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[Abstract] Objective To explore the 8-week efficacy and safety outcomes in patients with different
subtypes of moderate-to-severe melasma treated with f{luocinolone acetonide, hydroquinone, and tretinoin
cream. Methods This was a post-hoc exploratory subgroup analysis of data from the active-treatment arms of
the original phase [ll randomized controlled trial. Of the 320 participants enrolled in the original trial, 316
received treatment, including 125 in the test formulation group, 128 in the reference formulation group, and
63 in the placebo group. The present analysis pooled the test and reference formulation groups (253
patients), who were classified by Wood’s lamp examination as having epidermal (n=86), mixed (n=146),
dermal (n=19), or indeterminate (n=2) melasma. The indeterminate subtype was included only in the
baseline description and was excluded from the efficacy and safety analyses. The cream was applied topically
once nightly for 8 consecutive weeks. Response was defined as a reduction of at least 2 points from baseline
in the melasma severity score at week 8. Safety outcomes were summarized descriptively. Results After 8
weeks of treatment, the response rates were 47. 7% (41/86), 28.8% (42/146), and 15.8% (3/19) in
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patients with epidermal, mixed, and dermal melasma, respectively. Pairwise comparisons showed
statistically significant differences in response rates between the epidermal and mixed subtypes and between
the epidermal and dermal subtypes (P=0. 005 and 0. 011, respectively), whereas no statistically significant
difference was found between the mixed and dermal subtypes (P =0.285). The most common adverse
reactions were erythema, application-site pain, and desquamation, with overall incidence rates of 42. 6%,
41.4%, and 38.2%, respectively. Conclusion In this post-hoc exploratory subgroup analysis, a higher 8-
week response rate was observed among patients with epidermal melasma treated with fluocinolone
acetonide, hydroquinone, and tretinoin cream. However, these findings do not establish that the cream is
more effective for epidermal melasma than for other subtypes. Given the potential for local irritation, local

adverse reactions should be monitored during continuous treatment.
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