 16.2 X 10°/L. Immediate fluid resuscitation and blood
transfusion with a unit of packed red blood cells was performed followed by infusion of intravenous ciprofloxacin for empiric
bacterial coverage. On the next hospital day, the patient underwent colonoscopy, which showed multiple, deep, varisized ileal ulcers
topped with exudates (Figure 2). The ileocecal valve was erythematous and friable. There were also multiple varisized ulcers and
superficial aphthous ulcers seen from the cecum until the descending colon. The mucosal surface of the right colon was likewise
erythematous with normal intervening mucosa. Normal mucosal surface was visualized at the rectosigmoid area. On inspecting the
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Figure 1. Psoriatic lesions in the face and limbs.

perianal region, there were anal fissures, perianal fistula, and
anal tags. Two hemoclips were deployed on the ileal ulcer with
visible vessel (Figure 2). Multiple biopsies were taken from the
ileal ulcer edge, ileocecal valve, and right colon. Microsections
disclosed fragments of ileal and ileocolonic mucosa with

reactive lymphoid hyperplasia and notable expansion of lamina
propria by inflammatory cells (Figure 3). On higher magnifi-
cation, there was severe chronic active inflammation, fibrino-
purulent exudate with crypt distortion and cryptitis. No
granulomas and dysplasia were noted (Figure 3). Based on the
symptoms, endoscopic, and histopathologic findings, the pa-
tient was diagnosed with severe Crohn’s disease (CD).

A team discussion was held with the patient to inform him
about the various biologics accessible at our facility, which can
be used for treating IBD and psoriasis. An agreement was made
to proceed with ustekinumab instead of Infliximab because of
the concern of possible flare-up of skin lesions using inflix-
imab.'"'* He was treated with ustekinumab 390 mg intravenous
for the induction phase followed by a maintenance sub-
cutaneous dose of 90 mg every 8 weeks. There was rapid relief of
symptoms after the induction phase of ustekinumab. A repeat
colonoscopy after 11 months revealed absence of ileal ulcers
with an appearance of ileocolic fistula (Figure 4). There was also
noted healing of the previously noted perianal fistula. Histo-
pathology of the ileal biopsies showed only mild chronic in-
flammation and absence of granuloma, whereas the biopsies
from the right colon revealed no inflammation (Figure 5).

DISCUSSION

Tumor necrosis factor alpha (TNF-a) and interleukin 12/23
(IL-12/23) inhibitors can be effective in the simultaneous

Figure 3. (A) lleal mucosa under low-power field. (B) lleal mucosa under high-power field.
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Figure 4. lleocolonic fistula (after treatment of ustekinumab).

treatment of psoriasis and IBD because they target common
inflammatory pathways.'® Infliximab and adalimumab are
2 anti-TNF-a monoclonal antibodies that have been shown to
be effective in treating psoriasis, psoriatic arthritis, ulcerative
colitis, and CD." Despite their efficacy, anti-TNF-a mono-
clonal antibodies can paradoxically worsen psoriasis in
patients with IBD or cause new-onset psoriasis in patients
without a history of the disease.'"'*> Ustekinumab is a fully
human IgG1lk monoclonal antibody that binds to the shared
p40 protein subunit of IL-12 and IL-23. Ustekinumab is cur-
rently approved for the treatment of moderate-to-severe pla-
que psoriasis, psoriatic arthritis, and CD. It has also shown to
be effective in the treatment of ulcerative colitis.">""* Previous
studies also showed the effectiveness of ustekinumab as a res-
cue drug on patients who have developed paradoxical skin
reactions, such as psoriasis, after receiving a TNF-« inhibitor
as treatment for IBD.">'®"” In patients with both psoriasis and
IBD, there are a number of effective treatments available that
lead to improvement of both conditions. Ustekinumab is
a promising treatment and could be a first-line option for
patients with IBD without worsening psoriasis. Further large-
scale clinical trials are warranted to definitively establish its
efficacy and safety in this specific patient population.

This case also highlights the necessity to closely monitor
patients receiving IL-17 therapies such as ixekizumab, espe-
cially those with preexisting risk factors for inflammatory bowel
disease. It is important for physicians to perform in-depth
history and physical examination before initiation of treatment
because evidences showed IL-17 inhibitors may trigger or ex-
acerbate IBD.>'>'® Therapeutic interventions for individuals
with psoriasis should consider the potential for this uncommon
paradoxical reaction.>'®'® A collaborative multidisciplinary ef-
fort between gastroenterologists and dermatologists within the
clinical setting is crucial to promote the safe use of medications.
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Figure 5. (A) lleal mucosa under low-power field (after treatment of ustekinumab). (B) lleal mucosa under high-power field (after treatment of

ustekinumab).
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