
pigmentation is diffuse but is accentuated in sun-exposed areas, as
well as in the palmar creases, sites of friction, and scars. An
overproduction of the pituitary hormones α-MSH (melanocyte-
stimulating hormone) and ACTH can lead to an increase in
melanocyte activity. These peptides are products of the
proopiomelanocortin gene and exhibit homology, for example, α-
MSH and ACTH share 13 amino acids. A minority of patients with
Cushing’s disease or hyperthyroidism have generalized
hyperpigmentation.

The metabolic causes of hyperpigmentation include porphyria
cutanea tarda (PCT), hemochromatosis, vitamin B12 deficiency, folic
acid deficiency, pellagra, and malabsorption, including Whipple’s
disease. In patients with PCT (see “Vesicles/Bullae,” below), the skin
darkening is seen in sun-exposed areas and is a reflection of the
photoreactive properties of porphyrins. The increased level of iron in
the skin of patients with type 1 hemochromatosis stimulates melanin
pigment production and leads to the classic bronze color. Patients
with pellagra have a brown discoloration of the skin, especially in
sun-exposed areas, as a result of nicotinic acid (niacin) deficiency. In
the areas of increased pigmentation, there is a thin, varnish-like
scale. These changes are also seen in patients who are vitamin B6
deficient, have functioning carcinoid tumors (increased consumption
of niacin), or take isoniazid. Approximately 50% of the patients with
Whipple’s disease have an associated generalized
hyperpigmentation in association with diarrhea, weight loss, arthritis,
and lymphadenopathy. A diffuse, slate-blue to gray-brown color is
seen in patients with melanosis secondary to metastatic melanoma.
The color reflects widespread deposition of melanin within the
dermis as a result of the high concentration of circulating melanin
precursors.

Of the autoimmune diseases associated with diffuse
hyperpigmentation, primary biliary cholangitis and systemic sclerosis
are the most common, and occasionally, both disorders are seen in
the same patient. The skin is dark brown in color, especially in sun-
exposed areas. In primary biliary cholangitis, the hyperpigmentation
is accompanied by pruritus, jaundice, and xanthomas, whereas in
systemic sclerosis, it is accompanied by sclerosis of the extremities,


