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Preoperative chemoradio-
therapy improves survival
in oesophageal cancer

B New England Journal of Medicine

P reoperative chemoradiotherapy improves
survival among patients with potentially
curable oesophageal or oesophagogastric-
junction cancers, a phase Ill Dutch study has
found.

Oesophageal cancer, which is the eighth
most common cancer worldwide, is responsi-
ble for more than 400,000 deaths a year, with
five-year survival rates rarely exceeding 40%.

For several decades the role of neoadju-
vant chemoradiotherapy has been debated.
“In most randomized trials, no survival ben-
efit could be shown, and the trials were crit-
icized for inadequate trial design, samples
that were too small, and poor outcomes in
the surgery-alone group,” write the authors
of the current study. While meta-analyses
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have suggested survival benefits from
neoadjuvant chemoradiotherapy, this has
been at the cost of increased postoperative
morbidity and mortality.

In the current study, between March 2004
and December 2008 Ate van der Gaast and
colleagues, from Erasmus University Medical
Centre, Rotterdam, randomly assigned 368
patients with resectable tumours (75%
had adenocarcinoma, 23% squamous-cell
carcinoma, and 2% large-cell undifferentiated
carcinomas) to receive chemoradiotherapy fol-
lowed by surgery (n=178) or surgery alone
(n=188). The chemoradiotherapy regimen con-
sisted of weekly administration of carboplatin
(doses titrated to achieve an area under the
curve of 2 mg/ml per minute) and paclitaxel
(50 mg/m2 of body-surface area) for five weeks
and concurrent radiotherapy (41.4 Gy in 23
fractions, five days per week).

Results show that the median overall
survival was 49.4 months in the chemo-
radiotherapy plus surgery group versus 24
months in the surgery-alone group (HR 0.66;

P=0.003). At one year, overall survival was
820 for the chemoradiotherapy plus sur-
gery group, versus 70% in the surgery-alone
group; at two years it was 67% versus 50%;
at three years 58% versus 44%; and at five
years 47% versus 349%.

The most common major haematological
toxic effects for the chemoradiotherapy plus
surgery group were leukopenia (6%) and neu-
tropenia (29%); the most common major non-
haematological toxic effects were anorexia
(59%) and fatigue (3%). For both treatment
groups the in-hospital mortality rate was 49,
with similar post-operative complications.

“This large, randomized trial of neoadju-
vant chemoradiotherapy in patients with
esophageal or esophagogastric-junction
cancer showed significantly better overall and
disease-free survival among patients who
received a chemoradiotherapy regimen based
on carboplatin and paclitaxel, followed by sur-
gery, as compared with those treated with
surgery alone," write the authors. Chemo-
radiotherapy, they add, was associated with a



low frequency of high-grade toxic effects and
could be given as an outpatient treatment.

One question that remains, note the
authors, is whether oesophageal and oesoph-
agogastric-junction tumours should be
treated with preoperative chemoradiother-
apy or perioperative chemotherapy.

Two trials - the MAGIC trial and the
ACCORD 07 trial - found that perioperative
chemotherapy provided better outcomes, the
authors report. However, both included gastric
tumours in addition to oesophagogastric-
junction tumours.

The POET trial, which randomly assigned
patients with oesophagogastric-junction
tumours to preoperative chemotherapy or
chemoradiotherapy might provide a better
comparator, suggest the authors. Here the
investigators showed a non-significant
survival trend favouring preoperative
chemoradiotherapy.

B P van Hagen, M Hulshof, ] van Lanschot et
al. Preoperative chemoradiotherapy for esophageal
or junctional cancer. NEJM 31 May 2012,
366:2074-84

Multidisciplinary
care boosts breast
cancer survival

M British Medical Journal

The introduction of multidisciplinary teams
(MDTs) for the treatment of breast cancer
contributed to significant improvements in
patient survival, a Scottish study has found.

Cancer treatment has increasingly been
provided within centralised, specialist MDTs in
Europe, the US and Australia, after observa-
tional evidence identified better outcomes
for such organisation. It has been unclear ,
however, whether MDTs improve cancer sur-
vival and the clinical benefits justify the costs.

In the current retrospective study, Eileen
Kesson and colleagues, from Gartnavel Royal
Hospital, Glasgow, evaluated the effects of

multidisciplinary care interventions for breast
cancer implemented at National Health Serv-
ice hospitals in the Greater Glasgow Health
Board area in 1995, several years ahead of the
rest of the UK.

