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Is SDF1(-801 GA) polymorphism a new genetic prognostic for survival after 
treatment initiation in Waldenström’s macroglobulinemia (WM)? S. Poulain S 
(1), M. Ertault (2), X. Leleu (3), V. Coiteux (3), J. Fernandes (1), L. Stalnikiewicz 
(3), P. Duthilleul (1), P. Morel (2). (1) CH de VALENCIENNES, FRANCE, (2) CH de 
LENS, FRANCE , (3) CHRU de LILLE, FRANCE. 

 The interaction of the chemokine SDF1 (Stromal cell -derived factor -1) with CXCR4 
regulates homing of tumoral cells in bone marrow in Waldenström’s 
macroglobulinemia (WM). A SDF1 3'A polymorphism, consisting of a G/A mutation at 
position 801 in the 3'untranslated-region of the SDF1gene, SDF1(-801 GA), may 
yield an overproduction of SDF1. The aim of our study was to evaluate the clinical 
influence of the SDF1 (-801GA) genotype in patients (pt) with WM. Materials and 
Methods : Genotype distribution was determined 114 WM pts (M/F=0.65, median 
age: 68 years, range 39 to 91). Of these 114 pts, 82 symptomatic pts were treated, 
at diagnosis (55 pts [67%] or 6 to 114 months later (27 patients [33%]). First line 
therapy included chlorambucil in 64, combination chemotherapy in 3, purine 
analogue alone in 8 or in combination with other chemotherapy in 5. SDF1 (-801GA) 
were genotyped using PCR RFLP assay. Results: Of the 114 pts with WM, 33 % were 
heterozygous (SDF1-801GA) and 10% homozygous for the SDF1A allele (SDF1-
801AA). Genotype frequency distribution was in agreement with the Hardy-Weinberg 
equilibrium. No significant association was observed between biological and clinical 
features at diagnosis of the pts and the SDF1(-801GA) polymorphism. The median 
survival after treatment initiation was 118 months ( 95% confidence interval : 74- 
197 months). Univariate survival analysis demonstrated the adverse prognostic value 
of SDF1 (-801GG) genotype, with a 5-year survival after treatment initiation of 59% 
(95CI: 42-76), as compared with 94% (95CI: 85-100) in patients with SDF1(-
801GA) or SDF1 (-801AA) genotype (p=0.01). Advanced age (>65years, p=0.02) 
and low hemoglobin concentration (£11.5g/dL, p=0.01) were 2 adverse prognostic 
factors independent of SDF1(-801GG) genotype. Competing risk analyses showed no 
difference in the subsequent incidence of histological transformation, acute leukemia, 
myelodysplastic syndrome or secondary cancer between each genotype subgroup. 
Cox models showed an independent prognostic value of this genetic variant and age 
or low haemoglobin concentration. In conclusion, the SDF1(-801GA) polymorphism 
may be associated with an adverse prognostic value for survival after treatment 
initiation. 

 


