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asistencia sanitaria pUblica. Son necesarias series mas
amplias que constaten la utilidad real de esa medicacion.
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Sorafenib-induced Acute
Generalized Exanthematous
Pustulosis: An Increasing
Association?

@ CrossMark

Pustulosis exantematica generalizada aguda
por sorafenib: ;una relacion en aumento?

Dear Editor,

Acute Generalized Exanthematous Pustulosis (AGEP) is an
acute eruption considered as a severe cutaneous adverse
reaction (SCAR) related to drugs. Although antibiotics are
the most common triggers, many other drugs have been
associated with AGEP. More rarely, cases of nun-drug-related
AGEP have been reported, due to viral or bacterial infec-
tions, spider bites or mercury hypersensitivity.! Here, we
present the case of an AGEP triggered by the kinase-inhibitor

Sorafenib and we expose a brief review of similar cases
reported.

A 78-year-old woman presented to the Emergency
Department with a 6-week history of an extensive, prurigi-
nous exanthema consisting of erythematous and edematous
plaques in the face, chest and upper extremities, with small
isolated pustules (Fig. 1). Mucous membrane involvement
was confined to the lips. Neither fever nor other syste-
mic symptoms were evident. Two months before, she had
initiated treatment with sorafenib due to an unresectable
hepatocarcinoma. Skin reaction developed gradually two
days after initiating the treatment.

Laboratory examination revealed a hypereosinophilia of
1.4 x 10°/L. A skin biopsy was performed, rendering typical
histological features of AGEP (Fig. 2). Attending to the
validated EuroSCAR scoring system,? our case was then
classified as a Probable AGEP. Sorafenib was discontinued
immediately, and treatment with intravenous methylpred-
nisolone 1 mg/kg was initiated. Cutaneous lesions improved

Figure 1

Clinical evolution. (a) Exanthema affecting mainly face, upper trunk, superior limbs with isolated patches on abdomen

and lower extremities. (b) Closer image showing isolated pustules surrounded by erythema. (c) Evolution of the exanthema 5 days
after Sorafenib discontinuation. Mild erythema and desquamation on upper trunk with pustules resolution.
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Figure 2 Histopathology. HE 10x. Neutrophilic spongiotic _ € g €
subcorneal pustules. Perivascular infiltrate with lymphocytes g g = S
and eosinophyles. é g o o g _g
rapidly and were almost totally resolved after a week.
This clinical evolution strongly supports the diagnosis of & - ©
sorafenib-induced AGEP. > = Z = =<
AGEP is characterized by numerous, small, non-follicular *% E %TQ '§T‘2
and sterile pustules arising within extensive areas of edema- _’g ’g § X = :r<
tous erythema. Fever and leukocytosis are common findings sa2|2 e 8 <
and severe cases of AGEP can associate visceral involve-
ment. Mucous membrane might also be affected. Time .
interval between drug administration and the skin erup- % ® ®
tion onset is typically 48 h, although it varies from 1 day = = =
to 4 weeks. It typically resolves in two weeks after drug w
discontinuation.”* Main differential diagnoses of AGEP are @ .. = o9 =
other pustular diseases, such as pustular psoriasis, and other e |5 .. 8 E .5 & § S © L
severe cutaneous adverse reactions, such as Stevens John- 415 E = = g = = 2 % é’
son syndrome (SJS) or Toxic Epidermal Necrolysis. Compared E T = T < g § TR 2832
to AGEP, in SJS/NET, mucosal involvement and skin detach- w2 33 To2333L282E
= & OcCcmowAao=20U70Tsw oo
ment (Nikolsky sign) are a constant. However, the possibility g
of overlap of different severe cutaneous reactions have been Sl o - "
recently discussed in the literature.? 5|8 K < @
Sorafenib is a multikinase inhibitor that mainly tar- E % % q;" 3
get tumor cell angiogenesis, first used in advanced renal 'g = N N o~
cell cancer and unresectable hepatocellular carcinoma with S - - -
recent indications in other cancers.” It inhibits multiple S 5 £ 5
tyrosine-kinases, such as RAF-1 and B-RAF, and it blocks S £ = £
tyrosine-kinases receptors, such as platelet-derived growth 1 25 § 5 5
factor receptor (PDGFR), related with carcinogenesis.” 2 § =K S i)
Patients under treatment with multikinase inhibitors § T :-;- § :%
usually develop cutaneous reactions. In a prospective study, = |2 ElT T T
up to 72% of the patients taking sorafenib presented :é
dermatological symptoms.*’ Most of these reactions are T = Q @
maculopapular rashes and other grade 1-2 severity adverse 2l g3l = = =
reactions that can be easily managed. Other non-severe skin = : g1 2 g g
reactions that can be found are hand-foot skin reaction, sto- 213 2 2o 2o 2o
matitis, subungual splinter hemorrhages, facial erythema or 3
alopecia.*’ & ) _
However, some of these patients develop SCARs related g o = 2
to sorafenib, such as Drug Reaction with Eosynophilia and o © @ 8,
Systemic Symptoms (DRESS), SJS or AGEP.%6:8.9 _ 3= =5 Q
To our knowledge, only 2 more cases of sorafenib-induced 9| g gn § T § §
acute exanthematous pustulosis have been published, being E b“u 8 é = z
one of them an acute localized exanthematous pustulosis
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(ALEP) and the other one a complete AGEP.>® The main fea-
tures of these cases are presented in Table 1. Interestingly,
all the three cases occurred in women who were under treat-
ment with sorafenib due to unresectable hepatocarcinoma.
Cases of AGEP have also been reported associated with
other multikinase inhibitors such as imatinib.'® Therefore;
we believe that the association between kinase-inhibitors
and AGEP might be an under-reported entity with an increa-
sing incidence due to the appearance of new drugs of this
nature.

