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In the past, diffuse large-cell non-Hodgkin’s lym-
phoma (diffuse histiocytic lymphoma in previous
terminology). typically presenting in advanced
stage, was an almost invariably fatal disease. A
new form of combination chemotherapy, de-
scribed in this manuscript, was designed to com-
bat the pattern of early relapse that thwarted ef-
forts of tumor control with other regimens. The
results of this trial confirmed that complete remis-
sions with chemotherapy could not only be
achieved, but that such responses are associated
with long-term disease-free survival in most cases.
(The SCIa indicates that this paper has been cited
in over 225 publications since 1976.)
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The BACOP regimen for aggressive histologic
forms of non-Hodgkin’s lymphoma was designed
while I was a senior investigator in the Medicine
Branch of the National Cancer Institute. My coau-
thors on the manuscript were an extraordinary
group of young, dynamic, and creative clinical in-
vestigators who were making many important con-
tributions tothe managementof Hodgkin’s disease
as well as non-Hodgkin’s lymphoma.

Vincent DeVita, now director of the National
Cancer Institute, asked me to review the esperi-
ence of the National Cancer Institute in the use of
combination chemotherapy in the managementof
all forms of non-Hodgkin’s lymphoma. This analy-
sis, subsequently published in 1974,1 demonsirat.
ed that combination chemotherapy patterned
after the MOPP regimen of nitrogen mustard, yin-

• cristine, procarbazine, and prednisone could pro-
- duce disease-free survival in cases with specific

forms of advanced.stage non-Hodgkin’s lympho-
ma.

Long-term benefit was largely confined to those
patients with tumors of more aggressive histology,
which were designated diffuse hisliocytic tym-
phoma or, in more current terminology, diffuse
large-cell lymphoma. This finding was regarded as

very important since patients with advanced
stages of this disease had had an almost invariably
fatal course, with a median survival of six months.
The majority succumbed to lymphoma within one
year.
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Patients who achieved only a partial re-

sponse with the same therapy evidenced a decep-
tively favorable initial response, which was fol-
lowed by rapid relapse of the lymphoma, usually
during the rest periods between courses of thera-
py.

The BACOP regimen was designed to address
this newly recognized pattern of relapse. Treat-
ment during each 30-day course was divided into
two phases. During the first two weeks of therapy,
the lymphoma was treated with three potent anti-
cancer agents including doxorubicin, which had
only recently been recognized as an important
agent for the mangement of diffuse histiocytic
lymphoma. This was followed by two additional
weeks of therapy with agents that were selected
for their lack of bone marrow toxicity: bleomycin
and prednisone. The patient thus received treat-
ment for six full months. The intent was to prevent
tumor regrowth between courses of treatment,
while allowing for full bone marrow recovery.

The five-drug regimen was given the acronym
BACOP, which not only served to describe the
agents in the combination, but also the strategy we
were evaluating. We were, in essence, ‘backing-
up” the initial myelosuppressive phase of therapy
with two additional agents in the second phase, in
the hope of preventing tumor regrowth until the
administration of the next phase of more potent
drugs.

This latter goal was at least partially achieved.
Approximately 50 percent of previously untreated
patients with predominantly stage IV histiocytic-
lymphocytic lymphoma evidenced a complete dis-
appearance of their lymphoma. At the time of our
report, this was the highest complete remission
rate to be described in the literature.

The BACOP regimen has been largely supersed-
ed by the other forms ofcombination chemothera-
py that have come into favor during the years.
Whether any of the new regimens provide a signifi-
cantly higher level of efficacy relative to BACOP
is a subject of discussion. One of the problems that
plagues this area of clinical investigation is the
lack of properly designed controlled trials that
compare therapies in patient groups with equiva-
lent prognostic features.

The publication of our results with BACOP pro-
vided confirmatory evidence that complete remis-
sion in the aggressive forms of non-Hodgkin’s lym-
phoma, of very advanced stage, could be achieved
with combination chemotherapy. In addition,
long-term disease-free survival, indeed cure, could
be offered for what had in the past been regarded
as an almost invariably fatal disease.
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