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any of the worst economic and
bureaucratic burdens that
have proved such a deterrent
to multi-country clinical trials
look set to be addressed with
the overhaul of the EU Clinical Trials Direc-
tive. There are strong hopes that the new leg-
islation will reverse a trend that has seen the
number of clinical trials carried out in the EU
drop by 25% between 2007 and 2011.

The new rules will not come into effect,
however, until 2016. That is a long time to wait
for patients who are hoping to gain access to
a trial — and for young oncologists who are
keen to gain experience in conducting trials.

The good news is that we can do a lot right
now to improve the situation, as has been
shown in the UK, where the proportion of can-
cer patients participating in trials has quadru-
pledinadecade, from 1 in 26 to about 1 in 6.
Setting up a National Cancer Research Net-
work has helped reduce the bureaucracy asso-
ciated with conducting trials and boosted
recruitment by ensuring all NHS hospitals are
involved in clinical studies.

There are important lessons here for other
European countries, most of which have a piti-
ful level of enrolment in cancer trials. One is
about the importance of ensuring that all
patients are told about any opportunities to
take part in trials. Without help and guidance,
itis very difficult for patients to find out about
trials that they might be eligible for, and where
they are taking place. Clinical trials registries,
such as the new EU register, are an important
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Time to act

on trials

HATHY REDMOND EDITOR

source of information about ongoing trials
(www.clinicaltrialsregister.eu), but even the
most informed and motivated patients find
registries difficult to navigate. Revamping
these key information sources to make them
easier to understand will help eligible patients
find a trial that is right for them.

There is also a lot we can do to help
reduce the burden involved in taking part in
a clinical trial. Patients prefer not to have to
change to a different healthcare team or a dif-
ferent hospital. Requiring them to travel long
distances, or undergo frequent and some-
times painful testing, can also act as a signif-
icant deterrent. Trials need to be designed to
be as patient friendly as possible. Involving
patient organisations at the planning stage can
help by ensuring aspects that could act as a
deterrent are flagged up and addressed.

Attitudes can also be a block. People who
believe trials are all about using patients as
“ouinea pigs”, or think they may get worse than
the current standard of care if they end up
on the control arm, will be unlikely to sign up.
A concerted effort is needed to challenge
such unjustified negative assumptions and
highlight the potential benetfits of taking part
in a trial. The media can play a big role here,
as is demonstrated in this issue’s Best Cancer
Reporter article (p 28).

The cancer community — professionals
and patients — must work together now to
address these barriers and promote the mes-
sage that clinical trials are good for patients,
good for science and good for society. ]
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Uincenzo Ualentint:

putting knowledge to work

MARC BEISHON

Patients are being let down by a failure to integrate the knowledge we have

to get the best possible results for each individual patient and for cancer

patients as a whole. Vincenzo Valentini, the ESTRO president with

a talent for maths, believes we must do better.

he paradigm of personalised medicine
has ushered in a potentially endless
stream of new variables that can pre-
dict outcomes and response to treat-
ments — far more than any doctor
could hope to manage on their own. While high-
quality multidisciplinary working among specialists
is essential, it is not enough. New tools and
approaches are needed that help oncologists inte-
grate all the relevant knowledge and information to
guide their decisions.

A European leader who is on top of this agenda
is Vincenzo Valentini, current president of the
European Society of Therapeutic Radiation
Oncology (ESTRO), and chair of radiotherapy at
Gemelli hospital in Rome, which sees more can-
cer patients than any hospital in Italy and is part
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of Universita Cattolica del Sacro Cuore.

Not only has he been designing educational
computer tools for many years, he is now at the fore-
front of a movement to introduce decision-sup-
port systems that address the daunting complexity
facing oncologists. As ESTRO president, he is also
driving the society’s ambitious vision introduced in
2012 —with education and multidisciplinarity at its
heart —and is reaching out to other parts of the can-
cer community in an effort to get a more coherent
voice for oncology in Europe.

At the centre of his message is what Valentini calls
‘knowledge-based oncology’, which, as he explains,
is not the same as evidence-based medicine.
“Evidence-based oncology takes into account
prospective studies on defined populations of
patients, and doctors try to apply them to individual
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patients on the basis of their understanding of patient
features and of the study outcomes, taking for granted
that they are uniform. Knowledge-based oncology
aims to offer a decision model from heterogeneous
data— clinical, biologic, imaging, treatment, demo-
graphic — to predict the outcome, and can offer a
more transparent and reproducible system.”

The implications of getting this right for oncol-
ogy are profound, adds Valentini. By 2020 or so he
expects that there will be many thousands of vari-
ables that will predict survival, whereas the number
of variables that doctors can handle on their own can
be counted on the fingers of one hand. “So why not
use the databases of information we already have in
hospitals — imaging, blood, tissue, clinical records
and more — to identify the more important predic-
tors of survival and tailor the treatment?”

Such predictive modelling from large databases
is one inevitable and challenging part of the future
for personalising treatment for patients, says Valen-
tini. It will integrate data on a patient’s clinical fea-
tures with information derived from continuous
monitoring of how the disease is responding to
ongoing treatments, which will be adapted accord-
ingly. Data from imaging will be key. “We need to put
together variables we are not accustomed to inte-
grating,” he says, pointing to the use of mathemat-
ical models such as nomograms — graphical
calculators — that help make sense of wide sources
of data for decision support.

While there is rapid growth in such tools, we
are only at the beginning, says Valentini, who
notes that the ‘big picture’ for this could hardly be
bigger. The economic challenge of finding more
cost-effective ways to deliver high-quality health-
care, as well as the medical challenge of rapidly
filling the gaps in translational research and real-
ising the promise of personalised medicine both
depend on our ability to integrate large
amounts of different types of informa-
tion. While other branches of med-
icine are also contributing to the
explosion in data, oncol-
ogy stands out as
requiring the data <

COUERSTORY

crunching of a wide range of rapidly growing
inputs, from cell biology to patient experience.
That there is a long way to go is also evident from
the lack of true multidisciplinary teamwork that
could make more sense of complex situations, he
notes. This is driven partly by what he sees as a lack
of ethics in healthcare. “As a profession we need a
clear ethical framework that respects the patient,
but this can be diluted by focusing too much, for
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“We tend to see things from the perspective of our own

tools and not how we can integrate with others”

example, on attracting specialist surgeons.” This can
lead to cutting costs in other important areas, lead-
ing to poorer outcomes overall, he says. For instance,
he adds, it is notable that, despite strong evidence,
opportunities are being missed to integrate radio-
therapy to spare extensive surgery in tumour sites
such as head and neck, breast, cervix and prostate.

It was a development in Valentini’s own spe-
cialist area of rectal cancer that first convinced him
of the need to work in a much more integrated way.
“When we saw the first rectal and anal cancer
patients who showed no more tumour after chemo-
radiotherapy, that set us on the course of thinking
about how we could work with other disciplines.
We had been giving chemotherapy ourselves, like
clinical oncologists do in the UK. We could also see
that the surgical approach could change with
chemo-radiotherapy. Our experience with imaging
and data management put us in a good position to
support the first multidisciplinary teams and
become care drivers for patients at Gemelli at a
time when this was not at all usual in Italy or
Europe.” Valentini’s now 17-strong radiotherapy
department continues to be the organiser of oncol-
ogy care, he says.

To promote this more joined-up approach at a
wider European level, Valentini is spending a lot of
time not just with the top-level networking expected
from the president of ESTRO, but also at the front-
line of other disciplines, addressing European can-
cer surgeons and medical oncologists at their
respective conferences. He does this, he stresses, in
a non-confrontational way, taking a problem-solving
learning style he has implemented for ESTRO and
his own university hospital, both face-to-face and in
particular in computer-based learning.

Understanding the problems faced by other spe-
cialists is critical to getting messages across about
multidisciplinary working, he believes. “In the 1980s
I had the opportunity to do intraoperative radio-
therapy, so [ could see first hand the difficulties sur-
geons have in removing tumours and preserving
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functionality. We tend to see things from the per-
spective of our own tools and not how we can inte-
grate with others. I find surgeons are much more
receptive if you appreciate the challenging problems
they have in things like the risks of bleeding when
operating in the pelvic area, when putting the case
for radiation to reduce recurrence rates. If you just
start by saying, ‘I do organ-sparing radiotherapy,
you have less chance of being listened to.”

Valentini recently put in a long spell as secretary
of the International Society of Intraoperative Radio-
therapy (ISIORT) and he has certainly been listened
to by ESSO (the European Society of Surgical
Oncologists), which has given him honorary mem-
bership —“I'm the first non-surgeon it has honoured
in this way and it is an acknowledgment that I can
speak their language,” he says.

Patients, he adds, are wanting not only cures
now but the best quality of life, given that many
will live a long time. “We need to be ready to
manage the best combination of treatment for
them,” he says, noting too that not only is there a
mounting challenge of making decisions for so
many variables, but there is also little evidence to
prove the merits of multidisciplinary working.
One paper he cites is on the impact of multidisci-
plinary team management in head and neck can-
cer, by a group in Australia. They report that
‘robust evidence' that shows improvement in out-
comes is lacking, leading to scepticism about the
multidisciplinary team approach and its costs.
Their own findings show a significant increase in
survival when multidisciplinary teams are used —
but also that a ‘surprisingly high’ proportion of
patients are still being managed by a variety of dis-
ciplines working independently.

One consequence, says Valentini, is that some
patients undergo unnecessarily extensive surgery:
there is strong evidence, for example, that radio-
chemotherapy can cure patients without extensive
surgery in cancer of the larynx, leaving patients
with less damage to their vocal chords.
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At Gemelli there are some 12 tumour board meet-
ings each week and, significantly, in attendance are
imaging professionals trained to work on particular
cancers as well as the technology, such as PET/CT,
MRI and ultrasound. Valentini cannot stress enough
how important imaging is becoming, both in molec-
ular imaging within the best laboratory of all — the
human body — and with the sophisticated hybrid
radiotherapy and imaging set-ups that allow for
repositioning of patients day to day and for move-
ments when therapy is delivered.

He is particularly excited about the potential for
‘radiomics’ — using radiology, including sophisti-
cated CT and MRI scanning, to guide treatment
decisions by providing a picture of the cancer’s
biology and genomic expressions. As he notes, this
sort of imaging has two big advantages over molec-
ular testing from biopsies — it can provide informa-
tion about the whole tumour and, as it is not
invasive, it can be repeated to capture changes in
tumour biology in response to treatment and pro-
gression of the disease (for more on this Valentini
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suggests recent papers on radiomics by Lambin et
al. E]JC 48: 441-446, and on tumour heterogeneity
by Gerlinger et al. NEJM 366:883-892).

Again this is about adding more information to
address the many variables that cancer has in the
body, to both improve the chances of correct deci-
sions for using targeted drug therapy and enable
doses of radiotherapy to be targeted to areas of
tumours that are, for example, more resistant to
treatment. “Understanding tumour behaviour using
imaging is the frontier and [ trust this much more
than what we do in the laboratory,” says Valentini,
who adds that in a few years’ time we will see con-
siderable advances in the contribution of imaging at
the molecular level.

What a new approach to decision support needs
is validation, and Valentini is leading a project called
VATE — ‘validation of high technology based on large
database analysis by learning machine’— which is
using dose distribution data from radiomics along
with clinical data and reference databases for out-
come prediction. “I refer to this kind of work as

January-February 2013 | CancerWorld | 7
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‘reverse angle’ because we are coming at problems
from an opposite direction,” he says.

A typical type of question where more decision
support is needed, he says, is in rectal cancer
patients, to determine which patients are at high
risk and which at low risk of local and metastatic
recurrence, so that adjuvant chemotherapy and
close follow-up can be given to the right people.
Conventional controlled trials have not been able
to distinguish those at early risk of an aggressive
recurrence from those whose cancer may recur
much later. With colleagues he has published just
such a model, using nomograms based on data
from large European clinical trials. For more on this
see JCO 29:3163-72 and also www.predict-
cancer.org, a project at MASTRO Clinic, a radio-
therapy centre in Maastricht, Netherlands, which
is one of several organisations developing prediction
systems, and with which Valentini and others are
collaborating. A paper on multifactorial decision
making in radiation oncology has recently been
accepted by Nature Reviews Clinical Oncology, led
by Philippe Lambin at MASTRO.

For radiotherapy in early-stage treatment, says
Valentini, there is an ongoing process of refining and
extending gains that have led to fewer side-effects
and better quality of life in rectal, breast, lung,
head and neck, and particularly prostate, cancers as
newer techniques are able to deliver safer, better-
targeted dose volumes. But there is so much more
to the field — he picks out a growing interest in
treating metastatic disease, including using radio-
surgery to consolidate remission after chemother-
apy, to remove residual tumour and avoid going to
second- and third-line drug treatments.

“We want some patients to avoid always being
under treatment and to use a ‘stop and go’ strategy
we see now being applied in colon cancer,” he says.
An ESTRO forum in April will devote a day-long
session to this topic. Giving radiotherapy to older
people who cannot tolerate chemotherapy is allied
to this, he adds. At Gemelli, there is also provision

8 | CancerWorld | January-February 2013

for people with advanced disease to stay in the
hospital with their families for pain treatment with
radiation. “We challenged the view of some doctors
who thought it was too much trouble to send
patients here and who would instead just escalate
their opioid drugs,” says Valentini.

Valentini has spent his entire career at Gemelli
and went into radiotherapy at an early stage.




“Twanted to work in a field with a strong relationship
with people, and a good place to do that is where
they have troubles. Psychiatry is an obvious choice
once you are in medicine, but I had a very good men-
tor in Numa Cellini [a leading Italian radiothera-
pist], who suggested cancer, and I've never looked
back. If you have a good mentor you have a good
chance of being a good doctor, and what's more, he
was no English speaker and let me be the foreign
minister for the department.”

He was in post when the first CT machine
arrived, and being mathematically minded — maths
could have been an alternative career —he worked on
one of the first computerised treatment plans for
using CT scans, and also developed a data manage-
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ment system. Out of the computing work also came
astrong interest in education, and by the mid-1980s
he was instrumental in introducing a computerised
learning system for radiotherapy, segmenting know-
ledge into ‘learning objects’ for use by department
staff and students at his medical school.

Valentini has a special interest in medical
‘e-learning’, using problem-solving techniques
and tailoring content to specific audiences such as
clinicians, technicians and nurses. And it ties in with
the large-scale decision-support systems he can
see on the horizon, which could use very sophisti-
cated technology such as neural networks.

This e-learning approach is now an important
component of the ESTRO educational approach.
Valentini is a core member of the education and
training committee (chaired by Richard Pétter),
and he is chair of Eagle (ESTRO Applications for
Global LEarning), which has started online courses
for rectal cancer, where more multidisciplinary
working is becoming crucial. He has also helped
develop Tiger (ESTRO’s educational programme
on image guidance) and Falcon (on contouring), as
well as new core curricula for the three main radia-
tion oncology professionals — clinicians, physicists
and technicians — jointly promoted by ESTRO and
the European Board of Radiotherapy of the Union
of European Medical Societies.

At ESTRO, he admits the vision he has pro-
duced with colleagues is very ambitious. “But you
won't take any steps unless you set your sights
high. I feel that we have achieved a much stronger
voice in European oncology, thanks in particular to
our past president Michael Baumann, who went on
to become president of ECCO. We have set our
own house in order with activities such as promot-
ing science with our meetings and our educational
programmes. Refining our membership strategy
will be a priority this year.”

