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Biopsia de adenopatía

Datos clínicos:

Paciente de 65 años con bicitopenia, 
cuadro poliadenopático y 
esplenomegalia

Sospecha diagnóstica:

Síndrome mielodisplásico vs síndrome 
linfoproliferativo

BMO











1ra opción diagnóstica: Neoplasia mieloproliferativa/mielodisplásica. 
Recuento de blastos en torno al 8%. Trama reticulínica conservada.

Correlación con aspirado y citometría

CD34



Presentación clínica

Mujer 65 años
Fumadora, obesidad, HTA y DM.
Trombopenia leve desde 2016 con
AMO/BMO normal.

Ingresa en maxilofacial por 
adenopatía cervical
abcesificada que requirió 
drenaje + exodoncia.

 Analítica urgente:
Hemograma: Hb 7,6 g/dL, VCM 91fL
Leucocitos 17,77x10^9/L: (Neu 11,38x10^9/L, Mon 3,65x10^9/L)
Plaquetas 54x10^9/L.

Pérdida de peso aprox 20 Kg en 6 
meses y astenia progresiva. 



Presentación clínica

TAC: múltiples adenopatías supra e infradiafragmáticas sugestivas de síndrome linfoproliferativo



Presentación clínica

Mujer 65 años
Fumadora, obesidad, HTA y DM.
Trombopenia leve desde 2016 con
AMO/BMO normal.

Ingresa en maxilofacial por 
adenopatía cervical
abcesificada que requirió 
drenaje + exodoncia.

 Analítica urgente:
Hemograma: Hb 7,6 g/dL, VCM 91fL
Leucocitos 17,77x10^9/L: (Neu 11,38x10^9/L, Mon 3,65x10^9/L)
Plaquetas 54x10^9/L.

Pérdida de peso aprox 20 Kg en 6 
meses y astenia progresiva. 

Biopsia de 
adenopatía cervical

Biopsia y aspirado 
de médula ósea

Dx. Linfadenitis
reactiva
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Extensión de SP



 Monocitos clásicos (CD14+/CD16-

): 95,11%

 Monocitos intermedios 

(CD14+/CD16+): 3,52%

 Monocitos no clásicos 

(CD14+d/CD16+): 0.13%

Inmunofenotipo de 
monocitos en SP
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Abstract

Disease overview: Chronic myelomonocytic leukemia (CMML) is a clonal hematopoi-

etic stem cell disorder with overlapping features of myelodysplastic syndromes and

myeloproliferative neoplasms, with an inherent risk for leukemic transformation

(~15% over 3-5 years).

Diagnosis: Diagnosis is based on the presence of sustained (>3 months) peripheral

blood monocytosis (≥1 × 109/ L; monocytes ≥10%), along with bone marrow dyspla-

sia. Clonal cytogenetic abnormalities occur in ~ 30% of patients, while >90% have

gene mutations. Mutations involving TET2 (~60%), SRSF2 (~50%), ASXL1 (~40%) and

the oncogenic RAS pathway (~30%) are frequent; while the presence of ASXL1 and

DNMT3A mutations and the absence of TET2 mutations negatively impact over-all

survival.

Risk stratification: Molecularly integrated prognostic models include; the Groupe

Français des Myélodysplasies (GFM), Mayo Molecular Model (MMM) and the CMML

specific prognostic model (CPSS-Mol). Risk factors incorporated into the MMM

include presence of nonsense or frameshift ASXL1 mutations, absolute monocyte

count>10 × 109/ L, hemoglobin <10 g/ dL, platelet count <100 × 109/ L and the pres-

ence of circulating immature myeloid cells. The MMM stratifies CMML patients into

four groups; high (≥3 risk factors), intermediate-2 (2 risk factors), intermediate-1

(1 risk factor) and low (no risk factors), with median survivals of 16, 31, 59 and

97 months, respectively.

Risk-adapted therapy: Hypomethylating agents such as 5-azacitidine and decitabine

are commonly used, with overall response rates of ~40%-50% and complete remis-

sion rates of ~7%-17%; with no impact on mutational allele burdens. Allogeneic stem

cell transplant is the only potentially curative option, but is associated with significant

morbidity and mortality.

1 | D ISEASE OVERVIEW

The 2016 iteration of the World Health Organization (WHO) classifi-

cation of myeloid neoplasms defines chronic myelomonocytic leuke-

mia (CMML) as a clonal hematopoietic stem cell disorder

characterized by the presence of sustained (>3 months) peripheral

blood (PB) monocytosis (≥1 × 109/ L; monocytes ≥10% of white blood

cell count) along with dysplastic features in the bone marrow (BM).1

Secondary to the overlapping features of both, myelodysplast ic syn-

dromes (MDS) and myeloproliferat ive neoplasms (MPN), the classifi-

cation of CMML as a unique myeloid neoplasm has undergone

several changes dat ing back to the original French-American-Brit ish

(FAB) co-operative group effort in 1982.2 Due to renewed evidence

demonstrating clinical, morphological and molecular differences, the
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Dx: Leucemia mielomonocitica crónica. 
Recuento de blastos en torno al 8%. Trama reticulínica conservada.
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Abstract

Overview: Systemic mastocytosis (SM) results from a clonal proliferat ion of abnormal mast cells

(MCs) in extra-cutaneous organs.

