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rituximab New Indication

Lymphoma maintenance therapy: inadequate follow-up

● Favourable short-term results need
longer-term confirmation in terms of
effects on survival; they also need to be
weighed against the risk of serious
adverse effects (infections, cardiac and
gastrointestinal disorders).

Follicular lymphoma is
the most frequent form of
non Hodgkin’s lym-
phoma (1). It is a slow-
growing form of lym-
phoma and is therefore

described as non-aggressive. Without
treatment, median survival time is 8 to 10
years. In patients at advanced stage, ini-
tial treatment with rituximab (Mabthera°,
Roche in the European Union) plus the
CHOP chemotherapy regimen
(cyclophosphamide + doxorubicin + vin-
cristine + prednisone) or the mini-CHOP
regimen (reduced-dose doxorubicin)
increases recurrence-free survival time
but has not been shown to improve over-
all survival (2).

Insufficient follow-up to evaluate
overall survival. The evidence for the
effectiveness of rituximab maintenance
therapy is mainly based on one unblind-
ed trial involving 465 patients with
relapsed or refractory lymphoma after
one or two cycles of treatment without
rituximab (a)(3,4). 

Patients were randomised to CHOP
or CHOP plus rituximab regimens, for
six treatment cycles at three-week inter-
vals. Then “responders” (two-thirds of
patients in both groups) were again ran-
domised to simple monitoring without
treatment or to rituximab infusions
every 3 months. 

Two years after the second randomi-
sation, the median progression-free
survival time was 42.2 months with rit-
uximab versus 14.3 months without
treatment (p<0.0001) (3). This survival
advantage was not influenced by the
initial chemotherapy regimen (i.e.
CHOP alone or CHOP + rituximab) (3).
However, not all lymphoma progression
was symptomatic.

The overall survival rate estimated
three years after the second randomisa-
tion was 85.1% with rituximab versus
77.1% without treatment (p=0.011) (4).
However, the median overall survival
time had not been reached in either
group, and there were few deaths (4
with rituximab, 3 without treatment (3).

Serious risks. In addition to reac-
tions occurring during infusions, severe
adverse events occurred in 37% of
patients treated with rituximab com-
pared to 23% of untreated patients,
including infections (9% versus 2.4%)
and cardiac disorders (3% versus <1%)
(3,4). Intestinal occlusion and gastroin-
testinal perforation occurred in a few
patients, some of whom died (this issue
page 201).

Reactivation or exacerbation of viral
infections is another potential risk.
Cases of fulminant hepatitis B have
been reported, as well as two deaths
from progressive multifocal leukoen-
cephalitis associated with JC virus, a
polyomavirus that is present in the
latent state in more than 80% of adults
(2,5).

In practice. The French Committee
that assesses the therapeutic value of
new drugs concluded that rituximab
maintenance therapy offers major
advantages compared to existing
options for lymphoma maintenance
therapy (6). 

Nevertheless, these lymphomas
progress slowly, and available short-
term results, although encouraging, are
insufficient to judge the impact of ritux-
imab on overall survival. In addition, rit-
uximab maintenance therapy exposes
patients to serious adverse effects,
including infections and cardiac and
gastrointestinal disorders. Pending
more convincing evidence of benefit, rit-
uximab should only be used with care in
follicular lymphoma.
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rituximab
(Mabthera°)

Solution for intravenous infusion
(after dilution)

• 100 mg of rituximab (10 mg/ml) per vial

• 500 mg of rituximab (10 mg/ml) per vial

■ New indication: “Maintenance thera-
py (…) for patients with relapsed/refractory
follicular lymphoma responding to induction
therapy”.
[EU marketing authorisation, centralised
procedure]

Cytotoxic agent; monoclonal antibodies

JUDGEMENT
RESERVED

a- The results of the PRIMA trial of rituximab mainte-
nance therapy after first-line chemotherapy should be
available in 2009 (ref 3).
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