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Clinical Impact of Increased Serum Free Light Chains (sFLCs) or 
Their Ratio (FLCR) on WM at Diagnosis and During Disease Course. 
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Introduction: sFLCs and their ratio are useful for monitoring plasma cell 
dyscrasias (myeloma, amyloidosis) in general. Their levels at diagnosis 
correlate with prognosis and in remission to the depth of response (stringent 
CR). In WM increased sFLCs were found correlated with parameters of 
adverse prognosis such as anemia, thrombocytopenia, increased beta-2- 
microglobulin (b2M) and with time to treatment1. 
 
Aims: To evaluate the clinical impact of sFLCs in a WM patients series. 
 
Patients and Methods: FLCs were measured on a Dade-Behring BN™II 
nephelometer (Freelite, serum free light chain assay -The Binding Site, Ltd, 
Birmingham, UK) in 44 WM patients at diagnosis and during disease course 
in xx of them. There were 24 men and 20 women, median age was 64 years 
(42 – 83). 18% presented lymphdenopathy and/or organomegaly. 31% had 
anemia (Hb<10g/dl), 9% thrombocytopenia (PLT < 100x109/L, 22% 
hypoalbuminemia (< 3,5 mg/L), 18% increased LDH (above normal), 52,5% 
increased b2M (> 3,5mg/dl) and 37% presented extensive bone marrow 
infiltration by lymphoplasmacytes (>50%). The median IgM level in the 
whole series was 2462,5 mg/dl (506 – 11040), 32 were kappa restricted and 
11 lambda. 32 required treatment while 13 not. The median follow-up was 
54 months (0,2 - 209) and 12 (11 disease related) died so far. FLCs and 
FLCR were evaluated in 16 patients from diagnosis and all over disease 
course. All were in need of treatment at diagnosis and primary treatment 
consisted in chlorambucil or rituximab-chlorambucil in 6, Rituximab alone in 
4, DRC (Dexamethasone, Rituximab, Cyclophosphamide) in 3, VRD 
(Bortezomib, Rituximab, Dexamethasone) in 3 that leads to partial response 
in 12 and stable or progressive disease in 4. These 4 patients and other 3 
that relapsed after initial treatment received second line treatment that 
consisted in RCHOP for 5 patients, R-Fludarabine for 1 and Rituximab alone 
for 1. All patients achieved PR after second line treatment and are still alive. 
 
Results: Median FLCkappa was 57mg/L (9,68 - 2220) and median FLC 
lambda 42 mg/L (10,2 - 627). The corresponding median values for the 
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kappa/lambda and lamda/kappa ratios were 2,9855 (0,36 – 164,44) and 
4,9822 (0,94 – 64,84). Median FLCs correlated with anemia (p=0.04), 
increased b2M (p=0.054) and time to first line treatment (TTFT, p=0.043) 
but not with overall survival (OS). FLCs > 60mg/L as described (1) 
correlated with hypoalbuminemia (p=0.049), increased b2M (p=0.01), TTFT 
(p=0.044) and importantly with OS (p=0.029). FLCR proved less significant 
than FLCs in this analysis. Regarding the 16 patients regularly monitored 
with FLCs during disease course, FLCs and their ratio were normal from 
presentation in 2 of them in spite of an increased serum IgM > 4000mg/dl in 
both. In other 2 patients, FLCs were increased before treatment (both kappa 
and lambda) but the ratio was normal (without renal failure). In the 12 
patients partially responding, FLCs and FLCR normalized in only 2 patients 
although they decreased in all, and FLCR in 1, without IgM normalization in 
any case. Interestingly, in one patient receiving rituximab a transcient 
increase in both kappa and lambda light chain was observed suggesting a 
polyclonal reaction. 
 
Conclusions: Increased FLCs (>median) and FLCs > 60mg/L at 
presentation correlated with parameters of disease severity and with TTFT. 
In addition FLCs > 60mg/L at diagnosis correlated with OS. During disease 
course, FLCs fluctuated according to disease activity but normalization was 
rarely observed. (1). Leleu X et al, Leuk Lymphoma 2008 ; 1-4.  