ESTRO’s vision remains focused on improving
access to radiotherapy and optimising care for
patients in Europe and further afield, through inter-
national liaison. The lack of a coherent vision within
the broader community of cancer societies, however,
remains a worry, and Valentini says he is keen to find
effective ways for ESTRO “to drive the priorities and
activities for the ‘village of societies at the oncopol-
icy level,” which he adds is no easy task. “One way
we are doing this was to publish the ESTRO vision

January-February 2013 | CancerWorld | 9
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“We are challenging the other societies to set

out their visions as we have done”

at our strategy meeting at our 30th anniversary
meeting —we are challenging the other societies to
set out their visions as we have done.”

Of arecent ECCO oncopolicy meeting in Brus-
sels, he comments: “It was light and shadows. It met
many different perspectives, but with no clear strat-
egy of what we have to prioritise and ask for from the
European Commission on behalf of cancer patients
and the scientific community.”

He is also keen to invite more people into the
ESTRO ‘house’ by working more with the disciplines
that are closely allied to radiation oncology, includ-
ing the societies that represent radiobiologists,
medical physics, nuclear medicine and, of course,
radiology. As Valentini says, the separation of Euro-
pean radiotherapy from the more numerous and
powerful radiologists may have been a necessity to
build the speciality of radiation oncology, but closer
cooperation is overdue given that there is now a vital
role for both in cancer treatment and research.
This lies in what is being termed ‘imaging thera-
gnostics’ (of which radiomics is a part) — using
imaging knowledge (gnosis) to drive therapeutic
choices from planning to treatment to follow-up.

He is pleased to report that a first joint course on
multidisciplinary cancer imaging was hosted at his
own hospital in October 2012, run by ESTRO and
the European School of Radiology (the education
arm of the European Society of Radiology).

His aims for ESTRO in the near future include
cementing the scientific and educational side of
the vision, continuing for example with focused
‘topics of the day’ at meetings. Engaging young pro-
fessionals is another priority. “We have a task-
force that is setting achievement goals for young
people over a year and we also run a school for
future leaders,” he says. Membership is also an
issue for 2013 — “We will introduce block mem-
bership for institutions and clarify benefits for
the two main classes of members — those who want
to buy services and others who want the honour of
belonging to a society.”
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Online education will be extended, but one product
looks to need little change: ESTRO's journal, Radio-
therapy and Oncology, has the highest impact of all
journals in the sector —well ahead of the US equiv-
alent — thanks to editor Jens Overgaard, says Valen-
tini. He adds that Europe is also more active in
clinical trials and is making more advances in radio-
therapy practice, although the US does introduce
much new technology.

The US has though provided Valentini’s own
department with what he considers to be a vital
service — quality assurance — thanks to accreditation
from the American College of Radiation Oncology
(ACRO). “Ten years ago we looked for an external
agency to assure our procedures but there were only
general industrial bodies in Europe. So we went to
ACRO as the first hospital outside of North America
for its QA programme. We would of course like to do
QA from ESTRO and it has been considered in the
past — we may look at it again.” Most radiotherapy
units in Europe are not externally accredited, he
adds, but many do have good internal quality assur-
ance programmes. “But we do need to formalise
this more.”

While it is easier to measure what goes on in
radiotherapy than it is in surgery, for instance, and
Europeans tend anyway to be very cautious about
implementing technology, Valentini says there are
clear pressures now in some countries to compromise
on support for expensive units. ESTRO, he adds, is
continuing to survey national provision with its
HERO (Health Economics in Radiation Oncology)
project (see also Cancer World September—October
2011 forareport on this and other ESTRO activities
at the time of its 30th anniversary).

What will be most difficult for his presidency,
Valentini agrees, is building consensus in the ‘village’
of European oncology for his vision of ethical, mul-
tidisciplinary working that best serves the patient.
“But we Romans were good at developing a language
of values and a moral and political framework for
Europe —and that was without the Internet.”  m
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The reoperation lottery

EMMA mAson

The odds that a woman will be told she needs a reoperation after conservative
breast surgery vary between treatment centres, prompting calls for international
guidelines - and greater oversight of surgeons.
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or many women with early
breast cancer, hearing that
they can safely be treated
with breast-conserving ther-
apy comes as a big relief.
What they don't want to hear is that they
will have to undergo a second surgery,
because the ‘margin’ of cancer-free tissue
cut out from around the tumour is
deemed unsafe. Getting it right first time
may not always be possible, but growing
evidence of big differences in reoperation
rates between different centres is raising
questions about how many women may
be undergoing unnecessary reoperations,
and why. Attention is focusing on the
need for consensus guidelines on what
constitutes a ‘safe’ margin and how it
should be measured.

Ensuring sufficient tissue is excised
to minimise the risk of the tumour
returning is important, because a local
recurrence not only causes the woman
extra distress, but is also associated
with reduced survival. But reoperat-
ing where the margins are judged to
have been insufficient also comes at a
cost — physical, emotional and financial
— s0 it is important to ensure that
women are only referred back for fur-
ther surgery when there is good evi-
dence to show it is needed.

The need for a greater consensus
and more uniform practice regarding
when women should be sent back for
reoperation was highlighted last July in
an article by Ranjeet Jeevan and col-
leagues in the British Medical Journal
(vol 345, e4505). The study reported that,
on average, around 20% of women who
had breast conserving surgery in Eng-
land had a reoperation, but that the rate of
reoperation varied widely from centre to

centre. “Some English NHS trusts had
adjusted reoperation rates below 10%,
whereas for others it was above 30%.”
Examining the potential reasons
behind such variations, the authors
argue that it cannot be explained by
patient preference alone. “The variation
is sufficiently large to suggest that it
reflects differences in clinical practice
at various points during the therapeutic
pathway, as well as patients’ prefer-
ences. Practice related causes of varia-
tion could include differences in
selection protocols for breast conserv-
ing surgery, poor surgical technique,
and differences in how resection mar-
gins are assessed...” They suggest that
the “lack of consensus on what consti-
tutes an adequate excision margin” is
probably an important factor, and they
note that this is not just a UK problem;
similar studies have shown reoperation
rates of 29% in The Netherlands, 23%
in the US, and 21.5% in Germany —
again with significant variations in the
rates reported by different hospitals.

Bigger ‘is not better

The publication of the BM] article co-
incided with a ‘sounding board’ editorial
in the New England Journal of Medicine,
by Monica Morrow, chief of the breast
surgery service at the Memorial Sloan-
Kettering Cancer Center, New York,
that focused on unnecessary reopera-
tions. Under the title “Surgical margins
in lumpectomy for breast cancer — big-
ger is not better” (NEJM 2012, 367:79—
82), Morrow argues that in many
centres women are being reoperated
to achieve margins of between 2 and
5 mm, or even more, which cannot be
justified by the evidence.
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“...20 to 30% of women who undergo
breast-conserving surgery require addi-
tional breast surgery (re-excision) after
the initial lumpectomy; with its associated
illness and cost. Approximately half of
these procedures are performed in
women with negative margins [i.e. no
cancer cells at the edge] to obtain a wider
clear margin in the belief that a wider
margin will further decrease the risk of
local recurrence,” she writes.

Available data, she argues, do not
support the view that wider cancer-
free surgical margins reduce the risk of
the cancer returning, while there is
plenty of evidence that when the can-
cer is removed with a narrow margin,
adjuvant radio- and chemotherapy is
effective in controlling local recurrence
after surgery.

Among the evidence called on to
back up this argument she cites a meta-
analysis of 21 studies that showed no sta-
tistically significant difference in local
recurrence in early-stage invasive breast
cancer between margins of 1,2 or 5mm
after adjusting for the use of radiation
and hormone therapy.

The big predictors of recurrence, she
argues, have been shown to be tumour
biology and the adequacy of systemic
therapy. “These data necessitate a shift in
thinking regarding the relationship
between the width of microscopic mar-
gins and the risk of local recurrence.” She
suggests that such a rethink could see a
major reduction in reoperations for
women with clear margins, resulting in
a decrease in costs and better cosmetic
outcomes.

Mike Dixon, professor of breast sur-
gery and consultant surgeon at the West-
ern General Hospital in Edinburgh, was

“These data require a shift in thinking about the relationship

between width of margins and risk of local recurrence”
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“What we want to do is get the disease out with a little bit,

one of the co-authors of the meta-analy-
sis that demonstrated no benefit from
margins wider than 1 mm in early-stage
invasive breast cancer. He argues that
the difference between 1 mmand 5 mm
is very significant in terms of the damage
done to the way the breast looks.

“You have to leave the breast looking
normal,” says Dixon. “It’s very easy to get
all the disease out by taking a wedge out
of the breast, but you're going to leave a
big dent, a poor cosmetic result, and
that is no advantage to the patient. That's
why people like me are so obsessed with
getting clear but not wide margins,
because this allows me to achieve ade-
quate long-term local control, but more
importantly it allows the breast to look
normal and gives the patient the advan-
tage of a good cosmetic outcome.

“We know that if you do breast con-
serving surgery and it looks ugly, then the
patient is not satisfied, and all the psy-
chological advantages of breast con-
serving surgery in terms of ability to wear
normal clothes, looking good in the mir-
ror, the patient being more confident
with good self-esteem and good body
image disappear. The benefits of breast
conservation are only there if you main-
tain a good breast shape and a volume
that matches your other breast. What we
want to do is get the disease out with a
little bit, but not too much, normal tis-
sue, and then good radiotherapy and
good drug therapy to take care of any
remaining disease, and then the patient
will have an adequate long-term control
and a satisfactory looking breast.”

Dixon, whose own centre has been
using a 1 mm margin for invasive early
breast cancers for more than 10 years,
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but not too much, normal tissue”

with a five-year local recurrence rate of
1.7%, would like to see a consensus
“around a 1 or 2 mm margin”, to reduce
the number of women who have unnec-
essary reoperations. “At present, some
patients with clear margins of 1 or 2 mm
are not only getting a second operation,
some are getting a mastectomy!”

Towards a consensus
If the evidence is as strong as Morrow
and Dixon claim, the question is why
such a consensus is not already in place.
One answer may be that leading breast
cancer specialists do share a broad con-
sensus — but this is not yet reflected in
standard practice. In 2008 a group of
opinion leaders from the US and Europe
met in Frankfurt to formulate consensus
recommendations on the locoregional
treatment of primary breast cancer. Con-
vened on the initiative of Manfred Kauf-
mann, head of gynaecology and obstetrics
at the JW Goethe University hospital,
Frankfurt, the group included leading
oncologic surgeons, radiation oncolo-
gists, pathologists, radiologists, plastic
surgeons, medical and gynaecologic
oncologists, and epidemiologists. Their
recommendations, which were published
in 2010 (Cancer 116:1184-91), were
that to minimise the risk of recurrence:

B Ingeneral, in cases of positive mar-
gins —where cancer cells are visible
under the microscope at the surface
of the excised tissue — reoperation
is required.

B In the case of negative margins —i.e.
no cancer cells at the surface of the
excised tissue — reoperation is not
required in cases of invasive breast
cancer, even where the distance

between the surface and the closest
tumour cells is less than 1 mm.

B In cases of ductal carcinoma in situ
(DCIS), however, a minimum clear
margin of 2 mm is recommended,
particularly with low- and interme-
diate-grade lesions, because DCIS
may grow discontinuously within the
ducts.

B Anterior and posterior margins of
less than 2 mm are not of concern
if there is no residual breast tissue.

m All suspicious microcalcifications
associated with the DCIS should
be removed surgically.

B Lobular carcinoma in situ at the
margin is not considered an indi-
cation for further surgery.

While the wide variations recorded in
reoperation rates indicate that many
centres are not following these recom-
mendations in practice, neither the rec-
ommendations, nor the evidence they
have been drawn from, are being fun-
damentally challenged. The problem,
therefore, may lie in how to move from
consensus recommendations to effec-
tive national guidelines that ensure all
women are treated according to the
same standards wherever they are.

How good is your pathology?

But there may be other factors that also
explain the variability in reoperation
rates. Giuseppe Viale, head of pathology
at the European Institute of Oncology in
Milan, who participated in the expert
panel that drew up the recommenda-
tions, says the quality of specimen pro-
cessing and the assessment of surgical
margins can vary greatly between differ-
ent pathology departments. This means



MEASURING THE MARGINS

CUTTINGEDGE

Following surgery, the
excised tissue is ‘inked’ so
that, when thin slices are
cut and examined under a
microscope, the edge of the
tissue is clearly delineated.
Pathologists need clear
guidelines to ensure their
examination of margins is
sufficiently thorough and
they understand the signifi-
cance and implications of
what they find.

that even if uniform criteria for reopera-
tion are applied, different centres may
reach different decisions on a given spec-
imen, because of variations in the way the
margins are measured and evaluated.

The standard procedure is to apply
ink to the surfaces of the excised tissue.
Thin slices are then cut, which are
placed under a microscope, where the
pathologist can see how close cancer
cells come to the inked edge of the
excised tissue. But tumour tissue can be
tricky to handle, with a tendency to lose
its shape and fall apart when sliced thin.
And it can be difficult to get a reliable ‘all
round’ view, because samples are taken
‘at random’, and each slice represents
only one cross-section in one particular
plane.

Variations in terminology can also give
rise to confusion. As Dixon explains, some
surgeons define a ‘cancer-free margin’ as
one where there was no ink on a cancer
cell. So even if there was a microscopically
small distance between a cancer cell and
the ink, it would still be a cancer-free
margin. “However, most other people use

distance. Some studies have used 2 mm,
so they would say that if there were can-
cer cells within 1-2 mm of the edge of the
specimen that would be a ‘positive mar-
gin’, and if the distance was more than
2 mm it would be ‘negative margin’. But
within the 1-2 mm margin distance, a
large percentage of those patients would
have ‘cancer-free margins’, because there
isn't cancer at the edge.”

Pathologists also need to understand
the significance of what they are seeing;
for instance, if lobular carcinoma in situ
(atypical cells that are not invasive and
are confined to the lobules in the breast)
is found at the margins of the tissue, or
if margins have only minimal tumour
involvement, then further surgery is not
necessarily required, says Viale. “This is
especially the case for tumour types that
have a favourable prognosis, such as
luminal tumours and grade 1 tumours.
The risk of local recurrence in these
cases may be greatly reduced by radio-
therapy and proper systemic treatments.”

Viale believes there is a need for
more guidelines and quality control to

ensure patients and doctors can have
confidence in the pathology assess-
ments. ‘Practice in pathology depart-
ments should be standardised to allow
at least a ‘minimal assessment of the
margins; i.e. close examination of the
margins nearest to the tumour, and
the margin behind the nipple in the
case of nipple-sparing mastectomy.
FEach department may then examine
further the margins, but at least those
[ have mentioned should be evaluated
in a standard fashion.” Again it comes
down to effective guidelines, he says.
“National and international guideline
recommendations should be strictly
followed. Where national guidelines
have not been issued, these should be
prepared in accordance with the inter-
national recommendations.”

