
Rev Oncol 2003;5(9):489-90 489

On the 1st of May 2001, the Official Bulletin of the 
European Community published the Directive
2001/20/CE relating to Good Clinical Practice (GCP)
in the conduct of clinical trials involving medications1.
In Article 22, the Directive stated that the member
states must adopt and publish their legal statutes,
laws and administrative structures necessary to fulfil
the stated Directive; action which is still pending in the
majority of European states but whose final date of
implementation is the 1st May 2004. There is no doubt
that a Directive such as this, which seeks to introduce
uniformity in the conduct of clinical investigation in
Europe and which will scrupulously guarantee the
rights of the patients incorporated in trials, is not only
convenient but also necessary and, in this sense, de-
serves the highest support. However, some of the
clauses introduce requirements that are difficult to
achieve on the part of the Independent Investigator
within the current Spanish and European setting.
As discussed in the special article published in this
current issue of the Revista de Oncología2, this Direc-
tive, in its Article 1, defines medication under investi-
gation as: «pharmaceutical preparation of an active
substance, or placebo, that is being investigated or is
used as reference in a clinical trial, including pro-
ducts with commercial authorisation when used in a
combination (in the preparation or in the packaging)
different from what has been authorised, or when
used for the treatment of a clinical indication that has
not been authorised, or to obtain more information
on its authorised use». As such, in clinical practice, all
the drugs used in a prospective study will be conside-
red as medications under investigation, indepen-
dently of whether or not they have been authorised
for the clinical indications for which they are being
investigated. Similarly, in Article 19, Paragraph 2, it is
stated that «Unless Member States have established
precise conditions for exceptional circumstances, in-
vestigational medicinal products and, as the case may
be, the devices used for their administration shall be
made available free of charge by the sponsor».
In the initial version which had been distributed for
comment/suggestions to the Pharmaceutical Industry
and representatives of Ethics Committees (but not to
Individual Investigators nor to Co-operative Research
Groups) the Spanish Administration had not conside-
red establishing any single condition that may be con-

sidered necessary for application to exceptional cases
of special circumstances. The French and the Belgian
Administrations, conversely, have established precise
conditions for trials sponsored by Co-operative
Groups and by Independent Investigators.
As can be learnt from the current version, this Direc-
tive would appear to reduce drastically (if not abo-
lish) the possibility of conducting clinical trials spon-
sored by Independent Investigators or Co-operative
Groups in our country (and probably in many other
European countries). This Directive appears to focus
exclusively on the registration of new pharmaceutical
products in studies sponsored by the Pharmaceutical
Industry. The requirement that the sponsor provide
all the medications involved in the clinical trial com-
pletely changes the setting of academic clinical inves-
tigation that has existed in our country, up to now. To-
date, Independent Investigators and Co-operative
Groups could conduct clinical trials with pharmaceu-
tical products approved for an indication without ha-
ving to provide the medications, provided that the
said trials are performed in the same indications for
which the medication has been approved. In these ca-
ses, in our country, the Public Healthcare System
(PHS) provides the medications for the trial. Two
trials promoted by the GEICAM group serve to illus-
trate this situation. The GEICAM 9401 trial3 compa-
ring two different ways of administration (sequential
versus concomitant) of EC (epirubicin plus cyclo-
phosphamide) and tamoxifen as adjuvant therapy in
post-menopausal women. It was not known whether
there was an interaction (positive or negative) between
the chemotherapy and tamoxifen, i.e. the effect in the
adjuvant context of the simultaneous administration
was not known. The GEICAM 9401 study (with re-
sults coincident to those of the North American Inter-
group) showed that the concomitant use of tamoxifen
and adjuvant chemotherapy with anthracyclines was
deleterious for the patients and which translated into
an increase of 5% in the absolute rate of relapse. This
study, which contributed to a change in the consen-
sus clinical practice, did not involve any extra cost to
the PHS since the drugs used were those routinely
administered for this indication. The GEICAM 9903
trial4 compared the concomitant versus sequential
administration of adriamycin and taxoterre in metas-
tatic breast cancer. The sequential administration of
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the drugs resulted in much less toxicity than the con-
comitant, particularly in terms of febrile neutropenia,
and without a reduction in the therapeutic efficacy.
Again, this study which undoubtedly contributed to a
change in clinical practice, caused no extra cost to the
PHS since the drugs had been approved for the indi-
cation and was in routine use. These two studies, the
results of which will benefit many future patients in
Spain and other countries, would never have been
conducted under the Directive 2001/20/CE, in its pre-
sent form since it states that all the cost of the drugs in
the trial must be borne by the sponsor, together with the
costs of insurance, labelling of the product, as well as
the monitoring and management of all the medica-
tions involved in addition to the expensive task of re-
gistering and of communicating the adverse effects. 
Co-operative Groups and Independent Investigators
(described in more pompous terms as «Academia»)
perform an important job in clinical investigation,
and which is complementary to that performed by the
Pharmaceutical Industry. In the year 2001, for exam-
ple, 46% of the clinical trials in Oncology performed
by Co-operative Groups in Spain were sponsored by
the Co-operative Groups themselves5. Many academic
studies that have changed standard clinical practice
in Oncology would never had been sponsored by In-
dustry, because the hypothesis of the work would
lack commercial interest or, even, be prejudicial to its
commercial interest. A classic example is the «head to
head» comparison of two products approved for the
same indication (strategic studies). It would seem that
academia can only conduct one really neutral study if
it is to be absolutely independent of the Pharmaceuti-
cal Industry. This brings us to the nub of the problem:
the financing of research conducted in academia. The
European Directive demands certain requirements
that are very costly for the conduct of clinical trials
but, in contrast to the USA, the administrations of the
European Countries have not contemplated any mode
of regular financing for academia-conducted studies.
When, in the past few years, some Spanish Co-opera-
tive Groups have solicited public funds (for example,
from the Social Security Research Fund; Fondo de In-
vestigaciones de la Seguridad Social, FISS), their deni-
gration has been systematic and the justification has
been really surprising i.e. public funds are to help ba-
sic research and that clinical investigators should
apply to the Pharmaceutical Industry for funds for
their clinical trials. It seems pointless to highlight that

the Pharmaceutical Industry never provides funds for
projects that are not in its best interest and certainly
not for those that could be clearly prejudicial. We need
to reflect, here, that the Spanish Administration appe-
ars not to understand this.
The near future will be characterised, as such, by an
exponential increase in the requirements and costs of
clinical investigation and an absolute absence of pu-
blic funds. By implementing this Directive in its cu-
rrent form without simultaneously resolving the pro-
blem of public funding of independent research, the
European Community will be committing an error of
historic proportions. Europe in general, and Spain in
particular, could become the poor relation of the in-
ternational clinical investigation community. We feel
that the time has arrived to conduct a serious debate
in the heart of the European Community and of its
member states on the value, independent clinical re-
search, its discriminative regulation and, by implica-
tion, its funding.
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