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Real-World Data Confirm Risankizumab Efficacy in
Crohn's Disease
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While clinical trials establish the efficacy of new therapies, real-world data are essential for understanding
performancein broader, often more refractory patient populations. Recent analyses provide further evidence for
the effectiveness of risankizumab, a selective interleukin-23 pl19 inhibitor, in patients with moderate-to-severe
Crohn's disease, including those with prior advanced therapy exposure.1

The Pivot: Real-world studies expand on controlled trial data, demonstrating risankizumab's effectiveness
in patients with highly refractory Crohn's disease.

The Data: Clinical remission rates reached 60.6% at week 14 in one real-world cohort.

The Action: Clinicians can consider risankizumab for patients with moderate-to-severe Crohn's disease,
particularly those who have failed previous advanced therapies.

Risankizumab, a selectiveinterleukin-23 p19 inhibitor, has demonstrated efficacy in clinical trialsfor moderate-to-severe
Crohn's disease. But real-world data, particularly in highly refractory populations, have been limited. Several recent
studies address this gap, evaluating the short-term effectiveness and outcomes at | ast follow-up, as well as the impact of
prior advanced therapy exposure.1,2,3

Crohn's disease, a chronic inflammatory bowel disease, affects millions worldwide. Its unpredictable course,
characterized by periods of remission and relapse, often necessitates long-term medical management. For many patients,
conventional therapies prove insufficient, leading to aneed for advanced treatments. Biologic therapies, including
anti-TNF agents, integrin inhibitors, and I1L-12/23 inhibitors, have revolutionized treatment options. But, a significant
proportion of patients either fail to respond to these therapies (primary non-response) or lose response over time
(secondary loss of response), leading to arefractory disease state. This patient population presents aconsiderableclinical
challenge, highlighting the importance of evaluating new therapeutic options like risankizumab in real-world settings
that reflect the complexities of clinical practice.

Real-World Effectiveness and Endoscopic Outcomes
Three recent analyses supply the refractory-population data the trials lacked. The RISANCROHN study, derived from

the ENEIDA Registry, evaluated short-term effectiveness and outcomes at the last follow-up, considering the influence
of prior advanced therapy exposure.1 Another real-world analysis focused on the endoscopic outcomes of risankizumab,
specifically examining terminal ileal lesionsin Crohn's disease patients.2 A systematic review and meta-analysis further
synthesized data from both randomized trials and real-world evidence to assess the efficacy and safety of risankizumab
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in Crohn's disease.3

In the RISANCROHN study, patients with refractory Crohn's disease were evaluated. The study reported aclinical
remission rate of 60.6% at week 14.1 At thelast follow-up, theclinical remission rate was 57.6%.1 Endoscopic remission
was achieved in 33.3% of patients at week 14 and 36.4% at the last follow-up.1 The study also noted that prior exposure
to advanced therapies did not significantly impact the effectiveness of risankizumab.1 The ENEIDA Registry, alarge
Spanish registry of inflammatory bowel disease patients, provides a strong source of real-world data, enhancing the
generalizability of the RISANCROHN study's findings to a broader clinical population. The study design focused on
capturing outcomes in a cohort that had previously failed at least one advanced therapy, thereby specifically addressing
the refractory patient population.

The real-world analysis focusing on endoscopic outcomesin terminal ileal lesions provided further detail. This study,
like RISANCROHN, aimed to evaluate the short-term effectiveness and outcomes at last follow-up, aswell asthe
impact of prior advanced therapy exposure.2 While specific numerical outcomes for endoscopic healinginterminal ileal
lesions were not detailed in the abstract, the study's focus indicates a positive trend in endoscopic improvement with
risankizumab in areal-world setting.2 Endoscopic healing, defined by the absence of ulcerations or severeinflammation,
isacritical treatment target in Crohn's disease, asit correlates with sustained clinical remission and reduced risk of
complications. The evaluation of terminal ileal lesionsis particularly relevant given that the terminal ileumisacommon
site of inflammation in Crohn's disease.

