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Dear Editor,

Melasma is a common, acquired chronic hyperpigmenta-
tion of the skin photoexposed areas. It mainly affects the face of
women with intermediate phototypes during their childbearing
age. As melasma affects visible areas and frequently relapses after
treatment, it impairs the patient’s quality of life.

The standard therapy of melasma relies on photoprotec-
tion based on broad-spectrum sunscreen associated with topical
bleaching agents. Among the bleachers available on the market,
L-cysteamine (mercaptoethylamine hydrochloride) is an amino-
thiol compound with antioxidant and depigmenting properties.
It inhibits tyrosinase and peroxidase without the melanocytoxic
effect of hydroquinone. The recommendation for cysteamine is
as a rapid contact therapy, for up to three hours, due to its irrita-
ting potential."® Nevertheless, it has been suggested that leaving
it in overnight was safe and well-tolerated to treat melasma, what
was not yet been investigated.

We performed a prospective open intervention pilot stu-
dy between October and December 2021, aiming to assess the
safety profile and the efficacy gain of cysteamine left in over-
night. Ten women with facial melasma, without treatment for at
least one month, were oriented to apply 5% cysteamine cream
(Clarité Cysteamin, Dermage, RJ, Brazil) on their face after the
facial moisturizer, leaving it overnight for two months.The daily
applications should be tailored according to individual tolera-

bility. All the participants received the same sunscreen (SPF50,
PPD19) to be applied during the day.

Subjects were assessed at the inclusion and after 60 days of
treatment. We evaluated the safety by the report of adverse events,
such as facial erythema, scaling, and burning sensation (primary
outcomes). Other parameters used were modified Melasma Area
and Severity Index (mMASI), Melasma Quality of Life Sca-
le (MELASQoL), and the difference in colorimetric luminosity
(Dif*L) between skin affected by melasma and the adjacent unaf-
fected skin (<2 cm distance). The Global Aesthetic Improvement
Scale (GAIS) was used to assess the difference (TO versus T60) in
the skin appearance through standardized photographs (Figure 1).

The age of the participants ranged between 40 and 58
years old, and their phototypes were intermediate (III-V). Most
had a positive family history of melasma (70%) and reported the
sun as a trigger (50%).

Only four patients (40%) tolerated cysteamine overnight for
seven days a week. Albeit, the main obstacle to daily use was the
discomfort generated by the sulfur odor. One patient reported wor-
sening of migraine episodes due to the bad smell. Twvo other patients
reported nausea also caused by the odor, and one did not tolerate
overnight use on any day for the same reason. Three patients (30%)
reported transient mild facial erythema, scaling, and burning at the
beginning of the treatment, which faded over the eight weeks.

Five patients (50%) showed a consistent lightening of
the melasma through the GAIS assessment (Table 1). Table 1
presents the other clinimetric parameters. The mMASI decrea-
sed by 13.5% (CI 95%: 4% to 27%) in eight weeks. There was

Figure 1: Patient with facial
melasma treated with 5%
cysteamine left-in overnight
for 8 weeks

1: Primary outcomes from ten participants with facial melasma treated with 5% cysteamine cream left in overnight

Outcome DO D60 % Reduction (CI 95%)
mMASI 7,6 (3.0) 6,7 (3.1) -13.5% (-4.3% to -27.1%)
MELASQol 46,8 (17.6) 41,3 (13.0) 5.5 (-18.1% to 7.0%)
Dif*L 5,1 (1.4) 4,6 (1.8) -6.8% (-3.2 to 0.1%)

mMASI: Modified Melasma Area and Severity Index; MELASQol: Melasma Quality of Life Scale; Dif*L: difference between colorimetric luminosity (*L)
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no difference in colorimetric parameters between DO and D60.
Also, no improvement in the quality of life score at the end of
the study was observed.

Topical 5% cysteamine left in overnight proved to be
safe and well tolerated. However, in a similar study conducted
in the same population, 5% cysteamine left in for three hours
overnight, provided an mMASI reduction of 15-33% after two
months." As long as the overnight use did not exceed this value,
the study suggests that overnight use may not add efficacy over
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