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To the editor.

Mastocytosis is a clonal hematologic neoplasm
characterised by the proliferation and accumulation of
neoplastic mast cells in one or more organs.
Approximately 20-30% of patients with SM present
with an associated hematologic neoplasm (SM-AHN).?
The vast majority of these associations involve myeloid
malignancies, including myeloproliferative neoplasms
(MPN), myelodysplastic syndromes (MDS), chronic
myelomonocytic leukaemia (CMML), and acute
myeloid leukaemia (AML).""* The prognosis of SM
associated with myeloid neoplasms (SM-AMN) is
significantly worse than indolent forms of SM (ISM),
with a median overall survival of 2 years compared to
24 years for ISM.? In stark contrast to the well-
documented association with myeloid neoplasms, the
concurrent occurrence of SM with lymphoproliferative
disorders is exceedingly rare. The published literature
consists primarily of isolated case reports describing SM
associated with various lymphoma subtypes, including
chronic lymphocytic leukaemia (CLL) and marginal
zone lymphoma (MZL).*'® Given the paucity of
reported cases, the clinical characteristics, biological
behaviour, therapeutic strategies, and prognostic
implications of SM associated with lymphoproliferative
disorders remain poorly defined. We conducted a
retrospective analysis of patients diagnosed with both
SM and lymphoma at our institutions to describe their
clinical and laboratory characteristics, evaluate the
distribution of lymphoma subtypes, analyse the
temporal relationship between diagnoses, assess
treatment approaches and outcomes, and compare our
findings with the limited available literature.

Results

Overall Cohort Characteristics. Between 2015 and
2025, we identified 9 patients in our centres who met the
diagnostic criteria for both mastocytosis and lymphoma
according to the WHO 2022 classification (Table 1).

The cohort consisted of 6 males (66.7%) and 3 females
(33.3%), with a median age at diagnosis of 56 years
(range: 53-79).

Most patients (n=8) presented with ISM, while only
one patient had ASM. Cutaneous involvement with
urticaria pigmentosa was documented in 3 patients
(33.3%). The KIT D816V mutation status was available
for 9 patients, of whom 88.9% tested positive. Median
baseline serum tryptase was 79 ng/mL (range: 9.77—
247) across all patients. Regarding mast cell-related
symptoms and complications, 1 patient reported a
history of severe allergic reactions, including
anaphylactic shock requiring emergency intervention.
Skeletal involvement was common, with 4 patients
(44.4%) diagnosed with osteoporosis based on DEXA
scan findings. Only one patient required specific
treatment for mastocytosis due to the presence of C-
findings (osteolytic vertebral lesion with risk of
pathological  fracture). This patient received
Midostaurin, achieving stable disease without complete
remission of the mast cell component. The remaining
patients with ISM were managed conservatively with
antihistamines and observation. The
lymphoproliferative disorders identified in our cohort
were predominantly B-cell (88.9%), with only 1 case of
T-cell lymphoma. The specific subtypes included: CLL
in 2 patients, MCL in 1 patient, MZL in 2 patients,
DLBCL in 1 patient, WM in 1 patient, and Mycosis
Fungoides in 1 patient. Bone marrow involvement by
lymphoma was documented in 6 patients (66.7%) at the
time of diagnosis. Constitutional B symptoms likely
attributable to lymphoma were present in 4 patients
(44.4%) at diagnosis or during follow-up.

The temporal relationship between mastocytosis and
lymphoma diagnosis varied across the cohort. In most
cases (60.7%), both diagnoses were established
concomitantly, defined as diagnoses made within 3
months of each other. In the remaining 3 patients
(33.3%), the diagnosis of lymphoma preceded the
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Table 1 - Clinical, molecular, and outcome characteristics of patients with mastocytosis and associated lymphoid neoplasms.

. Mastocytosis | KIT | Tryptase Timing of Lymphoma | Mastocytosis
Patient | Age | Sex Type D816V | (ng/mL) Lymphoma Lymphoma Diagnosis Treatment Outcome Outcome
1 53 | Male BMM Present 69 MZL Concomitant Watchful waiting Stable disease dsitszzlsee
2 56 | Female BMM Present 55 MCL Concomitant Watchful waiting Stable disease dsitsaezlsee
3 56 | Male BMM Present 9 DLBCL | Prior to mastocytosis R-CHOP Complete Stable
response disease
4 61 | Male BMM Present 64 WM Concomitant R1tux1rnab'+ Complete Stable
Bendamustine response disease
5 64 | Female ISM Present 28 CLL Concomitant Watchful waiting Stable disease dsitszzlsee
6 55 | Female ISM Absent 61 CLL Concomitant Watchful waiting Stable disease dsitsaete)llsee
7 40 | Male ISM Present 31 Mycqs1s Prior to mastocytosis Watchful waiting Stable disease Stable
fungoides disease
Rituximab + Complete Stable
8 57 | Male BMM Present 66 FL Prior to mastocytosis Bendamustine, then P .
response disease
Mosunetuzumab