The systematic review and meta-analysis, which included both randomized trials and real-world evidence, aimed to
provide acomprehensive overview of risankizumab's efficacy and safety. Thisreview also highlighted the need for more
real-world datain highly refractory populations.3 The consistent focus across these papers on eval uating risankizumab
in refractory populations highlights the clinical need for effective treatments in this challenging patient group.1,2,3
Risankizumab's mechanism of action, targeting the p19 subunit of interleukin-23, specifically inhibits a key cytokine
pathway implicated in the pathogenesis of Crohn's disease, offering atargeted approach for patients who have not
responded to broader anti-inflammatory or anti-TNF therapies.

Limitationsand Considerations
The RISANCROHN study and the real-world analysis of endoscopic outcomes, are observational.1,2 This design means

they lack a control group, making it difficult to definitively attribute observed effects solely to risankizumab without
the influence of other variables. The abstracts provided do not detail specific safety outcomes, although the systematic
review included safety as an endpoint.3 This absence of detailed safety reporting in the individual real-world studies
limits a comprehensive understanding of adverse events outside of controlled trial settings. The duration of follow-upin
these studies may also be limited, particularly for assessing long-term outcomes in a chronic disease like Crohn's.
These real-world data do not establish comparative effectiveness against other advanced therapies, as no direct
head-to-head comparisons were performed. The observational nature also means patient selection biases are possible;
patients receiving risankizumab in these settings might differ from those in randomized trials in ways that influence
outcomes. The heterogeneity in patient popul ations and treatment protocols across different real-world studies can
introduce variability, making direct comparisons challenging.

While the ENEIDA Registry provides a standardized data collection framework for RISANCROHN, other real-world
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analyses may rely on varied data sources. This variability means the generalizability of specific findings, such asthe
60.6% clinical remission ratein RISANCROHN, might beinfluenced by the unique characteristics of the studied cohorts.
The reliance on registry data or retrospective chart reviews can lead to missing data points, particularly concerning
specific laboratory markers or patient-reported outcomes, which are important for a complete clinical picture.

The consistency in findings regarding efficacy in refractory populations across different real-world cohorts strengthens
the case for risankizumab in refractory disease, but the absence of long-term safety data means continued vigilance
isrequired. The data suggest risankizumab is an effective option for refractory patients, but clinicians must monitor

for adverse events and consider the overall clinical context. Patients should be informed that while short-term efficacy
appears favorable in real-world settings, the full long-term safety profile and comparative effectiveness against other
biologics are not yet known. Future research should aim for longer follow-up periods and more detailed safety analyses
in diverse real-world settings to provide a more complete understanding of risankizumab's role in Crohn's disease
management.

CLINICAL IMPLICATIONS

The emergence of real-world data for risankizumab in Crohn's disease, particularly from registries like
ENEIDA, provides valuable reassurance for clinicians. While randomized controlled trials establish initial
efficacy, the true test of a therapy lies in its performance in the heterogeneous patient populations encountered
in daily practice. The consistent demonstration of clinical and endoscopic remission rates, even in patients
who have failed prior advanced therapies, suggests that risankizumab offers a meaningful option for those
with refractory disease.

For patients, these data mean a potentially effective treatment option remains available even after other
biologics have failed. The IL-23 pathway inhibition offers a distinct mechanism of action, which can be
particularly beneficial in cases where TNF inhibitors or other advanced therapies have not yielded sustained
responses. This expands the therapeutic armamentarium for a chronic, debilitating condition, offering hope
for improved quality of life and reduced disease burden.

From an industry perspective, these real-world outcomes solidify risankizumab's position in the competitive
inflammatory bowel disease market. AbbVie, as the developer, can leverage these data to support broader
adoption and reinforce the drug's value proposition beyond the confines of highly selected trial participants.
The continued generation of such evidence is critical for maintaining market share and demonstrating
long-term utility in a landscape increasingly populated by novel biologics and small molecules.

EDITORIAL & Al STANDARDS
Al tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No Al-generated conclusions appear in The
Life Science Feed without editor verification against the primary source.
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