In conclusion, we report a new case of sorafenib-induced
AGEP. We should be aware of this cutaneous side effect of
sorafenib and other multikinase inhibitors, given that drug
discontinuation is the key point on AGEP treatment.
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Expanding the Genotype of
Sjogren-Larsson Syndrome:
A New Case Due to Two Novel
Mutations

@ CrossMark

Ampliando el genotipo del sindrome de
Sjogren-Larsson: un nuevo caso causado por
dos nuevas mutaciones

Dear Editor,

Sjogren-Larsson syndrome (SLS) is a rare genetic disorder
with autosomal recessive inheritance,’? characterized by
clinical triad of congenital ichthyosis, spastic diplegia or
tetraplegia and mental retardation.”3* We report a new
patient affected by SLS due to two unreported mutations.
A 6 months male child was referred to our hospital
because of congenital erythroderma and subsequent
development of generalized fine scaling and persistent pru-
ritus. He was the first child of non-consanguineous parents,
born at 33 weeks of gestation. There was no history
suggestive of a collodion membrane at birth, and no family
history of ichthyosis. On physical examination we observed

generalized fine desquamation on the limbs and trunk
without underlying erythema (Fig. 1A) and hyperkeratotic
skin on the armpits (Fig. 1B), palms and soles (Fig. 1C). Hair
and nails appeared normal. Given that an ichthyosis was
the diagnosis suspected, a skin biopsy from an armpit was
made. Histological study showed hyperkeratosis, psoriasi-
form epidermal hyperplasia, a prominent granulous layer in
some areas of the epidermis and mild perivascular inflam-
matory infiltrate of mononuclear cells in papillary dermis
(Fig. 2), resulting compatible with a congenital ichthyosis.
The rest of the physical exam showed the patient had
macrocephaly, mild psychomotor retardation, mild axial
hypotonia, incipient signs of spasticity in the lower limbs,
and occasional spasms. A transfontanelar ultrasound showed
benign external hydrocephaly, which was confirmed in a
brain magnetic resonance imaging where others anomalies
were not observed. Given the coexistence of congenital
ichthyosis and neurological signs, our clinical suspicion was
a neurocutaneous disorder. Ophthalmologic examination,
peripheral blood smear, peripheral blood analysis and
abdominal ultrasound were normal. Genetic analysis of
the patient confirmed the diagnosis of Sjogren-Larsson
syndrome (SLS) by identifying two unreported heterozygous
ALDH3A2 mutations, a deletion mutation c.154_.155delAG
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