LETTER TO THE EDITOR

Severe oral epithelial dysplasia in a patient receiving
adalimumab therapy

The recent report by Sanchez and co-workers (J Oral
Pathol (2005) 34: 53-5) indicates that new therapies such
as infliximab may not always be effective in the
management of relevant oral disease, and may require
use of other anti-TNFa therapies such as adalimumab.
We have recently observed however that adalimumab
might give rise to significant oral mucosal disease.

A 39-year-old female patient was referred to the Oral
Medicine Unit of Universidade Federal de Pernambuco,
Recife, Brazil with a white patch on the right lateral
border of the tongue. The patient neither smoked
tobacco nor drank alcohol. She had rheumatoid arthritis
affecting the joints of the hands, feet, knee, hip and
shoulders for the previous 20 years. Her current treat-
ment included prednisolone (10 mg/day), sodium diclof-
enac (50 mg, three times a day), chloroquine (150 mg/
day) (for 5 years), sodium alendronate (10 mg/day),
calcium (1 g/day) and, for 5 months prior to the
appearance of the oral lesion, she had received adal-
imumab (Humira) 40 mg every other week.

Intra-orally, there was a 5 cm adherent white patch
on the right lateral border of the tongue with a 3 mm
diameter area of superficial ulceration (Fig. 1). There
were no other notable oral or extra-oral features.
Histopathological examination of lesional tissue re-
vealed oral mucosa covered by partially ulcerated
prominently keratinized stratified squamous epithelium
with bulbous rete hyperplasia, low-level keratinization
and abnormal mitotic activity. Keratinocyte pleomor-
phism, hyperchromatism and loss of polarity were
also present. Fungal stains were negative (Fig. 2). The

Figure 1 Ulcerated white patch on the lateral border of the tongue.
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features were consistent with hyperkeratosis with severe
oral epithelial dysplasia, or lichenoid dysplasia.
Although the patient had been using alendronate, and
chloroquine — both known to give rise to lichenoid
reactions (1, 2), the patient did not have any muco-
cutaneous features of lichen planus and thus a lichenoid
drug reaction (LDR) to these agents was unlikely to
account for the observed lichenoid infiltration. Likewise,
as the patient did not smoke or drink alcohol, oral
epithelial dysplasia might have been unlikely to arise.

If TNF-a plays a central role in the pathogenesis of
lichen planus, anti-TNF-a therapy such as adalimumab
would not be expected to cause an LDR, however, as
thalidomide has also been known to give rise to such
a reaction (3) the present observations are not entirely
unexpected and may suggest that TNF-a at least in vivo
is not central to LDR nor lichen planus. Epithelial
dysplasia is sometimes a feature of oral lichen planus (4)
and squamous cell carcinoma occasionally complicates
lichen planus (5). However, no role has been described
for TNF-a in the pathogenesis of oral epithelial dyspla-
sia, and would indeed seem unlikely. However anti-
TNFa therapy is known to give rise to the development
of lymphomas, and significantly has now been associ-
ated with the development of epithelial tumours, inclu-
ding squamous cell carcinoma of the skin (6). The
pathogenic mechanism that underlies these epithelial
tumours is not known, however as oral epithelial
dysplasia, and oral squamous cell carcinoma have been
associated with iatrogenic immunosuppression (7-10) it
may be that some aspects of cell mediated immunode-
ficlency may influence the development of perhaps
infection-associated (11, 12) abnormal oral epithelial
proliferation and differentiation.

Whatever the exact cause, it would seem that, in view
of the reported development of cutanecous malignancy

Figure 2 Histopathological findings showing loss of keratinocyte
polarity, pleomorphism and dyskeratosis.
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448 with anti-TNF-o therapy, adalimumab may possibly

also cause oral epithelial dysplasia, and thus all unusual
oral mucosal lesions in patients receiving such therapies
warrant histopathological examination.
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