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Las gammapatías monoclonales (GM) constituyen un grupo de 

trastornos caracterizados por la proliferación clonal de células 

linfoides B en los últimos estadios madurativos (células plasmáticas 

y/o linfoplasmocitos) que producen una Ig homogénea de carácter 

monoclonal (componente M o CM)

El carácter monoclonal lo define la expresión de un solo tipo de 

cadena ligera (κ o λ) (restricción de cadena ligera) y, cuando la 

paraproteína es completa, un solo tipo de cadena pesada

Gammapatías Monoclonales
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Gammapatías Monoclonales

Gammapatía maligna 

más frecuente:

•4 casos/100,000 habs.

•1% todas las neoplasias

•10% hematológicas

•Edad: 60-65 años

Gammapatía 

más frecuente

1-5% Población



Secondary IGH Translocations:C-

MYC

BM stromal cell/IL6 dependence                       Increased DNA index

Primary IGH

Translocatios 

Inmortalization

Non malignant acumulation

Malignant

Transformation

Aggressive growth

Stromal independent

Normal MGUS MM

Mutations of N, K-RAS, FGFR3

Mutaciones de p53

Trisomies del 13/p16
11q13
6p21
16q23
20q11
4p16

Karyotypic inestability
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Myeloma-defining eventa

Plasma cell discrasias: diagnostic criteria

Hypercalcaemia: serum calcium >0.25 mmol/L (>1 mg/dL) higher than the upper limit of normal or >2.75 mmol/L 

(>11 mg/dL)

Renal insufficiency: serum creatinine >177 μmol/L (>2 mg/dL)

Anaemia: haemoglobin value of >20 g/L below the lower limit of normal, or a haemoglobin value <100 g/L

Bone lesions: one or more osteolytic lesions on skeletal radiography
IMWG 2006



Mieloma Múltiple: evolución

1% al año

10% al año



MM: Impacto en Sobrevida
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Melphalan
(1958, Blokhin)

Ann NY Acad Sci

Combination chemotherapy

Vincristine

Doxorubicin 

Dexamethasone

Ara-C

Thalidomide

Bortezomib

Alkylating

glucocorticoids
(1969)

High-dose chemotherapy

Stem-cell transplantation

Mr McBean
— Chest brace, 

blood letting

— Quinine and 
iron

— Dover powder
(opium)

Lenalidomide

New IMiDs: pomalidomide

New PIs: carfilzomib; ixazomib; oprozomib

mAbs: elotuzumab, daratumumab, isatuximab

HDACs: panobinostat

Myeloma treatment in the last 

century

HDACs, Histone deacetylases; IMiDs, immunomodulatory drugs; 

mAbs, monoclonal antibodies; PIs, proteasome inhibitors



TMO en MM



CP en MO Normal:

Proporciones bajas
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CP Normales

CPN CPP



Patrón CP Clonales
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Patrón Inmunofenotípico en Dco Diferencial
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%INPC

% Casos

MGUS: 76 casos

MM: 65 casos



Progresión a MM Sintomático
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Time to progression (n = 669)

Median TTP:  bortezomib 6.2 months; dexamethasone 3.5 months

78% improvement in median TTP with bortezomib

p < 0.0001





Daratumumab: MM refractario/Recaida



Daratumumab: MM refractario/Recaida











Importance of achieving stringent CR

after ASCT in multiple myeloma

• Fully defined stringent CR using sFLC+IHC discriminates different 

outcomes among patients in CR

Kapoor P et al. J Clin Oncol 2013;31:4529-35



Re-defining the CR criteria in MM

Cellular clonality Cellular production Cellular dissemination

• Immunohistochemistry

• Flow cytometry

• ASO-PCR

• NGS

• sFLC

• Hevylite

• Isotype specific LC-MS/MS 

• PET/CT

• WB-MRI

< 5% PCs in 

bone marrow

Negative IFE 

of serum and 

urine

Disappearance of soft 

tissue plasmacytomas



MM al Diagnóstico



EMR



MGUS





TTP OS

MM tipo “MGUS”: comportamiento post tto.



Smouldering MM: 
Heterogeneous disease

Ultra high risk sMM:

70-80% of prg risk at 2 

yrs

MGUS
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Is possible to identify this group of patients?



Smouldering Multiple Myeloma: Whole MRI

Median TTP: 13 m

Median TTP: NR

149 patients with asymptomatic MM

Whole MRI: 28% of pts: Focal lesions

> 1 Focal lesion plus diffuse pattern adverse prognosis

Median TTP: 13 m

Median TTP: NR
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0 or 1 FL 126 106 81 64 49 36 20 11 3 1 1

More than 1 

FL
23 19 10 5 3 2

1. Hillengass J, et al. J Clin Oncol 2010;28:1606-1610

2. Kastritis E, et al. Leukemia. 2013 Apr;27(4):947-53



Len-dex vs no treatment: TTP to active disease
(n = 119)

Per-protocol Patients population

Mateos MV, et al. NEJM 2013 

Median follow-up: 40 m

Mateos MV, et al. Lancet Oncology 2016: accepted for 

publication

Median follow-up: 75 m

Treatment Group

Observation Group

Hazard ratio for progression: 0·24, p<0·0001 
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Cambio de Paradigmas?

Tratamiento Precóz

Tratamiento más Intensivo?

Enfoque de Múltiples Estrategias?

CURACIÓN?