9 79 | Male AM Present 247 MZL Concomitant Midostaurin Stable disease Dsit:ebalsee

Abbreviations: BMM, bone marrow mastocytosis; ISM, indolent systemic mastocytosis; AM, aggressive mastocytosis; MZL, marginal zone
lymphoma; MCL, mantle cell lymphoma; DLBCL, diffuse large B-cell lymphoma; MW, Waldenstrom macroglobulinemia; CLL, chronic
lymphocytic leukaemia; FL, follicular lymphoma; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisone.

identification of mastocytosis by a median of 96 months
(range: 12-240 months). No patient in our cohort had
mastocytosis diagnosed prior to lymphoma.
Management strategies were individualised based on
the characteristics of both disease components. For the
lymphoma component, 3 patients (33.3%) required
systemic treatment and achieved complete remission.
The specific regimens used were: Rituximab plus
CHOP, Rituximab plus Bendamustin, and, in second
line for one patient, Mosunetuzumab. The remaining 6
patients (66.7%) were managed with only active
surveillance. The median follow-up for the entire cohort
was 44 months (range: 5-158months), and at the last
follow-up, all patients were alive with disease. In brief,
during follow-up, 77,7% of patients demonstrated stable
disease in both mastocytosis and lymphoma
components; disease progression was observed in only
2 patients: 1 progressed only in the lymphoma
component, while 1 progressed only in mastocytosis.

Characteristics  of Patients with  Concomitant
Diagnosis. Among the six patients (66.7% of the total
cohort) with concomitant diagnoses of mastocytosis and
lymphoma, there was an equal sex distribution (50%
males), with a median age of 58 years (range, 53-79). In
our cohort, in 4 of 6 cases, the bone biopsy was
performed due to suspicion of mastocytosis, and the
lymphoma was an incidental finding; conversely, in 2
patients, the biopsy was performed for suspected
lymphoma, with mastocytosis identified incidentally.
Only 1 patient in this subgroup had aggressive systemic
mastocytosis, while the remaining 5 had indolent
systemic mastocytosis. Molecular testing for the KIT
D816V mutation was performed in 6 patients, of whom

5 (83.3%) tested positive.

Cutaneous manifestations with urticaria pigmentosa
were documented in only 2 patients. The median
baseline serum tryptase level in this subgroup was 54
ng/mL (range: 28.3-247). Skeletal complications were
notably frequent, with osteoporosis documented in 3
patients (60%). All 6 patients in the concomitant
diagnosis subgroup had B-cell lymphoproliferative
disorders with an indolent biological behaviour at
presentation. The specific subtypes were: CLL in 2
patients, MZL in 2 patients, WM in 1 patient, and MCL
in 1 patient. Given the indolent nature of both disease
components in all patients at diagnosis, the entire
concomitant diagnosis subgroup was initially managed
with active surveillance without immediate therapeutic
intervention. During the observation period (median
duration: 13 months, range: 12-158), close monitoring
was performed in accordance with clinical practice,
including semiannual clinical assessments, laboratory
evaluations, and imaging studies as indicated.
Lymphoma progression requiring treatment intervention
occurred in 1 patient (16.7%) after 12 months of
observation. This patient, affected by WM syndrome,
was treated with Rituximab plus Bendamustine. The
treatment resulted in complete remission of the
lymphoma component (confirmed by PET-CT and bone
marrow biopsy) while the mastocytosis remained stable
and asymptomatic. Therapy was well tolerated, with no
treatment-related adverse events reported. One patient
required specific therapy directed at the mastocytosis
component due to C-finding (symptomatic osteolytic
lesion). This patient was treated with midostaurin,
achieving stable disease for both mastocytosis and
lymphoma components. The lymphoma did not progress
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during mastocytosis treatment. The remaining 4 patients
(66.7%) continued under active surveillance at last
follow-up, maintaining stable disease in both
components without requiring therapeutic intervention
for lymphoma.

Discussion. We report a series of 9 patients diagnosed
with systemic mastocytosis and lymphoproliferative
disorders. Unlike the well-established association
between mastocytosis and myeloid neoplasms, which
accounts for approximately 90% of SM-AHN cases, the
concurrent occurrence of SM with lymphomas is
exceedingly rare and poorly characterised.!!!

In our cohort, most patients (88.9%) presented with
indolent systemic mastocytosis, and all lymphomas
were of B-cell origin except for one case of mycosis
fungoides. Notably, among patients with a concomitant
diagnosis (66.7% of the cohort), all lymphomas
demonstrated indolent biological behaviour at
presentation and were initially managed with active
surveillance, without requiring immediate treatment.
During follow-up, both disease components exhibited a
chronic, indolent course in most patients. Importantly,
treatment of one disease component did not appear to
influence the natural history of the other: patients
achieving complete remission of lymphoma maintained
stable mastocytosis, and conversely, treatment directed
at mastocytosis did not impact lymphoma behaviour.
This pattern may suggest that these represent two
independent disease processes rather than clonally
related malignancies.