The MDTs consisted of a specialist surgeon
(performing in excess of 50 operations for
invasive breast cancer each year), pathologists,
oncologists, radiologists and specialist nurses.
All worked to evidence-based guidelines, held
weekly meetings to agree on treatments for
individual patients and audited clinical activ-
ity. In other west of Scotland areas, no sub-
stantial reorganisation of breast cancer care
took place until 2000, when national guidance
was introduced.

Using data from the Scottish Cancer Reg-
istry, together with death records, outcomes
were compared for 6050 patients who had
attended hospitals offering multidisciplinary
services and 7672 who attended hospitals in
neighbouring areas that did not introduce
multidisciplinary care until later. The com-
parisons were made before and after the
organisational change.

Results show that before the introduction
of multidisciplinary care (between January
1990 and September 1995), breast cancer
mortality was 11% higher in the intervention
area than the non-intervention area (HR 1.11).
However, after multidisciplinary care was
introduced to the intervention area (between
October 1995 and December 2000), breast
cancer mortality was 18% lower in the inter-
vention area than in the non-intervention
area (HR 0.82).

Subgroup analyses by age group showed
the effect of the intervention on breast can-
cer mortality was greatest in patients aged 80
years and older (P=0.001), and significant
also in patients aged 65-79 years (P=0.01). No
significant effects were found for women
aged less than 50 years and 50-64 years.

"Our results support the universal provision
of cancer care by specialist, multidisciplinary
teams," write the authors. "Further analysis
of clinical audit data for multidisciplinary care
could identify which aspects of care are most
associated with survival benefits."
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Commenting on the finding that benefits of
multidisciplinary working were greatest in
older patients, the authors write, "Since the
intervention guidelines were not age specific,
they could have given surgeons and other
team members more confidence to actively
treat older patients rather than managing
them conservatively.”

B E Kesson, G Allardice, W George et al.
Effects of multidisciplinary team working on
breast cancer survival: retrospective, comparative,
interventional cohort study of 13 722 women.
BM], published 26 April 2012
doi:10.1136/bmj.e2718

online,

Lifestyle interventions
are durable in cancer
survivors

B Journal of Clinical Oncology

telephone-based lifestyle intervention

programme targeting diet and exercise in
cancer survivors proved durable, continuing to
be effective one year after discontinuation, a
US study has found.

Cancer survivors are known to be at
increased risk for second malignancies, car-
diovascular disease, diabetes, osteoporosis
and functional decline. While diet and exercise
interventions have been tested in cancer sur-
vivors as a way to reduce late effects and
comorbidities, few studies have assessed
adherence and long-term health outcomes.

In the Reach Out to Enhance Wellness
(RENEW) trial, Wendy Denmark Wahnefried
and colleagues, from the University of Ala-
bama, Birmingham, delivered a home-based
diet and exercise intervention to 641 over-
weight or obese (BMI >40 kg/m2) survivors
of breast, prostate and colorectal cancer.
Participants also had to be sedentary (taking
less than150 minutes of physical activity a
week), over 65 years and mentally and
physically able to participate. Interventions
consisted of a personally tailored workbook,
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telephone counselling, 15 minutes of
strength training exercise every other day
and 30 minutes of endurance exercise each
day, daily consumption of seven servings of
fruit and vegetables for women, or nine for
men, restriction of saturated fat to less than
10% of energy intake and modest weight
losses of less than 0.5 kg/week. A previous
report by the authors showed that the inter-
vention-group experienced significantly less
decline in functional status, improvements
in dietary quality, increased physical activity,
and modest weight loss, compared with
control participants.

The latest results show that for the imme-
diate intervention arm there was little change
in the results at the end of one year (when the
intervention ceased) and the end of two years,
with the exception of functional decline.

Diet quality was 66.4 at year 1 versus
65.1 at year 2, using the Healthy Eating
Index 2005 criteria; weekly physical activity
was 101.1 minutes at year 1 versus 100.9 at
year 2; BMI was 28.2 at year 1 versus 28.2 at
year 2, while physical function (according to
SF-36 scores) was 74.4 at year 1 versus 70.6
at year 2.

“Data from long-term follow-up suggest
that the intervention was not only repro-
ducible but also durable. In contrast to a
majority of lifestyle interventions, significant
improvements in diet and exercise behaviors
were observed and maintained over the 2-year
study period; moreover, the modest weight
loss that was promoted in this overweight
sample of high-risk elders was sustained over
the same period,” write the authors.

In an accompanying editorial, Jennifer
Ligibel from Dana-Farber Cancer Institute,
and Pamela Goodwin from Mount Sinai Hos-
pital, write, “The RENEW study adds to earlier
reports by demonstrating the feasibility and
durability of weight loss interventions admin-
istered at a distance to cancer survivors.”