Getting it right first time

While a more uniform approach to
what constitutes an adequate margin,
and how that should be measured,
should decrease the number of women
who are unnecessarily referred for

“Practice in pathology departments should be standardised

to allow at least a ‘minimal’ assessment of the margins”
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“The days of individual surgeons getting away
with what they think is right are gone”

reoperation, there will still be cases
where reoperations are required,
because insufficient tissue was removed
first time round.

In the BMJ study, Jeevan and col-
leagues noted that reoperation rates
were particularly high in women with
“a carcinoma in situ component
recorded at the time of their primary
surgery”, and suggested that the prob-
lem partly relates to difficulties in
identifying the extent, rather than just
the presence, of carcinoma in situ,
“because many such tumours are mul-
tifocal”. They suggest that more thor-
ough use of ultrasound imaging could
help decrease reoperation rates.

Some surgeons are experimenting
with new tools to help them locate
the margins of the tumour while they
are operating. Marc Thill, head of
the Department of Gynaecology and
Obstetrics at the Agaplesion Markus
Hospital, in Frankfurt, published a
report in The Breast in 2011 (vol 20,
pp 579-580) on the impact on reoper-
ation rates of using a radiofrequency
spectroscopy device while operating on
patients with DCIS.

MarginProbe, manufactured by the
US company Dune Medical Devices,
involves a disposable hand-held probe
and a console to detect differences in
dielectric properties between normal
and malignant breast tissue. Using
their historical objective of 5 mm clear
margins, in a study of 22 patients, use
of the device lowered his department’s
re-excision rate, from 38.8% to 18%. In
line with ongoing discussions about
changing to a 2 mm margin, Thill also
calculated the re-excision rate using
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2 mm clear margins as the threshold,
which would have reduced the re-exci-
sion rate to 14%. Thill now hopes to
extend it to other types of breast cancer,
and says he knows of about 11 other
centres in Europe that are also using
the device.

There are problems associated with
the device, however; in particular its
cost. The console costs around
€28,000, with a further €600 for each
probe, which can only be used for a sin-
gle operation.

There are also questions about its
value in younger women who have
denser breasts, where the device may
have more trouble distinguishing malig-
nant from healthy tissue, leading to false-
positive readings. “I think there may be
differences in the results when Margin-
Probe is used in young patients, with a
tumour that is right behind the nipple
where the most dense tissue is located,”
says Thill. A further analysis is expected
soon, which may shed more light on its
usefulness in younger patients.

In Thill's department they calcu-
lated that, although the MarginProbe
was expensive, it saved money in
terms of the length of operations (sur-
geons’ and other staff’s time) and
avoiding reoperations. Measuring all
the margins of the specimen intra-
operatively takes only three to five
minutes with the MarginProbe,
enabling further re-excisions to be
performed as part of the same opera-
tion. However, the way breast cancer
operations and reoperations are
funded vary from country to country,
and, therefore, the cost-effectiveness
will vary too.

How good is your surgeon?

Right now, says Dixon, what is needed
are international guidelines on surgi-
cal margins that are enforceable,
together with systems for checking
the performance of departments and
individual surgeons.

“There should be national and
international guidelines on how
breast cancer is managed, and these
guidelines should be stricter. Part
of the problem with guidelines is
that, while it's true that doctors
should have the freedom to do what
they think is right for an individual
patient, they shouldn’t have an
authority to do something on a reg-
ular basis that is outwith guidelines.
There should be a lot more empha-
sis on adherence to guidelines.

“We already collect a lot of data in
the UK and we can identify units that
fall consistently outwith two and even
three standard deviations of everyone
else in the UK. The problem is we
have no real mechanism to find out
why that centre is so different. There
may be an explanation. If there is no
adequate reason for why they fall out-
with what everyone else is doing, then
there may be a need for re-education
so that these outliers can be brought
into the fold. It is what patients expect
and deserve.

“There has to be change, because
the days of individual surgeons getting
away with what they think is right are
gone. It's time to follow the evidence
and to protect the patient, to make
sure that a patient, regardless of where
they live, gets the same standard of
care in all parts of the country.” |
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Stop Cancer now! ANNA WAGSTRFF

Ain appeal for global action against one of the world's
greatest and fastest growing health challenges

Cancer poses a rising threat to global health as well as the world economy.
International experts have agreed on a strategy that can meet the challenge.

They are now calling on world leaders to wake up to their responsibilities and act.




ble diseases now account for
two out of every three deaths
worldwide — a massive turnaround
from twenty years ago, when they were
outnumbered two to one by deaths
from communicable, maternal, neona-
tal and nutritional causes. This is one
of the headline findings of the Global
Burden of Disease study, published in
The Lancet, December 2012. Around
eight million people now die of cancer
every year, a rise of almost 40% over the
past 20 years. This means that cancer
is not only one of the biggest global
killers alongside cardiovascular dis-
eases, but also one of the fastest grow-
ing causes of death. The WHO
predicts that by 2030, 22 million men

I t's official. Non-communica-

women and children will be diagnosed
with cancer every year, and 13 million
will die of the disease.

This humanitarian disaster has
knock-on effects that extend well
beyond those directly affected. A study
by the American Cancer Society and the
Livestrong foundation has found that,
leaving aside the direct costs of treat-
ment, the economic impact of prema-
ture death and disability from cancer
drains $900 billion a year from the world
economy —around 1.5% of global GDP
(figures for 2008).

Members of the cancer community
are not surprised by these statistics,
which confirm trends that have been
documented for many years. They are,
however, increasingly alarmed at the
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apparent lack of response among
national and global leaders to what is
unquestionably an escalating crisis.

Where, they ask, is the sense of
urgency that forced the AIDS epidemic
on to the agenda of G8 summits?
Where is the momentum and drive for
the sort of collaborative effort that is
providing some of the poorest commu-
nities in the world with access to afford-
able anti-retroviral drugs and developing
and strengthening networks of com-
munity-based health professionals to
deliver care and prevention pro-
grammes? Who will take a lead on tack-
ling cancer, and when?

In an effort to build a high-level con-
sensus around such an effort, the Euro-
pean School of Oncology invited leading £
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Carrying on business as usual is unthinkable;

international experts working on every
aspect of cancer, and from all corners of
the globe, to a World Oncology Forum in

Lugano in October 2012.
Their task was to address
the question: Are we win-
ning the war on cancer?...
and to draw up a battle plan
to get the job done.

This  unusual and
intriguing gathering had
experts who straddle clini-
cal and scientific research
sitting alongside specialists
in cancer epidemiology, pre-
vention, health policy, advo-
cacy and policy implemen-
tation, to make a critical assessment of
whether their collective efforts are on
track —and what needs to happen to turn
the tide against cancer.

To ensure that this assessment
reflected major regional disparities in
the disease burden, and potential solu-
tions, the discussion included experts
not just from North America, Europe
and Australia, but also from Asia (India,
Japan, Korea and China), South and
Central America and the Middle East.

A group of health journalists from
across the world were invited to play
‘devil’'s advocates’— to subject the whole
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new strategies are needed

conversation to the scrutiny of outsiders
and ask awkward questions. Two addi-
tional outsiders also played a critical
role. Rifat Atun, who spent many years
working for the Global Fund to Fight
AIDS, Tuberculosis and Malaria, led a
discussion on what the international
efforts against cancer could learn from
that experience. Richard Horton, editor
of The Lancet, was there to ensure that
the Forum was more than a talking shop,
challenging it to come up with a strategy
that works within the context of the

wider global health and development
agenda, is simple enough to sell to busy
people with packed agendas, yet is bold
enough to turn the tide on cancer.

Though it was organised with policy
makers in mind, the World Oncology
Forum was not stage-managed and there
was no cheerleading. It was an honest
exercise in examining the evidence to
ensure that any plan that emerged could
command confidence.

Winning or losing?

The evidence on the alarming rate of
increase in new cases and deaths tells a
clear story: we are failing to control can-
cer. And this generated the most impor-
tant message from the Forum: Current
strategies are not working; carrying on
business as usual is unthinkable; new
strategies are urgently needed.

Behind the stark headline figures,
however, a more complex picture shows
important progress in some areas.
Cancer is becoming more common

everywhere in the world. In the
developed world we are getting fat-
ter, exercising less, ecating less
healthily and drinking more alcohol
— all of which are independent risk
factors for cancer. But while the
number of new cases is rising, the
number of people dying from can-

Bl ceris slowly falling.

In low- and middle-income
countries, the rate of new cancers is
increasing even more quickly, as higher
living standards enable people to adopt
‘western lifestyles’— not least smoking —
and fewer people die young from infec-
tious diseases. In these countries the
rise in new cases of cancer is leading to
a similar rise in the numbers of deaths.

The lessons of falling mortality

Richard Peto, professor of medical sta-
tistics and epidemiology at the University
of Oxford, drew the lessons from 60
years of falling mortality trends for the
UK, focusing on men in the 35-69 age
group. His graphs told a story that came
as quite a shock even to this hardened
group of cancer professionals. In 1965
smoking-related cancers accounted for



more deaths than all other cancers put
together. It is the drop in deaths from
smoking-related cancers — from more
than 250 per 100,000 in 1965 to around
80 per 100,000 in 2010 — that accounts
for almost all the improvement in cancer
mortality rates. By contrast, the risk of
dying from other types of cancer has
changed relatively little in this population
—rates in 2010 were similar to the 1960s,
though they have been on a slow down-
ward trend over the past 20 years thanks
largely to better treatment for colorectal
cancer and an unexplained drop in inci-
dence of stomach cancer.

The close link between tobacco and
cancer comes as no surprise, given that
it plays a role in a wide variety of cancers
and causes 90% of lung cancers. How-
ever, many participants at the Forum
were shocked to see how much of the
total burden of cancer is caused by this
one industry, and how
effective anti-tobacco
measures have been in
relation to other strate-
gies for cutting cancer
deaths. More shocking
still were the figures
Peto gave for the esca-
lation in rates of smok-
ing across the globe,
which accounts for a major part of the
explosion in new cancer cases: every
year 30 million people are taking up
smoking — 50% of young men and 10%
of young women. India is already seeing
1 million smoking-related deaths every
year. In China smoking-related deaths
are expected to triple in the next two
decades, killing some 3.5 million people
annually by 2030.

Forum participants agreed that any
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UK CANCER MORTALITY 1950-2010, MEN AGED 35-69
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Targeting tobacco has to be at the heart of any strategy to tackle cancer
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strategy for turning the tide against can-
cer needs to rapidly reverse this rise in
smoking — in the words of one partici-
pant, “We need to stop pussyfooting
around tobacco.” Taxing sales has been
shown to be effective up to a point.
Experience has shown that tripling the
price of tobacco roughly halves con-
sumption and doubles tax revenues —
though beyond a certain price the policy
is undermined by large-scale smuggling.

Far more effective
would be to deter
investors, through a
global agreement to tax
the profits of tobacco
companies. This single
measure could do more
to turn the tide on can-
cer than anything else.

Invest in prevention

Paolo Vineis, Chair in Environmental
Epidemiology at Imperial College, Lon-
don, looked at the evidence on what
causes cancer and what can be done to
prevent it. What is becoming clear, he
said, is that cancers are caused by an
interaction between hereditary (genetic)
and environmental/lifestyle factors.
Heredity plays the overwhelming role in

The drop in deaths from smoking-related cancers accounts

for almost all the improvement in UK male mortality rates
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AN APPEAL TO WORLD LEADERS

The World Oncology Forum agreed a 10-point strategy that it believes is achiev-
able and will significantly stem the rising tide of cancer. The aim is to contribute
to the goal of cutting deaths from non-communicable diseases by 25% by
2025, as agreed by governments at the 2011 UN Summit on Non-
Communicable Diseases, and to reduce the drain on the world economy by
addressing one of the biggest causes of premature death and disability.

On World Cancer Day, Monday, 4 February 2013, an appeal will be published in The
Lancet and leading national and international newspapers, for policy makers and every-
one who can help stop unnecessary deaths from cancer to get behind this strategy.

A 10-POINT STRATEGY TO TURN BACK THE TIDE ON CANCER

Prevent preventable cancers:

1 Wage war on tobacco, by far the biggest cause of cancer death across
the globe. Extend to all countries the anti-tobacco measures already
found to be effective and tax the profits made from tobacco.

2 Give people the knowledge they need to understand which cancers
threaten them most, and how to reduce their risk; develop and imple-
ment scientifically sound strategies, including vaccines, to protect
against cancers caused by infections.

Treat treatable cancers:

3 Develop early detection programmes tailored to local needs and resources,
which target cancers that are the most detectable and treatable and have
the greatest social impact.

4 Ensure that every cancer patient has access to a package of diagnostics and cur-
ative and palliative care that has been shown to get the best possible results within
the local setting and is delivered by trained health professionals.

Support all those who are living with cancer:

5 Give all patients access to optimal pain control by changing attitudes and
removing bureaucratic, legal and logistical barriers to the medical use of morphine.

6 Involve patients as partners in decisions about their own care and give them a
voice in decision making about policies that affect them.

Accelerate finding cures for cancers that are not yet curable:

7 Replace the current broken business model for developing new therapies with new
and more efficient forms of public—private collaboration, geared to accelerating
delivery of affordable therapies that are of real benefit to patients across the world.

To achieve all the above:

8 Educate policy makers and the public to counter the entrenched fatalistic myths
and misconceptions that undermine efforts to mobilise forces against cancer and
deter people who suspect they may have cancer from seeking early medical advice.

9 Promote and strengthen sustainable and universally accessible health systems
that are supported by innovative financing mechanisms, and are driven by evi-
dence about cost-effective ways to deliver the best results and not by vested
economic interests.

10 Ensure that all countries have a clear cancer control strategy, that evolves in the
light of needs and experience, and is built on creative ideas, backed by solid evi-
dence, in order to turn back the tide on cancer.
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a few cancers, such
as familial adenoma-
N tous polyposis — chil-
dren who inherit the
mutated APC gene
invariably go on to
develop this cancer. In
other cancers, environ-
mental exposure is more
important, with genetic
susceptibility playing a more
minor role. Most cancers lie
somewhere along this spec-
trum, with environmental
and lifestyle factors inter-
acting with genetic sus-
ceptibility.
It is the increase in
environmental and, above
all, lifestyle risk factors
that are the major driver
behind the escalation
in the number of new
cancer cases across the globe (together
with increases in life expectancy in the
developing world). There is evidence to
show that, in richer countries like the
UK, up to 45% of cancers in men and
40% in women could have been pre-
vented had risk factors such a tobacco,
alcohol, lack of exercise and overweight,
been reduced to optimal levels (Br |
Cancer 105:S77-S81). At a world level,
the Global Burden of Disease study
shows that eating too much of the wrong
stuff has overtaken malnutrition as a
risk factor for death, not just from cancer
but from a variety of chronic diseases.
While this opens important possi-
bilities for cancer prevention, partici-
pants at the Forum cautioned that it is
very hard to convince people to change
to healthier lifestyles, particularly when
‘cancer causing industries' are employing
the best brains and huge marketing
budgets to encourage them to increase
their risky behaviour. Proper funding
combined with an evidence-based
approach will be needed, drawing on
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what has been shown to work elsewhere
and adapting it to local cultures and
demographics. This will require a major
shift in government priorities, warned
Vineis, who pointed out that in the US,
Canada and Europe less than 4% of
public funding of cancer research is cur-
rently spent on prevention, and that the
growing trend towards privatising parts of
healthcare systems is likely to impact on
preventive activities such as health pro-
motion, which are not appealing for pri-
vate enterprises.

