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Background

Recalcitrant dermatophytosis poses a significant therapeutic challenge in India, driven by emerging antifungal resistance and suboptimal outcomes despite prolonged therapy. Itraconazole remains the standard of care, with recent guidelines supporting the use of SUBA-itraconazole for improved bioavailability. While early evidence suggests a potential role for voriconazole, direct head-to-head comparisons among these agents are lacking, underscoring the need for well-designed trials to guide optimal treatment strategies.

Objectives

To evaluate and compare the clinical efficacy, safety, pharmacokinetics, dermatokinetics, and immunomodulatory effects (IgE and IL-17 levels) of itraconazole, SUBA-itraconazole, and voriconazole in patients with recalcitrant dermatophytosis.
Methods

This prospective, randomized, open-label trial enrolled 45 patients with recalcitrant dermatophytosis, randomized equally into three parallel arms (n = 15 each) receiving itraconazole 200 mg OD, SUBA-itraconazole 130 mg OD, or voriconazole 400 mg OD for 8 weeks. Clinical cure was assessed using a composite Total Symptom Score (TSS) based on erythema, scaling, margins, and pruritus, while mycological cure was determined via direct KOH mount. Skin scrapings were also collected for fungal culture and antifungal susceptibility testing (AFST). Plasma and sebum drug concentrations at steady state were quantified using HPLC and LC-MS/MS, respectively, and used to develop population pharmacokinetic models. Serum IgE and IL-17 levels were measured at baseline and end of therapy. Both intention-to-treat and per-protocol analyses were performed, with safety monitored through serial organ function tests and adverse event reporting.
Results


Complete cure rates were 53.8%, 75%, and 84.6% (per-protocol), and 60%, 60%, and 73.3% (ITT) for itraconazole, SUBA-itraconazole, and voriconazole, respectively; differences were not statistically significant. Clinical and mycological cure rates followed a similar pattern, with no statistically significant differences. Relapse within 3 months occurred in 28.5% (itraconazole), 22.2% (SUBA-itraconazole), and 18.2% (voriconazole) of cured patients (p=0.875). Of the 45 enrolled patients, dermatophyte cultures were positive in 32 cases, with the Trichophyton mentagrophytes/interdigitale complex identified as the predominant species. Antifungal susceptibility testing revealed elevated minimum inhibitory concentrations (MICs) for terbinafine in the majority of isolates, whereas MICs for itraconazole and voriconazole were uniformly low (<1 µg/mL), indicating preserved in vitro susceptibility. A decline in total IgE levels was observed in all arms. No consistent trend in IL-17A levels was noted across groups. Sebum drug level estimation was attempted but could not be reliably quantified due to technical limitations. Adverse events were more frequently reported in the Voriconazole group, including transient elevations in liver enzymes and visual disturbances; however, no serious adverse events or deaths occurred in any group.

Conclusion


Voriconazole demonstrated numerically higher cure rates and retained in vitro activity, suggesting its potential role in recalcitrant dermatophytosis. The study underscores the need for individualized therapy, resistance surveillance, and larger trials to validate these findings.
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