There are, however, "important caveats”,
they add, including the small proportion of
eligible individuals who opted to participate
in the study (approximately 6%), the 25%
attrition rate at two years, and the fact that
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all study measures, including weight, were
self-reported.

B W Demark-Wahnefried, M Morey, R Sloane
et al. Reach Out to Enhance Wellness home-based
diet-exercise intervention promotes reproducible
and sustainable long-term improvements in health
behaviors, body weight, and physical functioning
in older, overweight/obese cancer survivors.

JCO 1 July 2012, 30:2354-61

B ] Ligibel and P Goodwin. NEW and
RENEW: Building the case for weight loss in
breast cancer [editorial]. ibid. pp 2294-96

Adjuvant radiotherapy
helps high-risk
melanoma patients

B Lancet Oncology

djuvant radiotherapy improves lymph-

node control in patients with metastatic
melanoma at high risk of lymph-node relapse,
a study from the Australia and New Zealand
Melanoma Trials Group and Trans-Tasman
Radiation Oncology Group (TROG) has found.

The use of adjuvant radiotherapy after
lymphadenectomy to reduce the risk of further
relapse has been controversial in melanoma.
Early reports produced conflicting results, with
the data clouded by variability in target field
sizes, radiation doses and fractionation
schemes. Although many major melanoma
treatment centres now offer adjuvant radio-
therapy to selected patients, others have
remained cautious due to the absence of clear
survival benefits, and concerns about the pos-
sibility of long-term radiotherapy-associated
morbidity, such as lymphoedema.

In the current trial, between March 2002
and September 2007, Bryan Burmeister and
colleagues, from Princess Alexandra Hospital,
Woolloongabba, Brisbane, randomised 250
melanoma patients who had undergone lym-
phadenectomy, in a 1:1 ratio, to receive adju-
vant radiotherapy of 48 Gy in 20 fractions
over four weeks (n=123) or observation

(n=127).The patients came from 16 hospitals
in Australia, New Zealand, the Netherlands
and Brazil.

Results show that, at a median follow-up of
40 months, 20 relapses occurred among 109
patients in the adjuvant radiotherapy group
versus 34 among 108 patients in the observa-
tion group (HR 0.56; P=0.041). However no dif-
ferences were found for relapse-free survival,
where 70 events occurred in the adjuvant radio-
therapy group versus 73 in the observation
group (HR 0.91: P=0.56); or overall survival
where 59 deaths occurred in the adjuvant radio-
therapy group versus 47 in the observation
group (HR 1.37; P=0.12). The most common
grade 3 and 4 adverse events were seroma
(occurring in nine patients in the radiotherapy
group versus 11 in the observation group), radi-
ation dermatitis (occurring in 19 patientsin the
radiotherapy group) and wound infections
(occurring in three patientsin the radiotherapy
group versus seven in the observation group).

“This report confirms that adjuvant radio-
therapy reduces the risk of further lymph-
node field relapse after lymphadenectomy in
patients at high risk of relapse, although it had
no significant effect on overall survival,” write
the authors.

Early toxic effects related to radiother-
apy, they add, were infrequent and minor. “If
the intention of treatment is to reduce the risk
of regional recurrence, adjuvant radiotherapy
is a treatment option that should be discussed
with patients at high risk of lymph-node field
relapse after lymphadenectomy.”

Future studies, write the authors, should
centre on exploring the role of radiotherapy in
the preoperative setting, where modern imag-
ing modalities could be used to identify high-
risk patients before surgery.

In an accompanying commentary, Roger
Macklis, from Cleveland Clinic, Ohio, writes
that it will be important to explore the addition
of targeted melanoma agents such as ipili-
mumab and vemurafenib to local-field radio-
therapy. One hypothesis, he adds, suggests
that radiation effects result in heightened
presentation or processing of immune sys-
tem targets.



B B Burmeister, M Henderson, ] Ainslie et al.
Adjuvant radiotherapy versus observation alone
for patients at risk of lymph-node field relapse
after  therapeutic  lymphadenectomy  for
melanoma: a randomised trial. Lancet Oncol

June 2012, 13:589-597

B R Macklis. Finally, a substantial role for

radiotherapy in melanoma. ibid, pp 561-562

Low-dose radioiodine
is effective against
thyroid cancer

B New England Journal of Medicine

Two separate studies published in the same
issue found that low-dose radioiodine pro-
tocols used in patients with low-risk thyroid
cancer had similar rates of successful tissue
ablation as conventional protocols. Taken
together, the results of the French and UK
investigations suggest radiation doses could
now be cut, write the authors of an accom-
panying editorial.