Cancers caused by infectious dis-
eases, particularly liver and cervical can-
cer, also offer huge opportunities for
prevention, said Vineis. Liver
cancer is one of the top three —
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HERITABILITY OF COLORECTAL CANCER

agreed that rolling out pre-
vention programmes, within
a short timeframe, to all com-
munities at risk, has to be a
key part of any strategy to
prevent cancer.
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Healthier lifestyles cannot prevent cancer in people with
high-penetrance mutations, but they certainly lower risk for
the far larger population with low-penetrance mutations

Source: Courtesy of Paolo Vineis

Collaborate for a cure

Prevention is better than a cure — and
nowhere is that more true than in cancer.
However, even under optimal levels of
risk reduction, the majority of cancers are
not preventable. We need a cure. Dou-
glas Hanahan of the Swiss Institute for
Experimental Cancer Research, in Lau-
sanne, presented the evidence on how

TARGETING THE HALLMARKS OF CANCER

well the battle plan to find one is work-
ing. “Not very well,” was his verdict.
Hanahan is known for characterising
the ‘acquired functional capabilities’ of
cancer cells, coining the phrase the ‘hall-
marks of cancer’. These include the abil-
ity to invade tissue and metastasise,
evade growth suppressors, resist cell
death and avoid immune
destruction. The problem with

and fastest rising — causes of
cancer death for men in much of
the developing world, with a size-
able majority originating in hep-
atitis B infection, for which
vaccines are available that have
proved their worth in a variety of
developing country settings
(other causes include hepatitis C
and alcohol). Cervical cancer is
one of the top causes of cancer
death in women in much of the
developing world, and can be
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controlled though HPV vacci-
nation programmes, or even low-
tech screening programmes.
Both these cancers are particu-
larly devastating as they have a
relatively young age profile,
depriving families of mothers
and providers. Participants

Experience shows that hitting only one or two of the cancer’s
functional capabilities is not enough to control the disease
Adapted from D Hanahan and RA Weinberg (2011) Cell
144:646-674

Courtesy of Douglas Hanahan, Swiss Institute for Experimental
Cancer Research, and Swiss Federal Institute of Technology,
Lausanne (EPFL)

the new generation of targeted
drugs, he said, is that while they
have been successful at ‘taking
out’ one or maybe two of these
functional capabilities, they are
not attacking them all. This
explains what we have been see-
ing, for instance, after treatment
with angiogenesis inhibitors, or
BRAF inhibitors in melanoma:
dramatic impact on cancer in a
matter of weeks, followed by an
aggressive return of the disease.
The stream of new cancer ther-
apies are, with few exceptions,
failing to deliver the major bene-
fits needed, said Hanahan. He
suggested that hitting targets
harder and targeting several
‘capabilities’ at once could be a
way forward.
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Not everyone at the Forum was con-
vinced. Doesn't hitting targets harder
(with all that implies for accompanying
toxicity), and hitting multiple targets,
sound a bit like a return to the
chemotherapy carpet bombing approach?
Given the way tumour cells mutate,
shouldn’t we expect that if we target
and shut down one mutation the cancer
will simply find other mutations to
exploit to keep going? Before investing
billions on drugs targeted at one muta-
tion after another, shouldn’t we start by
trying to understand some basic princi-
ples of cell behaviour that would make it
possible to anticipate the cancer cells’
evasive strategies, so we can devise
rational strategies to cut off their options?
A broad consensus emerged
on one point, however: current
models for developing new
therapies are not working. They
are delivering too little benefit at
too great a cost. New ways of
collaborating will be needed to
deliver therapies that can really
transform the prospects of can-
cer patients the world over.
The scale and the breadth of collab-
oration that is needed was nicely demon-
strated by Hanahan in the form of a
graphic presentation of his “war room” —
anew cancer centre in Lausanne involv-

ing a partnership of three institutions,
designed to foster “synergistic interac-
tions” between knowledge-driven basic
scientists, clinical and surgical oncol-
ogy researchers, bioengineers, pharma-
ceutical chemists, and clinical specialists
In treating cancer patients.

As this type of work can only thrive in
a publicly funded academic setting, new
models of public—private cooperation will
be needed, and governments, regulators,
reimbursement authorities, independent
research foundations and charities, inter-
national health agencies — and oncology
professionals —
must all play a
role in making
this happen.

Quality care

While progress towards
a knock-out blow
against cancer has been
frustratingly slow, cure rates for some of
the most common cancers have been
improving through a series of small steps.
The best treatments for early breast can-
cer show almost 90% of people surviving
for at least five years. Treatment of col-
orectal cancer has also been steadily
improving, with five-year survival push-
ing above 60% in some places. Under the
best conditions, almost 90% of child-
hood cancers are now curable. More

and better palliative care starting at an
earlier point is helping people to live
with cancer with a good quality of life; to
earn their living; to care for their families
—and even to live longer.

These types of results, however, are
currently achieved for only a minority of
people and in a minority of countries.
Michel Coleman, professor of Epi-
demiology and Vital Statistics at the
London School of Hygiene and Trop-
ical Medicine, and Felicity Knaul, direc-
tor of the Harvard Global Equity Initia-
tive, presented evidence about how
many lives could be saved
and how much suffering
avoided if all health serv-
ices provided universal
access to the best quality of
care that can be achieved at
a sustainable level.

Coleman presented fig-
ures from Kentucky,
USA, showing that
women with private
healthcare insur-
ance have a 20%
better chance of
surviving three years
after a breast can-
cer diagnosis than
those on Medicaid,
the ‘safety net’ insurance for people on
low incomes. Even where insurance
coverage or co-payments are not an
issue, social deprivation can still reduce
chances of survival, as was shown in a
UK study of survival rates in rectal can-
cer (Br ] Cancer 2008, 99:S30-S32). In
1996—1999, relative survival rates for
men living in areas of highest depriva-
tion were 15% lower than for men from
the most affluent areas — and as treat-

New ways of collaborating will be needed to deliver

therapies that really transform the prospects of patients
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ments improve, that gap
is getting wider. Under-
standing and addressing
the reasons why people
from more deprived back-
grounds have poorer sur-
vival rates must be a key part of any
cancer control strategy.

Important lessons about strategies
to beat cancer can also be learnt from
looking at differences in survival rates
between broadly similar countries. The
graph below, which gives five-year sur-
vival rates for women diagnosed with
breast cancer at two different time
points, shows what a difference a well-
performing cancer system makes and
how concerted efforts to improve
results can pay off. In the earlier period,
women with breast cancer in Sweden
had a 40% better chance of surviving
five years than those living in Poland.
Over the following decade Poland
improved its survival rates by almost 15
percentage points, compared with just
over 4 percentage points in Sweden.
This graph also shows that there is still
plenty of scope for survival rates in the
worst performing countries to improve.

This is not all about money —
although per capita spend on health
does of course play a role. Evidence

JASON HARRIS

shows that effective organisation and
management are important for getting
the best results in cancer. This includes
adhering to diagnostic and treatment
guidelines, ensuring patients are treated
by multidisciplinary teams with expert-
ise in their cancer type, having proper
systems in place for monitoring how
well different parts of the health system
are performing — and of course ensuring
that all patients have equal access.

Universal care

Improving the effectiveness of cancer
care delivery across Europe and the
US will be important, particularly given
the current squeeze on public finances.
But it is in low- and middle-income

CLOSING THE SURVIVAL GAP IN EUROPE
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Concerted efforts by the
worst countries to catch up
with the best have paid off,
as can be seen from these
breast cancer survival
results, but there is still
plenty of scope for
improvement

Source: A Verdecchia

et al. (2009) EJC 45/6:1042—

66, reprinted with permission

from Elsevier

SYSTEMS&SERVICES

countries that the battle
to control cancer will be
won or lost. These are
the countries that are
experiencing the biggest
explosion of new cases,
and they are currently in
a poor position to either
detect or treat them.

While breast cancer is still far more
common in developed countries, most
breast cancer deaths are in developing
countries; poorer countries also account
for 85% of deaths from cervical cancer.
Only around 20% of cancer patients sur-
vive for more than five years in the Gam-
bia; in Uganda the figure is 13%, except
for breast cancer, where five-year survival
is around 45%. In the poorest 25 coun-
tries, paediatric cancers are fatal in 90%
of cases, while almost 90% of children in
the richest countries now survive. Lack
of pain control and palliative care means
that dying from cancer is a far more ter-
rible experience in precisely those
regions of the world where death rates
are climbing fastest.

Universal access to treatment is one
of the big challenges for a global strategy
against cancer. Participants at the Forum
spoke of the need to challenge wide-
spread fatalistic attitudes based on mis-
conceptions that cancer is simply too
complex and too expensive to treat.

Rifat Atun reminded the Forum that
similar attitudes were once prevalent
about treating AIDS in poor countries,
and it took many years of determined
advocacy to turn that fatalism around.
Once the international aid effort started,
and began to show results, attitudes
changed. What initiatives like the
Global Fund Against AIDS, Malaria
and Tuberculosis have shown is that
once you have agreement on interna-
tional action, and are able to pool
resources and use a single platform to
interact with donors, suppliers, govern-
ments and NGOs, what once seemed
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The goal of ensuring every patient has access to an

indispensable package of diagnostics and care is attainable

impossible  becomes
possible. The prices of
essential drugs were
slashed — down by as
much as 90% in many
cases; donations tripled between 2002—
2004 and 2008-2010, and many com-
munities are now covered for the first
time by primary healthcare networks.
In Ethiopia, more than 30,000
Health Extension Workers were trained
and deployed between 2004 and 2009;
in Malawi 10,000 Health Surveillance
Assistants were deployed by 2009. These
people are already acting not just as the
frontline for HIV, TB and malaria serv-
ices, but are also providing community-
based maternal and newborn care;
family planning advice and disease sur-
veillance. These are the kinds of net-
works that will be essential for
implementing strategies on cancer pre-
vention as well as early detection and
some types of palliative care, including
pain relief. They will also be important in
implementing policies to tackle the
stigma and discrimination that can blight
the lives of cancer patients and their
families. Strengthening and extending
these community-based networks, and
joining forces with other health and
anti-poverty initiatives, will therefore be
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central to any anti-cancer strategy.

That is not to say that prevention,
early detection and palliation is all that
people in low- and middle-income
countries can expect — indeed early
detection is a waste
of resources unless
the cancers are
treated. A key mes-
sage from the Forum
was that many can-
cers can be treated
effectively with basic
surgery and radio-
therapy facilities, a
limited list of essential drugs, and some
essential diagnostic equipment, pro-
vided the care is planned and carried out
by a team of people who specialise in
treating those cancers and they have
access to evidence-based guidelines on
how to deliver the best results with the
resources available.

PACT, the International Atomic
Energy Authority’s Programme of Action
for Cancer Radiotherapy, has long been
helping some of the world’s poorest
countries establish a radiotherapy capa-
bility, and these efforts could be mas-
sively expanded within the context of an
international strategy against cancer.
The Breast Health Global Initiative has
pioneered a set of guidelines for early
detection, diagnosis and treatment
graded accorded to resources. Funding
the research needed to develop and
implement these sorts of guidelines for
other cancers will be an important part
of any global cancer strategy.

Important lessons on sustainability
can be learnt from Mexico’s universal
health insurance programme, Seguro

Popular, which started in 2004 and by
2011 had achieved universal coverage for
all paediatric cancers, as well as for
breast, testicular and prostate cancers
and for non-Hodgkin lymphoma. These
and other examples indicate that the
goal of ensuring that every cancer patient
has access to an indispensable package
of diagnostics and curative and palliative
care is attainable, and this has to be a key
element of the international strategy.

An AIDS moment

Opening his presentation on the second
day of the conference, Atun com-
mented on a feeling of resignation and
lack of ambition he had sensed among
participants during the previous day.
He had a point. But when Richard Hor-
ton introduced the purpose of the
Forum — to send an appeal to govern-
ments and policy makers to recognise
the scale of humanitarian disaster pre-
sented by escalating rates of cancer,
and to commit to new strategies to
meet the challenge — the mood of par-
ticipants changed from resignation to
indignation and determination.

The action plan they came up with
(see p 22) is set to be published in The
Lancet and leading national and inter-
national newspapers across the world, to
mark World Cancer Day. The question
now becomes how to overcome the frag-
mentation of the cancer community to
build the sort of public, and patient-led
movement that proved so effective at
forcing global action on AIDS. “We need
to go back to basics,” concluded one
patient advocate, “we need to mobilise
the cancer community, and engage peo-
ple into forcing governments to act.” m
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Me and my cancer

The power of 3 well told personal story

simon crRomeTON

Journalists who write about their own cancer journeys are able to convey important

insights in a language that people understand - and are eager to read.

tis not surprising that a lot
of journalists have written
about their personal expe-
riences of cancer: cancer
is common; writers like
writing about themselves; and they also
know that real human experience and
emotion engage readers like little else. It
doesn’t get much more real or emotional
than having a life-threatening condition.

But some writers stand out from the
crowd. In the UK in the late 1990s,
John Diamond from The Times made a
major impact with his weekly columns
about throat cancer, and his subsequent
book “C: Because cowards get cancer
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too”. Catherine Kalamis of the Guernsey
Press won an ESO Best Cancer Reporter
Award in 2006 for a powerful series of
articles based on her personal experi-
ences of neuroendocrine tumour.

And then there is Cassandra Jar-
dine. A popular feature writer and inter-
viewer for the UK’s Daily Telegraph for
the past 20 years, she died of lung can-
cerin May last year at the age of 57, hav-
ing spent much of the last two years of
her professional life writing about
(among other things) her diagnosis of
adenocarcinoma of the lung, getting on
with life as a mother while having
chemotherapy, the impact of her cancer

on her family, the itchiness of her wig,
the power of a cosmetic makeover, and
her highs and lows as she embarked on
new treatment regimens.

She also spearheaded a national
campaign to raise awareness of cancer
symptoms. Just days before she died,
she fronted the launch of an early diag-
nosis campaign ‘Be Clear on Cancer,
alongside celebrities such as comedian
Ricky Gervais and football manager Alex
Ferguson, who both lost parents to the
disease.

Eulogies from colleagues pointed to
Cassandra Jardine’s good humour, com-
passion, lack of self-pity, supportiveness
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of others, professionalism and diligence.
Readers commented on her warmth as a
writer, her wit, her pragmatism — how
they felt they had come to know her
and became involved in her story.

But for the cancer community, her
lasting contribution may be something
more specific and unusual. She com-
municated in an accessible and involving
way the reality of clinical trials from a
patient perspective — how they work,
their positives and negatives, and most of
all, how it feels to be part of them. Jour-
nalists don't tend to cover this subject: it
sounds too dry for editors, and patients
themselves can't always be relied upon to

“I don’t enjoy being a guinea pig but | want that vaccine.” This photo of Cassandra Jardine was used to
illustrate one of many articles she wrote for the Daily Telegraph that gave her readers insight into the
pros and cons of clinical trials and how it feels to be part of them

provide the emotional insight and clarity
about the issues that newspapers and
magazines require. Whether for good or
ill, it takes a journalist writing about
their own experience to bring such dif-
ficult issues to the fore.

