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Melasma is a common acquired 
hypermelanosis affecting the face 
and neck. While the global incidence 

of melasma is approximately one percent, 
it disproportionately impacts skin of color 
populations. For example, Latin American 
populations have a prevalence of 9 to 30 
percent, while South-East Asian and South 
Asian populations have a prevalence of 40 
percent,1 and Arab-American populations 
have a 13.4- to 15.5-percent prevalence.2

Numerous studies have shown that melasma 
has a negative impact on patient quality of 
life. In particular, patients with melasma 
have reported feeling embarrassed, having 
decreased confidence, and that it negatively 
impacts their relationships.3

Melasma classically appears as bilateral 
macular brown patches affecting the cheeks, 
forehead, upper lip, and/or mandible. The 
diagnosis is made clinically. If a patient is 
not improving with treatment as expected, 
it’s important to reconsider your differential 
diagnosis (Table 1). 

TOPICAL TREATMENT
Hydroquinone (HQ). HQ is a 

depigmenting agent that works by inhibiting 
melanin synthesis. Its use as monotherapy 
and in triple combination cream 
(hydroquinone, tretinoin, and corticosteroid) 

remain the most well-studied and effective 
treatments. Numerous studies have shown 
that once-daily triple combination cream has 
good efficacy. After eight weeks of treatment, 
one study showed that 29 percent of patients 
had complete clearance of melasma. The 
same study also showed that 77 percent of 
patients were clear or almost clear at the 
end of eight weeks.5 Patients should be 
counseled on potential adverse side effects of 
HQ, the most common of which is irritation. 
Other adverse side effects include allergic 
contact dermatitis, erythema, inflammation, 
xeroderma and stinging. It should be noted 
that adverse reactions to HQ are often related 
to its strength and the length of treatment. 
A rare complication of HQ use is ochronosis, 
which presents as a blue-black or gray-blue 
macular pigmentation. It is most often 
associated with high concentrations of HQ 
used over long periods of time. Patients 
should be also counseled on the anticipated 
duration of treatment with HQ. Improvement 
often begins 5 to 7 weeks after treatment 
initiation and treatment should be continued 
for a minimum of three months.6

Azelaic acid (AzA). AzA is a naturally 
occurring acid that has antityrosinase 
activity. It selectively targets abnormal 
melanocytes and does not depigment 
normally pigmented skin.7 One study 

comparing AzA 20% to HQ 4% twice daily for 
eight weeks showed that those treated with 
AzA 20% had statistically better Melasma 
Area Severity Index (MASI) scores than those 
treated with HQ 4%.8

Cysteamine. Cysteamine is an 
aminothiol that has tyrosinase inhibition 
properties. It is also known to be a potent 
depigmenting agent.9 One study (N=20) 
comparing cysteamine to HQ in patients with 
melasma showed no statistically significant 
difference in modified MASI (mMASI) scores 
between the two groups at Week 16.10 It 
should be noted that side effects, although 
mild and reversible, were more common in 
the cysteamine group. Another study (N=40) 
comparing cysteamine cream once daily 
to placebo for 16 weeks in patients with 
melasma showed significantly lower MASI 
scores in the cysteamine group.11 Further 
studies are needed with larger sample sizes 
and long-term follow-up to support these 
findings. 

SYSTEMIC TREATMENT
Tranexamic acid (TA). TA is 

an antifibrinolytic agent used to treat 
menorrhagia. Several studies have reported 
its efficacy in the treatment of melasma. A 
study comparing TA 250mg twice daily to 
placebo twice daily for 12 weeks in patients 
with melasma showed that those in the 
active treatment group had statistically 
better results.12 Fifty percent of those in the 
active treatment group had improvement 
of their melasma compared to 5.9 percent 
of those in the placebo group. Another 
study comparing different modalities of 
treatment in patients with melasma showed 
that patients treated with HQ 4% and TA 
250mg twice daily for 3 months had lower 
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mean mMASI scores than those treated 
with TA alone and those treated with TA 
and two sessions of Q-switched ND:YAG 
laser.13 As a procoagulant, patients should 
be appropriately screened and counseled on 
potential serious side effects of TA, such as 
deep vein thrombosis, pulmonary embolism, 
and myocardial infarction.14

PRACTICE PEARLS
It’s important to explain the chronicity 

of melasma to patients. Many believe 
that once their melasma is cleared, it will 
remain clear with no further maintenance 
treatment. Thus, patients are often frustrated 
and disappointed when the melasma 

“returns.” During the initial visit, take time 
to thoroughly explain your diagnosis and 
treatment plan. Emphasize the need to use 
a broad spectrum sunscreen daily. Often SOC 
patients believe that they do not need to use 
sunscreen because their skin doesn’t burn. 
Take the time to explain that melasma is a 
photosensitive condition and that the use 
of daily sunscreen is essential for treatment 
success.
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TABLE 1. Differential diagnoses of melasma*

DISEASE CLINICAL PRESENTATION 

Lichen planus pigmentosus 
Dark brown to gray macular pigmentation a� ected 
sun-exposed areas, especially of the head and neck.1

Erythema dyschromium perstans (ashy der-matosis)
Hyperpigmented macules a� ecting face, neck, trunk, 
and proximal extremities. Erythema is often present at 
the border of the pigmented macules.2

Facial acanthosis nigricans

Brown-black pigmentation with velvety thickening 
of the skin. Predilection for forehead and temporal 
regions but can also be seen on zygomatic region, as 
well as perioral and periocular areas. Patients often 
have a history of insulin resistance.3,4

Hori’s nevus
Acquired, bilateral blue-gray macules a� ecting the 
face. Often seen in middle-aged women of Asian 
descent.5,6

Poiklioderma of civatte 
Reticulate erythema and brown pigmentation often 
seen on photodamaged skin of the neck.7

Discoid lupus erythematosus 

Annular, erythematosus patches or plaques a� ecting 
head and neck. Hyperpigmentation often seen at 
lesion periphery. African-American women have an 
earlier onset and a four-fold higher incidence rate 
compared to that of white American women.8

*Table references are provided at end of article
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