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Background

Ustekinumab (Stelara®) is a monoclonal antibody that targets interleukin-12 and interleukin-23 and is used in the management
of chronic inflammatory conditions, including Crohn’s disease and psoriasis. Crohn’s disease (CD) is a chronic inflammatory bowel
disease (IBD) that can affect the entire gastrointestinal tract, from the mouth to the anus.'* It is a progressive condition that can lead
to significant bowel damage, including the development of abscesses, fistulas, and strictures, which can severely impact patients
of life.? Biologic drugs have significantly changed the management of CD by improving disease outcomes.

According to the American College of Gastroenterology, anti-TNFa agents are recommended for CD that is resistant to
corticosteroids or refractory to thiopurines or methotrexate.? Despite the effectiveness of these treatments, patients may switch
to alternative biologics due to factors such as side effects, inadequate efficacy, and cost considerations. Understanding these
reasons for switching is crucial for optimizing treatment strategies and enhancing patient care.

Purpose

The primary goal of this study was to evaluate the clinical use and impact of ustekinumab in home and alternative site environments.
The study aimed to provide insights into the usage, tolerability, and factors influencing ustekinumab treatments decisions within
a home infusion setting. The findings were intended to enhance patient care by offering guidance on managing inflammatory
bowel disease from pharmacist’s perspective in a home infusion environment.

Methods

This study was a retrospective chart review conducted across multiple centers to investigate adverse drug reactions (ADRs) associated
with ustekinumab. Patients aged 18 years or older with a confirmed diagnosis of Crohn’s disease or ulcerative colitis who received
ustekinumab over a 2-year period were included. This study was determined to be exempt by the institutional review board (IRB).
The analysis focused on ADRs by reviewing patient charts and clinical documentation.

Results

Over the past two years, more than 4000 patients received ustekinumab (Stelara®) infusions, and among them, 33 patients (0.825%)
reported adverse drug reactions (ADRs). Of the 33 patients with reported ADRs, 21 (63.6% of ADR cases, 0.525% of all patients)
discontinued ustekinumab therapy. Within this group, 5 patients (15.2% Of ADR cases, 0.125% of all patients) switched to an
alternative biologic, while 16 patients (48.5% of ADR cases, 0.4% of all patients) discontinued without initiating another biologic.
Eight patients (24.2% of ADR cases, 0.2% of all patients) continued therapy despite experiencing ADRs, with management
strategies such as infusion rate adjustments, pre-medication with steroids or antihistamines, and observation without further
intervention, as illustrated in Figure 1.

The most commonly reported ADRs were infusion-related reactions, (e.g., flushing, shortness of breath, chest tightness, and itching),
observed in 36.3% of the ADR cases (0.3% of all patients). Systemic reactions, including fatigue, nausea, and weakness, were reported
in 18.2% of cases (0.15% of all patients). Gastrointestinal and other ADRs, such as diarrhea and loss of taste, accounted for 21.2%
of ADR cases (0.175% of all patients). Severe allergic responses, including chest pain and swelling, occurred in 18.2% of ADR cases
(0.15% of all patients). Serious ADRs were observed in two patients, who developed dermatologic issues, such as skin lesions (0.05%
of all patients) as illustrated in Figure 2.
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Figure 1: Patient Response to Ustekinumab Therapy Following Adverse Drug Reactions
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Figure 2: Distribution of ADR Types
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Discussion

This study explores the management of ustekinumab therapy in patients with Crohn's disease and other inflammatory bowel
diseases. Our findings suggest that ADRs associated with Ustekinumab are relatively rare, with only 33 out of more than 4000
natients reporting ADRs. Among these, the most frequently observed ADRs were infusion-related reactions (36.3%), followed
oy systemic symptoms (18.2%). These results align with the information provided in the ustekinumab package insert, which
nighlights infusion-related events as a potential adverse reaction to therapy. Importantly, 24.2% of patients were able to continue
ustekinumab despite ADRs, indicating that strategies such as infusion rate adjustments and pre-medications can effectively
mitigate these reactions and help avoid discontinuation. The high discontinuation rate (63.6%) suggests that while ustekinumab
remains an important treatment option, patient tolerability is an important factor in its long-term use.

In addition, serious ADRs were observed in two patients who developed dermatologic issues, including skin lesions. Although
rare, such occurrences highlight the necessity of continuous monitoring and a collaborative, multidisciplinary approach to care.
Among the patients who experienced ADRs, 5 out of 33(15.2%) switched to alternative biologics, with Skyrizi and Entyvio being
the preferred options. Ustekinumab continues to be a viable therapeutic option for many patients, but careful management and
monitoring are essential to ensure its continued success in treatment.

A key limitation of this study was its reliance on voluntary reporting of ADRs, which may have resulted in incomplete identification of
adverse events. Future studies that enable investigators to directly analyze electronic medical records (EMRs) should be conducted
to provide a more comprehensive understanding of the nature and frequency of ADRs associated with ustekinumab use in the
home and alternative site of care settings.

Conclusions

This study provides insights into ADRs observed in patients receiving ustekinumab therapy for Crohn’s disease. Although ADRs
were reported within this population, it is essential to monitor patients closely and implement proactive management strategies
to ensure optimal therapy outcomes. A proportion of patients were able to continue treatment despite experiencing ADRs,
demonstrating the effectiveness of interventions such as infusion rate adjustment and pre-medication.
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