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Focal Pegylated Liposomal Doxorubicin-Induced
Urticarialike Reaction at Cutaneous Transformed
Sézary Lesions

Pegylated liposomal doxorubicin (PLD) is a commonly used
treatment for advanced stages of cutaneous T-cell lymphoma
(CTCL). We report a case of transient focal PLD-induced urti-
carial lesions in a patient with Sézary syndrome (SS) located
exclusively on transformed Sézary lesions. To our knowl-
edge, this is the first report of focal PLD-related urticarial re-
action overlying CTCL.

Case Report | A 35-year-old woman was seen for a worsening
pruritic eczematous eruption that had recently become
erythrodermic. Punch biopsies showed lymphocytes
with hyperconvoluted nuclei along the basal layer and in
the upper dermis. Further studies revealed circulating
Sézary cells (1080/mm?), a high CD4/CDS8 ratio (23.6), and
identical T-cell clones in blood and skin. The diagnosis of SS
was confirmed, and the patient was started on treatment
with interferon alfa, then with bexarotene, both concomi-
tantly with extracorporeal photopheresis, with minimal
improvement.

Treatment with mogamulizumab was then begun, and
after initial clinical and hematological improvement, thick
infiltrated plaques appeared on the face and scalp with
more than 30% large lymphocytes found on histologic
analysis, which was compatible with a cutaneous localiza-
tion of a transformed SS lesion. Treatment was then started
with intravenous PLD (Caelyx; Jannsen Inc), a 2-hour infu-
sion at 1 mg/min, 40 mg/m?, every 2 weeks, and the first
infusion was completed without incident. However, 10 min-
utes after the start of the second infusion, the patient expe-
rienced edematous urticarial lesions limited to sites overly-
ing the preexisting SS plaques (Figure 1), with no systemic
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Figure 1. Focal Urticarialike Lesions Overlying Lesions of Transformed
Sézary Syndrome on the Face

Edematous urticarial lesions are limited to sites overlying the transformed
Sézary syndrome plaques; they appeared 10 minutes after the second infusion
of pegylated liposomal doxorubicin.

manifestation. The infusion was immediately stopped, and
the patient was treated with oral antihistamine, leading to
complete disappearance of the edematous reaction within
30 minutes. Treatment with PLD was resumed the same day
but at a slower infusion rate and with no complications.
Neither edema nor any other adverse effect was observed
during the following infusions that were also all performed
at a reduced perfusion rate. Treatment with PLD resulted in
clinical improvement of the SS plaques (Figure 2).

Discussion | Pegylated liposomal doxorubicin is an effective
treatment for refractory, advanced, or transformed CTCL
and has a better toxic effect profile than free doxorubicin.?
We describe here the first case to our knowledge of focal
PLD-induced urticarial reaction overlying CTCL. Pegylated
liposomal doxorubicin is a formulation of doxorubicin
encapsulated in liposomes that acts by (1) intercalation into
DNA and (2) generation of free radicals, thus triggering
apoptotic pathways through ubiquitin-proteasomal degra-
dation and Bcl-2 down-regulation.® Even though acute
hypersensitivity infusion reactions have been reported in
up to 9% of patients receiving PLD,! immediate urticarial
reactions to PLD developing over tumor lesions have never
been described before to our knowledge.

The mechanism of the urticarialike reaction observed in
the present case does not seem to be allergic because it was
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Figure 2. Clinical Improvement After Treatment With Liposomal
Doxorubicin at a Reduced Perfusion Rate

After 2 months of treatment with pegylated liposomal doxorubicin, the lesions
at the transformed Sézary syndrome sites have disappeared.

observed solely during a single PLD infusion. In fact, PLD-
induced skin toxic effects have been shown to be caused by
apoptosis of human keratinocytes through the mitochon-
drial death pathway.* Pegylated liposomal doxorubicin might
also activate macrophages, release proinflammatory cyto-
kines, and increase blood vessel permeability exclusively in tu-
mor lesions. Both reactive oxygen species generation and cyto-
kine release might explain the focal urticarialike reaction
observed in the present case.

During initial phase 1 studies of PLD, microvessel density
and smaller tumor size were found to correlate with the de-
gree of liposomal accumulation®®; hence, the rapid onset of
the urticarial reaction in our case might be due to the preex-
isting small tumor size and to its high vascularization. Similar
urticarial reactions to rituximab developing over tumor le-
sions of primary cutaneous B-cell lymphoma have been simi-
larly described. The efficacy of rituximab in these reported
cases and the clinical and hematological improvement in our
case suggest that this local reaction could forecast a positive
response to both drugs.®

In conclusion, the exact mechanism of this reaction is still
not fully understood, but we believe it could be probably due

JAMA Dermatology May 2017 Volume 153, Number 5

to an antitumor effect at the sites of CTCL rather than the oc-
currence of a hypersensitivity reaction. This reaction is not se-
vere and should not lead to an interruption of PLD; treatment
can be performed safely at slower infusion rates. Further cases
of PLD-treated patients are needed to better understand the
underlying mechanisms and the prognostic value of these
urticarial reactions.
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Lamellar Ichthyosis in Sub-Saharan Africa:

Social Stigmatization and Therapeutic Difficulties
Ichthyoses are a heterogeneous group of monogenic dis-
eases of keratinization characterized clinically by the
presence of scales on the surface of the skin.! The clinical
manifestations of lamellar ichthyosis may complicate the
medical and psychosocial care of the patient.? In sub-
Saharan Affrica, this chronic condition occurring in children
causes concern about their social inclusion because of
beliefs related to the clinical appearance. These children are
often called “snake children.” We report 3 cases of pediatric
lamellar ichthyosis in sub-Saharan Africa involving difficul-
ties in school and social integration.

Cases 1and 2 | A pair of twins aged 11 months were hospital-
ized in a state of malnutrition. The twins had been born as
collodion babies, and the appearance of the skin had gradu-
ally changed into a scaly condition. The parents were cous-
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