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Acta Oncologica and a new generation of scientists in oncology

BENGT GLIMELIUS!, CHRISTOFFER JOHANSEN?3, LUDVIG PAUL MUREN* &

MEF NILBERT?

IDepartment of Radiology, Oncology and Radiation Science, Uppsala University, Uppsala, Sweden, 2Department of
Oncology, Finsen Centeret, Rigshospitalet, University of Copenhagen, Copenhagen, Denmark, 3Survivorship Unit,
Danish Cancer Society Research Center, Copenhagen, Denmark, *Department of Medical Physics, Aarhus University,
Aarhus University Hospital, Aarhus, Denmark and 5Regional Cancer Centre South, Medicon Village, Lund, Sweden

As part of several activities during Acta Oncologica’s
50-year celebration in 2013 [1-3], we organised a
“young scientist’s workshop” during two days in Sep-
tember in Copenhagen, Denmark with the intention
to create a forum for interactions between young
Nordic scientists within the broad field of oncology.
In preparation of the workshop, several challenging,
edge cutting and clinically relevant topics with new
emerging scientific knowledge were identified by
members of the Editorial Board. These topics were
circulated as potential review subjects and subse-
quently narrowed down to a short list where at least
three to four young scientists from at least two Nor-
dic countries signed up for contributing to a review.
During the workshop, 26 young scientists represent-
ing many different oncological sub-disciplines ini-
tially learned about “how to write a systematic
review”, “good scientific conduct — in a hypercom-
petitive environment” and were presented different
views on “good scientific writing” from the editors
of the journal. Most of the time was, however, devoted
to discussions in small groups around the selected
topics under supervision of one or more senior
scientists. The discussions ultimately shaped the
themes into eight clean-cut topics ready for review.
The outlines of a protocol for a systematic overview/
meta-analysis were defined during the group discus-
sions together with a suggestion of a time schedule.
These outlines were presented by one of the group
members for the entire group of young and senior
researchers with further suggestions of modifications.
The different groups had to present a final protocol
for their systematic overview within three weeks, a
task that was fulfilled by all eight groups.

The format of the workshop was much appreci-
ated by all participants. The success of a new initia-
tive like the present one is, however, not judged
by a favourable appreciation from the participants,
but what ultimately comes out of it. In this case, the
immediate outcome will be systematic overviews of
clinically relevant, hot topics to be published in Acta
Oncologica after an independent external review
process. On a longer term perspective, increased
scientific activities and interactions between young
Nordic scientists representing slightly different sub-
disciplines are even more relevant. The relevance of
the published overviews can be rapidly evaluated by
all readers of the journal and quantified in terms of
downloads, and within the coming years as cita-
tions. The latter can be beneficial for the authors of
the publications, particularly in an early phase of a
scientific career. The authors have already done all
the hard work reading many thousands of titles,
many hundreds of abstracts and many tens of arti-
cles and synthesised all the information. The articles
can also be beneficial for Acta Oncologica, increas-
ing its reputation and potentially citation index.

The first review paper resulting from the work-
shop is published in this issue of Acta Oncologica
[4]. It was accepted for publication and available
early online within five months from the workshop.