A comprehensive literature review identified only
isolated case reports of SM associated with lymphomas.
To our knowledge, approximately 13 individual cases
have been reported in the literature to date.* %1216

Previous case reports have predominantly described
SM-CLL associations. The first report by Sanz et al.
described systemic mast cell disease in association with
B-CLL, establishing recognition of this rare
association.'* Subsequent reports by Igbal et al.,
Hauswirth et al., Du et al., Horny et al., Ault et al., and
Zagaria et al. have documented similar associations,
with treatment outcomes generally demonstrating
independent disease behaviour.*®* Beyond CLL, isolated
cases of SM with MZL, WM, DLBCL, and cutaneous
lymphomas have been reported.”!®!2!317 To our
knowledge, our series represents the largest cohort
published to date.

A fundamental distinction between SM associated
with myeloid versus lymphoid neoplasms lies in the
clonal relationship between the SM and the neoplasm.
In SM-AMN, the KIT D816V mutation is frequently
detected not only in mast cells but also in myeloid
lineage cells, suggesting a common clonal origin at the
level of the hematopoietic stem cell.'®!® Sotlar et al.
demonstrated variable presence of KITD816V in clonal
hematopoietic non-mast cell lineage diseases associated

with SM, with the mutation commonly found in myeloid
but not lymphoid neoplasms.?’ Wang et al. (2013) used
combined immunofluorescence and fluorescence in situ
hybridization (FISH) imaging to analyze chromosomal
abnormalities in four SM-AHN patients; they
demonstrated that in cases of SM associated with
CMML and MDS, the same chromosomal alterations
(trisomy 8 and del(20q)) were present in both mast cells
and myeloid cells, indicating a common clonal origin.?!

In contrast, molecular studies in SM-lymphoma
cases have consistently demonstrated distinct clonal
origins. Kim et al. (2007) performed comprehensive
clonality studies demonstrating that the KIT D816V
mutation was present in mast cells but completely absent
in neoplastic lymphocytes, suggesting these represent
two separate, independent neoplastic processes.?
Similarly, in the work by Wang et al. cited previously,
in SM associated with CLL, the ATM deletion identified
in leukemic cells was not detected in mast cells, further
supporting distinct clonal origins.?! This biological
independence is corroborated by our clinical
observations: treatment directed at one disease
component had no impact on the other.

The co-occurrence of SM and lymphoma may reflect
coincidental detection rather than a pathogenic link.
Chronic lymphocytic leukaemia has a relatively high
incidence in the general population, with an annual
incidence of 4.7 per 100,000 and a prevalence of
approximately 97-100 per 100,000.2* Similarly, MZL
represents approximately 5-17% of non-Hodgkin
lymphomas, with an incidence of approximately 1.5 per
100,000 person-years.>* Given that bone marrow
examination is a routine diagnostic component in the
evaluation of systemic mastocytosis,
lymphoproliferative disorders, particularly indolent B-
cell lymphomas that commonly involve the bone
marrow, may be detected as incidental findings during
mastocytosis workup. Consistently, in our cohort, bone
marrow biopsy was most often performed for suspected
systemic mastocytosis rather than lymphoma, with
lymphoproliferative disorders being identified as
incidental findings. However, the possibility of a shared
genetic predisposition to hematologic neoplasms cannot
be entirely excluded and warrants further investigation.

The co-occurrence of these conditions has important
clinical implications. Both  mastocytosis and
lymphoproliferative disorders are now highly treatable
with expanding therapeutic options, including KIT
inhibitors for mastocytosis and BTK inhibitors, BCL-2
inhibitors, and chemoimmunotherapy for
lymphomas.>* BTK inhibitors are currently under
investigation as potential therapeutic agents also in
mastocytosis, given their role in modulating mast cell
activation pathways.?> Therapeutic agents used for one
condition may have toxicities that are particularly
relevant in patients with the other disease. In our cohort,
however, no clinically meaningful therapeutic
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interference between treatments for the two conditions
was observed, although this observation is limited by the
small sample size. Accurate characterisation of both
disease components is important for prognostication, as
the indolent nature of these diseases in most patients in
our cohort led to a favourable clinical course and
prolonged survival.

Our study has several limitations inherent to its
retrospective design and small sample size. The
heterogeneity of lymphoma subtypes precludes
definitive conclusions about specific SM-lymphoma
associations. Detailed molecular characterisation was
not uniformly available for all patients. The follow-up
duration was variable, and data on long-term outcomes

are limited.

The co-occurrence of SM and lymphoproliferative
disorders appears to reflect coincidental detection rather
than shared clonality. Routine bone marrow
examination in SM patients may facilitate the detection
of lymphoma. However, accurate characterisation of
both components remains clinically important for
treatment planning and prognostication. Further multi-
institutional studies with molecular characterisation are
warranted.

Informed Consent. All patients provided written
informed consent for the collection and use of their
clinical data and for the publication of this case series.
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