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Chemotherapy for rare
childhood brain tumours
� The Lancet Oncology

Intensive chemotherapy can be used to delay
radiotherapy in children with ependymomas,

a rare type of childhood brain tumour that is
usually large anddifficult to remove. These can-
cers arise mostly in children younger than five
years, sodelayingor eliminating the requirement
for radiation treatment to the developing brain
could reduce the risk of later cognitiveproblems.

Adjuvant chemotherapy is usually part of
the treatment schedule for patientswith these
tumours, due to the difficulty of complete sur-
gical excision. However, no standard regimen is
universally used. Radiotherapy is effective, but
its delivery is complicatedby the fact that itmay
causedamage that leads to lower IQ, short-term
memory problems and other cognitive defects.

To studymaximally intensive chemotherapy
strategies that could delay radiotherapy, the
United Kingdom Children’s Cancer Study
Group/International Society of PaediatricOncol-
ogy undertook a study in children younger
than three years. Radiotherapy was reserved
only for thosewith resistant recurrent tumours.

Eighty-nine children with ependymomas
were enrolled from 21 participating centres
between 1 December 1992 and 31 April 2003.
All patients were first treated with surgery
before being given chemotherapy, comprising

Children’s Cancer and Leukaemia Group (formerly

UKCCSG) Brain Tumour Committee. Lancet

Oncol August 2007, 8:696–705

� Paediatric ependymomas: should we avoid

radiotherapy? [Editorial] E Bouffet, U Tabori, U

Bartels. ibid pp 665–666

� Primary radiotherapy for childhood ependy-

moma? [Editorial] DA Hamstra Lancet Oncol

September 2007, 8:758–759

Immunotherapy no
better than dacarbazine
in melanoma
� Annals of Oncology

Combined immunotherapy with histamine
dihydrochloride, interleukin-2 and inter-

feron-alpha 2b offers no significant benefit in
terms of survival and extent and duration of
tumour response over dacarbazine treatment
for patients with stage IVmelanoma.

In vitro and in vivo studies have previously
suggested that the combination of dihydro-
chloride and interleukin-2 is more effective at
destroying malignant cells than either com-
pound individually.What ismore, clinical studies
in melanoma show that cytotoxic lymphocytes
are more efficiently activated by systemic
treatmentwith thecombination thanwith inter-
leukin-2monotherapy.

blocksof myelosuppressive treatment (carbo-
platin and cyclophosphamide) alternatedwith
non-myelosuppressive treatment (cisplatin and
high-dose methotrexate) at 14-day intervals.

After the treatment, 59 of the patients
progressed and 37 of these subsequently died.
Median time to progression was 1.6 years
(range 0.1–10.2), but five-year overall survival
was an encouraging 63.4%. “Themedian delay
to radiotherapy was 20.3 months, and the
median age at irradiationwas 3.6 years,” report
the authors, adding, “The original aimof avoid-
ing or delaying radiotherapy in these children
without compromising outcome has been
achieved. Our results confirm a role for primary
chemotherapy in young childrenwith intracra-
nial ependymoma.”

According to an accompanying commen-
tary, however, these results are something of a
surprise, given that other attempts at deferring
radiotherapy have been less successful.What is
more, the absence of data for response to
chemotherapy is amajor limitation in the inter-
pretation of these promising results. “To justify
the continuation of such a strategy, the study
needs to prove that there are young children
thatwill not be leftwith impaired neurocogni-
tive abilities as a result of prolonged chemother-
apy,” the commentators write.
� Primary postoperative chemotherapy without

radiotherapy for intracranial ependymoma in

children: the UKCCSG/SIOP prospective study.

RG Grundy, SA Wilne, CL Weston et al, for the
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To test this idea further, Middleton and
colleagues recruited 241 patients over 18 years
old who had histologically proven stage IV
melanoma with a life expectancy greater than
three months from 43 centres in Australia,
Canada, Germany, Israel, Sweden and the UK.
Between February 1998 and October 2000,
patients were stratified on the basis of liver
metastases at baseline (present or absent) and
then randomised to either an immunotherapy
combination of dihydrochloride, interleukin-2
and interferon-alpha 2b or to dacarbazine.
Follow-up continued until June 2002.

