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SUMMARY

Introduction: Mastocytosis is a group of rare diseases characterized by the infiltration
and abnormal proliferation of mast cells in various tissues. The disease can have either a
benign or malignant form. Symptoms result from the excessive degranulation of mast cells
and the release of inflammatory mediators, which can cause hypotension, anaphylaxis,
diarrhea, and other systemic symptoms. The clinical picture varies, cutaneous mastocyto-
sis (CM) more commonly occurring in children and often spontaneously regressing, while
adults are more likely to develop more aggressive forms of the disease.

Case Report: We present a 22-year-old female patient with livid-brown macules that ap-
peared four years ago and progressively spread. Initially, she was diagnosed with acute ur-
ticaria and treated with antihistamines and topical corticosteroids without improvement.
Due to the persistence of symptoms, in 2024, she consulted a dermatologist, after which
she was hospitalized for further diagnostics. The clinical examination indicated a positive
Darier sign. Laboratory findings, bone densitometry, chest X-ray, and ultrasound of the
upper abdomen were all normal. A skin lesion biopsy revealed mast cell infiltration with
an immunohistochemical profile consistent with mastocytosis. Bone marrow biopsy did not
indicate systemic mastocytosis. During hospitalization, no medications were prescribed,
and the symptoms improved with the application of general measures.

Conclusion: CM can also occur in adulthood without the development of the systemic form
of the disease. The initial difficulties in recognizing and treating mastocytosis highlight the
need for further education of healthcare providers, given the rarity of the disease. With
proper education of patients on avoiding triggers and regular use of antihistamines, the
disease can be effectively controlled.
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INTRODUCTION

Mastocytosis is a group of rare diseases char-
acterized by the infiltration and abnormal
proliferation of mast cells in various tissues.
The epidemiology of mastocytosis remains
incompletely understood. A Dutch study
based on 48 patients reported a prevalence
of 13 per 100,000 of the most common
type of SM (ISM and SSM) [1]. However, no
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epidemiologic studies have precisely defined
the incidence, point prevalence, or cumula-
tive prevalence of mastocytosis in the general
population. This disease can present in a be-
nign form, with lesions that spontaneously
resolve, or a malignant form, with infiltration
of internal organs and/or medullary dysplasia
According to the World Health Organization
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(WHO) classification from 2022, mastocyto-
sis is divided into three categories: cutaneous
mastocytosis (CM), systemic mastocytosis
(SM), and mast cell sarcoma (MCS) [2], while
CM mastocytosis is further divided into:
1) maculopapular cutaneous mastocytosis
(MPCM), also known as urticaria pigmentosa;
2) diffuse cutaneous mastocytosis (DCM); and
3) mastocytoma of the skin [3]. Symptoms
result from excessive mast cell degranulation-
and the release of chemical mediators (hepa-
rin, histamine, and prostaglandins) into the
bloodstream, which consequently causes sys-
temic symptoms such as hypotension, anaphy-
laxis, weakness, diarrhea, and loss of appetite.
Involvement of the liver and spleen can result
in portal hypertension and splenomegaly. In-
filtration of the bone marrow leads to pancyto-
penia, an increased risk of infections, and the
development of osteopenia, which is a result of
enhanced osteoclast activity and decreased os-
teoblast function [4]. The clinical presentation
of mastocytosis shows significant variability.
In children, CM is most commonly observed
and often spontaneously regresses during pu-
berty. In contrast, in adults, more aggressive
forms, such as SM, are more frequently de-
veloped, which can be accompanied by severe
organ dysfunction and a shortened life expec-
tancy [5]. A characteristic feature is a positive
Darier sign—the appearance of redness, itch-
ing, and swelling upon rubbing or irritating a
skin lesion [6]. Mastocytosis is often associated
with comorbidities. The most significant co-
morbidities include IgE-dependent allergies,
vitamin D deficiency, as well as psychiatric or
mental disorders [2]. In a study conducted in
2011, which included 101 children, a group of
European researchers found that CM was di-
agnosed in 73% of the participants by the sixth
month of life, while 97% of the children de-
veloped the disease by the second year [7]. In
adults, mastocytosis most commonly develops
during the third or fourth decade of life [8].
This disease is present among all races and af-
fects both sexes, with recent studies showing a
slight male predominance [9].

