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mGH-DOSE-LOW-DOSE
E.G.E. de Vries
Department of Medical Oncology, University HospItal, Groningne, The
Netherlands
For certain malignancies the curative effects of chemotherapy are worse
if the patient received less than the optimal chemotherapy dose. Much
less is known concerning the value of high-dose chemotherapy for solid
tumours. With the help of stem cell reinfusion and haematopoietic
growth factors it is possible to get up to a 10-folddose increase for certain
chemotherapeutic drugs.

High-dose chemotherapy may be interesting for a number of solid
tumours such as non-seminomatous testicular carcinoma, breast carci­
noma in the metastatic and adjuvant setting, ovarian carcinoma, tumours
of young adults such as Ewing sarcoma and small cell lung carcinoma.
For most of these tumour types and settings it will be necessary to per­
form randomized studies before firm conclusions can be drawn. This
is for example especially important for patients with breast carcinoma
with >3 positive axillary lymph nodes. Preliminary data from various
groups show compared to historical controls treated with standard ad­
juvant chemotherapy, favourable results of adjuvant chemotherapy con­
taining high dose chemotherapy. The potentially currently safer ther­
apy of high-dose chemotherapy may reveal in the near future the role of
high-dose chemotherapy in solid tumours.
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MODERN TUMOUR PATHOLOGY: DIAGNOSTIC AND
PROGNOSTIC IMPLICATIONS OF IMMUNOCYTOCHEMICAL
AND MOLECULAR DATA
G. Viale
University ofMilan and European Inslirure of Oncology, Milan, Italy
Modem tumour pathology has to cope with two major challenges: (i) to
provide more precise diagnoses, and (ii) to be able to recruit from tu­
mour tissue samples all the parameters useful to predict the expected bi­
ological behaviour of individual tumours and their more likely response
to different therapeutic approaches. In the effort to achieve these goals,
pathologists have taken the greatest advantage from the application of
novel procedures (namely immunocytochemistry and molecular biology
techniques) coupled with classic morphologicalfeaturesofthe neoplastic
cells. Studies on the expression of structural or functional cell markers
and on genetic abnormalities of oncogenes and tumour suppressor genes
have already proven to be of invaluable effectiveness in the assessment of
the histogenesis and biological behaviour of human malignancies, and in
predicting the clinical outcome of the affected patients as well.
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MOLECULAR DIAGNOSIS OF EWING'S TUMOURS
O. Delattre, M. Peter, C. Fagnoux, G. Thomas, H. Magdelenal, SFOP
U 434, Instilut Curie, 75231 Paris Cedex 05, France
The Ewing family of tumours is characterized by specific fusion tran­
scripts which link the EWS gene with either of the FLI-I, ERG or ETV I
members of the ETS family of transcription factors as a result of chro­
mosome rearrangements. Analysis of a large series of tumours was per­
formed. No correlation between the type of fusion transcript and lo­
calization, phenotype or extension of the tumour was observed. Based
on the sensitivity and specificity of the detection of these alterations by
the Reverse Transcriptase PCR technique, the presence of small num­
ber of Ewing cells was investigated in blood, bone marrow and stern cell
harvests from patients with Ewing's tumour. This method enables the

detection of less than one tumour cell per million of normal cells. At di­
agnosis, tumour cells could be detected in one third of samples analysed.
The relevance of these molecular markers in the clinical assessment of
Ewing's tumours will be presented.
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NEW TRENDS IN BRACHYTHERAPY
A. Gerbaulet
Department of Curietherapie, Institut Gustave-Roussy, 94805 Villejuij,
France
As we look towards the future of brachytherapy, there are many new
trends that may help to improve cancer treatment. The following areas
will be addressed:

I. The use of current and new imaging devices before and during
brachytherapy to better define and select the tumour, target, and im­
planted treatment volumes.

2. The development of three-dimensional target planning systems to
provide superior dosimetry and dose volume histograms which will re­
sult in optimal treatment planning for either brachytherapy alone or with
external beam irradiation.

3. Use of remote afterloading systems with either low dose rate
(LDR), intermediate dose rate (IDR), pulsed dose rate (PDR), and/or
high dose rate (HDR) incorporated into the more accurately defined tu­
mour and target volumes.

4. The development and application of better mathematical models
to correlate LDR, IDR, PDR, and HDR.

5. Technical improvements such as the development and use of new
miniature radionuclides, permanent interstitial implants with the use of
biologically inert materials, and highly sophisticated remote afterloading
systems.

6. Potential applications of combining fractionated HDR with con­
tinuous LDR irradiation.

7. Combining brachytherapy with: (a) chemotherapeutic agents; (b)
hyperthermia: (c) external beam irradiation.

8. Intraoperative brachytherapy.
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CYTOKINES IN METASTATIC RENAL CELL CARCINOMA
T. Phiitp, S. Negrier
Centre Leon Berard, 69008 Lyon, France
Interferon alpha as well as Interleukin 2 were extensively used during the
past decade specially in the treatment of metastatic renal cell carcinoma
(MRCC). Interferon alpha (IFN) gave response rates from 5 to 15% and
Interleukin 2 (IL2) was reported to give 8 to 35% response rate includ­
ing 5 to 10% of complete persistent remissions. Our past experience
using either IV IL2 alone or together with IFN or this combination sub­
cutaneously gave response rates from 15 to 25% and these results do not
seem different according to the treatment modalities. In 1991, together
with our French colleagues, we designed a randomized trial in MCRR.
Patients could receive continuous infusion of IL2, or IFN or combina­
tion of both cytokines. Different clinical prognosis factors as well as
putative prognosis biologic parameters were taken into account response
rates and survival are the major end-points of this study. 470 patients
were registered in 4 years and inclusion will stop by 30 June 1995. The
data we expected from this trial could give us bases to select patients
who may benefit of this treatment. In addition, new approaches in the
treatment of MCRR must be set up.