EGFR-inhibition and predictive mutations

In the treatment of patients with metastatic colorec-
tal cancer, inhibition of the epithelial growth factor
receptor (EGFR) has emerged as one way to improve
the results with longer survival, better quality of life,
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and potentially more resections of distant metastases
in the conversion situation. Conversion is the com-
monly used term when treating unresectable/
not-readily resectable chiefly liver metastases with
chemotherapy prior to attempts to radically resect
the metastases. It differs from neo-adjuvant therapy
when the aim is to kill micro-metastatic disease, not
requiring any tumour down-sizing [5-7]. In the con-
version situation it appears to be important to get as
many objective tumour responses as possible [8,9].
Two recent updates of the Folprecht et al. initial ret-
rospective analysis [8] of the relation between tumour
response and liver resection rate has been confirmed
in one study [10], but questioned in another [11].
The addition of an EGFR-inhibitor to the armamen-
tarium of drugs in metastatic colorectal cancer,
together with the recognition that surgery is impor-
tant in responding patients with limited metastatic
disease, have resulted in median survival times of
above two years [5,12—14]. Since patient selection is
behind some of the excellent results, the improve-
ments in unselected patient populations have been
much less impressive [15,16]. Major reasons for this
are the inability of elderly patients to tolerate the
intensive treatments, or possibly the unwillingness of
doctors to treat elderly patients. Elderly patients have
had their survival prospects prolonged but to a much
lesser extent [16—18]. However, fit elderly patients
included in clinical trials do not appear to do worse
than younger patients [19,20].

In the first publication of clinical results from a
randomised trial appearing 10 years ago [21], a sta-
tistically significant benefit was seen when the EGFR-
inhibitor cetuximab was combined with a conventional
cytostatic drug, irinotecan, versus cetuximab alone.
In spite of the absence of an appropriate control
group, it was possible to conclude that EGFR-inhi-
bition had at least some effects in delaying progres-
sion in some patients. Cetuximab was approved for
use in metastatic colorectal cancer in the second/
third line situation after failure on at least an irino-
tecan combination. The effects in an unselected
population (expression of EGFR using immunohis-
tochemistry did not turn out to be relevant) were too
limited and/or limited to too few individuals to be
used in many countries, considering quite substantial
toxicity and very high costs for the drug [22]. This
also relates to the other EGFR-inhibiting antibody,
panitumumab, approved a few years later [23].

Exploration of molecular changes in the RAS/
RAF/MAPK and PIK3-AKT-mTOR signalling path-
ways downstream of EGFR-inhibition could soon
report that certain mutations in the KRAS gene
meant lack of clinical efficacy for EGFR-inhibition.
Exclusion of the almost 40% of the patients with
mutations in codons 12 and 13 in exon 2 of KRAS

in the tumours resulted in a change from a meaning-
less and potentially only toxic treatment to a poten-
tially more valuable treatment of the remaining 60%
of the patients [23,24]. The indications to treat thus
increased, although treatment was not universally
recommended [25]. Since then, there has been con-
troversy about the relevance of other, less common
mutations in the RAS gene. After the publication and
reporting of results from several studies during the
autumn 2013, and the systematic collection of the
data by Therkildsen et al. [4] it is now clear that
KRAS and NRAS mutations in exons 2, 3 and 4 infer
resistance to EGFR-inhibition. Thus, about 60% of
the patients with metastatic colorectal cancer can be
excluded from therapy, and the remaining 40% have
a higher likelihood for treatment response. According
to Swedish guidelines to be released in April 2014
(www.socialstyrelsen.se/riktlinjer), treatment is clearly
motivated in the first-line conversion situation in
RAS wild-type tumours and in the third-line pallia-
tive situation alone or with irinotecan. Treatment in
Sweden is not recommended in the first and second-
line situation if the intent is strictly palliative (group
2 according to ESMO guidelines [12]), and defi-
nitely not in group 3 where the need for palliative
more efficient therapy is then not apparent.

The treatment-predictive role of BRAF muta-
tions in relation to EGFR-inhibition is controversial.
BRAF mutations have convincingly been linked to
an adverse prognosis with short times to progression
and death irrespective of treatment [26,27]. The
relative rarity of BRAF mutations, about 10% (range
4-21%) in the clinical trial populations and the poor
prognosis tell that it is methodologically difficult to
discriminate between a prognostic and a predictive
effect. Experimental studies indicate that resistance
to EGFR-inhibition should be present. Therkildsen
et al. [4] are careful in their conclusions but do not
recommend EGFR-inhibitory treatment if BRAF
is mutated. Thus, additional patients with RAS
wild-type tumours can be excluded from treatment.
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