Do we need high-dose therapy for initial treatment

of high-risk Hodgkin's disease?

M. Feperico, S. LUMINARI

: any authors have investigated the value of
M high-dose therapy (HDT) followed by auto-

logous stem cell transplantation (‘ASCT ) in
the treatment of patients with Hodgkin's Imphoma
(HL) since the first clinical data were reported in the
early 1980s. This combination is now cons1dered an
effective strategy for relapsed or refractory\HL with
better results when patients are transplanted at the
first event and if they are still chemosen51t1ve to sal-
vage chemotherapy.! The encouraging resu}lts obtai-~
ned with high-dose salvage therapy have led to an
increase in the use of HDT in patients respéndmg to
initial therapy but considered at high risk of relapse.
In 1991 Carella et al. published a pilot study of HDT
and ASCT in patients with unfavorable HL who had
achieved complete remission (CR) with conventlonal
dose chemotherapy 2 In this study 15 pat1ents with
very poor prognosis Hodgkin's disease in remission
after a treatment with MOPP/ABVD reg1men were
treated with HDT and ASCT immediately after achie-
ving CR. Thirteen patients (86.6%) remained alive in
unmaintained CR at a median time of 36i months
(range 10-64 months) post-transplant. |

In addition to Carella’s experience, Sureda et al.

reported a promising 78% continuous CR fate after
a median follow-up of 2.5 years in a grotip of 27
patients with poor prognosis HL. Moreau et al. eva-
luated cure rate, toxicity and late effects| of early
intensive therapy followed by ASCT in a group of 130
patients with advanced HL registered in the French
database and transplanted in first partial remission
(PR) or first CR. The 5-year overall survival rate of
patients in PR and CR was 82.8% and 76.3%, respec-
tively. Similar results were reported by Nademanee
et al. and, more recently, by Sperotto et al.3-¢ Based on
these results, and in the absence of data from com-
parative phase III trials, an increasing number of
patients with HL were treated with HDT after the
achievement of a CR. For example, the EBMT registry

From the Dipartimento di oncologia ed ematologia Umversxta di
Modena e Reggio Emilia, Centro Oncologico Modenese, Pollclmlca,

*. Modena, Italy.

Correspondence: M. Federico, Dipartimento di Oncologia ed f:'matologia,
Universitd di Modena e Reggio Emilia, Centro Oncologico Modenese,
Policlinico, via del Pozzo 71, Modena, Italy.

contains data on more than 450 patients with HL
who were treated with HDT and ASCT in first CR
between 1990 and 2000.

However, standard dose chemotherapy (CT) has
also led to encouraging results in the treatment of
patients with advanced stage HL. In addition to the
good results achieved with MOPP and ABVD in the
past two decadés, even more promising results in
terms of CR and prolonged long-term survival rates
have been obtained with newer regimens such as
MOPPEBVCAD . and BEACOPP, even in those -
patients considered at high risk of failure.”?

Regardless of the encouraging results reported in
all these studies:the question whether HDT should
be included in the initial treatment plan of patients
with high risk HL is still a matter of debate. Two dif-
ferent, randomized trials that compared conventional
chemotherapy with HDT as consolidation therapy for
responding patients with poor risk HL have recently
been concluded and have, in our opinion, clearly
demonstrated that, in patients responding to initial
therapy, HDT as consolidation is not superior to con-
solidation with conventional chemotherapy.

The study published by Proctor et al.,’° carried out
on behalf of the Scotland and Newcastle Lymphoma
Group (SNLG) compared three courses of a conti-
nuous hybrid CHT regimen plus high dose melpha-
lan and ASCT versus five courses of the same hybrid
treatment in a prospective, randomized setting in
patients with poor-risk HL. One hundred and twenty-
six patients were registered between 1988 and 1999,
and 65 of them (52%) accepted randomization.
Based on an intention-to-treat analysis, after a
median follow-up of 68 months the event-free survi-
val rate of the whole group was 78% and there was no
difference between the randomization arms.

The second trial was a large co-operative study,
performed by the EBMT/GISL/ANZLG/SFGM/GELA
HDO1 Intergroup.!" This cooperative study was desi-
gned to verify whether patients with initial features
associated with a high-risk of failure after achieving
CR or PR with 4 courses of standard-dose therapy
would benefit from HDT-ASCT. A total of 208
patients were registered in the study and among tho- -
se 163 achieving CR or PR with 4 initial courses of
ABVD or other doxorubicin-containing regimens
were randomized. to receive either-HDT followed by
ASCT (arm A) or four courses of conventional che-
motherapy (Arm B). At the end of the whole treat-
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ment program, 92% of patients in Arm Ajand
89% in Arm B achieved a CR (p—O 6). The 5-year
failure free survival was 75% in Arm A and 82%
in Arm B (p=0.4). The 5-year overall survwal was
similar in the two treatment groups (p=1.0),
. being 88% in Arm A and 88% in Arm B. F1nally,
the 5-year relapse free survival was 88% in Arm
A and 94% in Arm B: this difference was not» sta-
tistically significant (p=0.3). The HDO1 trial has
thus demonstrated that patients with advanced,
unfavorable HL, responding to front-line therapy
with conventional-dose chemotherapy and Ehen
receiving intensification with HDT-ASCT hag an
identical outcome (in terms of CR, overall survi-
val, RES, and FFS rates) to those patients who
rece1ved four additional courses of conventional-
dose CHT. ‘

In conclusion, given the excellent outcome of
patients treated with HDT-ASCT, in the absence
of a control arm in a randomized study we would
probably have concluded that HDT-ASCT should
be considered the treatment of choice w for
patients with advanced, unfavorable HL. Howe-
ver, the right conclus1on to be drawn is d1fferent
HDO1 and HD3 data definitely support the view
that for patients with HL, considered at high risk
according to existing prognostic scores and Who
respond to initial conventional chemotherapy,
more is not better (i.e. consolidation with high
dose therapy is not better than consolidation
with conventional dose therapy), and most
importantly, these patients should no longer be
offered HDT as consolidation therapy.

The identification of patients at high risk of fa1—
lure remains a key question. If there is an 1nd1—
cation for front line use of HDT in the treatment
of patients with HL, it should come from a dif-
ferent evaluation of prognosis in HL and, proba-
bly, from the use of different drugs or conditio-
ning regimens. Based on currently used progno-
stic scores patients with high risk disease are well
treated with standard chemotherapy although
there probably is group of patients with poor out-
come in whom the HDT option should be tested.
The apphcatlon of new diagnostic modal1t1es
(e.g. PET scanning and studies of tumor volume)
‘and new serum markers with prognostic value
(e.g- sSCD30) and in particular their modifica-
tion in the early phase of treatment could con-
tribute to better identification of patients with
h1gh risk disease eligible for investigational the-

rap1es
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