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Introduction: A strong familial clustering is observed in lymphoplasmacytic lymphomas 

(LPL) and Waldenström’s macroglobulinemia (WM) and we previously showed that first-

degree relatives of LPL/WM patients have an increased risk of lymphoproliferative 

disorders (LP), in particular LPL/WM, non-Hodgkin lymphoma (NHL), chronic 

lymphocytic leukemia (CLL), and MGUS. Recently Treon et al. found, in a study on 135 

WM patients, that WM patients with a family history (FH) of a B-cell malignancy had 

worse response and shorter progression-free survival when treated with rituximab, 

however they had better response to bortezomib-containing therapy. Due to these 

conflicting results and as the impact of FH of LP among relatives to LPL/WM patients on 

overall survival has not been addressed in a population-based study, we conducted a large 

population-based study on LPL/WM patients to determine whether familial LPL/WM is 

associated with worse overall survival. Methods: Through the nationwide Swedish Cancer 

Registry, the Swedish Inpatient Registry and a nationwide hospital network we identified 

2185 LPL/WM patients and their 6460 first-degree relatives using information from the 

Swedish Multigenerational Registry. FH was defined as having a first-degree relative 

diagnosed with any LP (LPL/WM, Hodgkin lymphoma (HL), NHL, multiple myeloma 

(MM) or CLL). Cox proportional hazards model was used to estimate overall survival in 

relation to FH of any LP, those known to have an aggregation (LPL/WM, NHL, CLL) and 

individual diseases, adjusting for age at diagnosis, gender and calendar year of diagnosis. 

In addition the effect of total number of first-degree relatives with LP’s was estimated. 

Hazard Ratios (HR) were obtained with 95% confidence intervals (95% CIs) and 

significance was set as p<0.05. Results: A total of 88 (4.02%) LPL/WM patients had FH of 

any LP and 77 (3.52%) had FH of LP known to aggregate (LPL/WM, NHL or CLL). FH of 

any LP was not significantly associated with worse prognosis (HR=1.291; 95% CI 0.982-

1.696), whereas family history of LP known to aggregate was significantly linked to worse 

prognosis (1.408; 1.054-1.881). Of individual diseases, FH of NHL was associated with a 
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significantly increased risk of death (1.511; 1.084-2.107), whereas others did not (Table). 

Increasing number of relatives diagnosed with any LP (1.240; 1.016-1.514]) was associated 

with an increased risk of death. Among LPL/WM patients, female gender (p<0.0001), 

younger age at diagnosis (p<0.0001), and later calendar year diagnosis (p=0.0013) were 

significantly associated with better survival. Discussion: In this large population based 

study on more than 2000 LPL/WM patients and over 6000 of their first degree relatives 

we have shown that FH of NHL, LPs known to aggregate with LPL/WM, and having more 

than one relative diagnosed with LP, was significantly associated with inferior survival, 

whereas FH of any LP was not. Our findings add to the literature and may provide 

additional information for patient counseling. We recommend that FH of LPL/WM 

should be incorporated in the clinical work-up of LPL/WM patients. However until we 

gain more insight regarding the potential differences in genetic background and rate of 

complications, clinical management should not differ between familial and sporadic 

LPL/WM patients.  

 

 

Table. Risk of death in relation to family history of lymphoproliferative disorders 

   Number of 
individuals  

Hazard ratio* 95% confidence 
interval 

P value 

Family history of any LP 88 1.291 0.982-1.696 0.0672 

  Increasing number of affected relatives   1.240 1.016-1.514 0.0340 

Family history of LPL/WM, NHL or CLL 77 1.408 1.054-1.881 0.0204 

  Increasing number of affected relatives   1.307 1.043-1.637 0.0201 

Family history of MM 13 1.472 0.759-2.853 0.2525 

Family history of NHL 52 1.511 1.084-2.107 0.0149 

Family history of HL 4 0.506 0.126-2.026 0.3358 

Family history of CLL 17 1.433 0.713-2.880 0.3125 

Family history of LPL/WM 16 1.284 0.689-2.393 0.4317 

Family history of MGUS 11 1.1234 0.533-2.366 0.7602 

* Corrected for age, gender and year of diagnosis. LP=Lymphoproliferative disease (LPL/WM, NHL, CLL, MM, and HL); 

LPL/WM=lymphoplasmacytic lymphoma/Waldenström macroglobulinemia; NHL=Non-Hodgkin lymphoma; CLL=chronic 

lymphocytic leukemia; MM=multiple myeloma, HL=Hodgkin lymphoma; MGUS=monoclonal gammopathy of undetermined 

significance  

 

 

 


