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[Abstract] Objective To analyze the efficacy and safety of ustekinumab (UST) in patients with moderate-to-severe Crohn's
disease (CD), and to identify factors influencing clinical outcomes. Methods Data were retrospectively collected from patients with
moderate-to-severe CD treated with UST in the First Affiliated Hospital of Zhejiang Chinese Medical University and Hangzhou
Hospital of Traditional Chinese Medicine between November 2020 and May 2023. Patients were categorized into first-line (not

treated with biologic agents, n=68) and second-line (treated with biologic agents, n=66) treatment groups based on prior use of
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biologic agents. Baseline characteristics, including age, sex, smoking status, disease duration, age at diagnosis, lesion site, disease
behavior, perianal disease, history of intestinal surgery, and CD-related drug use, were compared between the two groups. Crohn's
disease activity indices (CDAI) were recorded at baseline, week 14, and week 52 to assess the clinical efficacy at weeks 14 and S2.
Endoscopic evaluations were performed at baseline and week 52 to evaluate endoscopic efficacy at week 52. The 52-week drug
persistence rate and safety profile were also analyzed. Influencing factors related to clinical outcomes were evaluated using univariate
and multivariate logistic regression. Results A total of 134 patients with moderate-to-severe CD treated with UST were included. At
week 14, clinical response and remission rates were 75.4% (101/134) and 33.6% (45/134), respectively, with no significant difference
in clinical efficacy between first-line and second-line groups (clinical response rate: 77.9% vs. 72.7%, P=0.484; clinical remission rate:
38.2% vs. 28.8%, P=0.247). At week 52, clinical response and remission rates were 79.9% (107/134) and 56.0% (75/134), respectively.
The rates of endoscopic response and remission were 70.9% (95/134) and 38.8% (52/134), respectively. There were no significant
differences in clinical efficacy (clinical response rate: 80.9% vs. 78.8%, P=0.763; clinical remission rate: 60.3% vs. 51.5%, P=0.306) and
endoscopic efficacy (endoscopic response rate: 76.5% vs. 65.2%, P=0.149; endoscopic remission rate: 42.6% vs. 34.8%, P=0.354)
between the two groups. The S2-week drug persistence rate was 85.8% (115/134), and the adverse reaction rate was 4.5% (6/134).
Compared with first-line treatment group, biologic-experienced patients had a significantly higher proportion of dose-optimized therapy
in second-line treatment group (45.5% vs. 22.1%, P=0.004). Multivariate logistic regression showed that the 14-week clinical response
was a significant predictor of 52-week clinical remission, while perianal disease and intestinal surgery history were significant factors
associated with treatment failure (P<0.05). Conclusions UST demonstrates significant efficacy in improving clinical and endoscopic
outcomes for moderate-to-severe CD patients, with a favorable safety profile. Clinical response at 14 weeks is strongly predictive of
clinical remission at 52 weeks. Patients with perianal disease or a history of intestinal surgery were at higher risk of treatment failure.
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Fig.1 Flow chart of patients with Crohn's disease (CD) treated with ustekinumab (UST)
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Tab.1 Comparison of the baseline characteristics between two groups of Crohn's disease (CD) patients
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Tab. 2  Univariate analysis of influencing factors at week 52

clinical remission in patients treated with ustekinumab (UST)
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Tab.3 Univariate analysis of influencing factors of ustekinumab

(UST) treatment loss of response at week 52
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Tab. 4  Multivariate logistic regression analysis of influencing
factors at week 52 clinical remission and treatment loss of

ustekinumab (UST)
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