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Adult urticaria pigmentosa: successful treatment in association with phototherapy
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RESUMO: Introdugdo: A urticaria pigmentosa em adultos ¢
uma forma de mastocitose rara e persistente, frequentemente
com manifestagdes sistémicas e acometimento da medula 6ssea,
e manifestagdes cutaneas menos evidentes, ao contrario do que
ocorre na infancia. Objetivo: Relatar um caso de inicio na fase
adulta, com lesdes cutaneas leves, que evoluiu com sintomas
de liberacdo histaminica, porém sem acometimento sistémico.
Metodologia: As informagdes foram obtidas através de revisdo do
prontuario, entrevista com o doente, registro fotografico e revisao
da literatura. Conclusdo: O diagndstico correto e a investigacao
precoce do acometimento de outros 6rgdos sdo importantes,
bem como o tratamento adequado e prevencdo de reagdes
anafilactoides. A fototerapia ¢ opgao interessante de tratamento
nos casos refratarios.

Descritores: Urticaria pigmentosa; Mastocitose cutanea;
Mastocitose sistémica.

ABSTRACT: Introduction: Adult urticaria pigmentosa is a
rare and persistent form of mastocytosis, often with systemic
manifestations and involvement of the bone marrow, and less
evident cutaneous manifestations, contrary to what occurs in
childhood. Objective: The authors aim to report a case of adult
onset, with mild skin lesions, and development of symptoms of
histamine release, without systemic involvement. Methodology:
The information was obtained through review of the medical
record, interview with the patient, photographic record, and a
literature review. Conclusion: The correct diagnosis and the
early assessment of involvement of other organs is important,
as well as adequate treatment and prevention of anaphylactoid
reactions. Phototherapy is an interesting treatment option for
refractory cases.

Keywords: Urticaria pigmentosa; Mastocytosis, cutaneous;
Mastocytosis, systemic.
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INTRODUCTION

Mastocytosis is arare disease, with a prevalence
of 2 cases per 300,000 patients attending
dermatological consultation. It is characterized by the
proliferation and accumulation of mast cells in the skin and/
or other organs and tissues, especially the bone marrow and
the gastrointestinal tract'. It is subdivided into cutaneous
mastocytosis (CM), which is more frequent in children,
and systemic mastocytosis (SM), which has a later onset
and is usually diagnosed after the third decade of life. The
latter is characterized by the accumulation of mast cells in
other organs and tissues, and it can be progressive and fatal
if associated with malignancy?. The cutaneous form is rare
in adults, so reports about its development in middle-aged
patients are scarce.

Clinical symptoms are a result of the pro-
inflammatory mediators’ release by activated mast cells,
combined with infiltration of these cells in different organs'.

The prognosis depends on several factors, but
in adults the skin lesions usually persist, and regression
only occurs in the minority of cases. Most patients have a
stable disease course and a normal life expectancy, as the
evolution to aggressive forms is considered an exceptional
event’.

We present a rare case of mastocytosis in an adult,
with symptoms and lesions limited to the skin. The absence
of a systemic involvement was was confirmed by thorough
clinical and laboratory investigation.

Figure 1:

Erythematous papules with positive Darier’s sign.
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CASE REPORT

A 36-year-old white male patient complained of
skin lesions for a year. Lesions started on his forearms and
progressed to the trunk in four months.

Examination showed small erythematous,
edematous papules that disappeared on finger pressure on
the anterior surface of the forearms and on the trunk, with
a positive Darier’s sign (Figures 1 and 2). Older lesions
were brownish and did not blanch when pressed (Figure 3).
The patient complained of itching and burning sensation.
In subsequent consultations, he reported abdominal colic,
dizziness, and tachycardia.

Figure 2: Detail of the Darier’s sign.

Figure 3: Older brownish papules



The patient did not report any previous illness and
had no family history of skin conditions.

Laboratory results did not show any alteration,
including serum tryptase (Table 1). The histopathology
of the lesion showed residual superficial perivascular

Table 1: Most relevant tests
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dermatitis and 9 mast cells in a high magnification
field (Figure 4). The patient was referred to cardiology,
gastroenterology, and hematology. Imaging tests, bone
marrow aspiration and an electrocardiogram were
performed and none of them revealed any alterations.

Exam Result

LDH 522 U/L(VR =313-618)
Tryptase 13.1mcg/L (less than 13.5)
Myelogram Rare abnormal mast cells

Immunophenotyping of peripheral blood

Bone marrow biopsy

Radiographs: lumbosacral spine, thoracic, cervical, pelvis, skull, thorax

Abdominal ultrasound

Did not reveal atypical cell population
No increase in marrow mast cells

No significant alterations

Liver steatosis, nephrolithiasis, simple renal cyst

Figure 4: Microscopy of the skin. A— Dermis with perivascular inflammatory infiltrate (arrows) (Hematoxylin-eosin, 100x magnification).
B — Detail of the perivascular lymphocytic infiltrate (Hematoxylin-eosin, 400x magnification). C — Presence of 9 mast cells in the

superficial dermis (arrows) (Toluidine Blue, 400x magnification)
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Treatment with antihistamines, mast cell stabilizers
and antileukotrienes was started. During disease evolution,

symptoms and skin lesions were difficult to control, despite
the drug combination (Table 2).

