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Dear Sirs,

I read with interest the article by Zinzani et al ' and
Lazzarino's comment > about the treatment of mediasti-
nal large B-cell lymphoma (MLBCL), in December issue
of Haematologica. I believe too that CHOP is not the
best treatment for MLBCL, since we observed signifi-
cantly better results with third generation therapies °.
These preliminary results are confirmed by Zinzani's
recent paper.' The search for an effective first-line
chemotherapy in MLBCL is not trivial, since salvage
therapy is almost invariably unsuccessful in MLBCL,
leading the patients to death in a few months. This con-
trasts with other aggressive lymphomas, where margins
of rescue exist. A first question is: should CHOP be con-
sidered the golden standard for MLBCL¢ A second open
question regards the use of involved field radiotherapy (
IF RT) on the mediastinum after the CR achievement.
Indeed, most of the retrospective data suggest that
CHOP is less adequate than third generation therapies.
After the assessment of different entities *° in aggressive
lymphomas, we should reconsider our therapeutic
approach for these subgroups of aggressive lymphomas.
The various entities should probably be regarded as dis-
tinct diseases, rather than as a single disease. In recent
literature, there are various examples in this direction
from non-randomized studies, suggesting that a specific
approach is worthwhile. Hoelzer's group ° reported
excellent results in PTCL - a well known unfavorable
subgroup of aggressive lymphomas- by using the inten-
sive VACPE regimem (vincristine, high dose anthracy-
cline, cytoxan, prednisone, etoposide). The CR rule was
77%. The EFS was 55%, unusually good for PTCL and
not different from the EFS of large B-cell lymphoma
treated with the same therapy. In mantle cell lymphoma
- another entity characterized by a poor outcome - too
studuies from the MD Anderson group gave substantial
contributions to improving the outcome. HyperCVAD, a
very intensive regimen successfully employed in small
non cleaved cell lymphoma , was first combined with
autologous stem cell transplantation 7 ; then with ritux-
imab , without SCT ® The results were excellent: in
patients under 66 years of age treated with rituximab+
HyperCVAD, the CR rate was 90% and the 2-year PFS
was 80%. In contrast, CHOP+ rituximab recently pro-
duced only marginal results in newly diagnosed mantle
cell lymphoma, with a projected 3-year PFS of about
10%, and absence of plateau. . This suggests that the real
difference comes from the type of chemotherapy rather
than from the addition of rituximab. The third genera-
tion regimens (mainly MACOP-B and VACOP-B) in
mediastinal large B-cell lymphoma are a further example
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in this direction. We should probably pay more attention
to well conducted pilot studies, even if we definitely
need the confirmation of large randomized ones, as sug-
gested by Lazzarino.” Multicenter randomized studies
require large international cooperation and some years
to be conducted. Waiting for these necessary random-
ized studies , for the time being the use of third genera-
tion therapies (namely MACOP-B or VACOP-B) + IF RT
to the mediastinum is justified.
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