Just four weeks before she died, Cas-
sandra Jardine submitted three of her
cancer articles dealing with her experi-
ences of clinical trials to the ESO Best
Reporter Award. In her supporting state-
ment, she said these articles were those

of which she was most proud: “I hope
they combine clarity on scientific topics
with an ability to engage and touch the
widest section of the public — whilst
still drawing respect from the experts
involved,” she wrote.

She said she wanted to convey the
human experience of cancer not for
its own sake, but to get information flow-
ing forwards to patients and public, and
backwards from patients like herself to
professionals and scientists.
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“Patients can be useful sources of subtle information that

can be fed back into the research and development pool”

Making science accessible

“I feel we need to find new ways to com-
bine an ability to express medical lan-
guage so that non-scientists can more
readily understand,” she wrote. “But 1
think we need to also remind scientists
that these are not just statistics, that
there are individuals out there who aren’t
just passive recipients of therapies but
who can be useful sources of subtle
information that can be fed back into the
research and development pool. It's not
a simple case of modern patients deserv-
ing to understand fully where they are
with their own health (and control it
where possible); but of how they can
accumulate and utilise that information
— together with their consultant — to
constantly improve all patient pathways.
And, to be frank, outcomes.”

In many countries, clinical trials of
new cancer treatments are becoming
more and more significant in the lives of
people with cancer and the clinicians
treating them. The UK has seen a five-
fold increase in the number of patients
being recruited into clinical trials in the
past 10 years. Yet public understanding
is still poor, with many potential subjects
confused about the process — how
randomisation works for example — or
the potential dangers of new treatments.
The need to air such complex areas
beyond bedside conversations, formal
information sheets and consent forms
did not escape Cassandra Jardine.

In her article “I don't enjoy being a guinea
pig but I want that vaccine,” she charted
her emotional highs and lows as she
enrolled on a trial of the vaccine Lucanix
in an attempt to delay her cancer’s
return. In the process, the article corrects
misconceptions that can deter patients
from joining trials (see Editorial). It also
addresses concerns that too many trials
are now for drugs that are likely to help
alot of patients a little bit, rather than a
few patients a lot.

“I found myself in the unusual posi-
tion of being able to give a rare inside
view of that perennial story which dom-
inates headlines — Is X or Y a cure for
cancer? It was a good chance to help
explain to the public what a trial is, the
difference between phases 1, 2 and 3 -
and all the time from a personal per-
spective which I hope helped make it
readable.” This piece also explained that
many trials test a new treatment against
a standard treatment, not a placebo. For
severely ill patients, worried that they
may be merely given a ‘sugar pill'if they
enter a trial, such knowledge can have
real psychological implications. “This is
the sort of nugget we cancer patients
need to hear — but it’s not one the con-
sultant may remember to offer.”

Like many others, Cassandra Jar-
dine craved such nuggets. She suspected
from the start of the trial that she was on
the control arm of the trial because she
experienced no side-effects. She knew

that standard treatments stood as much
chance of helping her as a sugar pill
(given the advanced stage of her cancer),
but she still wanted to complete the
two-year trial: “Helping medical research
feels good,” she wrote in her article.

Ten months later, in April last year,
she wrote the last of her articles she
submitted for the Best Cancer Reporter
Award. Entitled “Worse? Now that’s
what I call good news”, she presented the
paradoxical situation that, as her health
deteriorated, so she became eligible to try
a promising targeted therapy called crizo-
tinib. She described how, with other
drugs failing to control her lung cancer,
her oncologist tried to get her the drugon
compassionate grounds, or as part of
the trial.

“For seven months, he got nowhere,”
she wrote. “The researchers wanted
either a new outbreak of cancer or a
minimum 20% increase in the existing
sites. And then, in March, we got there.
Never has bad news about cancer been
more gratefully received.”

She described how, in a peculiar
euphoria, she invited friends to her
house for homemade sausage tortelloni
while she took her first dose of a drug
that she hoped might not just control but
reverse the spread of her cancer. Her
hopes had been raised by earlier con-
versations with the lead researcher into
the therapy from Denver, Colorado.

And at the end of the piece, Cassan-

“This is the sort of nugget we cancer patients need to hear -

but it’s not one the consultant may remember to offer”
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dra Jardine described the very human
responses to taking a new ‘wonder drug’
that clinicians rarely glimpse: the initial
fear that it was having no effect; the ten-
tative hopes that it was working once
she started to experience sickness, the
elation of the growing conviction that
she was getting well and could consign
the rest of her medications to the bin.

“I am on a drug that has a positive
effect,” she wrote. “It has taken a while
to absorb this small miracle, but, four
weeks on, | am more energetic, | can
walk and work. I am back. It just took me
a while to notice.”

Cruelly, ironically, the words were
published just six weeks before she
died. In her submission to ESO’s Best
Cancer Reporter Award, which was
one of the last things she wrote, she
said: “I'm sure most doctors and sci-
entists would agree that there is
nothing like a human record of
how treatment works out of the lab
and in the human body. By opening
myself up to become that living petri-
dish-cum-diary, 1|
hope | have con-
tributed to research
and development in
oncology. | hope |
have also brought comfort to others in
my situation.”

She received a Special Merit Award
in the ESO Best Cancer Reporter
Awards because she succeeded.

A tricky area

This is not to say that her pieces are
impervious to criticism. Like all good
journalists, Cassandra Jardine was
shamelessly accessible, writing to be
read. That brings its risks. The judging
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panel was not unanimous in its praise for
Jardine’s articles. Were some of her arti-
cles likely to raise false hopes about
some of the treatments she described?
Did they give the impression that clini-
cal trials offered ‘miracle drugs™ Did
they devote sufficient time and space to
weighing the risks against the poten-
tially small benefits provided by many
experimental treatments?

These are common concerns with all
popular health journalism, indeed in all
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An ability to engage. This article - one of three
Cassandra Jardine submitted to the Best
Cancer Reporter Award - described what the
opportunity to try out experimental therapies
means to patients like her who are running out
of options and out of time

types of journalism. As Alan Yentob, the
controller of BBC1 said, “It’s a tricky area,
this idea of marrying issues with human
interest, human stories, the stories of
people’s lives... if you do it properly and
effectively it makes for good journalism.”

The problem is especially acute in
the case of personalised, confessional
health journalism. By making stories

“By opening myself up to become that living
petri-dish-cum-diary, | hope | have contributed to oncology”
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about life-threatening con-
ditions highly subjective,
they can lack rational
assessment of the benefits
of approaches to popula-
tions, and fail to acknowl-
edge the infinite variables
of cancer pathology, phys-
ical make-up, personality
type and environment that
inform complex decision-
making between patients
and oncologists.

There’s another prob-
lem with journalists writing
about their own cancer
experiences: it can appear
self-indulgently morbid.
Brendan O'Neill, editor
of the influential online
magazine Spiked, recently
described the glut of jour-
nalists writing about their illness as a
“sick publishing phenomenon”. What
turns writers’ “rational myopia” into some-
thing more macabre, he said, “is a public
appetite for details of decay.”

But alongside these difficulties, comes
the considerable benefit: impact. Well
told stories of real people, involving real
experiences, are read by millions. Cool,
rational assessments of the benefits and
risks of cancer treatments are not—in fact,
they are rarely published in the main-
stream media of many countries such as
the UK, simply because editors judge
that they will be ignored.

The net effect of the best main-
stream, accessible health writers can
be, in the end, far more positive than the
worthiest of articles that remains unread.
In the past, the effect of confessional
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Spreading the message. Shortly before she died,
Cassandra Jardine joined other well-known faces
to front Be Clear on Cancer, a national campaign
that aims to improve public awareness about the
early signs of the disease

cancer writers may have been most
strongly felt in breaking some of the
taboos of discussing cancer in public.
Today, their impact lies more often in
providing a coherent patient perspective
that makes other patients say “Yes, that's
what it’s like” and prompts clinicians to
ask “Is that what it’s like?”

ESO recognised this complexity
when it established the Best Cancer
Reporter Award in 2006. It was launched
to promote intelligent and critical cov-
erage of cancer, recognising the media’s
pivotal role in shaping public knowl-

edge and beliefs about can-
cer. But it has always
acknowledged the chal-
lenges journalists face —
how they must strive for
readability while resisting
the pressures to sensation-
alise and distort.

It is the best argued,
best written, and most evi-
dence-based journalism
that wins the annual prize.
But the award scheme
also recognises impact,
so this year Cassandra
Jardine was specially com-
mended by the BCRA
judges for the tremendous
effort she made to demys-
tify lung cancer.

As Kathy Redmond,
editor of Cancer World and
amember of the judging panel, said, “She
demonstrated just how powerful it can be
when journalists who are also patients use
their skills to convey important messages
to the public about issues that have a
huge impact on cancer patients.”

Perhaps one of Cassandra Jardine’s
regular readers in the Daily Telegraph put
it best: “Having read and enjoyed her arti-
cles for years and followed her life cop-
ing with cancer, | have the most utter
respect and praise for her... T felt that
[ learned so much from all she wrote.
I looked forward to reading her words
telling us about her cancer in a very
down to earth way, making us aware of
the importance of early signs. I know that
as well as her beautiful family and count-
less friends, there will be many readers
who will miss her.” m

PJ PRODUCTIONS
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Survivor seruices: supporting patients
living with and beyond cancer

Helping patients make the best of their lives after treatment starts with thinking

ahead before treatment and tailoring support for as long as it is needed. A leader

in the field talks about key issues and a new European collaborative group.

ho is a cancer survivor? The
w US National Cancer Institute
suggests that an individual
diagnosed with cancer is a cancer sur-
vivor ‘from the time of its discovery and
for the balance of life. Family members,
friends, and caregivers are also impacted
by the survivorship experience and are
therefore included in the definition.
There are essentially three seasons
of survival, as first defined by physician
and cancer survivor Fitzhugh Mullan,

in 1985 (NEJM 313: 270-273):

m Acute survival: begins with diag-
nosis and is dominated by diagnos-
tic and therapeutic efforts

® Extended survival: the period of
remission following initial treat-
ment, dominated by concern about
recurrence and residual side-effects
of disease and treatment

® Permanent survival: roughly equated
with ‘cure’, where the focus is on long-
term risks (such as second primaries)
and effects (such as chronic fatigue).

European School of Oncology

e-grandround

Leamning to care online

The European School of Oncology pres-
ents weekly e-grandrounds which offer
participants the chance to discuss a range
of cutting-edge issues with leading Euro-
pean experts. One of these is selected for
publication in each issue of Cancer World.
In this issue Neil Aaronson, from The
Netherlands Cancer Institute, Amster-
dam, reviews presentations from a recent
International Symposium on Cancer Sur-
vivorship held last April in Bari, Italy, and
organised by the European School of

Oncology in conjunction with the Organi-
sation of European Cancer Institutes.

Summarised by Susan Mayor.

The recorded version of this and other e-grandrounds is available at www.e-eso.net
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[ would add a further season:
m Palliative treatment and care/end
of life.

The definition of cancer survivorship is
important because it defines the target
population: does it include only indi-
viduals who are 10 years out from their
diagnosis of treatment, or also those who
are five years — or even one year —out? [t
also has implications for the focus of
care and research: is the emphasis on
acute or long-term sequelae, on physical
or psychosocial sequelae? It also affects
the type of rehabilitation efforts that
may be needed.

Growing numbers
Cancer survivors are a growing popu-
lation, particularly in the developed
world, where trends in cancer inci-
dence and mortality in both men and
women from 1975 to 2005/10 clearly
show increasing incidence and
decreasing mortality rates. Cancer inci-
dence is lower in developing countries
but mortality is higher. You could argue
that cancer is an acute disease with a
fatal outcome in developing countries,
whereas in developed countries of the
world it is becoming more of a chronic
disease, increasing the number of sur-
vivors. There were around 29 million
cancer survivors worldwide in 2008.
Twelve million of them were in the
US — up from around 3 million in 1971.
About half of people with cancer
are diagnosed at the age of 65 or older.
This is important because there were
500 million people aged 65 or older
worldwide in 2006 and the estimate is
this will grow to 1 billion people in
2030. Because so many cancers are
diagnosed relatively late in life, many
cancer survivors will die of causes other
than cancer. Figures show that older
survivors of breast cancer are more
likely to die of cardiovascular disease
than breast cancer (Breast Cancer Res
2011, 13:R64) and men who have sur-

36 | CancerWorld | January-February 2013

vived prostate cancer for at least 15
years are more likely to die of causes
other than prostate cancer (Prostate
Cancer P D 2012, 15:106—-110). Sur-
vivors of testicular cancer diagnosed
and treated before the age of 35 have a
1.7-fold higher risk of dying of circula-
tory disorders compared to their gen-
eral population peers (JNCI 2007,
99:533-544), while an Australian study
showed that cancer survivors are 50%
more likely to die of non-cancer causes
than the general population (Cancer
Cause Control 2006, 17:287-297).

Successful cancer treatment does
not necessarily mean the end of the
effect of the disease. Cancer survivors
are at risk for late effects, including:
disease recurrence/new cancer; car-
diovascular disease; endocrine dysreg-
ulation; obesity; diabetes; osteoporosis;
upper/lower quadrant mobility and
functional limitations; and functional
decline leading to disability (Cancer
Epidemiol Biomarkers Prev 2007,
16:566-571).

At the ESO-OECI International
Symposium on Cancer Survivorship,
held in Bari, Italy, April 2012, Wendy
Makin, from the Christie Cancer Cen-
tre, in Manchester, UK, pointed out
that chronic survivorship conditions
are determined by the type and site of
cancer, treatment factors, and patient
factors. For CNS [central nervous sys-
tem] cancers, the late effects are largely
endocrine and cognitive in nature.
Head and neck cancer patients may
have dental, speech and swallowing
problems. In patients with breast can-
cer, long-term problems include car-
diotoxicity, pain and lymphoedema,
while cancers in the pelvic region are
associated with bowel, bladder, sexual
and fertility issues. These are all in
addition to the ‘general effects of can-
cer’, which include fatigue, pain, bone
loss and changed body image.

Many patients learn to live with,

and adjust to, their limitations over
time. Some continue to have chronic
problems associated with their cancer,
some may encounter new problems
such as late toxicity, and they may expe-
rience a decrease in quality of life over
time, which is compounded by the
effects of getting older and by comor-
bidities that may develop. Yet despite
all these challenges, many survivors
report enjoying a good quality of life.

Fatigue in survival

Fatigue is ranked as one of the most

troublesome symptoms in cancer sur-

vival, by both patients and profession-
als, Ollie Minton, from St George’s

Hospital, London, explained at the sym-

posium. In patients on treatment and in

advanced disease, prevalence varies
from 60% to 90%, depending on the
definition. After successful treatment
for cancer, many patients suffer chronic
fatigue — i.e. fatigue that lasts at least
three months. Assessing fatigue can be
tricky, because it is ubiquitous and
many people in the general population
report tiredness. There are more than

20 tools for assessing fatigue in oncol-

ogy, but the most frequently used are

the functional assessment of cancer
therapy (FACT-F) —a scale that is used
very widely in the US — and the

EORTC QLQ-30 fatigue subscale,

which is often used in Europe.

Three modalities are used to treat
fatigue in cancer:

B Drugs, including haematopoietic
growth stimulants and psychostim-
ulants. Studies show a fairly robust
effect of psychostimulants, but
many patients do not want to take
them and physicians do not want to
prescribe them.

