
TOTHE EDITOR

Wereadwithgreat interest therecentworkbyGavrilovicetal.
[1], reporting the occurrence of a geographic tongue (benign
migratory glossitis) in four patients treated with the human-
ized anti-VEGF (vascular endothelial growth factor) monoclo-
nal antibody bevacizumab (Avastin, Roche). Although
geographic tongue is frequent,affectingupto2.5%of thegen-
eral population [2], we reckon, in line with the authors, that
thiswasnotacoincidence. Indeed,wehavealsoobservedsev-
eral cases of female patients treated with this drug, who de-
veloped benign migratory glossitis after several therapeutic
cycles (6 months on average) (Figs. 1, 2). Those cases were
very likely attributable to bevacizumab, as these patients had
no similar clinical history and reported the onset of oral dis-
comfort and dysguesia during the course of treatment, which
led to the discovery of oral lesions of geographic tongue.
Moreover, the intensity of the lesions was sometimes corre-
lated with bevacizumab cycles, showing a progressive fading
during the 3 weeks following injection and rapid recurrence
associated with new intravenous infusions (Fig. 2A, 2B). Fi-
nally,wehavealsoobserved similar symptoms,with the same
characteristics and timing, occurringwith somemultitargeted
kinase inhibitors acting on angiogenesis with a non-exclusive
inhibitory activity on VEGF receptors (VEGFR 1–3). These pa-
tients were three white subjects treated with sunitinib
(Sutent, Pfizer) (twopatients) or sorafenib (Nexavar, Bayer) as
monotherapy formetastatic renal cell carcinoma (Figs. 3, 4).

The pathophysiology of benign migratory glossitis is un-
known [2]. However, given the established role of VEGF or
VEGF receptors in thebuccalmucosahomeostasis aswell as in
some oral diseases, such as squamous cell carcinomas [3, 4],
we suggest, as the authors, that therapeutic inhibition of
those specific targets by angiogenesis inhibitors could induce
geographic tongue. ComparedwithmTOR inhibitors, the clin-
ical presentation of oral adverse events induced by angiogen-
esis inhibitors is much less characterized [5, 6]. Stomatitis is
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Figure 1. Typical geographic tongue induced by bevacizumab.

Figure 2. A, B: Fading of the lesions 3 weeks after bevacizumab
injection.
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however frequently reported in patient series and we cannot
exclude that it could actually correspond in some cases to be-
nignmigratory glossitis.

Finally, it is worth to note that, as opposed to the classical
and most often painless form [2], in almost all the cases re-
ported here or byGavrilovic et al. [1], benignmigratory glossi-
tis lesions were associated with dysguesia, especially
triggered by some food.

It seems to us important that clinicians are aware of this
potential adverse event, which remains benign, but whose
morbidity in this setting canbenoteworthy, leading to serious
anxiety anddiscomfort for thepatient. Benignmigratory glos-
sitis usually does not require any specific treatment, apart
fromreassuranceabout thebenignnatureof the lesions.Dose
reduction or temporary discontinuation of these targeted
treatments does not seemnecessary.
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Figure 3. (Sunitinib):Migratorywell-demarcated areaswith ele-
vated yellowish hyperkeratotic borders.

Figure 4. (Sorafenib): Erythematous erosions, with loss of fili-
form papillae, surrounded bywhite circinate rims.
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