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We have read with great interest the results of the
recently published retrospective analysis of the
Southwest Oncology Group (SWOG) trials.1 This paper
will have an extraordinary impact on decision-making in
clinical practice worldwide. Persky and colleagues con-
cluded that Fc gamma receptor 3A polymorphism
(FCGR3A) status may be predictive of survival in follicu-
lar lymphoma patients receiving treatments containing
an anti-CD20 antibody. We fully agree with the state-
ment that the exact mechanism of rituximab activity is
not completely understood and polymorphisms such as
FCGR3A (CD16), expressed on NK cells and
macrophages, may result in different ADCC activation
and, therefore, obtain different benefits from rituximab.
However, we are doubtful about the conclusion that the
predictive role of an Fc gamma receptor 3A polymor-
phism could be applied to all patients treated with an
anti-CD20 antibody.

First, the authors analyzed patients with two different
treatment strategies using monoclonal antibodies. Thirty
of them received CHOP followed by four doses of ritux-
imab and 42 patients were treated with CHOP followed
by tositumomab and iodine I 131. Neither regimen is cur-
rently standard in the US or Europe2,3 and they probably
have different treatment efficacy. Sequential application
of an antibody leads to different pharmacokinetics of the
antibody than that in standard concomitant use. 

Second, the results may be influenced by the risk of
lymphoma. We have no data about FLIPI scores in the
CHOP-rituximab arm patients. It would be interesting to
confirm the prognostic power of the FCGR3A polymor-
phism in multivariate analysis with conventional prog-
nostic factors.

Finally, despite the conclusion of the study, some stud-
ies did not support the predictive value of the FCGR3A
polymorphism in patients treated in the rituximab era. A
large prospective trial conducted by the Swiss Group for
Clinical Cancer Research (SAKK) showed no differences
among FCGR3A in terms of response or survival.4

Similarly, our results suggested that in patients with
advanced follicular lymphoma treated with risk-adapted

immunochemotherapy this polymorphism has no prog-
nostic impact.5

In conclusion, we believe that results obtained in a lim-
ited sample of patients treated with two different regi-
mens are not sufficient to allow a conclusion about the
prognostic impact of the FCGR3A polymorphism to be
drawn.
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