CASE REPORT

We confirm that we have obtained the patient’s
written consent for the anonymous publica-
tion of the case report in the scientific jour-
nal ,Hospital Pharmacology - International
Multidisciplinary Journal”. We present the
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case of a 22-year-old female patient who came
for examination due to livid-brown macules,
approximately 2mm in diameter (Figure 1,
B, C, D), which first appeared four years ago.
The initial lesions were localized on the fore-
arms and decolletage, and over the following
months, they spread to the skin of the entire
body. Initially, the diagnosis of acute urticaria
was made, and she was treated with oral an-
tihistamines and topical corticosteroids, but
with no clinical improvement. The patient did
not seek further medical attention during the
following four years. Due to the persistence
of existing lesions and the appearance of new
ones, in March 2024, the patient consulted a
dermatologist at the University Clinical Cen-
ter of Vojvodina. During this visit, CM was
suspected, and hospitalization was indicated
for diagnostic and therapeutic procedures. In
her medical history, the patient reported fre-
quent respiratory infections during childhood,
while since puberty, she has suffered from fre-
quent headaches and intense menstrual pain,
for which she regularly uses nonsteroidal anti-
inflammatory drugs (NSAIDs), specifically
,Caffetin Cold” (paracetamol, pseudoephed-
rine, dextromethorphan, ascorbic acid). The
patient denies any of hereditary and chronic
non-infectious diseases. Upon admission to
the hospital, clinical examination revealed
pale erythematous to hyperpigmented mac-
ules, approximately 2 mm in diameter, on the
skin of the neck, trunk, and upper and lower
extremitie. The Darier sign was subtly posi-
tive (Figure 1, A), while no other pathological
changes were observed on the rest of the skin.

Relevant laboratory tests and diag-
nostic procedures were performed: complete
blood count (CBC), C-reactive protein (CRP),
urine analysis, blood glucose (BG); total and
direct bilirubin, aspartate aminotransfer-
ase (AST), alanine aminotransferase (ALT),
gamma-glutamyl transferase (GGT), lactate
dehydrogenase (LDH); urea, creatinine were
within reference ranges. Electrolytes: sodium
(Na), potassium (K), chloride (Cl), total cal-
cium, and ionized calcium were also within
reference ranges. 5-hydroxyindoleacetic acid
(5-HIAA): 25 umol/dU (10.4 - 31.2). For tech-
nical reasons, the serum tryptase level was not
measured. Bone densitometry, chest X-ray,
and ultrasound of the upper abdomen showed
no abnormalities. A 6 mm punch biopsy of
the skin lesion was taken for histopathological
examination and immunohistochemical stain-
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ing. The skin histopathology revealed a flat-
tened epidermis with a moderate perivascular
infiltrate of lymphocytes and mast cells (Fig-
ure 2, A). The skin appendages were of normal
morphology. Special May-Griinwald-Giemsa
staining was used to highlight the presence of
mast cells in the skin (Figure 2, B).
Immunohistochemical findings
were consistent with mastocytosis: MCT+;
CD117+; CD25-; CD2- (Figure 2, C). A he-
matology consultation was conducted, and a
bone marrow biopsy was recommended and
performed, which revealed mildly uneven cel-
lularity around 70% (Figure 3, A, B, C). Ele-
ments of all three hematopoietic lineages were
present in a normal ratio, with preserved mat-
uration continuity and spatial organization.

