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Identification and Management of Poor Prognosis
Germ Cell Tumours—a Need for Consensus
G. M. Mead

THE ACHIEVEMENT of cure for 80-85% of patients with metastatic
germ cell tumour (GCT) treated with chemotherapy must rank
as one of the greatest advances in modern oncology practice
[1-3]. However, a small proportion of patients with germ cell
cancers continue to die of their disease. The early recognition
of these patients, and identification of new, more effective,
therapeutic approaches, are priority areas for future clinical
research.

Present evidence suggests that patients with metastatic GCT
can be divided into two groups. Patients with advanced meta-
static seminoma, together with those with good prognosis meta-
static teratoma, form the great majority (70-80%) of patients
receiving chemotherapy [3,4-8]. Current studies suggest that
only 10-15% of such patients will fail if treatment with a
recognised cisplatin, etoposide, bleomycin (BEP) [1,2] chemo-
therapy regimen is given. No definite criteria have yet been
described by which this latter population can be identified.

The remaining patients with teratoma (approximately 20—-30%
of the GCT population) have a more adverse prognosis, with an
anticipated 50-70% failure-free survival. Major efforts have
been made to identify this population, and a number of phase
II, and some phase III, chemotherapy trials have considered
their best management.

These patients can be recognised in three ways. Identification
at initial presentation is used most commonly, but it is probably
the least sensitive and specific method. However, early introduc-
tion of a new therapeutic approach is perhaps most likely to
increase cure rates. A wide variety of presenting prognostic
criteria have been assessed including measurement of tumour
bulk (utilising measurements of transverse or antero posterior
tumour diameters at all sites [6,7]), tumour spread (number of
sites [4], number of lung metastases [5-7], extent of visceral
spread [6,7]) and tumour markers alpha fetoprotein (AFP),
human chorionic gonadotrophin (HCG) [4,6-8] and lactate
dehydrogenase (LDH)[4]. Other factors of probable importance
are age and primary site (gonadal versus extragonadal). Surpris-
ingly, no agreed prognostic factor classification is in use, and
those available bear little relationship to each other, with a
resultant spawning of literature comparing different systems
[4,5,8]. Whilst inherently unsatisfactory, this situation has
also rendered currently available phase II trials using new
chemotherapy approachs difficult to interpret as almost all the
inclusion criteria for each of these studies are different (inevitably
always including a proportion of patients regarded as good
prognosis by other classification systems) [8-13].

A potentially more specific way of identifying poor prognosis
patients is by a dynamic evaluation of their response to therapy,
most easily achieved by assessing rate of tumour marker
decline—a subject of multiple studies during the last decade
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[14-16]. The Memorial Sloan Kettering Hospital group, at
present, evaluate the rate of decline of AFP and HCG in poor
prognosis patients treated with chemotherapy, and alter therapy
if half lives prove prolonged [10,14]. However, this approach
has not found widespread use, and has not been fully evaluated
on independent data sets. The third and most obvious way of
establishing a poor prognosis is by identification at the time of
treatment failure. This can be achieved by including patients in
whom active cancer is found at the time of resection of residual
masses, those who fail to achieve marker complete remission, or
those developing progression of cancer. Whilst specificity is
high, it might be too late to bring in new therapeutic
approaches—in almost all series the likely salvage rates for the
latter two groups will not exceed 20%—and for patients with
primary refractory disease are likely to be much lower than this.

How should patients with a poor prognosis at presentation be
managed? There can be little doubt that the standard therapy,
with which new approaches should be compared, is four to six
cycles of BEP chemotherapy [1]. A wide variety of other
chemotherapy regimens have been described and promoted
[8,9,11-13], however, in the absence of randomised trials
directed at this group it is difficult to recommend these. The
Southeastern Cancer Study Group have compared standard BEP
with BEP containing double-dose cisplatin [17], and more
recently (and to date reported only in abstract form) with VIP
{etoposide, ifosfamide and cisplatin) [18]. These two studies
have demonstrated no increase in failure-free survival, but have
documented markedly increased toxicity in the experimental
treatment arm. The Medical Research Counci/EORTC are
currently comparing BEP with modified bleomycin, vincristine,
cisplatin (BOP)/VIP(9)—the latter including both initial high
dose intensity cisplatin and subsequent VIP and bleomycin—
and are evaluating the role, if any, of filgrastim in this population.

Extrapolating from the studies conducted to date, it seems
unlikely that enhancement of conventional dose chemotherapy
will significantly improve cure rates. The advent of new means
of circumventing haematological toxicity (growth factors, auto-
logous bone marrow transplantation, peripheral stem cell
transplantation) provides new opportunities for testing signifi-
cantly more intensive treatment regimens. The clear demon-
stration that a proportion of patients failing multiple chemo-
therapy regimens can be cured with such high-dose therapy with
autologous marrow support [19,20], and improved tolerance of
this approach in less heavily pretreated patients [10], has lead to
its earlier utilisation. The Indiana Group are currently testing
dose-escalated chemotherapy as a component of first salvage
treatment [21] (also the subject of an impending randomised
European trial). High-dose therapy has also been tested in a
French randomised trial as a component of initital therapy (with
negative results [22]). It is of interest that 28% of patients in this
trial who were randomised to transplantation failed to receive
this therapy for a variety of reasons. The scrupulous study
reported in this issue by Bokemeyer et al. (pp. 2225-2231)
represents another thread of this approach. VIP has been given
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in dose escalated form by use of growth factor support—and a
current study by this group aims to assess the potential,
additional use of peripheral stem cell transplantation.

It seems likely that a proportion of patients with poor prog-
nosis teratoma will remain incurable because of the catastrophic
nature of their presentation [22,23]. However, for the remainder,
there must be hope that results can be improved. It is becoming
increasingly difficult to conduct pilot studies of new treatment
approaches in this rare population—and these can only be tested
by comparatively large studies likely to require international
cooperation. A further difficulty is the toxicity and financial cost
of many newer treatments.

An international collaborative effort is currently underway to
define agreed, adverse prognostic factors. Similar cooperation is
required in the future if we are to test new treatment approaches
in randomised trials in these rare patient subgroups. Wherever
possible, these patients should be included in clinical trials, or
referred to centres participating in such studies. It seems likely
that cure rates will improve, but progress may well be slow.
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To Screen or Not to Screen for Cervical Cancer
Matti Hakama

SCREENING FOR cervical cancer may succeed or fail for a number
of disparate reasons. On the one hand, it may fail for reasons
associated with the natural history of the disease; a screening
test should be able to identify a preclinical phase of the disease,
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at which treatment is more efficacious than at later clinical
stages. On the other hand, it may fail because of medico-
socio reasons, including errors by those providing, planning or
executing medical services, or by those receiving such services.
In any successful screening programme (i.e. a programme
which results in a reduction of invasive cancer or death from
cervical cancer), both the natural history (biology) of cervical
cancer and the organisation of screening medical services must
fulfil the general prerequisites for a successful screening. The
programme works as well as its weakest link. Thus, there are