Although thedurationof responseand sur-
vival were slightly longer in the combination
group than in the dacarbazine group, these dif-
ferences were not statistically significant. The
results for other secondary endpointswere sim-
ilar between groups.

“Immunotherapy regimensmayyet provide
treatment alternatives for patientswith stage IV
melanoma,but this immunotherapeutic regimen
did not improve upon the response rate and
overall survival seen with dacarbazine,” the
authors conclude.
� Results of a multicenter randomized study to

evaluate the safety and efficacy of combined

immunotherapy with interleukin-2, interferon-α2b
and histamine dihydrochloride versus dacarbazine

in patients with stage IV melanoma. M Middleton,

A Hauschild, D Thomson et al. Ann OncolOctober

2007, 18:1691–1697

Radiofrequency ablation
of liver metastases
can extend survival
� Annals of Surgery

Radiofrequency ablation – a technique that
involves insertinga special needle electrode

into tumours todestroy themthroughheat from
the inside – may help improve survival for
patients with liver metastases from colorectal
cancer whose lesions are unresponsive to
chemotherapy and too widespread for surgery,
according to an observational study.

Twenty-fivepercentofpatientswhopresent
with colorectal cancer alreadyhave livermetas-
tases and,within five years of diagnosis, 50%of
those initially lacking obvious metastases will
have evidence of cancer spread. Because this
distantdisease is associatedwithpooroutcomes
– less than 1% of patients with untreated liver
metastaseswill be alive four years after diagno-
sis – and because inmany patients the only site
ofmetastasesatdeath is the liver, effective treat-
ment of these lesions could have substantial
implications for survival.

Allan Siperstein and colleagues from San
Francisco andCleveland investigated thepoten-
tial of this treatment in patients who were not
candidates for surgery and in whom
chemotherapy had failed. They designed a
prospective study of 234 patients (81 women
and 153 men) who were prescribed radiofre-
quency ablation formetastatic colorectal ade-
nocarcinomaover a 10-year periodbeginning in
May 1997. All of the patients involved in the
study had failed chemotherapy and had an
average of 2.8 liver lesions.

CT scans were done before and after the
procedure and the patients were assessed for
their number of lesions, size and location of
defects, presence of disease outside the liver,
and some liver function tests. Researchers fol-
lowed the progress of the patients until the
study came to an end in December 2006. They
notedprogressionofdisease in the treatedareas
of the liver, evidenceofnewdiseaseeitherwithin
or outside the liver, and death. The median fol-
low-up was 24 months and 148 patients died
during the study period.

For the whole group, three- and five-year
survival data showed that radiofrequency abla-
tion produced 20.2% and 18.4% survival rates,
respectively. Thenumber of liver lesions at diag-
nosis was found to be statistically linked to sur-
vival. Patients presentingwithbetweenoneand
three lesionshadamedian survival of27months
versus17months in thosepresentingwithmore
than three lesions. Lesion sizewas also found to
be statistically significant: lesions smaller than
3 cmwere associated with amedian survival of
28months comparedwith20months for lesions
greater than 3 cm. One particularly interesting

observationwas the lackof a statistically signif-
icant difference in benefit from the treatment
when the patients were divided up by stage of
disease at presentation, leading the authors to
conclude that “all patients despite initial stage
derived survival benefit fromRFA.”

Overall, the authors say of their findings:
“Previous to local therapies this subgroup of
patients had virtually no survivors at five years,
whereasour studydemonstrates an18.4%five-
year survival rate.”
� Survival after radiofrequency ablation of

colorectal liver metastases: 10-year experience.

AE Siperstein, E Berber, N Ballem et al. Ann Surg

October 2007, 246:559–567

CT versus colonoscopy
for colon cancer screening
� New England Journal of Medicine

Computed tomography colonography may
provideamore targeted screeningapproach

for prevention of colorectal cancer than optical
colonoscopy, according to the results of a
prospective study.