Diagnosis: The major criterion is presence of multifocal clusters of abnormal MC in the bone

marrow. Minor diagnostic criteria include elevated serum tryptase level, abnormal MC CD25

expression, and presence of KITD816V mutation.

Risk stratification: Establishing SM subtype as per the World Health Organization classification

system is an important first step. Broadly, patients either have indolent/ smoldering SM

(ISM/ SSM) or advanced SM, the latter includes aggressive SM (ASM), SM with associated hema-

tological neoplasm (SM-AHN), and mast cell leukemia (MCL). Identification of poor-risk muta-

tions (ie, ASXL1, RUNX1, SRSF2, NRAS) further refines the risk stratification. Recently, clinical

and hybrid clinical-molecular risk models have been developed to more accurately assign prog-

nosis in SM patients.

Management: ISM patients have a normal life expectancy and treatment is generally limited to ana-

phylaxis prevention/ symptom control/ osteoporosis treatment. Patients with advanced SM fre-

quently need MC cytoreductive therapy to ameliorate disease-related organ dysfunction. High

response rates have been seen with small-molecule inhibitors that target mutant-KIT, including mid-

ostaurin (Food and Drug Administration approved) or avapritinib (investigational). Other options for

MC cytoreduction include cladribine or interferon-α, although head-to-head comparisons are lack-

ing. Treatment of SM-AHN primarily targets the AHN component, if an aggressive disease such as

acute myeloid leukemia is present. Allogeneic stem cell transplant can be considered in such

patients, or in those with relapsed/ refractory advanced SM. Imatinib has a limited therapeut ic role

in SM; effective cytoreduction is limited to those with imatinib-sensitive KIT mutations.

1 | D ISEASE OVERVIEW AND

PATHOGENESIS

In the 2016 revision of the World Health Organization (WHO) classifi-

cation of myeloid neoplasms, mastocytosis is no longer considered a

subgroup of myeloproliferative neoplasms (MPNs), but is considered a

distinct disease category.1,2 It results from a clonal, neoplastic prolifer-

ation of morphologically and immunophenotypically abnormal mast

cells (MCs) that accumulate in one or more organ systems. The sine

qua non of mastocytosis is the presence of multifocal clusters of

abnormal MC, which in contrast to normal MC are variable in appear-

ance, ranging from round to fusiform variants with long, polar cyto-

plasmic processes, and may display cytoplasmic hypogranularity with

uneven distribution of fine granules, as well as atypical nuclei with

monocytoid appearance.3–5

The clinical presentat ion of mastocytosis is heterogeneous, rang-

ing from skin-limited disease (cutaneous mastocytosis, CM), particu-

larly in pediatric cases where the majority have disease-onset within

the first 2 years of life and commonly experience spontaneous regres-

sion of skin lesions at puberty,6–9 to a more aggressive variant with

extra-cutaneous involvement (systemic mastocytosis, SM) that may

be associated with multiorgan dysfunction/ failure and shortened sur-

vival, that is generally seen in adult patients (Figure 1).10

The WHO document distinguishes the usually KIT-mutated SM

from a Philadelphia chromosome-negative MPN with hematological

features of chronic eosinophilic leukemia associated with splenomegaly,
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30% de los casos de LMMC presentan agregados de

células dendríticas plasmocitoides en MO.

Estas células son CD45+ y CD123+
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Leucemia mielomonocitica crónica con hiperplasia de células dendríticas 
plasmocitoides

Recuento de blastos en torno al 8%. Trama reticulínica conservada.
Dx.



Células dendríticas plasmocitoides en MO en LMMC

se asocia a trastornos autoinmunes que sugieren

desregulación inmune generalizada.

Indican mayor riesgo de progresión de leucemia

aguda.

Asociado con mutaciones de la vía RAS.



 ASXL1 p.(Gly646Trpfs*12) exon 13 VAF 38.4 %

 SRSF2 p.(Pro95Arg) exon 1 VAF 42.1 %

 KRAS p.(Gly12Arg) exon 2 VAF 30.9 %

 NRAS p.(Gly12Val) exon 2 VAF 11.9 %

 Múltiples comorbilidades previas. 

 Ingreso por insuficiencia cardiaca asociada a hipoalbuminemia. 

Tratamiento 

Azacitidina + soporte 

transfusional + bolus de 

metilprednisolona

Perfil mutacional: 

Median overall survival of CMML patients ranges

between 15 and 30 months.

25% of these patients die from disease

transformation into acute myeloid leukemia (AML)
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