Efficacy and safety of apremilast versus methotrexate in oral lichen planus
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Introduction. Oral lichen planus (OLP) is a chronic immune-mediated inflammatory disorder of the oral mucosa that significantly impairs quality of life. Although systemic corticosteroids remain the mainstay of treatment, their long-term use is limited by adverse effects and frequent relapses, necessitating effective steroid-sparing therapies. Both methotrexate and apremilast have demonstrated benefit in OLP; however, head-to-head comparative data are scarce. This study compares their efficacy and safety when used as add-on therapy to oral prednisolone.
Aims. To evaluate the efficacy and safety of add-on apremilast versus add-on methotrexate in patients with oral lichen planus receiving oral prednisolone.
Methods. In this randomized, open-label, parallel-group add-on trial (NCT06260904), eligible OLP patients were allocated to prednisolone plus apremilast or prednisolone plus methotrexate (n = 34 per arm). Efficacy outcomes included pain visual analogue scale (VAS), Physician Global Assessment (PGA), Oral Disease Severity Score (ODSS), Oral Health-Related Quality of Life (OHRQL), and serum interleukin-6 (IL-6). Clinical assessments were performed at baseline, 8 weeks, and 12 weeks; IL-6 levels were measured at baseline and week 12. Treatment-emergent adverse events were recorded.
Results. Baseline characteristics were comparable between groups, except for a higher proportion of females in the apremilast arm. Pain VAS scores decreased significantly over time in both groups (p < 0.001), with a significant intergroup difference at 12 weeks favoring apremilast (p = 0.012). ODSS and OHRQL scores showed significant improvement over time (p < 0.001), with ODSS demonstrating significant between-group differences at 8 and 12 weeks in favor of apremilast. The overall PGA responder rate was 35.6%. Serum IL-6 levels declined significantly in both groups without a significant intergroup difference. Adverse event profiles were comparable.
Discussion. Both apremilast and methotrexate are effective and well-tolerated steroid add-on therapies for OLP. Apremilast demonstrated superior clinical improvement in selected efficacy domains, suggesting a potential advantage as a steroid-sparing option in routine clinical practice.
