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SCIENTIFIC LETTERS

Diffuse cutaneous mastocytosisina  ®
girl with M541L polymorphism in KIT
gene: Response to treatment with
imatinib

Mastocitosis cutanea difusa en una nifia con
polimorfismo M541L en el gen KIT: respuesta
al tratamiento con imatinib

Dear Editor.

Over the last few years, growing knowledge of the pathogen-
esis of mastocytosis has allowed advances in the diagnosis,
treatment and outcomes of these patients.! Patients with
mastocytosis and D816V variants in the KIT gene can bene-
fit from treatment with midostaurin, an oral multi-targeted
tyrosine kinase inhibitor (TKI).? Variants other than KIT
D816V are more frequent in children with mastocytosis,
and these patients have been found to respond to other
TKIs such as imatinib, nilotinib and masitinib." Paediatric
patients with severe mastocytosis refractory to conventional
therapy have been successfully treated with imatinib.'=>
We present the case of a girl with diffuse cutaneous
mastocytosis (DCM) who had onset in the first month of
life with large plaques and bullous lesions on the face and
body (Fig. 1) associated with flushing, abdominal pain and

Figure 1  (A) Girl aged 1 month with diffuse cutaneous mas-
tocytosis; (B) diffuse infiltrated plaques with a peau d’orange
appearance, focal blisters and rough thickening of skin.

DOI of original article: https://doi.org/10.1016/j.anpedi.2023.
07.009

Figure 2  (A) The same girl with multiple infiltrative plaques
on her skin before treatment with imatinib; (B) The same
patient on treatment with imatinib at 20 months of follow-up.

diarrhoea. A skin biopsy confirmed the diagnosis. Tryptase
levels were elevated in the early months of life. The patient
exhibited a limited response to treatment with steroids,
antihistamines, cromoglycate and ketotifen. At age 4 years,
her condition worsened, with development of frequent
headaches and episodes of hypotension. She was treated
with psoralen plus ultraviolet A (PUVA) phototherapy twice a
week, which achieved an improvement in her symptoms and
cutaneous lesions initially but became decreasingly effec-
tive over 10 months of treatment.

At age 8 years (Fig. 2A), the symptoms associated
with heat, exercise and emotional triggers worsened. The
tryptase levels were normal. A new skin biopsy revealed an
infiltrate of mast cells with a granular cytoplasm that were
c-KIT*, tryptase*, CD30* and CD25~. A bone marrow biopsy
and examination was performed, revealing normal cell
counts and morphology. The allele-specific oligonucleotide
real-time quantitative PCR (ASOgPCR) assay (TagMan) did
not detect the D816V variant in the KIT gene. However,
fluorescence-activated cell sorting (FACS) isolated 0.0012%
of mast cells with a c-KIT*, tryptase*, CD25~ and CD30~
immunophenotype. Sanger sequencing of genetic material
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from FACS-purified bone marrow mast cells did not find the
D816V variant, but rather the M541L polymorphism in the KIT
gene. Based on this finding, treatment with imatinib 100 mg
per day was initiated combined with the ongoing treatment
with cromoglycate 200 mg twice a day and ketotifen 1 mg
twice a day, with addition of oral antihistamines and steroids
during mast cell flares.

During the 4 years of follow-up, the response to
treatment has been satisfactory, with good tolerance of
imatinib, an attenuation of infiltration in the cutaneous
lesions (Fig. 2B) and improvement in systemic symptoms.
Occasional episodes of dizziness have resolved with oral
dexchlorpheniramine maleate. The patient’s growth has
been normal, no adverse events have been detected, and
laboratory test results and tryptase levels have remained
normal.

Activating mutations of the KIT receptor tyrosine kinase
have been reported in different types of cancer and in
diffuse cutaneous mastocytosis. Imatinib is an oral TKI
approved for treatment of systemic mastocytosis in patients
with KIT mutations outside exon 17, but is generally not
effective for D816V-associated disease.”? The M541L poly-
morphism found in our patient has been associated with
paediatric mastocytosis and a greater sensitivity to imatinib
therapy.?

The adverse events associated with the use of ima-
tinib include nausea, vomiting, diarrhoea, transaminase
elevation, cardiomyopathy, anaemia, thrombocytopenia,
granulocytopenia, oedema, skin rash and decreased growth
velocity in children.*>

Although there is limited experience in the use of ima-
tinib in children with mastocytosis, it could be an alternative
option for patients with DCM and severe symptoms refrac-
tory to conventional therapies.
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Transfusion practices of blood L)
products in preterm infants:
National survey

Practicas transfusionales de hemoderivados en
recién nacidos prematuros: encuesta nacional

Dear Editor,

It is estimated that 90% of preterm newborns (PTIs) with
birth weights of less than 1000 g receive at least one packed
red blood cell (PRBC) transfusion and a smaller percent-
age platelets and/or fresh frozen plasma (FFP) transfusions.

DOI of refers to article: https://doi.org/10.1016/j.anpedi.2023.
07.003

However, there is an obvious lack of scientific evidence in
relation to the indications and benefits of transfusion prac-
tices in this subset of patients.

The recent Effects of Transfusion Thresholds on
Neurocognitive Outcomes of Extremely Low-Birth-Weight
Infants (ETTNO)' and Transfusion of Prematures (TOP)?
trials have demonstrated that the use of restrictive strate-
gies in the PRBC transfusion is not inferior in terms of
survival and neurocognitive outcomes to liberal strate-
gies based on higher haemoglobin thresholds. With regard
to platelets, the Platelets for Neonatal Thrombocytope-
nia (PlaNeT-2)/Management of Thrombocytopenia in Special
Subgroup (MATISSE)® trial compared a liberal (50 000/dL)
threshold for the indication of transfusion with a more
restrictive one (25 000/dL), and found higher rates of death
and major bleeding in the high-threshold group. These stud-
ies evinced the lack of knowledge of the pathophysiological
processes underlying haematological disorders in PTls.
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