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Management of primary mediastinal
B-cell lymphoma with sclerosis:
advances and caveats

Primary mediastinal B-cell lymphoma with scle-
rosis is a distinctive subtype of non-Hodgkin's lym-
phoma with unique clinicopathologic aspects and
aggressive behavior.1 In 1997 Lazzarino et al.2
reported studies on 106 patients, 99 of whom
received doxorubicin-containing chemotherapy.
Thirty-five of 99 patients were primarily chemo-
therapy-resistant, and 64 responded: most of the
responders received mediastinal radiotherapy. The
actuarial 3-year survival rate was 52% for all
patients and 82% for responders. Poor performance
status and pericardial effusion predicted non
response and poor survival. Inadequate response
after the first courses of front-line chemotherapy
predicted failure of subsequent treatment. Respon-
ders with a bulky mediastinum or residual medi-
astinal abnormality after chemotherapy were at
risk of relapse. Retrospective studies are useful in
trying to define the natural history of rare disor-
ders, and this may apply to primary mediastinal B-
cell lymphoma with sclerosis, which represents
about 3% of non-Hodgkin's lymphomas. However,
retrospective studies have major drawbacks, and
one limitation in this case might be the appropri-
ateness of the histologic diagnosis.3 It cannot be
excluded that retrospective studies include cases of
diffuse large cell lymphoma that have a more
favorable prognosis.

There is no question that primary mediastinal B-
cell lymphoma with sclerosis requires aggressive
treatment. In a report in this journal on 89 patients,
Zinzani et al.4 showed that combined modality
treatment using the MACOP-B chemotherapy reg-
imen and radiation therapy induced a good remis-
sion rate with the patients having a greater than
90% chance of surviving disease-free at 9 years.
They also emphasized that radiotherapy often plays
a pivotal role in obtaining complete remission sta-
tus. In this issue, Zinzani et al.5 report observations
on 426 patients diagnosed with primary mediasti-
nal B-cell lymphoma with sclerosis in 20 institu-
tions from different countries. This retrospective
study strongly suggests that MACOP-B (or similar
third-generation chemotherapy regimens such as
VACOP-B) plus radiation therapy represents the
best therapeutic option for most of these patients,
with the long-term overall survival being as high as
70-75%. On the other hand, patients with predic-
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tive factors of poor outcome are likely candidates
for high-dose sequential chemotherapy plus autol-
ogous stem cell transplantation (ASCT).

However, there is no consensus at present on pre-
dictive factors of poor outcome in patients with pri-
mary mediastinal B-cell lymphoma with sclerosis.
Previous studies have singled out less than partial
midway response to chemotherapy, pericardial effu-
sion, bulky disease and IPI score ≥ 2.1-3 Cairoli et al.6
have recently evaluated the impact of an early inten-
sification program including chemotherapy, ASCT
and radiation therapy (RT) in patients presenting
with adverse prognostic factors (high-intermediate
or high risk group according to the age-adjusted
International Prognostic Index. Induction therapy
consisted of VACOP-B (etoposide, doxorubicin,
cyclophosphamide, vincristine, prednisone and
bleomycin) for 12 weeks. Of 15 poor risk patients,
five achieved complete remission, seven partial
remission, and three showed refractory disease. All
these patients received mobilizing therapy consist-
ing of high-dose cyclophosphamide. After trans-
plantation using BEAM as the preparative regimen,
all patients but one achieved a complete remission.
At a median follow-up of 35 months from trans-
plantation the disease-free survival was 93%. This
program of early intensification appears an inter-
esting approach to treatment of poor risk patients.
Because of the current uncertainties the time has
come for a prospective multicenter trial aimed at
defining a risk-adapted approach to treatment of
primary mediastinal B-cell lymphoma with sclerosis.
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Guidelines in hematology

Progress in health care requires that the medical
education is continued post-doctorally and that
appropriate guidelines are prepared and regularly
reviewed for diagnosis and treatment. The whole
issue is complex. On the one hand it must be under
the control of the academic and health authorities,
namely Universities, Hospitals, Research Institutes
and Professional Orders. On the other hand it
requires the active contribution of the scientific
and medical community, which is represented by
the scientific Societies. Representing the hemato-
logical community, the Italian Society of Hematol-
ogy (SIE), the Italian Society of Experimental
Hematology (SIES) and the Italian Group for Stem
Cell Transplantation (GITMO) have joined to provide
the best available professional and scientific
framework for continuing medical education (CME)
in hematology and for the preparation and regular
revision of guidelines for the main hematological
disorders, from anemia and hemorrhagic diseases
to leukemia and lymphoma, from diagnosis and
conventional treatment to cellular and gene ther-
apy. The first step was the establishment of a per-
manent committee for the guidelines, which is now
served by Sante Tura at University of Bologna and
Giovanni Barosi at the IRCCS Policlinico S. Matteo,
Pavia. The committee is entrusted to form specific
independent subcommittees for the main blood
diseases so as to prepare the respective guidelines
according to recognized scientific methodologies.
The guidelines will be offered to the medical com-
munity with the help of the national and regional
Health authorities and via Internet, at a site that
will be activated before the end of the year and will
provide an open forum for interactive discussion.
They will also be published, upon independent
review, in the Societies' official Journal, which is
Haematologica. We are happy to welcome in this
issue of the Journal the first of these guidelines,
which is dedicated to the treatment of myelodys-
plastic syndromes. Forthcoming guidelines will
concern thrombocythemia, monoclonal gammap-
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