
Session X: Disease Related Morbidities in  

Waldenström’s Macroglobulinemia 

Abstract 158 

Special Guest Lecturer: G. Merlini 

Biology and therapy of amyloidosis associated with IgM monoclonal protein. 
Giampaolo Merlini, Giovanni Palladini, Center for Research and Treatment of 
Systemic Amyloidosis, Fondazione IRCCS Policlinico San Matteo, University of Pavia, 
ITALY. 

The amyloidoses are protein misfolding diseases, in which different soluble proteins 
aggregate as extracellular insoluble fibrils, causing organ dysfunction and death, 
unless this process is arrested by therapy. In immunoglobulin light-chain (AL) 
amyloidosis, a usually small sized clone produces toxic light chains (LC) that cause 
multiple organ damage. Among 868 patients with AL amyloidosis referred to the 
Pavia Center for Amyloidosis, 52 (6%) had an underlying IgM monoclonal component 
(MC). Patients with IgM MC were older than the remaining patients (67 vs 63 yrs, 
p=0.01), presented with a higher rate of systemic lymphadenopathy (30% vs. 4%, 
p<0.001) and had less severe kidney involvement (median proteinuria 1 g/d vs 3.4, 
p=0.05, and nephrotic range proteinuria 37% vs 54%, p=0.02). Kappa 
amyloidogenic LC were more common than in the general population of AL patients 
(39% vs. 25%, p=0.001), although also in IgM patients there was a clear 
predominance of lambda clones. The survival of patients with IgM MC was not 
significantly different than that of other patients and, as observed in the general 
population, the main independent prognostic determinants at multivariate analysis 
were heart involvement (p=0.005) and hematologic response to chemotherapy 
(p=0.03). Terrier et al. (Medicine 2008;87:99-109) recently reported a retrospective 
multicenter study on 72 patients with amyloidosis and IgM MC. It is worth noting 
that in 3 of these patients the amyloidosis was characterized as AA, reactive to 
chronic inflammation. The analysis of the prognostic factors confirmed the relevance 
of heart involvement. A retrospective analysis of response to treatment showed that 
the most effective approaches were autologous stem cell transplantation and 
chemotherapy with purine analogs. Hematologic response can change the natural 
history of AL amyloidosis, but treatment of patients with IgM monoclonal protein 
poses specific problems that should be addressed in the frame of prospective trials. 

 