Table 2: Systemic therapy used, in chronological order of medications and respective dose, frequency and time of use

Medication (chronological order) Dose Frequency Time of use
Loratadine 10mg 2x/d 6 months
Ketotifen +loratadine Img + 10mg 2x/d 8 months
Montelukast + ketotifen + ebastine 10mg+ 1mg + 10mg Ix/d + 2x/d +2x/d 5 months
Dexchlorpheniramine + fexofenadine” 2mg + 180mg 3x/d + 1x/d 8 months”

*-Associated with phototherapy after this period.

NB-UVB phototherapy (narrow band ultraviolet B -
range between 311-312nm) was used as combined therapy
and showed satisfactory results after the sixth session, as the
erythematous edematous papules and pruritus disappeared
(Figure 5). Prolumina cabin —21 NB-UVB lamps was used.
Initial dose of 50mj/cm? (33”), with an increase of 50mj
per session, according to adverse effects, on Tuesdays and
Fridays. Maximum dose reached was 1050mj (11°40”).
Remission of systemic symptoms was achieved as the skin
lesions improved. Patient was discharged after 55 sessions,
with an accumulated dose of 33 J/cm. Dexchlorpheniramine
and fexofenadine were maintained during the sessions and
after discharge. After one month, the condition recurred,
and the patient had to restart the treatment.

Figure 5: Good response to combined NB-UVB phototherapy
DISCUSSION

Cutaneous mastocytosis is defined by the typical
exanthema, which is the major criterion, and one or two

of the minor criteria: monomorphic infiltrate with large
aggregates of tryptase-positive mast cells, or more than
20 mast cells per microscopic field; or detection of a KIT
mutation at codon 816 in lesional skin. Subsequently,
an algorithm can be used to differentiate CM from SM,
including indolent and leukemic forms®*.

Pediatric patients usually suffer from CM whereas
adults usually have SM. Therefore, bone marrow
examination is indicated in the latter, even if serum tryptase
is normal®.

CM is subdivided into urticaria pigmentosa,
diffuse cutaneous mastocytosis and solitary cutaneous
mastocytoma. There is also a subtype called telangiectasia
macularis eruptiva perstans. Urticaria pigmentosa is the
most common form and it is characterized by red-brown
macules or papules with 3 to 4mm that appear on the trunk
and thighs and spread symmetrically. Darier’s sign (wheal
reaction when the lesion is stroked) is present®.

Paroxysms are due to mast cell degranulation:
body flushing, pruritic erythema, headache, palpitations,
hypotension, syncope, dyspnea, left chest pain, diarrhea,
paresthesia, pruritus, urticaria, bronchospasm, and blisters'.

Factors that suggest SM: blood count with
anemia, leukocytosis and eosinophilia, increased levels
of urinary histamine and serum tryptase > 20 ng/
ml, hepatosplenomegaly or lymph node enlargement,
osteoporosis, and mast cell infiltrates in the bone marrow'.

The treatment is aimed at relieving symptoms such
as pruritus (use of Hl-antagonists) and gastrointestinal
manifestations (H2 antagonists) and avoiding triggers
of mast cell degranulation, namely: friction, sudden
temperature changes, intense physical exercise, stress,
general anesthesia, alcoholic beverages, non-steroidal
anti-inflammatory drugs, narcotics, radiological contrast
and ionizing radiation. It is important that patients carry
epinephrine, corticosteroids and antihistamines due to
the risk of anaphylaxis. In this context, drugs such as
sodium cromoglycate and ketotifen stabilize the mast
cell membrane. Topical corticosteroids or excision are
recommended for mast cell tumors. Cytoreductive therapy
can be used for SM. Currently, the immunobiologicals
omalizumab and imatinib are being studied in severe cases



with anaphylaxis and systemic disease*’.

Phototherapy has been used in dermatology since
the turn of the 19th century. It was initially used for the
treatment of psoriasis. Today, it is used in several skin
diseases, especially those associated with pruritus. UVB
acts in the epidermis and 10% of the dose reaches the
dermal junction, while PUVA penetrates the dermis, with
30% of the dose acting in this layer®.

Phototherapy is a second-line treatment for resistant
skin lesions, whether in CM or indolent SM. Little is known
about the changes induced by UV in skin mast cells. UV
light inhibits the release of histamine by activated mast
cells and induces apoptosis. Both PUVA and NB-UVB
have shown satisfactory results in studies. Brazelli et
al.” achieved complete remission of pruritus in 35% of
the patients and a substantial improvement of cutaneous
symptoms in all patients treated with PUVA or NB-UVB.
PUBA therapy led to more rapid results and better control
of cutaneous symptoms. NB-UVB therapy required lower
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UV exposure to achieve good results and had a better
tolerability profile’.

Due to the late onset of the condition in comparison
to the epidemiological context of urticaria pigmentosa, a
thorough investigation of the involvement of other organs
was carried out. The systemic symptoms presented by the
patient were related to the release of histamine, since they
regressed with the control of skin lesions.

CONCLUSION

The report highlights the importance of differentiating
CM and SM to rule out more aggressive conditions, provide
proper follow-up and improve symptoms. The association
of drug therapy and phototherapy, whether NB-UVB or
PUVA, should be considered in cases that do not respond
to conventional treatment, as this combination can benefit

the patient.
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