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Severe Acneiform Eruption Secondary to Cetux-
imab Successfully Treated with Isotretinoin

CASE PRESENTATION

Acneiform reactions are one of the most common and earliest cutaneous
side-effects associated with the use of epidermal growth factor receptor
(EGFR) inhibitors, widely used in the management of advanced-stage solid
tumors such as cetuximab and panitumumab (anti-EGFR monoclonal
antibodies), anderlotinib and gefitinib (EGFR tyrosine kinase inhibitors). A
positive correlation has been demonstrated between the intensity of these
cutaneous eruptions and both the tumor response to the antineoplastic
therapy and overall survival [1,2]. However, their severity entails an
important limiting factor for continued use of antineoplastic treatment and
therefore [3], a successful cutaneous management is crucial. We report the
case of a severe acneiform eruption in a patient with metastatic colorectal
cancer treated with cetuximab and his good response to oral retinoids.

A 50-year-old man diagnosed with metastatic colorectal adenocarcinoma
under cetuximab treatment was referred to our department because of
a 2-week history of an acneiform eruption that had appeared one week
after the first infusion of cetuximab. The patient had been diagnosed with
colorectal carcinoma and synchronous hepatic metastases in September
2016 that was initially treated with surgery and polychemotherapy. One
year later, he experienced an additional liver relapse and developed
pulmonary metastases and cetuximab was then also initiated. Physical
examination revealed an extensive monomorphic papulopustular eruption
on the face, scalp, neck, trunk and proximal third of upper limbs. On the
face, the bursting of the coalescent pustules gave way to the formation
of large crusts (Figure 1). Because of the rash severity, cetuximab was
interrupted and the patient was started on doxycycline, 100 mg twice daily,
in association with topical clindamycin and zinc sulfate foments. Two weeks
later, there was a moderate improvement of the skin lesions and cetuximab
was restarted at a lower dose without discontinuing doxycycline. However,
a marked worsening of skin lesions occurred during subsequent weeks and
cetuximab had to be again interrupted. In order to continue cetuximab,
isotretinoin 20 mg daily (0.3 mg /kg) was administered with a marked
clinical response after six weeks of treatment (Figure 2). Isotretinoin was
well tolerated and was administered for an additional seven weeks, when
it had to be interrupted because of resection of hepatic metastases. No
significant alterations in routine laboratory testing were observed.
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Figure 1: Multiple papulopustular lesions and large crusts
three weeks after starting cetuximab.

Figure 2: Significant clearing of inflammatory lesions with
only erythematous macules remaining during isotretinoin
treatment.

Cetuximab is a monoclonal antibody directed against EGFR,
which is mainly used to treat head and neck cancer and
tumors of the large intestine. Its use is associated in up to
80% of cases with the development of acneiform eruptions
characterized by a dose-dependent papulopustular eruption
localized on seborrheic areas that appears prematurely
within 1-2 weeks after the onset of treatment [4]. There is
generally good control with topical treatments and/or
doxycycline and dose reductions and interruptions of the
antineoplastic drug are not usually necessary. In fact,
progressive improvement and stabilization of the skin
eruption over weeks are usually observed [2,4]. However,
10% of patients may experience a more severe reaction [5]
that may become refractory to the use

of tetracyclines as inour case [1,2]. In these cases, isotretinoin
should be considered an effective and safe alternative to
be used, as it permits continuation of the antineoplastic
treatment, a key point for cancer patients [3,6].
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