Researchers fromtheUniversity ofWiscon-
sin analysed the clinical databases from parallel
computed tomographyandcolonoscopyscreen-
ing programmes at a single institution, which
drew participants from the same geographical
region, in order to evaluate the diagnostic yield
of each approach. A total of 3,120 consecutive
patients who were undergoing computed
tomography during a 25-month period and
3,163consecutivepatientswhohadcolonoscopy
screening during a 17-month period were
included in the analysis.

The researchers also identified all patholo-
gically proven neoplasia that were detected by
eachscreeningmethodfromthepoolof resected
polyps, and compared the prevalence of high-
grade dysplasia, invasive adenocarcinoma and
overall advancedneoplasia in each studygroup.

Similar diagnostic yields anddetection rates
for advanced adenomas were obtained in both
programmes, and therewasno statistical differ-
ence between the groups in terms of the num-
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ber of large or small advanced adenomas that
were removed.However, thenumberofpolypec-
tomies performed to achieve these similar out-
comes differed significantly between the two
groups, with more than four times as many
polyps removed in the colonoscopy group as in
the computed tomography group. Serious
adverse events during primary colonoscopy
screening included colonic perforation in seven
patients (0.2%) and, in four of these, surgical
repair was required. During primary computed
tomography screening, there were no perfora-
tions or other serious complications.

“The marked decrease in the use of [optical
colonoscopy; OC] and total rates of polypec-
tomies in the [computed tomography] group
suggests that this technique is a safe, clinically
effective, and cost-effective filter for therapeu-
tic OC. Furthermore, by combining primary CTC
[computed tomographycolonography] andpri-
mary OC screening efforts, with the choice
between tests driven by patient preference, the
overall screening compliance for total colonic
examination could substantially increase.”
� CT colonography versus colonoscopy for the

detection of advanced neoplasia. DH Kim, PJ

Pickhardt, AJ Taylor et al. N Engl J Med 4 October

2007, 357:1403–1412

Probiotics improve
chemotherapy tolerability
� British Journal of Cancer

Dietary supplementation with probiotic
bacteria and fibre canhelp improve the tol-

erability of chemotherapy for colorectal cancer,
according to a recent prospective study.

Regimens containing fluorouracil and leu-
covorin have long been standard adjuvant
chemotherapy agents in colorectal cancer but
they cause diarrhoea, which is one of the most
troublesome adverse effects related to cancer
chemotherapy. Excessive bowelmotilitymay be
reduced using drugs such as loperamide and
somatostatinanalogues,but these treatmentsare
associated with adverse effects, so safer inter-
ventions are needed.

Prophylactic mastectomy
rates increasing
� Journal of Clinical Oncology

More and more women diagnosed with
breast cancer are opting for surgery to

remove theirnon-cancerousbreast tocut the risk
of new cancers developing, according to an
analysis of theprevalenceofpreventivemastec-
tomy over time.

ToddTuttle andcolleagues fromtheUniver-
sity of Minnesota used the Surveillance, Epi-
demiologyandEndResults (SEER) cancer registry
public-usedatabase toexamine rates and trends
ofprophylacticmastectomyof thenon-involved
breast in women with unilateral breast cancer
from1998 through 2003.

Over the six-year study period, 152,755
women registered in the SEER database were
diagnosed with unilateral breast cancer and
treated with surgery. Most underwent either
breast conserving surgery (57.8%)or aunilateral
mastectomy (38.9%), but 4,969 underwent a
contralateral prophylacticmastectomy.

Young women were more likely than older
ones toopt for this procedure: 6.7%of all surgi-
cally treatedpatients aged39or youngerunder-
went non-cancerous breast removal, as
comparedwithonly1.3%ofwomen in their 70s.

Lower tumour grade and negative lymph
node statuswere associatedwith a significantly
higher rate of contralateral mastectomy. Rates
increasedby150%forall stagesof breast cancer
over time, and these trends continued to theend
of the study periodwith no plateau effect.

“These findings represent a dramatic
change toward more aggressive breast cancer
surgery in theUnited States,” claim the authors.
“Still, the rate of BCS [breast conserving surgery]
also increased during our study period. Thus,
patients are increasingly choosing between
minimal surgery or more aggressive surgery
(bilateral mastectomy) instead of unilateral
mastectomy,” they report.

