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a professional obligation but also derives from its immense
contribution to the future of medicine if one looks at the autopsy
as a “collected™ autopsy experience and not as a single event
[23], providing that the quality of autopsy performance is strictly
monitored and under constant control.
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Salvage Treatments

DURING THE past 25 years, carefully planned strategies based
on natural history as well as on cytotoxic potential of radio-
therapy and chemotherapy have dramatically changed the prog-
nosis of Hodgkin’s disease from an almost invariably fatal to a
highly curable malignancy. In fact, approximately 75% of all
patients with this type of lymphoma can now be offered the
chance of cure [1, 2]. The impact of various treatments on the
S-year to the 20-year results is now being balanced against
delayed morbidity, such as organ damage and second neoplasms
produced by the intensity of therapy or the prolonged delivery
of alkylating agents.

In spite of the considerable evolution through innovations in
the primary management of various stages, treatment of relap-
sing Hodgkin’s disease is still incompletely defined. The fre-
quent lack of consistent results from salvage therapy is often
due to the application of the same or putatively similar treatment
to different prognostic subsets. Thus, it is important to clearly
define the subsets bearing different prognoses at the time of first
treatment failure.

<
PROGNOSTIC INDICATORS

In untreated Hodgkin’s disease certain clinical presentations
are widely recognised to bear unfavourable prognostic outcome.
The major unfavourable prognostic indicators are tumour mass
(e.g. bulky mediastinal and/or para-aortic adenopathy, multiple
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in Hodgkin’s Disease

extranodal involvement, 5 or more splenic nodules), disease
progression while on primary chemotherapy and short-term
complete remission. In the above mentioned clinical situations
the biological implications concern primary drug resistance to
one or more classes of cytotoxic agents. Prognosis is also inversely
related to age, since children and young adults fare better than
older people. In particular, patients aged more than 60 years
often present with advanced disease and other medical problems
that cause difficulties in the proper staging and treatment of
their disease [3]. Recent observations have confirmed that
lymphocyte depleted Hodgkin’s disease is a rare (5% or less of
cases) but very aggressive form of lymphoma whose prognosis
is still unfavourable because of widespread nodal and extranodal
involvement [4].

The presence of systemic (“B”) symptoms carries in general
unfavourable prognostic significance, especially in patients with
more advanced lymphoma. Patients in stage IIB managed with
radiotherapy alone appear to have an adverse outcome when
they manifest all three “B” symptoms; this finding is often
associated with bulky mediastinal disease [S5]. Finally, males
almost always have a less favourable prognosis compared with
that of females.

In relapsing patients prognosis is mainly related to type of
primary treatment and time of treatment failure. In particular,
the single most unfavourable prognosti¢ indicator is lack of
attainment of complete remission from an intensive multiple
drug regimen, particularly when chemotherapy includes non-
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cross resistant regimens such as MOPP (mechlorethamine,
vincristine, procarbazine and prednisone) alternated with
ABVD (doxorubicin, bleomycin, vinblastine and dacarbazine).

TREATMENT GUIDELINES

This section will attempt to provide some treatment guidelines
related to prognostic subsets for patients requiring salvage
treatment.

Patients relapsing from primary radiotherapy probably rep-
resent the most favourable category. Usually, combination
chemotherapy (single polydrug or alternating regimens) rep-
resents the treatment of choice. The complete remission rate
and the long-term results are practically superimposable on
findings reported for previously untreated patients. In this
particular subset the unfavourable prognostic variables are rep-
resented by short progression-free intervals, age greater than
S0 years and advanced relapse stage (e.g. multiple visceral
involvement) [6]. In complete responders it is doubtful whether
the addition of radiotherapy can further improve treatment
outcome [7].

For optimal treatment decision-making, in Hodgkin’s disease
relapsing from primary chemotherapy it is advisable to subdivide
patients into three prognostic categories [8]: lack of initial
complete remission, complete remission lasting for less than 12
months and complete response for longer than 12 months.
Depending on whether primary chemotherapy consisted of a
single polydrug vs. an alternating or hybrid programme, the
fraction of patients not achieving first complete remission varies
from a maximum of 30% to a minimum of less than 15% [2, 8].
The prognostic characteristics of patients not achieving complete
remission as a result of primary drug resistance appear clinically
related to a number of known variables, the most consistent
of which is tumour cell burden, expressed by number of
anatomically involved sites and/or bulky adenopathy. Regardless
of type of chemotherapy used, the vast majority of lymphomas
in this category are truly resistant, for salvage chemotherapy
vields poor outcome. In fact, the 3-year freedom from pro-
gression after conventional second-line treatment is 10-15% and
may increase to 30-35% only after high-dose chemotherapy
combined with autologous bone marrow transplantation
(ABMT) [8].

An intermediate form of clinical resistance is represented by
a situation in which primary treatment attains first complete
remission whose unmaintained duration lasts for fewer than 12
months. In this subset, salvage chemotherapy should consist of a
non-cross resistant regimen. Following primary MOPP, salvage
ABVD can yield complete remission in about 65% of patients
while 35% of them remain alive and disease-free at 5 years.
Comparable results were reported after B-CAVe (bleomycin,
lomustine, doxorubicin and vinblastine). The same frequency
of response occurs in ABVD-salvage MOPP. Treatment findings
are superior in the presence of relapsing lymphoma limited to
less than three nodal sites compared with those in patients with
extensive nodal and extranodal involvement as well as systemic
symptoms. Both magnitude and duration of complete remission
can be compromised if a single drug regimen and/or radiation
are utilised as first salvage treatment, i.e. before ABVD, B-
CAVE or MOPP, respectively. When primary chemotherapy
includes both MOPP and ABVD (alternating or hybrid
programmes) salvage treatment with conventional drug regi-
mens [e.g. lomustine, etoposide and prednimustine (CEP) or
mytoguazone, ifosfamide with mesna and etoposide (MIME)]
usually yields poor outcome. In this particular prognostic subset,
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superior results can now be achieved only through high-dose
chemotherapy with ABMT or peripheral blood stem cell support
[8-10]. In fact, in our own experience with MOPP/ABVD,
salvage high-dose chemotherapy with bone marrow rescue
yielded 3-year freedom from second progression of 76% [8].

A third category with less clinical resistance is represented by
patients whose disease relapse occurs after an initial complete
remission of longer than 12 months. In this subset, retreatment
with the same drug regimen utilised as primary chemotherapy
can induce a second complete tumour response in more than
three quarters of cases and the 5-year freedom from second
relapse is about 50% [7]. Theoretically, it is possible that
intensive treatment with ABMT will achieve better results. For
this reason, it is worth testing high-dose chemotherapy in
patients selected for their unfavourable relapse stage.

CONCLUSION

In the salvage treatment of Hodgkin’s disease the definition
of prognostic categories will contribute to assessment of which
clinical situation may require a given type or intensity of
treatment. Clinical categories or prognostic subsets should
remain clearly distinct when treatment strategies are devised and
results of salvage therapies reported. In fact, the discrepancies
between a given treatment and its results may reflect, in part,
the discrepancies in patient selection among institutions and
study groups testing the same or putatively similar treatment
regimens. It is also important to stress that in a regression
analysis, taking into account the type of response to primary
chemotherapy besides other prognostic factors, the degree of
response to initial chemotherapy remains an important indicator
of treatment outcome when analysed both singly and in the
presence of known variables.
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