Radioiodine is administered to patients
with thyroid cancer after total thyroidec-
tomy for three reasons. First to eradicate
normal-thyroid remnants in order to achieve
undetectable serum thyroglobulin levels, sec-
ond to irradiate any neoplastic focus in order
to decrease the risk of recurrence; and third
to perform total-body scanning for persist-
ent carcinoma. Adverse effects of using high
doses of radioiodine include patients staying
in hospital isolation units for at least two
days, lacrimal and salivary-gland distur-
bances and an increased risk of developing
secondary cancers.

In the first study, funded by the French
National Cancer Institute and the French Min-
istry of Health, Martin Schlumberger and col-
leagues, from the Institut Gustave Roussy,
Villejuif, randomly assigned 752 patients with
low-risk differentiated thyroid carcinoma to
undergo one of four strategies, each combin-
ing one of two methods of thyrotropin

stimulation - administration of recombinant
human thyrotropin or thyroid-hormone with-
drawal - and one of two 131l activities
(1.1 GBq or 3.7 GBq). Patients were recruited
from 24 centres between 2007 and 2010, with
thyroid ablation assessed eight months after
radioiodine administration by neck ultra-
sonography and measurement of recombinant
human thyrotropin-stimulated thyroglobulin.

Results show that, of the 684 patients
with data that could be evaluated, thyroid
ablation was complete in 631 (92%). The thy-
roid ablation rates were found to be similar
between the four groups - 90% for patients
treated with recombinant human thyrotropin
who received 1.4 GBqg, 93% for patients
treated with thyrotropin who received
3.7 GBq, 92% for patients treated with thyroid
hormone withdrawal who received 1.4 GBq
and 949% for those treated with hormone
withdrawal who received 3.7 GBg.

"Thus, the use of recombinant human
thyrotropin and a low dose of 1311 for post-
operative radioiodine ablation represents an
effective and attractive option for the man-
agement of low-risk thyroid cancer that
reduces the amount of whole-body irradia-
tion and maintains the quality of life," write
the authors.

In the second study, done by Cancer
Research UK, Ujjal Mallick and colleagues,
from Freeman Hospital, Newcastle upon Tyne,
compared low- and high-dose radioiodine
(1.1 GBqg and 3.7 GBq, respectively) in combi-
nation with thyrotropin alpha or thyroid hor-
mone withdrawal before ablation. The study
was undertaken in 438 patients with T1 to T3
thyroid tumours with possible spread to
nearby lymph nodes, but no metastasis.

On analysing the data for 421 patients,
researchers found that low-dose radioiodine
was as effective as high-dose radioiodine
(ablation success rates of 85.0% vs 88.9%).
Comparing the groups treated with thy-
rotropin alpha with those treated with thy-
roid hormone withdrawal, ablation success
rates were also similar (87.1% vs 86.7%).

Breaking the results down further, low-
dose radioiodine plus thyrotropin alpha
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showed a success rate of 84.3%), compared
with 87.6% for high-dose radioiodine plus
thyroid hormone withdrawal and 90.2% for
high-dose radioiodine plus thyrotropin alpha.

But significantly more patients ran-
domised to high-dose radioiodine had hos-
pital stays of three days or longer (36.3% vs
13.0%, P<0.001). The higher dose of 131l
was associated with a higher rate of adverse
events (33% vs 219%, P=0.007). Adverse
event rates did not differ by method of thy-
rotropin stimulation.

"Our study answers two central ques-
tions involving radioiodine ablation of thyroid
remnants after surgery for differentiated
thyroid cancer: namely, that the efficacy of
low-dose radioiodine is similar to that of
high-dose radioiodine, and that the efficacy
of low-dose radioiodine ablation is not com-
promised by the use of thyrotropin alfa
instead of thyroid hormone withdrawal,"
write the authors.

In an accompanying editorial Erik K Alexan-
der and P Reed Larsen, from Harvard Medical
School, Boston, write, “These results should
change standard practice, although they also
raise the question of whether any radioiodine
therapy is required for low-risk patients, since
21 to 59% of the patients in these two studies
had already met the goal of a low thyroglobu-
lin level after thyroidectomy alone.”

The future hope, they add, is that iden-
tification of a pattern of gene expression
or patient characteristics associated with
a higher risk of recurrence might allow
more-aggressive treatments to be focused
appropriately.

B M Schlumberger, B Catargi, | Borget et al.
Strategies of radioiodine ablation in patients with
low-risk thyroid cancer. NEJM 3 May 2012,
366:1663-73

B U Mallick, C Harmer C Yap et al. Ablation
with low-dose radioiodine and thyrotropin alfa in

thyroid cancer. ibid pp 1674-85

B E Alexander, P Reed Larsen. Radioiodine for

thyroid cancer — is less more? ibid, pp 1732-33
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