“Thedecision toundergo [contralateral pro-
phylactic mastectomy; CPM] is complex, and
many factors are likely to contribute to its
increased frequency.Nevertheless, patientswith

Somestudieshave suggested that adminis-
trationofmicro-organisms suchas Lactobacillus
rhamnosus GGwith standard rehydration ther-
apy could reduce the duration of diarrhoea by
stimulationof theproliferationof bowel epithe-
lial cells, secretion of protective mucins, and
stimulation of local and systemic immune
response to pathogens.

This study assessed the efficacy of L. rham-
nosus GG and guar gum supplementation in
reducing fluorouracil-based chemotherapy
toxicity. The researchers also compared fre-
quency of diarrhoea related to two different
chemotherapy schedules.

A total of 150 study participants who had
undergone surgery for eitherDukes’ BorCcolo-
rectal cancer or metastatic colorectal cancer
were involved. All patients received adjuvant
chemotherapy following surgery andwere ran-
domised to either theMayo regimen (where the
drugs are given in bolus injections only) or the
simplified de Gramont regimen (in which bolus
injections are accompanied by a 48-hour con-
tinuous infusion). L. rhamnosus GGwasadmin-
istered orally as gelatine capsules twice daily
during the 24 weeks of adjuvant cancer
chemotherapy, andguar gumcontainingnutri-
tional supplement was administered daily, on
cycle days 7–14, for eight days permonth.

The simplified de Gramont regimen was
found tobebetter tolerated than theMayo reg-
imen, in line with previous findings. Patients
whoreceivedLactobacillusduringchemotherapy
reported less abdominal discomfort than those
whodidnot receive it, andthese subjectshadalso
fewer chemotherapy-dose reductions, which
mighthavean impactonchemotherapyefficacy.
Since Lactobacillus supplementationappears to
have few or no adverse effects, the capsules are
simple toadminister, andtheyareassociatedwith
low costs, the authors conclude that “daily oral
administration of L. rhamnosus GG may reduce
the frequency of severe 5-FU-based chemo-
therapy related diarrhoea, whereas fibre sup-
plementationmay be of little benefit.”
� Lactobacillus supplementation for diarrhoea related

to chemotherapy of colorectal cancer: a randomised

study. P Österlund, T Ruotsalainen, R Korpela et al.

Br J Cancer 16 October 2007, 97:1028–1034
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unilateral breast cancerhaveoptions thatare less
extreme than CPM. Surveillance with clinical
breast examination,mammography, and newer
imagingmodalities suchasbreastmagnetic res-
onance imaging may detect cancers at earlier
stages… Future prospective studies are critically
needed to evaluate the decision-making
processes leading to CPM,” they conclude.
� Increasing use of contralateral prophylactic

mastectomy for breast cancer patients: a trend

toward more aggressive surgical treatment. TM

Tuttle, EB Habermann, EH Grund et al. J Clin

Oncol published online 22 October 2007, doi:

10.1200/JCO.2007.12.3141

Radiotherapy plus tamoxifen
shows mixed results in
breast cancer
� European Journal of Cancer

Adding radiotherapy to tamoxifen treatment
improves outcomes 5-10 years after treat-

ment inwomenwith stage II breast cancer, but
late side-effects of radiation mean the combi-
nation does not significantly alter the inci-
dence of systemic disease 20 years later,
according to the long-term results of a trial first
initiated in 1978,when the standard treatment
for breast cancerwasmastectomy andpostop-
erative radiotherapy.

The original purpose of the study, part of a
breast cancer care programme in southern
Sweden,was toevaluate theeffectofoneyearof
tamoxifen treatment, both as an addition to
radiotherapy and an alternative.

Postmenopausalwomenwith stage II breast
cancer who were younger than 71 years and
had undergone modified radical mastectomy
were offered inclusion in the trial. A total of 724
patients were randomised from 1978 to 1985
and, of these, 668 were fully evaluable. Women
were randomised to three treatmentalternatives:
postoperative radiotherapy, radiotherapy and
tamoxifen for one year, and tamoxifen alone.

