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Diffuse cutaneous mastocytosis.
Presentation of 3 cases and
therapeutic management
review”

W o

Mastocitosis cutanea difusa. Presentaciéon de 3
casos y revision de su manejo terapéutico

Dear Editor:

Diffuse cutaneous mastocytosis (DCM) is the least frequent
and most severe form of cutaneous mastocytosis. It is char-
acterised by diffuse mast cell infiltration in the dermis. Its
clinical manifestations consist of progressive thickening of
the skin, pruritus and systemic involvement due to mast cell
degranulation.

Our objective was to review the clinical manifestations
and management of cases of DCM in a tertiary care hospital,
analysing their diagnosis, treatment, and exacerbations.

Case 1 (Fig. 1a)

Male infant aged 4 months with a history of atopic der-
matitis and bronchiolitis presenting with recurring urticarial
lesions. The patient was referred to the department of
paediatric gastroenterology (PGE) for suspected cow’s milk
protein allergy (CMPA). Nutrition with hydrolysed formula
was initiated with no improvement, leading to referral to
Dermatology, where the patient received a diagnosis of DCM
after undergoing a cutaneous biopsy and laboratory testing
(tryptase, 62.4 pg/L).

The patient has been treated with H1 and H2 recep-
tor blockers, ketotifen, oral disodium cromoglycate and
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Figure 1
distributed through the entire body surface area.

* Please cite this article as: Selva Folch B, Lopez Almaraz R,
Sanchez Gonzalez R, Martinez de las Heras B. Mastocitosis cutanea
difusa. Presentacion de 3 casos y revision de su manejo terapéutico.
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Cases 1 and 3. Multiple erythematoedematous and bullous lesions, some of them slightly yellow, 1-2cm in size and
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sessions of psoralen plus ultraviolet A phototherapy (PUVA).
He has been admitted to hospital four times and visited the
paediatric emergency department (PED) ten times due to
exacerbations.

Case 2

Male infant aged 6 months, with no history of interest,
with repeated episodes of diarrhoea, urticarial rashes and
fever. The patient was referred to PGE for suspected CMPA
and nutrition with hydrolysed formula was initiated with no
improvement. The patient was then referred to Dermatol-
ogy, where DCM was confirmed by means of skin biopsy,
laboratory testing (tryptase, 16 ug/L) and a bone marrow
biopsy (BMB), which was performed to rule out systemic
mastocytosis.

The patient was treated with H1 and H2 receptor block-
ers, ketotifen, disodium cromoglycate and PUVA. He has
been admitted twice and visited the PED three times due
to exacerbations.

Case 3 (Fig. 1b)

Female newborn aged 13 days, with no history of interest,
presenting in the PED with toxic erythema of the new-
born and referred to Dermatology, where nodular DCM was
diagnosed following a skin biopsy and laboratory testing
(tryptase: 13.2 ng/l).

The patient is being managed with H1 and H2 recep-
tor blockers, ketotifen and disodium cromoglycate. She has
required one admission and six visits to the PED due to exa-
cerbations.

The maintenance treatment of our patients includes
antihistamines, ketotifen, oral disodium cromoglycate,
environmental measures and PUVA; and during exacerba-
tions, they are treated with systemic corticosteroids and
topical disodium cromoglycate.

Two cases have been assessed at the Centro de Estu-
dios de Mastocitosis (Centre for the Study of Mastocytosis
[CLMast]), located in the Hospital Virgen del Valle in Toledo
(a centre of excellence in the Red Espanola de Mastocitosis
[Spanish Mastocytosis, REMA]).

Diffuse cutaneous mastocytosis consists in a diffuse
increase of mast cells in the entire dermis that release
the contents of their granules (histamine, tryptase,
prostaglandins. . .) in response to different stimuli, triggering
a systemic response: bronchoconstriction, increased perme-
ability, intestinal hypermotility ...

The disease manifests with recurrent bullous rashes that
result in a characteristic thickening of the skin (‘‘peau
d’orange’’) and difficult-to-manage pruritus.’ Darier’s sign
(development of pruritic erythema, wheals or blisters
following stroking of lesions due to mast cell degranula-
tion) is pathognomonic,? and dermographism is a frequent
manifestation. Given its large extent, there is systemic
involvement with acute episodes of flushing, diarrhoea
and bronchospasm. The definitive diagnosis is based on
skin biopsy, which evinces elevation of mast cells with
perivascular or nodular dermal infiltration. The investiga-
tion must be completed with laboratory testing, including
serum tryptase level® (a marker of mast cell activity). Ruling
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Figure 2 SCORMA Index=A/5+5B+2C/5.

out systemic mastocytosis (systemic symptoms or tryptase
>20ng/mL) requires an abdominal ultrasound examination
and a BMB."3>"® In our patients, the diagnosis was made by
means of skin biopsy, and they were referred from Derma-
tology to Haematology-Oncology for haematological testing,
which revealed elevated tryptase levels (mean, 48 ng/mL)
and a normal sonographic appearance of the abdomen.

