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Evaluation of the effectiveness, safety, and optimal dose of topical sirolimus gel for managing
cutaneous lesions in vascular anomalies remains necessary. This investigation was designed as
a multicenter, double—blind, placebo—controlled, parallel-group, phase Il randomized clinical trial.
A total of 27 individuals with venous malformations, 14 with lymphatic malformations, 8 with
tufted angioma, and 1 with kaposiform hemangioendothelioma were enrolled. Participants were
instructed to apply either a placebo or 0.2% or 0.4% sirolimus gel to the target lesion twice daily

for 12 weeks.

The primary endpoint was the overall improvement score in the target lesion at Week 12, as
determined by an independent review committee using photographic assessments. No
statistically significant difference emerged in the mean improvement scores between the
placebo group and either the 0.2% (p = 0.410) or 0.4% (p = 0.549) sirolimus gel groups, indicating
that this study’ s protocol did not establish the efficacy of topical sirolimus for vascular
anomalies. However, among the 16 secondary endpoints, the reduction in target lesion size at
Week 12 was significantly greater in the 0.4% sirolimus group than in the placebo group (p =

0.031).

In a post—hoc analysis that traced the exact contours of the lesions, the proportion of patients
exhibiting at least a 20% reduction in lesion area increased in a dose—dependent manner: 0% for
placebo, 37.5% for 0.2% gel, and 65.0% for 0.4% gel. Concerning safety, some irritation and
dermatitis at the application site were noted in the 0.4% group. Overall, sirolimus gel was linked
to a reduction in lesion size in this cohort, and the safety data suggest that topical sirolimus has

an acceptable safety profile.