Megakaryocytes present as single cells, mildly
polymorphic, some smaller in size, with ap-
propriate morphology and spatial distribu-
tion. The erythroid lineage was represented by
limited erythron consisting of cell forms in all
stages of maturation (CD71+). Myelopoiesis
was predominantly represented by mature cell
forms. The blast count was not elevated (<5%
CD34+/CD117+ cells). Interstitially, regular
plasma cells, single small mature lymphocytes,
and individual regular mast cells (CD117+/
MCT+/CD2-/CD25-) were observed.

The reticular structure of the bone
marrow is focally and mildly expressed (G1).
Morphological and immunohistochemical
findings suggest reactive changes in the bone
marrow. Currently, there are no clear morpho-
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Figure 1. Discreetly positive
Darier sign (A), hyperpigment-
ed macules on the patient’s
skin (B, C, D)

Figure 2. Mast cell hyperplasia
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Figure 3. Bone marrow: H&E
x25 (A), H&E x200 (B), H&E
x400 (C)
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logical indicators of lymphoproliferative, my-
eloproliferative, or myelodysplastic processes,
nor are there signs of SM.

During hospitalization, the patient
was not prescribed antihistamines or any other
medications. Instead, consistent application of
general measures—such as avoiding intense
physical activity and NSAIDs, adhering to a
hygienic-dietary regimen, and gently patting
the skin dry after showering instead of rub-
bing—led to symptom improvement without
the need for long-term antihistamine use.

DISCUSSION

Cutaneous mastocytosis (CM) is a rare condi-
tion characterized by the proliferation of mast
cells in the skin. This proliferation is primarily
driven by mutations in the tyrosine kinase re-
ceptor ¢-KIT (CD117), which activate molec-
ular signaling pathways that promote autono-
mous mast cell growth and differentiation,
thereby increasing their lifespan and number
[10, 11]. CM most commonly occurs in child-
hood, with the highest incidence observed by
the second year of life. In adults—particularly
during the third or fourth decade—systemic
mastocytosis (SM), involving both cutaneous
and systemic manifestations, is more frequent-
ly diagnosed. However, the present case illus-
trates a relatively rare clinical scenario: CM
occurring in adulthood as an exclusively cu-
taneous form without systemic involvement.
In our patient, CM was suspectedat the age of
22, although the symptoms had been present
for four years. Diagnosis of CM is often chal-
lenging because CM can mimic other der-
matological conditions, especially in patients
who do not respond to standard therapy. Our
patient was initially diagnosed and treated as
having acute urticaria, and due to the lack of
therapeutic response, mastocytosis (CM) was
considered as a possible differential diagnosis.
Although urticaria treatment, including anti-
histamines, often provides symptom relief in
CM, in this case, the patient’s medical history
— including frequent colds, headaches, dys-
menorrhea, and the frequent use of NSAIDs
and dextromethorphan — contributed to the
poor response to therapy. Our patient was ini-
tially diagnosed and treated as having acute
urticaria, and due to the lack of therapeutic
response, CM was considered as a possible dif-
ferential diagnosis. Although antihistamines
are often effective in managing CM symptoms,
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our patient’s clinical course was influenced by
factors in her medical history—specifically,
frequent respiratory infections, dysmenor-
rhea, recurrent headaches, and regular use of
NSAIDs and dextromethorphan—which may
have contributed to therapeutic resistance.
Laboratory tests, including CBC, CRP, liver
enzymes, and electrolytes, were within ref-
erence values, which is expected in patients
with CM. It is important to note that the his-
topathological examination of the skin sample
showed a perivascular infiltrate of mast cells
and positive immunohistochemical staining
for mast cell markers (MCT+; CD117+), thus
confirming the diagnosis of CM. Bone mar-
row biopsy findings were crucial in excluding
systemic mastocytosis (SM). The negativity
of CD2 and CD25 markers in immunohisto-
chemical staining supported the diagnosis of
cutaneous mastocytosis (CM). Management
of CM focuses on reducing and controlling
the release of mediators from mast cells, or
avoiding triggers [11-14]. These triggers fall
into two major categories: environmental
and pharmacologic. [12, 13]. Environmental
triggers include extreme temperatures, fever,
infections, stress, exercise, skin friction, aller-
gens, and certain foods such as seafood, choc-
olate, tomatoes, pineapple, caffeine, alcohol,
synthetic dyes, and flavor enhancers in food
[12-16]. Although drug-induced mast cell ac-
tivation is rare, medications such as NSAIDs,
opioids, contrast agents, dextromethorphan,
and specific antibiotics (e.g., quinolones)
should be avoided when possible [12, 13, 15,
16]. When general measures are insufficient to
control symptoms, the therapeutic approach is
expanded to include antihistamines that block
H1 receptors. These medications have shown
significant efficacy in alleviating redness, itch-
ing, urticaria, and the sensation of burning on
the skin. Consistent implementation of gen-
eral measures in our patient led to symptom
improvement, without the need for long-term
antihistamine use. In accordance with current
guidelines, follow-up visits with both a hema-
tologist and dermatologist are planned, high-
lighting the importance of continuous moni-
toring of patients with CM and the need for
early recognition of potential progression to
systemic disease (SM).

