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Abstract In recent years, the prevalence of Crohn's disease (CD) has been continuously increasing, imposing an
ever-growing burden on global healthcare system. Although novel biologics and small molecule drugs are constantly being
developed, they have yet to break through the therapeutic bottleneck. Furthermore, refractory CD, characterized by failure
to respond to multiple advanced therapies or recurrence after surgery, accounts for a significant proportion of all CD cases,
suggesting that monotherapy may have reached its ceiling. Advanced combination therapy (ACT), which involves the
combined use of biologics or small molecule drugs, has attracted considerable attention in recent years. This article
reviewed the research progress on ACT for refractory CD, aiming to provide references for clinical application of this

therapeutic approach. Its future directions were also discussed.
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