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A 12-year-old girl complaining of fatigue during the last 
3 months also reported progressive darkening of the 
tongue followed by hyperpigmentation of the oral mucosa 
and the skin. On physical examination, a central macular 
brown-grey hyperpigmentation of the tongue was noticed 
(Fig. 1A). Dermoscopy showed irregular pigmentation 
surrounding the fungiform papillae (Fig. 2). Laboratory 
examination revealed low glucocorticosteroid serum 
level (3.6 µg/dL) and high adrenocorticotropic hormone 
(ACTH) 1.250 pg/mL, which confirmed the diagnosis of 
Addison’s disease (AD). No other serum parameters 
were abnormal. After treatment with oral prednisone 7.5 
mg/day both the tongue and the skin hyperpigmentation 
faded in 6 months (Fig. 1B).

Addison’s disease is an uncommon condition that is 
frequently overlooked in clinical practice, yet truly 
life-threatening¹. Affected individuals may show non-
specific signs and symptoms, such as vomiting, unex-
plained weight loss, fatigue, malaise and generalized 
hyperpigmentation¹. For patients whose clinical pre-
sentation is not complete, pigmentation of the tongue 
may allow an early diagnosis². Hyperpigmentation 
results from melanogenesis stimulation due to 

increased production of opiomelanocortin3, a prohor-
mone that is the source of biologically active ACTH, 
and melanocyte-stimulating hormones involved in 
melanin synthesis1,3,4.

Pigmentation of the oral mucosa has been observed 
in several different scenarios, such as physiologic con-
ditions, metabolic disorders, use of medications or 
other exogenous substances1,2,5. Darkening of the 
tongue may be associated with either melanin deposi-
tion or external pigments and is frequently seen among 
darkly pigmented individuals, in the context of astrin-
gent mouthwash abuse, drinking dark tea and other 
caffeinated drinks, as well as heavy smoking habits3,6.

Any patient with hyperpigmentation of the tongue 
should be evaluated for systemic medications (e.g., tetra-
cycline, proton pump inhibitors, interferon, phenytoin, and 
hydroxychloroquine), inherited disorders (Peutz-Jeghers 
syndrome, von Reckling-hausen’s syndrome), hemochro-
matosis, pernicious anemia and scleroderma2,3,7,8.

According to Studdiford et  al., oral cavity hyperpig-
mentation in AD is typically generalized, with patchy 
darkening of the inner surface of lips and buccal 
mucosa and also affects the gingival border and the 
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tongue3, as in the present case. As of yet, there is no 
data on the dermoscopy of hyperpigmented tongue in 
AD, but it may represent a complementary tool for such 
cases, as it may contribute to differentiating between 
the deposition of melanin and external pigments.

As suggested by Rosebush et al., the combination 
of fatigue and acquired diffuse pigmentation of the 
oral cavity has a great practical meaning since the 
former is virtually present in all patients with AD and 
the latter is an early, and highly specific feature of the 
disease2. Of note, patients with AD may exhibit iso-
lated oral pigmentation long before skin changes are 
evident9.

Finally, the diagnosis of AD may be tricky, especially 
when typical and systemic symptoms are not overt. 
By including AD as a possible diagnosis for mucocuta-
neous hyperpigmentation, the physician is more likely 
to recognize the diagnosis of AD earlier.
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Figure 1. A: grayish brown hyperpigmentation of the 
tongue at first consultation. B: after treatment with oral 
glucocorticoids, both skin and mucosa returned to their 
original aspects.

Figure 2. Tongue dermoscopy in Addison’s disease: focal 
spots of brown pigmentation around the lingual papillae 
on the lateral aspect of the tongue (black arrows). White 
structures represent the tips of uninvolved papillae 
(white arrow); handheld dermoscopy.
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