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A Case of Ochronosis with Atypical Manifestations
Involving the Perioral Area and Sclera
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Dear Editor:

A 66-year-old woman presented with asymptomatic dark
brownish ill-defined patches in the perioral area with dis-
coloration noted a year prior to presentation (Fig. TA). We
received the patient's consent form about publishing all
photographic materials. She had no other musculoskeletal,
cardiac, or urinary symptoms, nor past or family history of
similar symptoms. A skin biopsy from perioral area was
obtained, revealing amorphous brownish materials in the

Fig. 1. Asymptomatic dark brownish ill-defined patches around
the perioral area (A), and hyperpigmentation of both sclerae (B:
right eye, C: left eye).

dermis. No remarkable epidermal pigmentations were
found. Periodic acid-Schiff and ferric acid stains showed
negative results (Fig. 2). We confirmed a diagnosis of
ochronosis. Physical evaluation showed scleral hyper-
pigmentation bilaterally (Fig. 1B, C). Although she denied
using any topical or oral medications, we found that she
had been using an over-the-counter bleaching cream over
10 years. And she was also taking various health
supplements. To exclude endogenous ochronosis, homo-
gentisic acid quantification was done from random urine,
and we were reported that it was in the normal range. She
was treated using combination therapy comprising a car-
bon dioxide (CO,) fractional laser and a Q-switched neo-
mymium:yttrium-aluminum-garnet laser; however, she
was lost to follow-up after 3rd treatment session because
of no definite improvement.

Ochronosis is an uncommon disorder caused by accumu-
lation of homogentisic acid in connective tissue'. There
are two forms: endogenous and exogenous. Endogenous
ochronosis or alkaptonuria, is a rare inherited metabolic
disease. Absence of homogentisic acid oxidase leads to
deposition of homogentisic acid. Alkaptonuria is pre-
sented as dark urine (when stands in air or in contact with
alkali), arthropathy, discoloration over skin and cartilage
(especially on the pinnae, cheeks, sclerae, axillae, inguinal
area), heart valve damage, and kidney stones'.
Exogenous ochronosis is characterized by hyperpigmented
macules on the face or neck'”. It histopathologically re-
sembles endogenous ochronosis, but without systemic
symptoms and signs are found. Histopathological findings
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Fig. 2. (A) Histopathological examination shows amorphous brownish banana-shaped fibers in the dermis. No specific findings in
the epidermis (H&E, x200). (B) Immunohistochemical staining reveals negative results with Periodic acid-Schiff (x200), and (C) ferric

acid stain negative (x40).

show ochre-colored banana-shaped fibers in the upper
dermis. With progression of the disease, colloid milium or
granulomas could be detected. Use of topical hydro-
quinone, phenol, resorcinol or oral antimalarials is known
to cause exogenous ochronosis'’. Retinoic acid, cry-
otherapy, CO; laser, Q-switched ruby laser are used to
treat this condition; however, most patients remain re-
fractory to therapy'”.

In our case, the exact causative agent remains unclear;
however, the use of over-the-counter bleaching cream and
health supplements that patient had been using over a
long period time is highly suspicious. Mucocutaneous hy-
perpigmentation affecting both the skin and the sclera
caused by oral minocycline has been reported pre-
viously*, however, this is the first report of exogenous
ochronosis affecting both the skin and the sclera. In this
case, zygomatic areas which are most commonly affected
in exogenous ochronosis were clear, and pigmentations
were only on the perioral area and the bilateral sclerae.
We report a rare case of ochronosis showing atypical clin-
ical manifestations.
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