There is an index for monitoring the activity of masto-
cytosis, the SCORMA (SCORing MAstocytosis) index, which
assesses the extent (A), intensity (B) and accompanying
symptoms (C). Applying the formula A/5+5B +2C/5, a score
between 5.2 and 100 is obtained (Fig. 2).

The index is positively correlated with serum tryptase
levels, and is useful during exacerbations and for assessing
response to treatment. Furthermore, it is less invasive and
costly than the determination of tryptase levels.?*

The treatment is based on:

1. Avoiding factors that trigger the release of granules
by mast cells: drugs (aspirin, NSAIDs, opiates, cough
medicines, muscle relaxants, thiamine, quinine, amino-
glycosides, sympathomimetic and parasympathomimetic
drugs), foods rich in histamines or that trigger the release
of histamine (chocolate, citrus fruits, shellfish...) and
others (fever, exercise, friction...).!

2. Pharmacological treatment: systemic and topical* agents
to control pruritus and achieve a good quality of life.
Drugs must be introduced in a stepwise manner: anti-
histamines, mast cell stabilisers (sodium cromoglycate
and ketotifen) and antileukotrienes. Phototherapy with
UVB/PUVA can also reduce the number of mast cells.’



288

SCIENTIFIC LETTERS

At present, there are several areas of pharmacological
research, such as c-kit inhibitors, anti-IgE (omalizumab) and
interferon alpha.>° During acute exacerbations, the dosage
of maintenance medications must be increased, adding top-
ical or systemic corticosteroids (1-2 mg/kg/day) and topical
sodium cromoglycate or antibiotics, if needed.

Patients must be provided with intramuscular adrenaline
due to the risk of anaphylactic reactions, and adrenaline
auto-injectors are commercially available.*

In conclusion, early diagnosis and a multidisciplinary
followup comprising paediatric primary care, dermatology,
allergy and haematology/oncology, along with REMA, are
needed to improve the management of these patients.
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Different glycogen storage
diseases presenting as
abdominal distention and
growth and weight retardation™

(!’J'_lm!llr'l.

Distensiéon abdominal y estancamiento
ponderoestatural como forma de presentacion
de diferentes tipos de glucogenosis

Dear Editor:

Glycogen storage diseases comprise a heterogeneous group
of rare hereditary disorders with an approximate incidence
of one case per 20,000 live births a year, and are caused by
genetic defects in proteins responsible for glycogen synthe-
sis and storage. Several types of glycogen storage diseases
have been described that are caused by different genetic
changes and whose clinical expression is diverse, with pre-
dominance of hepatic and/or muscular involvement.'

Despite the low prevalence of glycogen storage diseases
in everyday paediatric practice, we present two illustrative
clinical cases of patients diagnosed with different forms of
glycogen storage disease:

* Please cite this article as: Sierra-Poyatos R, Gavela-Pérez
T, Blanco-Rodriguez M, Soriano-Guillén L. Distension abdom-
inal y estancamiento ponderoestatural como forma de pre-
sentacion de diferentes tipos de glucogenosis. An Pediatr (Barc).
2016;84:288-289.

Clinical case 1

Boy aged 9 months referred to the paediatrics clinic for
evaluation of progressive abdominal swelling. The parents
were not consanguineous and had no relevant medical his-
tory. There had been a progressive decrease in the weight
and length percentiles of the patient from birth to the
time of the evaluation, while his psychomotor development
was normal. The patient had been exclusively breastfed
on demand in the first two months of life, and was sub-
sequently fed artificial formula, with frequent feedings at
two to three hour intervals with no breaks at night. Physical
examination revealed a weight of 8kg (3rd-10th per-
centile), height of 67cm (3rd-10th percentile), Waterlow
height-for-age of 94.3%, weight-for-height z-score of —0.44
(WHO standards), and marked abdominal swelling with
hepatomegaly of 9cm. These findings led to performance
of an abdominal ultrasound scan, which revealed uniform
hepatomegaly, and a chemistry panel with the following
key findings: AST, 1071 U/L (normal range [NR], 0-34); ALT,
573 U/L (NR, 10-49); glucose 23 mg/dL (NR, 70-100); and
triglycerides, 772mg/dL (NR, <110). The patient did not
respond to the glucagon stimulation test, with a glucose
level before stimulation of 38 mg/dL, followed by 40 mg/dL
30 min after glucagon administration, with no hyperlactaci-
daemia. Genetic testing was performed due to suspicion
of glycogen storage disease, identifying a defect in the
o subunit of phosphorylase kinase, which confirmed the
diagnosis of glycogen storage disease type IXa. The patient
required continuous nocturnal gastric feeding until age 5
years, when the family succeeded in achieving adequate
metabolic control.
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