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A 37-year-old woman presented to a dermatology clinic for evaluation of recurrent,
pruritic, inflamed plaques on her neck, thigh, back, and shoulder.

History. The lesions had flared at irregular sporadic intervals over the past year and
resolved with hyperpigmentation (Figures 1 and 2). The patient’s history was notable for
atopic dermatitis, bilateral pulmonary embolism, and a 3-year history of recurrent candida
infections, with the most recent infection occurring 2 months prior to presentation. The
patient reported using triamcinolone 0.1% cream as needed for her atopic dermatitis and
topical clotrimazole 2% cream for 3 nights when needed for vaginal candidiasis.

Empiric therapy with hydrocortisone cream 2.5% applied twice daily for 2 months was
ineffective in resolving the hyperpigmentation. Her family history was remarkable for her
mother, father, and sister all having sarcoidosis. She denied any allergies or exposure to
any allergens. She did not associate the skin findings with any of her medications or over
the counter substances. She was otherwise in good health.

Figure 1. Hyperpigmented area on the patient’s anterior neck.
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Figure 2. Hyperpigmented plaque on the patient’s thigh.

Diagnostic testing. Biopsies of the thigh for routine histology and direct
immunofluorescence were performed at the time of the office visit. Necrotic keratinocytes,
eosinophils, and melanophages were noted (Figures 3 & 4) in the biopsy results. The
inflammation was distributed along the dermal-epidermal junction, but no blisters were
encountered. No granulomas were identified and the biopsy for direct
immunofluorescence failed to reveal deposition of immunoreactants along the dermal-
epidermal junction or in any other location.

Figure 3.Biopsy reveals necrotic keratinocytes and an inflammatory infiltrate with
numerous melanophages (hematoxylin and eosin-stained sections, original magnification
100x).
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Figure 4. Numerous eosinophils are evident within the inflammatory infiltrate and are
found in proximity to melanophages (hematoxylin and eosin-stained sections,
originalmagnification 200x).

Answer and discussion on the next page.
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Answer: B. Fixed Drug Eruption

Fixed drug eruptions typically present as erythematous edematous oval plaques.

Medications, food, and even nutritional supplements can cause this reaction pattern.

Medications are the most common cause and often include: 1-8

Allopurinol

Lamotrigine

Amoxicillin

Melatonin

Anticonvulsants

Metronidazole

Atenolol Minocycline
Barbiturates Naprosyn
Carbamazepine Omeprazole
Ceftriaxone Ondansetron
Celecoxib Paclitaxel
Chloral hydrate Phenazone
Chlorhexidine Phenolphthalein

Codeine

Prochlorperazine

Docetaxel

Pseudoephedrine

Fluoroquinolone

Sulfamethoxazole

Gabapentin

Tetracycline

Ibuprofen

Trimethoprim

lodinated radiologic contrast media

Sarcoidosis can present with a wide variety of lesions and, given the strong family history,
was considered in the clinical differential diagnosis. A biopsy of sarcoidosis lesions
typically reveals granulomas composed of multiple histiocytes, which were not identified
in our patient.2 1% Bullous pemphigoid may begin with nummular lesions, but a biopsy
typically reveals early blister formation. The necrotic keratinocytes evident in our case
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would not be characteristic of bullous pemphigoid. A biopsy for direct
immunofluorescence reveals immunoglobulin G and C3 along the dermal epidermal

junction.9 Lesions of urticaria are typically transient and do not last for longer than 24
hours. A biopsy of lesions of urticaria reveals edema and a perivascular infiltrate but

wouldn’t have the epidermal changes noted on the biopsy results of our patient.9

Treatment and management. Initial lesions of fixed drug eruption often occur on the
genitalia or the lips but can occur anywhere on the body surface. Lesions develop as late
as 2 weeks after exposure to the inciting factor, so patients often fail to associate the
eruption with a particular medication. Non-steroidal inflammatory medications, antibiotics,

anticonvulsants, and allopurinol are common culprits.9 Identification and discontinuation
of the offending chemical are critical to resolution.

Outcome and follow-up. Once the biopsy results established a diagnosis of fixed drug
eruption, the patient was asked for a more detailed medication history. She noted that
she was given fluconazole 150 mg which she took intermittently over the previous 6
months for repeated cutaneous candida infections. This was then determined to be the
culprit for the fixed drug eruption. An oral methylprednisone acetate 4 mg 6-day dosepak
was administered for maintenance and the patient's eruptions resolved over 6 months
following the discontinuation of fluconazole. A follow-up was not required.

Discussion. Fixed drug eruptions should be in the differential diagnosis whenever
clinicians encounter an episodic eruption. Previous sites of involvement can become
inflamed again, but new lesions may develop over time, so the eruption can be extensive

at times. A biopsy can help to better characterize the eruption and to exclude similar
clinical presentations.

A careful medical history is crucial in identifying the offending agent. Identifying the
source can be difficult because the offending agent is usually taken or received
intermittently, may be an over-the-counter medication (and therefore not considered a
drug by the patient), and because most drug reactions are widespread and symmetric.

Fixed drug eruptions are considered a type of type IV delayed hypersensitivity reactions.®

Initial phase memory CD8+ cells release interferon after the offending agent damages the

basal layer of the epidermis.11 Patients can be reassured that lesions gradually fade after
the inciting agent is stopped.

While a typical case of fixed drug eruption, this case highlights the need to often go back
and take a more detailed patient history. Periodic exposure to medications, environmental
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allergens, and other substances should be among the first question asked of patients
presenting with a periodic eruption.
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