CONCLUSION

CM can also occur in adulthood without pro-
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gressing to thesystemic form of the disease.
The initial challengesin recognizing and treat-
ing CM underscore the need for increased
awareness and education among general prac-
titioners and dermatologists, given the rarity
of the condition. With proper patient educa-
tion on how to avoid triggers, regular use of
antihistamines, and consistent monitoring, the
disease can be effectively controlled. Ongoing
follow-up of patients with CM is crucial for the
timely recognition of potential progression to
SM.
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Kozna mastocitoza: prikaz slucaja
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KRATAK SADRZAJ

Uvod: Mastocitoza predstavlja grupu retkih bolesti koje karakterise infiltracija i ab-
normalna proliferacija mastocita u razli¢itim tkivima. Bolest moze imati benignu
ili malignu formu. Simptomi su posledica prekomerne degranulacije mastocita i
oslobadanja medijatora inflamacije, Sto moze izazvati hipotenziju, anafilaksu, dijar-
eju i druge sistemske simptome. Klinicka slika varira, pri cemu se KM cesce javlja kod
dece i spontano regredira, dok odrasli Cesce razvijaju agresivnije oblike bolesti.
Prikaz slucaja: Prikazujemo 22-godiSnju pacijentkinju sa lividno smedim makulama
koje su se pojavile pre Cetiri godine i progresivno se Sirile. Inicijalno je dijagnos-
tikovana akutna urtikarija i leCena antihistaminicima i topikalnim kortikosteroidima
bez poboljsanja. Zbog perzistiranja simptoma, 2024. godine se javlja dermatologu,
nakon cega je hospitalizovana radi dalje dijagnostike. Klinicki pregled je ukazao na
pozitivni Darier znak. Laboratorijski nalazi, denzitometrija kostiju, rendgen grudnog
kosa i ultrazvuk gornjeg abdomena bili su uredni. Biopsija kozne lezije je pokazala
infiltraciju mastocita sa imunohistohemijskim profilom koji odgovara KM. Biopsija
kostane srzi nije ukazala na sistemsku mastocitozu. Tokom hospitalizacije pacijen-
tkinji nisu bili ordinirani lekovi, a simptomi su se poboljsali primenom opstih mera.
Zakljucak: KM se moze javiti i u odrasloj dobi, bez razvoja sistemske forme boles-
ti. PocCetne teskocCe u prepoznavanju i leCenju KM ukazuju na potrebu za dodatnom
edukacijom lekara, s obzirom na retkost bolesti. Pravilnom edukacijom pacijenata o
izbegavanju okidaca i redovnom primenom antihistaminika bolest se moze efikasno
kontrolisati.

Kljucne reci: mastociti, retke bolesti, antihistaminici, c-KIT, mutacije
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