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Intensive chemotherapy without stem cell transplant for

indolent lymphomas

Clemens-Martin Wendtner

University of Cologne, Cologne, Germany and Klinikum Miinchen-Schwabing, Munich, Germany

Based on the many treatment options for front-line therapy,
indolent lymphomas seem to have lost their threat. Gener-
ally accepted approaches now include the more or less toxic
induction chemotherapeutic regimens such as cyclophos-
phamide, doxorubicin, vincristine and prednisone (CHOP),
bendamustine and others, including use of the anti-CD20
monoclonal antibody rituximab. Nowadays the major threat,
however, is that the disease becomes chronic in a negative
sense, i.e. that it inevitably relapses after a variable period of
time. Douglas Gladstone and his colleagues try to address this
problem by a consolidation strategy using a non-transplant
approach [1]. Patients with indolent lymphomas were offered
treatment with high-dose cyclophosphamide combined with
high-dose rituximab without stem-cell support. How do their
results impact on current strategies in this setting?

Before putting the data into context, some limitations of
the study have to be critically discussed. The trial included
subgroups of indolent lymphomas with quite different prog-
noses, ranging from chronic lymphocytic leukemia (CLL) to
transformed lymphomas and mantle cell lymphoma. This
is critically important because the overall sample size with
81 patients is limited. Second, patients receiving consolida-
tion treatment after first complete remission were analyzed
together with individuals receiving cyclophosphamide
and rituximab after a partial response or even after salvage
therapy. Third, the outcome figures presented in this study
seem to be inferior to data presented for patients receiving
aggressive transplant conditioning regimens and stem cell
rescue as have been studied by the Nordic Lymphoma Study
Group and the M. D. Anderson Cancer Center Group [2,3].
But this comparison might be unfair, given that a less toxic
outpatient-based treatment approach was intended by the
authors. A more relevant question may be whether this non-
transplant approach was truly non-toxic and allowed patients
to avoid hospitalization. The authors report that about half of
their patients required admission to the hospital, albeit the
majority only for a short duration.

Despite all these limitations, this article adds to the
currently available strategies for consolidation of indolent
lymphomas in order to prevent disease relapse. Do we have

nowadays evenlesstoxicoptionsavailablebesides autologous
transplant and the doublet cyclophosphamide and rituximab
therapy described here? Atleast for the group of patients with
follicular lymphomas, the time for chemotherapy-based
consolidation, whether based on stem-cell support or not,
seems to be over. Instead of consolidation, maintenance with
rituximab over a longer period of time, currently defined as
2 years by data from the PRIMA trial (Primary RItuximab and
MAintenance), is the accepted standard [4]. Toxicity is less
compared to the cyclophosphamide/rituximab combina-
tion. And high efficacy with respect to event-free survival
(EFS) and overall survival (OS) seems to be achievable with
rituximab alone as maintenance treatment in indolent lym-
phomas. Longer treatment episodes with rituximab being
given 1 day every 2 or 3 months over a total period of up to
4 years or even indefinitely (until disease progression) are
currently undergoing evaluation in different trials worldwide.
Drugs besides rituximab might also come into play, such
as lenalidomide or even some of the new-generation small
molecules interfering with the malignant B cell signaling,
i.e. the phosphoinositide-3 (PI3) kinase inhibitor CAL-101,
Bruton’s tyrosine kinase inhibitor PCI-32765 and others [5,6].
They offer hope of a better tolerated treatment that assures
prolonged control of indolent lymphomas in all, including
the elderly, and that ultimately indolent lymphoma will be
rendered into a chronic disease without the need for aggres-
sive interventions.
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