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In aggressive, advanced stage non-
Hodgkin’s lymphoma (NHL), 2nd and 3rd

generation regimens gave results similar
to those observed with CHOP therapy with
a CR of approximately 50%, a 3-year sur-
vival probability of approximately 50% and
a PFS of 35-40%.

In order to improve outcome of these
patients we started the 1st our study on the
use of high-dose therapy as front-line ther-
apy. The aim of this multi-center ran-
domised study was to compare convention-
al therapy with conventional plus high-
dose therapy (HDT) and autologous bone
marrow transplantation (ABMT) for
advanced-stage, intermediate- and high-
grade NHL. Between October 1991 and
June 1995, one hundred and twenty-four
patients, age 15-60 years, with diffuse
intermediate to high-grade NHL (Working
Formulation groups F, G, H and K), stages II
bulky (≥10 cm), III or IV were enrolled. Six-
ty-one patients were randomised to
VACOP-B for 12 weeks and DHAP as sal-
vage regimen (Arm A), and 63 patients to
VACOP-B for 12 weeks plus HDT and ABMT
(Arm B). There was no significant difference
in terms of complete remissions (CR) in the
two groups of patients: 75% for Arm A and
73% for Arm B. With a median follow-up
observation time of 42 months there was
no difference in overall survival (65% and
65%), disease-free survival (DFS) (60% and
80% for Arm A and B, respectively) and pro-
gression-free survival (PFS) (48% and 60%
for Arm A and B, respectively). A statistical
improvement in terms of DFS (p=0.008) and
a favourable trend in terms of PFS (p=0.08)
for intermediate/high- plus high-risk group
patients receiving HDT and ABMT was
observed. In this study, conventional che-
motherapy followed by HDT and ABMT as
front-line therapy seemed to be no more
successful than conventional treatment in
terms of overall results (JCO 16: 2796,
1998).

In 1997, the Milan Group suggested a
statistical improvement in the outcome of
pts treated with High-Dose Sequential
Therapy (HDS) in comparison with those pts
treated with conventional chemotherapy
(CT). Only B-cell type, G and H/WF, and BM
negative pts were included. CR rate was
96% vs 70%, overall survival 81% vs 55%,
and PFS 84% vs 49% in the two arms
respectively. 

We therefore started a 2nd study in which
223 pts with aggressive, advanced stage NHL
were randomised to receive VACOP-B for 12
weeks (plus HDS/HDT in case of persistent
disease) (Arm A), or VACOP-B for 8 weeks
plus upfront HDS/HDT (Arm B). According to
the intention-to-treat analysis, the CR rate
was 75% for Arm A and 72.6% for Arm B.
With a median follow-up of 62 months there
was no difference in 7-year probability of
survival (60% and 57.8%; p=0.5), DFS (62%
and 71%; p=0.2) and PFS (44.9% and 40.9%;
p=0.7) between the two arms. Subgroup
analyses confirmed that the best results in
terms of survival, DFS and PFS were achieved
by patients with large B-cell NHL without
BM involvement, independently of the treat-
ment arm. Results were poorer in other cat-
egories of patients and poorest in patients
with BM involvement. There was no differ-
ence in using HDS after CT in all cases or only
in case of persistent disease and aggressive
NHL did not benefit from upfront HDS/HDT
(Ann Oncol 16:1941, 2005).

Following the stimulating results report-
ed with the use of Rituximab plus CT for
aggressive NHL, from 2002 to 2005 we per-
formed our 3rd study. The study included 1st

CR patients (after conventional CT or, when
resistant, after CT plus HDS) randomized to
4 administrations of Rituximab or observa-
tion. First interim analysis on 98 1st CR
patients showed a positive trend in favour
of patients receiving Rituximab. Now the
final analysis is ongoing.
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