B Exercise. There has been a lot of
interest in exercise as a way of deal-
ing with fatigue complaints. Cumu-
lative exercise programmes have
been shown to be efficacious in



dealing with fatigue complaints,
but the magnitude of the effect is
relatively small.

m Complex psychosocial and behav-
ioural interventions. Cognitive
behavioural, psycho-educational
and supportive therapy can be help-
ful at group or individual levels.

In a Cochrane review of complex inter-
ventions in the treatment of cancer-
related fatigue, only seven out of 27
studies reviewed showed an overall
reduction in fatigue. There is a clear
need to better understand the mecha-
nisms of fatigue in cancer survivors so
that more targeted and effective treat-
ments can be developed.

Interventions for

psychological wellbeing

Depression is very common in cancer.
Susanne Dalton, of the Danish Cancer
Society Research Centre in Copen-
hagen, reported on a population-based

investigation of more than 600,000
cancer patients linking cancer registry
data to psychiatric hospitalisation
records in Denmark for the years
1973-2003. One-year follow-up
showed the relative risk of being hos-
pitalised for depression was twice as
great among cancer patients as among
the general population (JCO 2009,
27:1440-45). There continued to be a
40% increase in the risk of hospitalisa-
tion for depression from one to four
years after diagnosis.

This is just the tip of the iceberg, she
suggested, because relatively few patients
with cancer develop major depression
compared to other psychological prob-
lems. A review of 70 studies including
more than 10,000 oncology and haema-
tology patients showed depression in 16%,
adjustment disorders in 20%, and anxiety
disorders in 10%, with 30-40% patients
suffering a combination of mood disorders
(Lancet Oncol 2011, 12:160-174).

CAROL KALIFF / DANBURY NEWS-TIMES
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The most recent review of psycholog-
ical support interventions (CA Cancer
J Clin 2008, 58:214-230) showed that
a variety of cognitive-behavioural, relax-
ation and other types of psycho-edu-
cational treatments are effective in
reducing anxiety and depression. The
benefit appeared similar for all patients,
regardless of their type of cancer, but
most of the studies were underpowered
for subanalysis, and men and patients
from ethnic minorities were under-
represented. Few studies have looked
at interventions beyond the primary
tumour phase, so there is very little
evidence base for their efficacy in can-
CEer Survivors.

Employment and

work-related issues

Anja Mehnert, of the University Med-
ical Centre Hamburg-Eppendorf, in
Germany, reported that about two-
thirds of people who have had cancer
return to work, ranging from 25% to
more than 90%. In studies, approxi-
mately half of cancer survivors reduced
their work schedule, at least tem-
porarily; slightly more than half
reported a change in their occupational
role; and 25% reported a reduction in
their physical or mental work ability or
performance levels.

Barriers to returning to work can
be work related, including a non-sup-
portive work environment, manual
work and physically demanding work,
and perceived or actual employer dis-
crimination. Demographic barriers
include older age, female gender and
lower education levels (Psycho-Oncol
2002, 11:124—-131; Acta Oncol 2007,
46:446-451; JAMA 2009, 301:753—
762; Psycho-Oncol 2010, 19:115-124;
J Cancer Surviv 2010, 4:415-437; Crit
Rev Oncol Hematol 2011, 77:109—
130). Cancer- and treatment-related
barriers include having a poor progno-
sis or advanced tumour stage. There is
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a common misconception that patients
with metastatic disease no longer want
to work, whereas many of them do
want to. Other barriers include exten-
sive surgery, endocrine therapy, poor
overall health and disability, persist-
ent fatigue and the presence of comor-
bid conditions and depression.

As part of rehabilitation, patients
should undergo assessment and evalu-
ation of work-related skills and
demands. Other helpful interventions
include: improvement of phys-
ical fitness and psychosocial
functioning, skills training,
occupational counselling and
motivational training. A key ele-
ment is to ensure that co-work-
ers and employers understand
what it is to be a cancer survivor,
and that these are normal peo-
ple returning to their normal
jobs who have gone through an
episode in their lives (Cochrane
Database  Syst  Rev 2011,
CD007569).

Behavioural changes after cancer
Cancer survivors are at greater risk for
second cancers and other comorbid
conditions. As a healthy lifestyle is asso-
ciated with better health and reduced
risk for a number of health problems,
survivors are often encouraged to make
healthy lifestyle changes after com-
pleting treatment. Kevin Stein, from
the American Cancer Society’s Behav-
ioral Research Center, outlined guide-
lines for healthy living, involving diet
and physical activity, that have been
issued by several organisations. The
recommendations are for a diet high in
plant foods, focusing on fruit, vegeta-
bles and wholegrain, avoiding red and
processed meats, and avoiding high-
fat and high-calorie foods.

Cancer survivors are now recom-
mended to avoid inactivity, and to
return to normal activities as soon as
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possible after diagnosis. This is a major
change from seven or eight years ago,
when patients were advised to take it
easy when tired. As for the general
population, survivors should aim to
exercise for at least 150 minutes per
week — for half an hour on at least five
days a week, preferably seven days a
week — and also to include strength
exercises for at least two days a week.

Weight gain, overweight and obesity
are problems for the general population,

and it is no different for cancer patients.
The recommendations are similar: to
eat less fatty foods and to exercise. But
there is a caution here: women who
have undergone chemotherapy for
breast cancer often gain weight, and
the evidence base suggests that weight-
loss and exercise protocols will not nec-
essarily lead to actual weight loss in this
group.

A significant proportion of cancer
survivors continue to smoke after
being diagnosed and treated for cancer,
with the highest rates among lung
cancer and bladder cancer survivors.
There have been only about five
randomised clinical trials of smoking
cessation programmes directed specif-
ically at cancer patients, and all but
one (Cancer Epidemiol Biomarkers
Prev 1993, 2:261-270) found no sig-
nificant effect on smoking rates. This

is an area that obviously needs addi-
tional attention and research.

All areas of lifestyle change — diet,
exercise and smoking cessation — can
have an impact on important health
outcomes including depression,
fatigue, adverse body composition,
functional decline and comorbidity.
But there are many challenges to suc-
cessful behaviour change: persistent
symptoms and side-effects can get in
the way of people being ready to make
changes. The time, cost and
access to new lifestyle behav-
iours are things that affect all of
us when we try to change, and it
is no different for cancer sur-
vivors. Survivors will be in dif-
ferent stages of readiness for
change; some will have had
a very unhealthy lifestyle, and
therefore any recommendations
will be taken on relatively
slowly, whereas others will
already be actively involved in
changing their lifestyle and can
be supported in doing so. Social
support issues, lack of knowledge
among providers about what to rec-
ommend, and setting unrealistic goals
can have a negative effect on the out-
comes that we wish to achieve.

CAROL KALIFF / DANBURY NEWS-TIMES

Emerging models of cancer
survivorship care and rehabilitation
In a paper published in March 2012,
Catherine Alfano, deputy director of
the Office of Cancer Survivorship at
the US National Cancer Institute, out-
lined a comprehensive rehabilitation
model that emphasises a joint focus
on optimising functional status and
quality of life.

This model addresses pre-existing or
treatment-related comorbidities, treats
chronic effects of treatment, reduces
the risk for late effects, and promotes
self-management and healthy behav-
iour. It aims to prevent future problems,



reduce the risk of recurrence, and pre-
vent the spiral into disability, so sur-
vivors can preserve their work and social
roles (JCO 2012, 30:904-906).

Can we do anything about chronic
survivorship conditions? Wendy Makin,
from the Christie Cancer Centre, sug-
gested starting at the pre-treatment
stage by identifying treatment modali-
ties that are less invasive and less toxic:
less invasive surgery, conformal radio-
therapy and targeted therapies. Careful
patient selection should ensure that
patients receive treatments that are
going to be effective for them and
patients should be prepared by provid-
ing them with information about what
they can expect. During treatment, and
when it ends, survivor programmes
should be used to maximise recovery
and rehabilitation; patient self-man-
agement should be encouraged by
drawing up survivor care plans, and
patients should be offered after-care
and follow-up support services, with
capacity for complex case management.

Better screening and identification is
needed for patients who have complex
problems, with multidisciplinary assess-
ment, including late effects clinics and
pathways to support each problem.
These should involve a range of special-
ists and dedicated services in some cases,
such as for radiation bowel disease.

The National Cancer

Survivorship Initiative

Adam Glaser, clinical director of the

UK National Cancer Survivorship Ini-

tiative (NCSI), and Jane Mabher, chief

medical officer of Macmillan Cancer

Support, UK, described the approach

being taken by the NCSI, a nation-

wide programme in the UK.

The four emerging principles are:

B risk-stratified pathways of care,
rather than one size fits all

B a dynamic personal care plan that
arises from an assessment of the

e-GRANDAROUND

LIVING WITH AND BEYOND CANCER

ASSESSMENT
CARE PLANNNG
AT DIKGNOSIS

Post reatment care plan
rniew and risk stratification

END
OF INITIAL
TREATMENT

Living beyend cances and remain well:
May irvolve surveillance and needs
rapid access if symptoms ocor

Stecktake. risk stratification
and care plan review

Living beyond cancer with
the censequences of reatment

Assessment and care planning - trigger points

) At dlagnests
gy @ Follwwing westment
-~
\) e elther patient of professiond tggered

Source: National Cancer Survivorship Initiative

Dying and transition to end of life care

The model developed by the UK’s National Cancer Survivorship Initiative involves assessment
and care planning at multiple points in the patient journey

) On the transition %o end of s care

disease, the treatment, and the indi-

vidual's personal circumstances
m information provision, which should

meet individual needs and should
be timely, accessible and promote
confidence, choice and control
B encouragement to self-manage
with support, and rapid access to
appropriate professionals when
problems arise.
With regard to risk stratification, the
vast majority of patients can self-care,
if they have support activity around
them that they can call on if needs be.
A smaller subgroup of patients has
shared care needs, and a much smaller
group has complex management prob-
lems requiring a multidisciplinary
approach.

The NCSI initiative suggests a
model of care (see figure) comprising
five key elements:

B supporting patients through primary
treatment from the point of diagnosis

B promoting their recovery

B sustaining their recovery

B reducing the burden of the conse-
quences of their treatment, and

B supporting patients with active and
advanced disease —interfacing with
the end-of-life care services.

A European Collaborative Group
Could there be a role for a European
collaborative group on cancer sur-
vivorship? A discussion at the end of
the conference showed strong support.
The intent is to involve all the key
stakeholders — healthcare profession-
als, researchers, policy makers and
patients — to develop a better under-
standing of key issues in cancer sur-
vivorship research and practice in
Europe and to promote high-quality
survivorship care and research. A steer-
ing committee and international advi-
sory group have been set up.

If you would like to get involved, or
if you have any questions about the
group, please email Vittorio Mattioli at
v.mattioli@oncologico.bari.it, or Neil
Aaronson at n.aaronson@nki.nl.  m
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Taking the Isolation
out of Isolation

PETER MCINTYRE

The isolation that is essential to the physical health

of people undergoing stem cell transplantation can

be terrible for their mental health at a time of great

stress. Patients are giving the thumbs up to a novel

way of staying connected.

eukaemia  patients  who
L undergo stem cell transplants
spend four to six weeks in an
air-filtered sterile room, with limited
human contact and little stimulation.
Facing a life-threatening disease and
arduous treatment, they can become
isolated and depressed.

St James'’s Hospital in Dublin hosts
Ireland’s National Stem Cell Trans-
plant Centre, and when it developed a
new 21-suite state-of-the-art unit in
the year 2000, Shaun McCann, then
professor of haematology, worried
about the emotional effect of the envi-
ronment on patients.

McCann punctures a few Celtic
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myths about the fair city’. “St James's is
not in the most salubrious area in
Dublin. The transplant unit (then the
National Bone Marrow Transplant
Centre) is near the Guinness brewery,
and the ground floor rooms have a
choice of view of air-conditioning
pipes, blocks of flats [apartments] or
perhaps barbed wire.

“T wrestled for a number of years
with how to connect them to the outside
world so they would not feel that sense
of stress.”

In 2001, he met Denis Roche, a
musician and artist who was working on
a project to do with connectivity
through music and art in a unit set up

by the Massachusetts Institute of Tech-
nology (MIT) in Dublin. During their
meetings, Roche came up with the idea
of creating a virtual window in patients’
rooms and projecting images onto
them. McCann recalls, “The idea that
we could create a virtual window that
would connect them with the outside
world, and we could introduce all sorts
of different images, seemed to me like
avery clever idea.”



Open Window. Katie Verling in the foyer of the
St James’s National Stem Cell Transplant centre,
with one of the images contributed to the arts
project that she says helped save her sanity
during five weeks spent in isolation

Roche developed a computer-based sys-
tem that enabled a projector to throw a
large picture onto the blank white wall of
aroom. Fran Hegerty, a physicist respon-
sible for keeping St James's ITU equip-
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ment, and himself an artist, was keen to
help. After detailed negotiation with the
hospital infection control team and hos-
pital managers, they introduced Open
Window into the unit.

Patients control the images them-
selves from nine channels, which
include traditional or classical art (Van
Gogh’s Sunflowers for example), art
works contributed by contemporary Irish
artists, and videos with soundscapes, as
well as material they could generate by
asking for a webcam to be set up at a
chosen location or by giving a mobile
camera phone (donated by Vodafone) to
a friend or relative.

Although there is a centuries-old
tradition of art being used in healing,
there are precious few trials to test
the effect, and those that have been
done are small and rarely rigorous.
McCann saw a chance to conduct a
proper clinical trial to assess whether
using images can improve quality of
life by reducing patients’ anxiety,
depression and stress.

Using a psycho-oncology grant from
the Trish Cancer Society, McCann
recruited Catherine McCabe from the
School of Nursing at Trinity College,
Dublin, to run a prospective ran-
domised trial.

Between 2006 and 2009, 180
patients with leukaemia completed treat-
ment in the trial, 84 of them being cared
for in an Open Window room and the
other 96 in rooms with no extra visual
stimulation. The severity of their condi-
tions can be judged by the fact that, of
the 199 patients originally randomised to
the trial, 12 died and seven withdrew
after their conditions deteriorated.

One important benefit of Open

“The idea that we could create a virtual window that would

connect them with the outside world seemed very clever”
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“You are in a room with white walls... you hear no sounds,

you get no smells and there is nothing to look at”

Window, notes Shaun McCann, is that
it gives patients autonomy. “One patient
said it was like having a private art gallery.
The image was totally controlled by the
individual and they could choose music,
pictures, videos, pictures of their families
etc. They could go back and look at the
same image. They also had a television,
but most people who are very ill do not
watch television.”

Patients in the Open Window group
showed significantly lower levels of anx-
iety on the day before the transplant
took place, compared with the control
group, and significantly lower levels of
depression before the transplant. There
were reduced levels of anxiety and
depression at other time points, but
these were not statistically significant.
There were no differences between the
two groups in levels of distress.

As well as scoring for depression
and anxiety, Catherine McCabe carried
out semi-structured interviews to
provide additional insight. Notably,
patients in the Open Window group
were more than twice as likely as
patients in the control group to report
that the experience of cell transplan-
tation was better or much better than
expected (63% against 27%).

In other respects the groups were
similar — indeed the study highlighted
how patients in both groups undergo-
ing this life-threatening experience had
a changed perspective on life and
friends, and expressed surprise that
they had coped so well.

