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LETTER TO THE EDITOR

Aggressive systemic mastocytosis: a diagnostic challenge in a patient
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Dear Editor,

Systemic mastocytosis (SM) is a neoplastic disease of mast
cells (MCs) with heterogeneous clinical presentations, and is
often overlooked [1, 2]. The spectrum ranges from indolent to
aggressive forms [3, 4].

A 55-year-old woman with known familial myotonic dys-
trophy type 2 (DM2) proven by CCTG-repeat expansion in
the ZNF9 gene was referred with a diagnosis of unclassified
myeloproliferative neoplasm with 10% bone marrow (BM)
blasts and KRAS, ASXL1, and RUNXI mutations. Over two
months, she complained of weight loss, fever, and worsening
of her neurological symptoms (muscle weakness/dysphagia).
Enteral nutrition by percutaneous endoscopic gastrostomy
tube (PEG) was initiated.

A body mass index (BMI) of 13.6 kg/mz, normal skin, and
hepatosplenomegaly were seen. Hilar lymphadenopathy was
detected by CT scan. Laboratory analysis showed hypoalbu-
minemia, elevated lactate dehydrogenase, Hb 4.4 g/dl, plate-
lets 78 x 10°/L, and WBC 39.80 x 10°/L with a left shift
without eosinophilia, monocytosis, or blasts.

Rapid neurological deterioration is unusual for DM2,
which is usually associated with a good prognosis [5].

Assessment of serum tryptase as part of our routine
workup for hematologic diseases was 46.9 pg/L
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(reference range < 11 pug/L). A repeat BM biopsy revealed
a hypercellular marrow with delayed myelopoietic matu-
ration and normal blast count (Fig. 1a, b). Therein, CD2+,
CD25+, CD117+, and MC tryptase-positive multifocal
dense infiltrates of MCs (20/cluster) were detected (Fig.
lc). An associated hematological neoplasm was histopath-
ologically excluded. We speculate that MCs were initially
misinterpreted as blasts. Cytogenetics were normal but the
activating mutation K/ITD816V was present.

A diagnosis of SM could be made based on the major
criterion (> 15 MC in clusters) and three minor criteria
(KIT mutation, CD25/CD2 co-expression, serum tryptase
> 20 pg/L). Due to the presence of C-findings (transfu-
sion-dependent anemia, splenomegaly with thrombocyto-
penia, and malabsorption with weight loss), the criteria
for aggressive SM (ASM) were fulfilled [1]. A hilar
lymph node biopsy revealed small lymphocytes (Fig.
1d, e) next to dense blastoid cell infiltrates of myeloid
lineage without MCs consistent with extramedullary he-
matopoiesis (Fig. 1f-h).

Together with the neurologist, we hypothesized that ASM
and not the natural course of DM2 was causative for the rapid
neurological deterioration. Treatment with the KIT tyrosine
kinase inhibitor midostaurin was initiated. Within three
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Fig. 1 a Bone marrow: Giemsa. b Bone marrow: Chloracetate esterase. ¢ Bone marrow: Mast cell tryptase. d Hilar lymph node: Hematoxylin and eosin
staining. e Hilar lymph node: CD 20. f Hilar lymph node: Myeloperoxidase. g Hilar lymph node: Chloracetate esterase. h Hilar lymph node: CD 34

months, the patient gained weight, regained muscle power,
dysphagia disappeared, and the PEG was removed.
Although unusual [6], the blood count normalized (Hb 13.6
g/dl, platelets 170 x 10°/L, WBC 5 x 10°/L with a normal
differential) and hilar lymphadenopathy decreased. Serum
tryptase and BM-MCs were unchanged. A pure clinical re-
sponse was achieved [7].

Because of the slow progressive course of DM2 and the poor
prognosis of ASM (particularly in the presence of KIT-
independent oncogenic driver mutations), a consensus for allo-
geneic hematopoietic cell transplantation (HCT) was made on a
risk-benefitbase [5, 8]. To ourknowledge, this is the firstreport of
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a patient with DM2 and ASM. The impact of HCT on DM2 is
unknown.

In summary, awareness of physicians to SM as a possibility
in the differential diagnosis of unclear clinical scenarios is the
first step to make the diagnosis and offer adequate therapy.
Serum tryptase is a simple tool that could draw the attention to
SM.
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Informed consent  The patient has given her informed consent for each
diagnostic and therapeutic step presented in this case report as part of the
routine clinical work up.

Abbreviations ASM, aggressive systemic mastocytosis; BM, bone mar-
row; BMI, body mass index; CT scan, computed tomography scan; DM2,
myotonic dystrophy type 2; Hb, hemoglobin; HCT, hematopoietic cell
transplantation; MCs, mast cells; MPN, myeloproliferative neoplasm;
PEG, percutaneous endoscopic gastrostomy tube; SM, systemic
mastocytosis; WBC, white blood count
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