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patients, are currently treated with separate international
protocols, such as Interfant and EsPhALL.
Measuring minimal residual disease (MRD) during
the ﬁrst weeks or months of therapy is used for risk
stratiﬁcation in many protocols because it is the
strongest predictor of relapse risk in childhood ALL. MRD
is a powerful tool to predict relapse because it measures
overall therapy response, irrespective of underlying
genetic abnormality. However, the disadvantage of
using MRD is that adaptations in therapy can not be
made in the ﬁrst weeks or months of therapy. Because
details of genetic abnormalities are readily available
in the ﬁrst few days after diagnosis, these can be used,
for instance, to determine in which patients the use of
anthracyclines can be reduced in the induction course—
especially relevant since a large proportion of patients
can be cured without this class of drugs, thus avoiding
their cardiotoxic side-eﬀects.8
One should note that the strongest predictive factor
for relapse in patients with ALL is the administered
treatment itself. If low intensive treatment is given,
many abnormalities have prognostic relevance,
whereas intensiﬁcation of therapy over-rides many
of the diﬀerences in outcome associated with genetic
abnormalities. With increasing therapy, the number of
relapses have—fortunately—decreased and the survival
of children with ALL has increased from less than 10% in
the early 1960s to more than 80% now. It is inevitable
that new genetic abnormalities with predictive value
will continue to be discovered. Genome-wide techniques
recently identiﬁed a new type of very high-risk ALL
characterised by a BCR–ABL-like gene expression proﬁle
and showed abnormalities in the Ikaros gene as a poor
prognostic factor.9,10 However, long-term follow-up
and large numbers of patients are necessary to ﬁrmly
establish which genetic abnormalities have independent

prognostic value. As Moorman and colleagues1 show
here, genetic abnormalities are strong predictors of
outcome in childhood ALL, and will be used increasingly
in the stratiﬁcation of children with ALL in current
and future protocols. The ﬁndings of Moorman and
colleagues1 will contribute to further reﬁnements of
therapy so that every child with ALL receives the most
appropriate intensity of therapy.
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gastric cancer: was it worth the wait?
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Studies show that D2 (extended) lymphadenectomy
improves the accuracy of locoregional staging and might
reduce disease recurrence in patients with advanced
gastric adenocarcinoma.1,2 When expert surgeons
perform D2 lymphadenectomy and avoid routine

distal pancreatectomy and splenectomy, perioperative
morbidity and mortality can be kept to a minimum.3 At
present, surgical resection is seldom the only treatment
for patients with advanced disease. The use of multimodal
therapies is supported by a series of trials substantiating
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show an early beneﬁt for D1 patients and do not favour
the D2–D3 group until 2–3 years after surgery. Likewise,
the current study did not show an increase in gastriccancer deaths until several years after the procedures. If we
assumed that most of these recurrences were secondary
to metastatic nodal disease that was not resected with D1
lymphadenectomy, why would the disease remain clinically
quiescent for several years in the absence of adjuvant
chemotherapy? Finally, the absence of a signiﬁcant
diﬀerence in overall survival between lymph-node positive
and negative patients, or between N2 patients who had a
D2 versus D1 lymphadenectomy, highlights the uncertain
beneﬁt of extended lymphadenectomy on survival.
The optimum treatment for gastric cancer is still the
subject of considerable debate. Most of us agree that
D2 lymphadenectomy is an appropriate and potentially
beneﬁcial staging and treatment approach that is just
one aspect of eﬀective treatment. Like any vital therapy,
surgery must be done safely and correctly by skilled
clinicians and should be individualised to the patient and
biology of the disease. Further debate on the absolute
value of extended lymphadenectomy will likely detract
from a needed emphasis on deﬁning the optimum
timing, choice of drugs, and ordering of chemotherapies
in patients with gastric cancer.
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their eﬃcacy and positive eﬀect on recurrence and
survival.4–6 In this issue of The Lancet Oncology, Songun
and colleagues7 report on 15-year follow-up data of
the nationwide Dutch trial of D1 (limited) versus D2
lymphadenectomy for treatment of gastric cancer. We
commend the group’s ability to undertake a nationwide
trial with such extended follow-up and hope that this
eﬀort will be an example for other cooperative groups
to follow. Although skeptics have argued that neither
the 5-year nor 11-year results of the Dutch trial showed
a signiﬁcant improvement in overall survival for patients
randomised to D2 lymphadenectomy compared with
D1, we believe that D2 resection has clinical relevance
in most treatment algorithms.1,8 The beneﬁts of
standardisation of surgical procedures for cancer should
not be underestimated. Surgery remains the only nonstandardised therapy in the context of clinical trials,
which hinders our ability to interpret study results
and inform patients of the best available treatment.
Furthermore, most cancer surgery is done by surgeons
who have not been consistently exposed to appropriate
oncological surgical techniques during their training, so
performance improvement through education, and the
documenting of quality control, should be future goals.
This trial provides a strong foundation on which to build.
Although we support most of the study’s conclusions,
several controversial issues should be addressed. First,
although the D2 group had signiﬁcant improvement
in disease-speciﬁc survival compared with D1 patients,
several issues limit the value of the analyses. Recurrent
disease was diagnosed in most patients, but not all
recurrences were documented by tissue biopsies or
postmortem autopsies. After recurrence, only the date of
death was registered; therefore, death was assumed to
be a direct result of gastric-cancer recurrence, although
recurrence might not have been the cause. Furthermore,
after a documented recurrence, no data are given on the
use of non-curative surgical interventions, chemotherapy,
biological therapy, radiation, or a combination of therapies
that might have aﬀected disease-speciﬁc survival. Second,
it has been suggested that a signiﬁcant improvement in
overall survival could be achieved if the early disadvantage
associated with D2 lymphadenectomy (secondary to the
prohibitive morbidity) could be avoided.3 Although this
concept is intriguing, even in the randomised trial by Wu
and colleagues3 where there were no perioperative deaths
with extended lymphadenectomy, the survival curves
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