Finding the images

Curator Denis Roche started by spend-
ing time with the patients. “I posed a
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question: ‘If there was any image you
wanted to see on the wall, what would
it be? They would mention a location
or a person, and we would talk about
that. I had to understand the thoughts
people were having about what was
happening to them, being ill in this
room. They spoke about it as a bit of
time out of life.”

With support from the Arts Coun-
cil of Treland, he approached artists
who were interested in themes that
seemed to fit, resulting in a variety of
images, including contemporary and
video-based art.

Artist Cathy Fitzgerald had been
to visit the ward and understood how
isolated patients would feel. “I thought
that T would go spare if I had to go
through that without being able to look
out of the window and see some green-
ery.” She took photos that followed her
daily walk. “I had my dog Holly on a
lead and one of the high-powered
Nokia phone cameras in the other
hand, on a walk in a little lane under
Mount Leinster in County Carlow.
Catherine McCabe told me that many
patients thought the pictures were of
their own area. It seemed to give them
alot of respite.”

Patients in isolation
Katie Verling ran an arts venue in Limer-
ick before she was admitted to St James's
five years ago with leukaemia. She con-
trasts the time she spent in the isolation
ward during her chemotherapy treat-
ment with the five weeks she spent in
the ward with Open Window during
her bone marrow transplantation.
“When 1 was diagnosed, T was

brought to Dublin in an ambulance
and was immediately put into one of
the rooms in the isolation ward. It is
total deprivation without any sensory
stimulus. You are in a room with white
walls, blue doors and your own bath-
room and a kind of ante room with a
kind of vacuum system so you hear no
sounds, you get no smells and there is
nothing to look at.

“You can't put anything on the walls.
You have nothing familiar around you.
When people come to see you they
wear plastic and can't sit on the bed.
[t is not appropriate for people to hug
you — the nurses barely touch you.
Your immunity is totally and utterly
compromised.”

After several spells in isolation over
a four-month period she went stir
crazy. “For a day or two I was demented
from the absence of colour and light
and sound.”

Later when she was admitted to an
Open Window room, she found the
experience transforming. Her boyfriend,
Tom, took the phone camera through
Dublin as he walked to visit her every
day. “It was December in Dublin and
there were beautiful sunrises and sun-
sets. | saw the bridge he walked over
every day and when he went back to
Limerick he took photos in the market of
people T know waving at me, and all
those lovely things gave me a taste of the
outside.

“I'loved putting on a video of horses
in a field by a river moving around and
chewing grass in the dappled sunlight
— it was so relaxing. There was another
video of a boat going down a river, and
I loved that sense of being able to travel



in the countryside in sunshine and
wellbeing. It was like being in my own
little cinema.”

Patient choices often reflected their
rural background, and made a vital
connection with the outside world.

A calming influence. Patients can choose what
they see through their ‘window’, from traditional or
classical art, pictures contributed by contemporary

Irish artists, or videos with soundscapes; they can
also keep in touch with friends and family through
pictures sent from a camera phone, and even
watch the world go by via a webcam set up in a
location of their choice

One patient told nurses, “The fact that
you look at the wall and you can see
horses racing out there with a forest
behind them, or lakes and boats — it

takes away the feeling of being caged.”
Another said, “That video with the
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cows grazing. | mean being born and
reared in the country I felt I was in
that field.”

Catherine McCabe recalls that one
young man asked for the webcam to be
put in his local park. “He said that was
where he would go when he
was recovering, and he imag-
ined himself being able to take
walks around the park again. It
was like a personal goal.”

Not everyone wanted
nature. One 18-year-old
woman was especially happy
when her sister took the
mobile phone to her college
and sent pictures back to her.

Surprisingly,  perhaps,
there was limited demand for
pictures from home, as for
some this could be distressing.

Even if patients did not
like what they were seeing,
it gave them a talking point.
Catherine McCabe said,
“I am not an artist and at
the beginning I thought this
is not working; they don'’t
like it. T came to realise that
they were doing what any-
body would do in a gallery.
They could look at what
they liked, when they liked,
and they felt they were free
to comment because they
could control it. There was no hier-
archy and nobody judging their
opinion.

“One of the images coming in
was from Dun Laoghaire, one of
the main ports here. That is lovely
on a summer’s day when the sail-
ing is on, but one day I went into

CATHY FITZGERALD WWW.CATHYFITZGERALD.IE

“You look at the wall and you can see horses racing...

it takes away the feeling of being caged”
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A window on the world. This image, by Paul
0’Connor, is one of many contributed by Irish
artists who were approached by Roche because
of their interest in themes that seemed to fit

the room and it was miserable and
wet and there were splashes of water
on the camera. The patient was speak-
ing to the consultant about the image
and the three of us stood there for
about ten minutes saying how awful it
was. That was a conversation that
would never have happened without
Open Windows. | have numerous
examples of how the nursing staff got
to know things about patients that
they wouldn’t have.”

Shaun McCann was aware that
images can be very potent, especially in
Ireland. “One of the mantras I had was
that we might not do any good, but we
must be very careful not to do any
harm.” A committee — including an
artist, an art historian, a psychologist
and some of the nurses —was set up to
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select pictures, but
this did not work too
well at first.
McCann recalls,
“We used to meet
in a seminar room
next to the unit
and the discussion
was extremely sterile
because I was still
the boss, and every-
one kowtowed to
me. It didn’t go any-
where. Then Denis
Roche designed an
inflatable tent which
we put as far away
as possible from the unit. When we
showed the images there, the whole
hierarchy broke down and everybody
started talking about it. I was no longer
the professor of haematology — just
somebody trying to look at images.”

Where next for Open Window?
It is three years since the trial ended,
and a year since the results were
published in Psycho-Oncology (doi:
10.1002/pon.2093). Open Window is
now used in St James’s transplant cen-
tre as part of normal everyday care.
Denis Roche, a Research Fellow
of the National College of Art &
Design, is promoting Open Window to
hospitals, nursing homes and individ-
uals through his Vivartes company
(www.openwindow.ie). Though cur-
rently focused on Ireland and the UK,
Vivartes is also installing the system in
another stem-cell transplant unit in
Estonia. It currently costs about €600
to install each system into a room, day

centre or ward, but Roche hopes that
the price can be brought down closer to
€250 for the software and hardware.
Hospitals and nursing homes pay a
site licence to access the artwork, while
individuals who buy the system pay a
subscription of about €10 a month.

Shaun McCann, who has retired
from his clinical posts, now chairs the
online training unit for the European
Haematology Association, and is pro-
moting the system for other centres in
Europe. “The problem is that the hos-
pitals are all broke, even in the most
wealthy countries. When you go to the
CEO, he says we are buying a new
oscilloscope or something, and it is
very hard to argue with that.”

However, patient advocacy groups
recognise the importance of this
approach, he says, and he hopes to
launch a campaign with the European
patient advocacy group network over
the coming year.

Catherine McCabe, now an assis-
tant professor at the School of Nurs-
ing and Midwifery at Trinity College,
Dublin, did her PhD thesis on the
project and is putting together a grant
application to evaluate its effective-
ness with residents in nursing homes.
“Recently Ireland published some
national standards around residen-
tial care for people with dementia.
I think Open Window has a role to
play in meeting those standards in
terms of social contact, maintaining
connection with families, and in stim-
ulation and personalised meaningful
activities. We are also looking at how
it will impact on people with behav-
iours that challenge.” m
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Diabetes risk after radiation -
not out of the woods

LILLIAN MEACHAM AND HIMBERLEY DILLEY

A retrospective cohort study has shown that pancreatic radiation is a risk
factor for diabetes in survivors of paediatric cancer. This validates and refines
prior epidemiological observations of diabetes after radiation to the
abdomen and total-body irradiation, and will result in modification of sur-
veillance recommendations in national survivor guidelines.

This article was first published in Nature Reviews Clinical Oncology vol. 9 no.11, and is published with permission.
© 2012 Nature Publishing Group. doi:10.1038/nrclinonc.2012.184

improved significantly in the
past four decades, to the extent
that currently 80% of patients will
become five-year survivors, and it is esti-
mated that there are now more than
320,000 survivors of paediatric cancer in
the USA."” In light of these statistics, in
2006, the Institute of Medicine called
for the expansion of traditional practice

S urvival of paediatric cancer has
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in oncology and the development of pro-
grammes that included survivorship as a
phase of cancer care.” The Institute of
Medicine emphasised the importance
that every survivor be regularly assessed
for potential late effects of treatment,
and that interventions be put in place to
avoid or ameliorate the late effects of
cancer therapy.” Cooperative groups
such as the Children’s Oncology Group

(COQG) in North America, the Scottish
Intercollegiate Guidelines Network
(SIGN) and the UK Children’s Cancer
Study Group (UKCCSG) have scoured
the literature to develop evidence-based
long-term follow-up guidelines that can
be used to assist in the early detection of
late effects associated with cancer ther-
apy.” Concern for cancer-related origins
of chronic disease prompted De Vathaire
etal.” to assess the risk of diabetes among
young adult survivors of paediatric can-
cer. They showed that pancreatic radia-
tion is a risk factor for diabetes in
survivors of paediatric cancer.

Through the efforts of the above-
mentioned cooperative groups and other
groups that focused on long-term follow-
up, it has been found that most cancer
survivors have been living with chronic
health conditions.

Diabetes is a serious health condi-
tion, with patients having a two-fold to
four-fold higher risk of cardiovascular
death, which accounts for about 70%
of premature death among patients with
type 2 diabetes.” Oeffinger et al.’



reported that the 30-year cumulative
incidence for a chronic health condition
in cancer survivors was 73%, with 42% of
survivors living with a severe disabling or
life-threatening condition, or a condition
that had resulted in death.” It is now
standard practice to begin guideline-
based surveillance for late effects in all
patients who had paediatric cancer once
they are two years beyond the comple-
tion of cancer therapy. Some late effects
begin soon after the cancer therapeutic
agent exposure (neuropathy), some
worsen as the survivor ages (cardiac dis-
ease) and some late effects do not
emerge until the survivor is a young or
middle-aged adult (second malignan-
cies and infertility). This variable pattern
of emergence of health conditions in
survivors of paediatric cancer supports
the need for lifelong follow-up and ongo-
ing research to continue to identify the
late effects of cancer treatment. In addi-
tion, the late development
of new conditions or pro-
gressive worsening  of
established late effects
supports that there is not
a window of follow up
after which a survivor is
‘out of the woods'.

The concern for can-
cer-treatment-related dia-
betes in this population was first reported
in 1995 by Teinturier and coauthors,
with the observation of a non-autoim-
mune insulinopenic form of diabetes
20 years after radiation.” Further assess-
ment of 121 patients who had received
abdominal radiation revealed that 6.6%
of them had diabetes. These eight
patients were said to have pancreatic
diabetes, which was not considered as
classic type 1 diabetes or non-insulin-
dependent diabetes mellitus. In this Let-
ter to the Editor, Teinturier questions
the role of abdominal radiation, specifi-
cally left-sided radiation, in the develop-
ment of diabetes in survivors.” In a report

This study has led

to modifications of
the COG Long-Term
Follow-Up Guidelines
for Survivors

from the Childhood Cancer Survivor
Study, survivors'self-report of treatment
for diabetes was found to be 1.8 times
more likely in 8599 survivors compared
with 2936 siblings after adjustment for
BMI, age, sex, race and ethnicity, house-
hold income and insurance. Survivors
of neuroblastoma were seven times more
likely and survivors of Wilms tumour
and Hodgkin lymphoma twice as likely to
develop diabetes after treatment if they
received abdominal radiation."

De Vathaire et al.® have taken this
observation and further refined the inves-
tigation of risk for diabetes after radiation
by verifying the self-report of diabetes in
young adult survivors of paediatric cancer,
and then calculating the radiation dose to
the pancreas through dosimetry. Self-
report questionnaires were sent to sur-
vivors treated for solid tumours or
lymphoma (excluding leukaemia) from
eight centres in France and the UK. Of
the 3468 survivors,
questionnaires were
sent to 2923 and
returned by 86% of
survivors, yielding 95
self-reports of dia-
betes. Diabetes was
confirmed in 65
patients through com-
munication with the
healthcare providers for these survivors.
Of the confirmed cases, 18% were
treated with insulin only, 54% with oral
medications, 17% with both insulin and
oral medications and 11% had no treat-
ment. Diabetes was associated with radi-
ation to the tail of the pancreas — at the
site where the islets of Langerhans are
most concentrated — with a relative risk
(RR) of diabetes of 11.5 (95%CI 3.9—
34.0) in patients who received 10 Gy of
radiation to the tail of the pancreas. The
effect was dose dependent, with a
plateau of risk at 20-29 Gy. Children who
were younger than two years at the time
of radiation were at higher risk, witha RR

IMPACTFACTOR

Jd
Key point

Radiation to the tail of the pancreas
increases risk of the development of
diabetes in survivors of paediatric can-
cer and thus is a risk factor prompting
the Children’s Oncology Group to rec-
ommend routine screening of at-risk
patients using fasting glucose or
haemoglobin Alc.

of 2.1 (95%CI 1.4-4.3) at 1 Gy compared
with 1.4 (95%CI 1.1-2.2) for older
patients. These findings were unchanged
when adjusting for BMI, and no associ-
ations were found with chemotherapeu-
tic exposures or radiation to the head or
body of the pancreas.

The limitations of this study are the
retrospective approach and the depend-
ence on self-report of medical condi-
tions in survivors. The true prevalence of
diabetes is difficult to determine without
a standardised methodology of screening
and a prospective approach to surveil-
lance. With a prospective approach, the
time frame for emergence of disease
can be better characterised, as well as
having the advantage of improved bio-
chemical classification of the impaired
glucodynamics. Although associations
with chemotherapy were not found,
ascertainment of exposure to glucocor-
ticoids was an acknowledged gap in this
study, which did not routinely collect
steroid exposure data.

The data reported by de Vathaire et
al.® confirm and further define the risk of
abdominal radiation in the development
of diabetes as a late effect of cancer
treatment. This study has led to modifi-
cations of the COG Long-Term Follow-
Up Guidelines for Survivors of Pediatric
Adolescent and Young Adult Cancers.
At the 2012 Fall COG meeting, a new
section will be proposed for the COG
guidelines recommending prospective
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surveillance for diabetes in all patients
treated with abdominal radiation.®

Patients who are at risk will be
screened with history and physical exam
and will be monitored with fasting glu-
cose or haemoglobin Alc prospectively
for new development of diabetes. This
story of recognition of a new late effect
of cancer treatment, confirmation of
additional cases in an at-risk population
and investigation into potential causal
pathways emphasises the need for ongo-
ing research in the field of survivorship.
Next steps will include further investi-
gation in the mechanistic role of radia-
tion in beta-cell dysfunction or other
possible mediators of impaired glucose
metabolism. This understanding could
lead to modification in treatment or
interventional strategies aimed at min-
imising risk.

