Eur] Cancer, Vol. 29A, No. 7, pp. 933-934, 1993.
Printed in Great Britain

0964-1947/93 56.00 + 0.00
Pergamon Press Lid

Comments and Critique

Current Issues in the Management of Clinical
Stage I Testicular Teratoma

THE EVOLUTION of management concepts in stage I testicular
teratoma reflects the impact of curative chemotherapy, which
was developed in the 1970s by Samuels ez al. [1], Einhorn and
Donohue [2] and Peckham er al. [3, 4]. In the current era
standard combinations of bleomycin, etoposide and cisplatin
(BEP) will cure approximately 85% of all patients presenting
with metastatic testicular non-seminoma, and this proportion
increases to upward of 94% in those with a limited extent of
metastatic disease [5-10].

The effectiveness of chemotherapy on metastases has allowed
stage I testicular teratoma to be freed from the concept of
“radical loco-regional therapy”. In the past it was necessary to
base therapy on the ablation of any possible subclinical spread
to retroperitoneal lymph nodes, since persisting disease in these
sites would eventually lead to more widespread dissemination
and death. Thus the mainstays of management postorchidec-
tomy were either retroperitoneal lymph node dissection
(RPLND) or retroperitoneal radiotherapy (RT). Either was
effective in controlling retroperitoneal disease especially in the
era of modern radiological staging when large volume retroperi-
toneal nodes were unlikely to be missed. Both of these manage-
ment policies do, however, have disadvantages, including the
10-15% failure rate in patients with subclinical thoracic disease
and also specific toxicity such as bone marrow suppression after
radiotherapy or failure of ejaculation after surgery. In the light
of modern chemotherapy and of alternative treatment strategies,
radiotherapists, to their credit, have virtually abandoned their
role in stage I teratoma, yet many urological surgeons still feel
that RPLND is the optimal management postorchidectomy,
partly because of its contribution to accurate staging of the
retroperitoneum and partly because of the improvements in
technique which have allowed a reduced risk of ejaculatory
failure.

Surveillance after orchidectomy was introduced by Peckham
in 1979 as an alternative to adjuvant therapy [11] based on the
perception that small volume relapse would be curable with
chemotherapy, and that surveillance would spare two-thirds of
patients any further treatment. These predictions have been
confirmed in multicentre studies [12, 13]. It is clear that the
majority of oncology centres can pursue this management policy
competently, and it is also clear that the patients’ survival
probability on surveillance is equivalent to that with any other
approach to stage I non-seminoma. Furthermore, since surveil-
lance is based on allowing expression of the natural history of
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the disease, failure analysis has allowed prospective definition of
pretreatment risk factors [12, 14]. The U.K. Medical Research
Council (MRC) Group originally reported a retrospective study
in which multivariate analysis identified four independent histo-
logical risk factors, namely, invasion of testicular veins, invasion
of testicular lymphatics, the presence of undifferentiated
(embryonal) cells and the absence of yolk sac elements [12].
Subsequently, a prospective study of surveillance in 366 patients
supported the use of a prognostic index based on these four
factors, which indicated that patients with at least three of the
factors had a 46% risk of relapse, compared to 21% for two
factors, 16% for one factor and there were no relapses in the 9
patients with no risk factors [13].

The identification of a high-risk group on surveiilance has
sumulated further evolution of the role of chemotherapy, which
is now being investigated as an adjuvant in high-risk clinical stage
I teratoma. The MRC Group initiated an adjuvant chemotherapy
programme in these patients in 1987 based on the use of only
two cycles of BEP chemotherapy. The policy has been reported
in abstract [15] with results, based on 61 patients registered by
December 1991. This indicated that no patients had relapsed,
though 1 has since relapsed. This level of effect of adjuvant
chemotherapy was equivalent to that reported when two cycles of
chemotherapy were employed following RPLND of pathological
stage Il non-seminoma [16].

Discussions of adjuvant chemotherapy in clinical stage I non-
seminoma have included issues such as definition of the high
risk group and also choice of chemotherapy regimen. There is
concern that the good prognostic influence of yolk sac elements
within the primary may relate to an association with raised serum
concentration of alpha-fetoprotein (AFP). The long physiologi-
cal half-life of this protein in the serum leads to a longer delay
between orchidectomy and registration for surveillance. In the
prospective MRC surveillance study a time of more than 3
weeks between orchidectomy and normalisation of markers was
associated with a lower 2-year recurrence rate [13]. A second
problem was that many pathologists felt there was difficulty in
truly distinguishing venous from lymphatic invasion in the
testis. Thirdly, if the high risk group definition is confined to
patients with at least three risk factors this identifies less than
half of those destined to relapse. In the MRC Group Study the
high risk group comprised 83 of 366 patients, thus adjuvant
chemotherapy had only a minor impact on the overall pattern of
care and incidence of recurrence. In practice, therefore, it seems
likely that future studies will be based on a simpler and more
prevalent definition such as any vascular invasion (either venous
or lymphatic).

A second issue to consider in the adjuvant chemotherapy of
clinical stage I non-seminoma is the ideal chemotherapy regimen.
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Since a significant proportion of treated patients would have
been cured prior to chemotherapy it is important to minimise
toxicity, and even though two cycles of BEP have negligible
long-term side-effects it may be possible to reduce short-term
morbidity significantly by the avoidance of alopecia and of
prolonged in-patient therapy. These aims might be achieved
by substituting etoposide with vincristine, and cisplatin with
carboplatin. However, any such approaches need careful evalu-
ation to ensure there is no significant compromise of efficacy,
since inadequate initial chemotherapy may lead to drug-resistant
relapse.

The article in this issue by Droz and van Qosterom reviews
stage I non-seminoma of the testis with a particular focus on the
issues to be considered in designing a pan-European prospective
randomised trial in this stage of the disease. The worthy goal is
to compare surgery, surveillance and adjuvant chemotherapy. A
particular problem is the excellent prognosis for all modalities
with survival probabilities of > 95%, and with little possibility
of there being > 2% difference between the modalities. This
makes it impossible to consider a survival endpoint for a
prospective comparative trial, especially since the disease is
uncommon. The endpoints of any trial must, therefore, be based
on toxicity and quality of life measures; also, socioeconomic
factors are an important influence [17]. An American study has
suggested that the major toxicity influencing quality of life is loss
of ejaculation [18], but since this is associated only with RPLND
a comparative trial is hardly needed for this endpoint. Further-
more, this toxicity relates to individual surgical experience
and skill, especially since the introduction of nerve sparing
techniques. At the same time both surveillance programmes and
adjuvant chemotherapy schedules are being refined as discussed
above. Possibly, progress in the management of clinical stage I
testicular non-seminoma will be based on optimising each of the
approaches individually, rather than attempting to prove that
one of them is best.
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