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Case 6-2010: A 37-Year-Old Man with a Lesion on the Tongue
(New England Journal Medicine 2010;362:740-8)
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Table 1. Differential Diagnosis of Persistent Oral Ulcers.

Diagnosis
Candidiasis

Lichen planus
Squamous-cell carcinoma
Minor salivary gland tumor
Lymphoma

Major aphthous ulcer
Primary syphilis

Secondary syphilis

Fungal or mycobacterial infection®
(tuberculosis, nontuberculous
mycobacteria, mycoses)

Inflammatory bowel disease?
Erythema multiforme
Drug-induced ulcers
ANCA-associated vasculitis®*

(Wegener's granulomatosis)*

Sarcoidosis®

Clinical Features in the Mouth
White film rubs off to leave a red, eroded surface

Generally red and white, usually in buccal mucosa
or lateral tongue

May range from red and velvety to white to ulcerat-
ed, on tongue, soft palate, floor of mouth

Submucosal mass, rarely ulcerated, inside lip or on
palate

Ulceration rare, submucosal mass more common

Deep, large, painful ulcers on nonkeratinized
mucosa

Deep ulcer or ulcers with raised rolled border, usu-
ally on lip or tongue

Shallow, coalescing ulcers anywhere on mucosa

Single or multiple deep granulomatous ulcers on
tongue, gingiva, or palate (mycoses)

Deep granulomatous ulcers on buccal mucosa,
lips, palate, or gingiva, occasionally shallow

Shallow, irregular buccal and labial mucosal ulcers,
crusted and hemorrhagic on lips

Fixed ulcerations, variable in location, usually on
tongue or lips

Ulcers that destroy bone, usually on palate

Deep granulomatous ulcers on gingiva, palate

Lymphadenopathy
Uncommon

Uncommon

Indurated, enlarged tender nodes, round and in-
filtrating beyond capsule on CT

Uncommeon, unless metastatic

Rubbery or matted enlarged nodes in multiple
levels, round on CT

Inflammatory, regional

Enlarged tender nodes in level | or II, smooth and
ovoid on CT

Inflammatory nodes, smooth and ovoid on CT,
maore extensive than in primary syphilis

Enlarged suprahyoid nodes with central necrosis
in nontuberculous mycobacteria; jugular,
supraclavicular, or posterior cervical nodes
in tuberculesis; nodes not prominent in
mycoses

Uncommaon
Inflammatory, ovoid, and smooth on CT
Uncommon, unless secondarily infected

Uncommon

Occasional, inflammatory, located in lower neck
with pulmonary involvement

Table 2. Focused Differential Diagnosis of a Persistent Oral Ulcer.

Diagnosis
Secondary syphilis

Erythema multiforme

Major aphthous ulcer

Squamous-cell carcinoma

Features

Shallow tongue ulcer*

Inflammatory lymphadenopathy*

Symmetric skin lesions#

Men who have sex with men,* association with HIV

Shallow mucosal ulcer®

Inflammatory lymphadenopathy®

Erythematous blisters on legs*

Assodiation with herpes simplex virus infaction and medications, including sulfa, barbitu-

rates, and carbamazepine

Tongue ulcer,* usually deep

Inflammatory lymphadenopathy*

Mot associated with skin lesions
Associated with HIV*

Tongue ulcer,* usually not painful

Lymphadenopathy,* but usually not inflammatory

Usually occurs in older age group; increasing incidence in persons under 40 year of age®




Figure 3. Tongue Biopsy.

Examination of a biopsy specimen of the tongue at low magnification shows a dense infiltrate, composed of mixed
inflammatory cells, spanning the entire specimen and extending into the skeletal muscle (Panel A, hematoxylin and
eosin). At high magnification, there is a mixed inflammatory infiltrate, consisting of lymphocytes, neutrophils, plasma
cells, and histiocytes; there are also vessels with plump, reactive-appearing endothelial cells (Panel B, arrow; hema-
toxylin and eosin). In a different field, there is a focus of granulomatous inflammation (Panel C, arrow; hematoxylin
and eosin) consisting of histiocytes that have abundant eosinophilic cytoplasm and surrounding lymphocytes and
plasma cells. At high magnification, a small nerve surrounded and focally infiltrated by inflammatory cells, including
plasma cells (Panel D, arrow; hematoxylin and eosin), can be seen. Surrounding a superficial submucosal vessel are
numerous treponemal forms (Panel E, arrow; Steiner stain); these are also visible on a deeper aspect of the biopsy
specimen, adjacent to skeletal muscle (Panel F, arrow; Steiner stain).




