A new tazarotene 0.045% lotion formulation for moderate-to-severe acne: Efficacy and safety in phase 2 and phase 3 clinical trials
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Background: Current gel, foam, and cream tazarotene (TAZ) 0.1% formulations for acne can cause irritation. A new, lower-dose tazarotene 0.045% lotion formulation was developed utilizing polymeric emulsion technology, resulting in a uniform distribution of the active ingredient and hydrating excipients. Efficacy and safety were evaluated in a phase 2 and two phase 3 double-blind, vehicle-controlled, 12-week studies in participants with moderate-to-severe acne. 
Methods: In the phase 2 study, participants aged ≥12 years (N=210) were randomized (2:2:1:1) to TAZ 0.045% lotion, TAZ 0.1% cream, lotion vehicle, or cream vehicle. In the two pooled phase 3 studies, eligible participants (aged ≥9 years; N=1,614) were randomized (1:1) to TAZ 0.045% lotion or vehicle lotion. Inflammatory and noninflammatory lesion count reductions and treatment success (percent participants achieving ≥2-grade reduction in Evaluator’s Global Severity Scores and a clear/almost clear score) were evaluated. Treatment-emergent adverse events (TEAEs) were also assessed. For this analysis, phase 2 results from the cream and lotion vehicles were combined. 
Results: At week 12, TAZ 0.045% lotion was statistically superior to vehicle in the reduction from baseline in inflammatory lesions (ph2: 63.8% vs 51.4%; pooled ph3: 57.9% vs 47.8%; P<0.01 both) and noninflammatory lesions (ph2: 56.9% vs 35.2%; pooled ph3: 56.0% vs 42.0%; P<0.001 both). Additionally, TAZ 0.045% lotion was as effective as TAZ 0.1% cream in reducing inflammatory/noninflammatory lesion counts in the phase 2 study. A greater percentage of TAZ 0.045%-treated participants achieved treatment success versus vehicle across all studies, though this difference did not reach statistical significance in the phase 2 study (ph2: 18.8% vs 10.1%; pooled ph3: 30.4% vs 17.9%; P<0.001). TEAE rates for TAZ 0.045% were 14.7% (ph2) and 26.8% (pooled ph3) versus vehicle (13.4% and 19.1%, respectively). Fewer TEAEs were reported for TAZ 0.045% lotion vs TAZ 0.1% cream (14.7% vs 26.8%). Mean cutaneous safety/tolerability scores at week 12 across all studies were <0.5 (1=mild) following treatment with TAZ 0.045% lotion. 
Conclusions: In a phase 2 and two pooled phase 3 studies, lower-dose TAZ 0.045% lotion was more effective versus vehicle in the treatment of moderate-to-severe acne. In the phase 2 study, TAZ 0.045% lotion had fewer TEAEs than TAZ 0.1% cream. Overall, this new lotion formulation is a viable treatment option that is effective and has fewer TEAEs than TAZ 0.1% cream.
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