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To the Editor:

Cetuximab (C225) is an antibody
against epidermal growth factor receptor
(EGFR) that inhibits cell proliferation.1

The most commonly reported adverse
effect is follicular acneiform eruption.

We present the case of a 69-year-old
man with a history of hypertension and
type 2 diabetes mellitus. In July 2004,
the patient was diagnosed with
adenocarcinoma of the sigmoid colon
and underwent localized resection.
Treatment with cetuximab was started
when a computed tomography (CT)

scan of the thoracic and abdominal
region carried out to assess tumor spread
revealed enlarged retroperitoneal lymph
nodes. One week after he completed
the second cycle of cetuximab the
patient presented with a monomorphic
erythematous papulopustular follicular
eruption that had appeared abruptly on
his face, scalp, and back (Figure 1).
Examination of the dermis revealed
edema and a perivascular and interstitial
inflammatory infiltrate composed of
lymphocytes, plasma cells, isolated
eosinophils, and large cells with a

grayish cytoplasm, along with
pleomorphism, binucleation, prominent
hyperchromatic nucleoli, and the
presence of isolated mitotic figures
(Figure 3). Immunohistochemistry of
these cells was positive for CD-68 
and lysozyme and negative for myelo-
peroxidase, and periodic acid-Schiff
staining was negative, confirming their
histiocytoid character. The lesion 
was a cetuximab-induced acneiform
eruption that improved after treatment
with topical benzoyl peroxide and oral
minocycline.

Figure 1. Papulopustular eruptions on the

back.

Figure 2. Histology of a papulopustule

showing neutrophilic folliculitis with

negative periodic acid-Schiff staining.

(×25.)

Figure 3. Atypical binucleated histiocytes

(arrows). (Hematoxylin-eosin, ×200)
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Cetuximab is a chimeric monoclonal
antibody that inhibits the EGFR.2 The
antitumor activity of this biologic agent
stems from its ability to inhibit cell
proliferation, angiogenesis, and the
formation of distant metastasis while
inducing cell apoptosis. It has been used
primarily in the treatment of solid
tumors at advanced stages in which
EGFR expression has been observed.3,4

While this chemotherapeutic agent is
not associated with any systemic
symptoms, cutaneous side effects have
been described in several recent
publications. While the mechanism
involved is poorly understood, various
authors have suggested that the EGFR
may play a central role in follicular
physiology. These EGFR inhibitors
interfere with the transition from the
anagen to the catagen phase in the hair
growth cycle,2,5 and give rise to
infundibular dilatation, hyperkeratosis,
and formation of horny plugs, favoring
an alteration in local flora that may
increase the pathogenic potential of
nonpathogenic organisms.6 However,
in all the studies published to date, the
results of bacterial and fungal cultures
of pustules have been negative.4 Other
authors have suggested that cetuximab
may affect the immune system directly
giving rise to neutrophil chemotaxis and
uncontrolled cytokine production.4

After 2 to 6 weeks of treatment with
cetuximab, approximately one third of
patients present with an acneiform
eruption that has not been shown to
have any relationship with tumor type,
skin phototype, sex, or history of acne
or rosacea.5

Cutaneous side effects are reversible
and dose dependent. Interruption of
cancer treatment is usually unnecessary.5

A positive correlation between
cutaneous toxicity and tumor response
was initially suggested, but a recently
published study failed to confirm this
hypothesis.6

Histological examination of these
eruptions reveals varying degrees of
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folliculitis—ranging from infundibular
dilatation to destruction of hair
follicles—caused by a dense,
predominantly neutrophilic, infiltrate
of polymorphonuclear cells near the
skin surface and a predominantly
lymphocytic and histiocytic infiltrate
in the deeper layers.4

In our case, histopathology showed
a suppurative neutrophilic folliculitis
characterized by large grayish
histiocytoid cells characterized by
pleomorphism, binucleation, prominent
nucleoli, and isolated mitotic figures.
Immunohistochemistry of these cells
was positive for CD-68 and lysozyme
and negative for myeloperoxidase, and
periodic acid-Schiff staining was
negative. They are probably atypical
histiocytes that have not as yet been
reported in the context of this type 
of cutaneous reaction to EFGR
inhibitors.

These atypical histiocytes have been
observed, and are considered diagnostic,
in the acute cutaneous eruptions that
appear after administration of
granulocyte and granulocyte-macrophage
colony-stimulating factors (CSF-G and
CSF-GM).7,8 However, they have also
been observed in patients undergoing
aggressive chemotherapy who have not
received any type of CSF.9 It has also
been suggested that these findings could
be specific to cutaneous involvement in
leukemia10 and that these atypical cells
could be the result of the proliferation
of leukemia cells in the skin. Our patient
had not been treated with either 
CSF-G or CSF-GM and presented no
hematological malignancy. After a year
of follow-up, the patient developed a
metastatic liver tumor without evidence
of further complications.

We have presented the case of a
patient receiving EFGR-inhibitor
treatment for a solid tumor in whom
atypical histiocytes were observed
infiltrating the dermis. It is probable
that some, as yet unknown, mechanism
involving EFGR inhibitors is

responsible for the appearance of these
pseudomalignant cells.
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