Radiotherapy consisted of 45 Gy to the
fossae, 48Gy to the axilla andparasternal nodes

and 38 Gy to the chest wall. All fields were
treated once daily, split into two series, 12+8
fractions, with a three-week interval, com-
mencing within four weeks after surgery. Ten
milligrams of oral tamoxifen was given three
times daily, starting at the same time as radio-
therapy, for patients assigned to both treat-
ments. According to theprotocol from1978, the
study endpoints were time to recurrence, type
of recurrence and overall survival.

For the long-term analysis, the researchers
includedadditional endpointsof timetosystemic
disease, incidence of other events, and side-
effects. After a median follow-up of 23 years,
therewas a very clear relative reduction in loco-
regional recurrences of 71%for thoseundergo-
ing radiotherapy, but no effect was evident in
patients with no lymph-nodemetastases.

Radiotherapy as an adjunct to tamoxifen
treatmentdidnot significantly lower the cumu-
lative incidenceof systemicdiseaseor survival at
20 years. However, the effect varied over the
follow-up period: during the first 5–10 years,
radiotherapyplus tamoxifen showedbetter out-
comes than tamoxifen alone, but during the
period 10–20 years, the survival curves merged
and finally crossedover, suggesting radiotherapy
influenced latemortality.

The authors speculate that modern radio-
therapy techniques may decrease the associ-
ated late side-effects andconclude that, overall,
the trial “strengthens the case for postmastec-
tomy radiotherapy for breast cancer patients
with 1–3 lymph nodemetastases.”
� Radiotherapy and tamoxifen after mastectomy in

postmenopausal women – 20-year follow-up of the

South Sweden Breast Cancer group randomised

trial SSBCG II:I. F Killander, HAnderson, S Rydén

et al. Eur J Cancer September 2007, 43:2100–2108

European Commission lifts
threat over MRI
� European Commission

TheEuropeanCommissionhasproposedpost-
poning, until 30 April 2012, the deadline for

introducing legislation on workers’ exposure to

electromagnetic fields. Thedecision lifts a threat
hanging over the use of MRI in Europe and
comes in response toayearofheavy lobbyingby
the Alliance for MRI, a coalition of European
parliamentarians, patient groups, leading Euro-
pean scientists and themedical community.

The EU Physical Agents (EMF) Directive was
intended to protect the health and safety of
peopleworking in the vicinity of strong electro-
magnetic fields. The unintended effect, how-
ever,wouldhavebeen to effectively end theuse
ofMRI in thediagnosis andtreatmentofpatients
and for research. TheAlliancehadestimated this
would affect some eightmillion patient exami-
nations a year, resulting in unnecessary deaths.

Vladimír Špidla, EU Commissioner for
Employment, Social Affairs and Equal Opportu-
nities, said, “TheCommission remains committed
to the protection of the health and safety of
workers. However, it was never the intention of
this Directive to impede the practice of MRI.
Obviously, the Commission recognises MRI as a
technologyofferingclearbenefits topatients, and
continues to support MRI research financially.
Postponement of the transposition will allow
time to review the current Directive and amend
those provisions which have been shown to be
problematic by recent scientific studies.”

Gabriel Krestin, a leading member of the
Alliance for MRI and professor of radiology at
the Erasmus University Medical Centre in Rot-
terdam, welcomed the decision. “We look for-
ward toworkingwith theEuropeanCommission
prior to the proposal to amend the Directive,”
she said. “It is essential that the EuropeanCom-
mission assesses closely the full impact the
directivewill have, taking into consideration the
social, economic and environmental impact of
the legislation. Any new legislation must be
evidence-based and foundedon sound science.
There has beennoprovenharmful effect ofMRI
to either patients or workers over the past 25
years, duringwhich timeover 500million exam-
inations have been undertaken.”

TheAlliance forMRIhas indicated that itwill
be seeking a derogation forMRI from the scope
of theEUPhysicalAgentsDirective toensure the
future unimpeded use of MRI, particularly for
cutting-edge research and interventionalMRI.