*Update: Since this article was first published, the
Children’s Oncology Group has added Diabetes mellitus
as a potential late effect after radiation to the abdomen
and after total body irradiation. Specific recommen-
dations for surveillance are being created and will be
implemented with changes to the COG Long Term
Follow Up Guidelines for Survivors of Paediatric
Adolescent and Young Adult Cancers in 2013.
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Doc, | don't want
your poison

FRANCESCA GIOARGI AND ROMED BASCIONI

What can you do when your patient makes an irrational decision to forgo potentially

life-saving therapies? Two medical oncologists who faced this challenge tell their story.

rs Ais a bright and intense 58-
m year-old woman. She is mar-

ried and the mother of two
sons. She is a Catholic who practices
meditation, has trust in natural medi-
cine, and believes that the mind has con-
trol over the body’s physical well-being.
We met her in 2003 when her mother
was diagnosed with lung cancer, which
eventually led to her mother’s death.
During this period, although Mrs A
clearly trusted our therapeutic approach,
she also prepared some homeopathic
remedies for her mother, such as Bach
flowers. When her mother passed away,
Mrs A thanked us for our work. We
remained in touch, and every Christmas
she sends us handmade presents.

In April 2010, Mrs A found a lump in
her left breast. After consultation with a
doctor practising complementary and
alternative medicine (CAM), Mrs A con-
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cluded that the lump was a sign of psy-
chological distress and did not undergo
any further diagnostic procedures. How-
ever, the lump did not disappear. Six
months later, Mrs A finally underwent a
mammogram and biopsy; breast carci-
noma was diagnosed. In December
2010, Mrs A underwent a quadrantec-
tomy with sentinel node excision. At the
follow-up examination a few days later,
we discussed the biology of her tumour,
which involved a risk recurrence worthy
of adjuvant therapy. We proposed a stan-
dard chemotherapy regimen including
trastuzumab, radiotherapy and hormone
therapy. Mrs A calmly but firmly refused
all the suggested treatments, saying that
she did not want to be poisoned and
have her immune system destroyed. We
did not make any negative remarks about
her decision, but we asked her to con-
sider another meeting to further discuss

treatment options. She said, “OK, Tl
think about it.”

Most patients with cancer accept
the treatments proposed by their oncol-
ogists, even when the clinical benefit is
likely to be modest (BM] 300:1458).
Most women who undergo adjuvant
chemotherapy for early-stage breast can-
cer consider its benefits to be worth-
while, whereas only 1%—2% of patients
would not repeat chemotherapy regard-
less of the magnitude of potential
benefit (Lancet Oncol 2:691-697).
Approximately 25% of patients with
breast cancer prefer to be the sole
decision maker about adjuvant therapy
options, with the desire for decisional
control increasing after medical consul-
tation (JCO 30:857-862).

The widespread availability of web-
based medical information and internet
forums in which patients share experi-



ences and opinions may complicate the
oncologist’s decision-making approach
(JCO 21:942-947, NEJM 366:581—
585). Moreover, CAM is a growing field
in oncology, with one study reporting
that 80% of patients have used these
therapies at least once (JCO 18:2505—
14). Patients are motivated by the per-
ceived absence of toxicity in these
approaches, even though only 37% of
patients believed that they could be
cured in this way. Of note, almost half of
interviewed patients wanted more con-
trol over their medical care (JCO
18:2505-14). In the setting of adjuvant
therapy for breast cancer, most patients

use CAM as an additional therapy rather
than as an alternative to the established
medical practice (NEJM 340:1733-39)
—abehaviour that is usually harmless. In
contrast, there are serious negative con-
sequences in terms of survival rates
when the standard oncologic treatment
is withheld in favour of CAM (Am ]
Surg 192:471-473).

When an oncologist is faced with a
mentally competent patient who makes
amedically irrational choice, it is impor-
tant to separate this irrational prefer-
ence from the rest of the patient’s values
and beliefs (NEJM 322:1595-99).
Although physicians propose therapies

FOCUS

based on a set of specific measurable
goals (e.g. survival, morbidity), patients’ 5
decisions are ultimately based on a com- &

=
plex system of personal values, beliefs, =

experiences and emotions (] Med Ethics %
31:131-136, JAMA 302:195-197, %
Omncologist 17:91-100). Interestingly, a
patient who refuses treatment often 2
seems to assume that this choice termi-
nates the patient’s relationship with the
oncologist.

Studies on how patients with cancer £
develop trust-based relationships with Z
their physicians are limited. The few pub- Z
lished studies show that professional z
competence, honesty, and patient-centred =

D VAN DEELE

It is important to separate this irrational preference

from the rest of the patient’s values and beliefs
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She did not feel judged for her choices and

behaviour are the main enhancers of
trust (Psychooncology 20:227-241).
Addressing the emotional needs of
patients is a fundamental task during the
medical encounter. Emotional support
from physicians is the most consistent
long-term determinant of trust for
patients with breast cancer (] Gen Intern
Med 24:252-255).

At the next visit, Mrs A came alone,
although she did state that her husband
and sons were “by her side”. We talked
about her mother’s illness and death.
She said that it was a difficult time for
her because she was the only family
caregiver. She remembered feeling hope-
ful when the first post-chemotherapy
computed tomography scan showed
complete remission — a feeling that was
lost when the cancer returned and was
not controlled by either medical treat-
ment or natural remedies. Mrs A
believed that the recurrence was trig-
gered by a family crisis that caused seri-
ous emotional distress for her mother.
Mrs A's mother spent her last days at
home. During one visit, we found her
mother sleeping quietly, with Mrs A
holding her hand and still hoping for
recovery — even though it was obvious
that this was not going to happen.

The emotional distress that Mrs A
experienced during her mother’s illness
seemed to profoundly influence her
decision to refuse the proposed treat-
ment for her own breast cancer. We
then discussed her current options and
agreed that her decision should not be a
mere compilation of advantages and dis-
advantages. Instead, it should be a
process that involved her whole life, her
relationships with friends and family,
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appreciated our open-minded attitude

and her ability to deal with the concept
of illness.

Mrs A stated that she had not
changed her mind, but she seemed less
convinced. When asked again about the
reasons for this choice, Mrs A said that
“conventional medicine destroys the
immune system. .. doesn't have a holistic
approach, [and] does not take into
account the psychological dimension,”
which she believed was the key to her
illness. We reiterated the difference
between “getting better” and “feeling
better” (Buckman and Baile, A practical
guide to communication skills in cancer
care, Medical Audio Visual Communi-
cation, Toronto 2001). Although chemo-
therapy, trastuzumab, and hormone
therapy could be transiently detrimental
to her quality of life, the long-term ben-
efit is well established. We discussed
the evidence for the proposed adjuvant
therapy and re-emphasised that CAM
therapies have not been shown to have
any clinical benefits (Breast Cancer Res
Treat 95:199-209). We also discussed the
key point of contention — treatment tox-
icity. At the end of our meeting, we asked
if all the issues were sufficiently clear and
stated that we were available to discuss
her concerns again.

Mrs A decided to begin chemother-
apy — against the advice of her family and
friends. She completed all scheduled
treatments, even when she needed gran-
ulocyte colony-stimulating factor support
for febrile neutropenia after the second
cycle of chemotherapy. Upon comple-
tion of radiotherapy, trastuzumab and
hormone therapy were started after some
delay because Mrs A still was not con-
vinced about this therapy; the term ‘anti-

body’ frightened her. Trastuzumab was
eventually interrupted when a heart
ultrasound revealed a 15% drop in the
left ejection fraction.

At the next visit, Mrs A stated that
she was “depressed” and that “hormone
therapy had made her another person.”
She refused any psychological support
and ultimately decided to discontinue
the treatment. Although a follow-up
ultrasound revealed an improved ejec-
tion fraction, Mrs A confirmed her deci-
sion to stop any oncologic therapy at
that time. However, she did state her
intention to continue to be followed at
our clinic and expressed her appreciation
for our medical care. Despite the diffi-
culties and complexities of this particu-
lar patient—doctor relationship, which
were mostly related to profound differ-
ences in cultural backgrounds and views,
Mrs As trust was not lost due to the
emotional support she received during
her mother’s illness and after her own
diagnosis of breast cancer. She did not
feel judged for her choices and appreci-
ated our open-minded attitude, which
were probably the key elements to main-
taining the relationship.

From this experience, we learned
that it is important to maintain a trusting
relationship with our patients, even
when the decisions we suggest are dis-
missed for reasons with which we do not
agree. A compassionate approach is crit-
ical to help patients face their disease,
now and in the future.

This piece was first published in The Oncologist
17:1221-22, and is republished with permission.
©AlphaMed Press 2012. The authors are medical
oncologists at the Madonna del Soccorso hospital, San
Benedetto del Tronto, Italy (Francesca Giorgi) and the
Murri hospital, Fermo Italy (Romeo Bascioni)
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Aprepitant for
managing pruritus

B Lancet Oncology

U se of an aprepitant decreased the severity of
pruritus induced by biological cancer treat-
ments, an Italian pilot study reports.

Pruritus (itch) isa common symptom among
patients taking targeted drugs, especially those
targeting the EGFR pathway. Treatment of pru-
ritus is considered important for patients' well-
being, not least because untreated side-effects
might contribute to poor adherence to oral anti-
cancer treatments.

Aprepitant, an oral neurokinin-1 receptor
antagonist that blocks mast-cell degranulation
caused by neurokinin-1 receptor, is commonly
used for prevention of acute and delayed nausea
or vomiting caused by highly emetogenic
chemotherapy, and for prevention of postoper-
ative nausea and vomiting.

In 2010, Daniele Santini and colleagues, from
the Bio-Medico University of Rome, Italy, reported
off-label use of aprepitant for treatment of pru-
ritus in two patients with stage 4 non-small-cell
lung cancer receiving erlotinib. On the basis of
finding that both patients recovered from pruri-
tus 24 hours after administration, the team
designed a pilot study to assess aprepitant in the
management of pruritus caused by biological
drug treatments.

Between September 2010 and November
2011, 45 patients were enrolled into the single-
centre prospective study. Two different popula-
tions were studied: patients with severe itch
resistant to standard treatment with steroids or
antihistamines (the refractory group), and
patients who had not received any treatment
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for severe pruritus (the naive group).

For the refractory group, aprepitant (125 mg
on day 1; 80 mg on day 3; 80 mg on day 5) was
given to patients; while for the naive group, the
same schedule for aprepitant was used after the
first onset of severe pruritus.

Results show that for patients refractory to
standard treatment for pruritis, aprepitant
reduced median itch on the visual analogue
scale (VAS) from 8.00 (95%(Cl 7.93-8.57) at base-
line to 1.00 (95%Cl 0.00-2.00) after one week of
treatment (P<0.0001). For patients previously
treated for pruritis, aprepitant reduced the VAS
score from 8.00 (95%Cl 7.43-8.37) at baseline to
0.00 (95%CI 0.06-1.08) after one week of treat-
ment (P<0.0001).

“To our knowledge, this trial is the first clinical
study to show that aprepitant can help manage-
ment of pruritus caused by biological treatments,
both as a first choice treatment and after failure of
standard treatments,” write the authors.

The results, they add, support the notion that
substance P activates dermal mast-cells through
neurokinin receptors, inducing release of prurito-
gens, which causes onset of pruritus. Randomised
phase Il or Il trials should now be undertaken to
validate the efficacy of aprepitant treatment.

In an accompanying commentary Olivier
Mir, from the Institut Gustave Roussy, Villejuif,
France, and Romain Coriat, from Paris Descartes
University, France, write, “Particular attention
should be given to the risk of drug-drug
pharmacokinetic interactions, since aprepitant
can alter the activity of cytochrome P450 3A4
isoform (CYP3A4), an enzyme involved in the
metabolism of a range of anticancer drugs.”

Tyrosine kinase inhibitors metabolised by
CYP3A4, they add, include erlotinib, gefitinib,
sunitinib, sorafenib, imatinib, pazopanib, axitinib,
and regorafenib.

B D Santini, B Vincenzi, F Guida et al. Aprepitant
for management of severe pruritus related to
biological cancer treatments: a pilot study. Lancet
Oncol October 2012, 13:1020-24

M O Mir, R Coriat. Aprepitant for pruritus: drug—
drug interactions matter. ibid, pp 964-965

Prostate cancer:
intermittent androgen
suppression non-inferior
to continuous treatment

I New England Journal of Medicine

ntermittent androgen deprivation has been

found to be non-inferior to continuous ther-
apy with respect to overall survival for men
with prostate specific antigen (PSA) levels rising
after initial or salvage radiotherapy. The phase
[l NCIC Clinical Trials Groups study, funded by
the Canadian Cancer Society, also showed some
quality-of-life factors improved with intermit-
tent therapy.

The development of reversible non-oestro-
genic castrating regimens, along with the avail-
ability of PSA assays, laid the foundations for the
study. Preclinical studies have shown that inter-
mittent therapy lengthens intervals from initial
androgen deprivation therapy to development of
hormonal resistance. The adverse effects of
androgen therapy on quality of life have been
well described and include sexual dysfunction,
hot flushes, fatigue, anaemia, decreased bone
density and muscle mass, altered blood lipid
profiles, depression, cognitive dysfunction and
worsening of metabolic syndrome.

Juanita Crook and colleagues, from Colum-
bia Cancer Agency, Kelowna, Canada, investigated



the hypothesis that intermittent androgen dep-
rivation might provide better disease control
while at the same time providing relief from
castration-associated adverse effects.

Between January 1999 and November 2005,
1386 men with PSA levels greater than 3 ng/ml
one year after primary or salvage radiotherapy for
localised prostate cancer were randomised in a
1:1 ratio to either intermittent therapy for eight
months (n=690) or continuous therapy (n=696).
Both groups received luteinising hormone-releas-
ing hormone agonists combined with a non-
steroidal antiandrogen. PSA levels were monitored
every two months. In the intermittent group,
therapy was paused only if there was no evidence
of clinical disease progression and the patient's
PSA levels were less than 4 ng/ml and not more
than 1 ng/ml above previous recorded values.

At a median follow-up of 6.9 years, 268
patients in the intermittent therapy group had
died, versus 256 in the continuous therapy group.
The median overall survival was 8.8 years in the
intermittent group versus 9.1 years in the con-
tinuous group. The P-value for non inferiority
(HR<1.25) was 0.009, supporting the hypothesis
that intermittent therapy was not inferior to
continuous therapy.

In terms of adverse events, no significant dif-
ferences were found between the two groups.
Intermittent therapy was associated with signif-
icantly better scores for hot flushes (P<0.001),
desire for sexual activity (P<0.001) and urinary
symptoms (P=0.006), with a trend towards
improvements in levels of fatigue (P=0.07).

Although intermittent androgen-deprivation
therapy appears to provide overall quality-of-life
benefits, write the authors, differences were not
as "profound" as expected. “Part of the explana-
tion for this lies in the timing of the quality-of-
life assessments, which were performed at regular
intervals in both treatment groups without regard
to the treatment phase (on or off treatment),"
write the authors.

The cost savings from reductions of drug use
in the intermittent therapy group (approximately
one third that of the continuous therapy group),
may be partially offset by the closer follow-up
required, write the authors.

In an accompanying commentary, Oliver

Sartor, from Tulane University School of Medicine,
New Orleans, praised the research as ‘the most
definitive study to date’, comparing intermittent
versus continuous androgen-deprivation therapy
in non-metastatic cancer. He noted, however,
that important questions remain unanswered,
such as whether men with rising PSA levels need
treatment. “This is a heterogeneous patient group,
and only a minority of men might be expected to
have clinical consequences from their rise in
PSA level," he writes.

B | Crook, C O'Callaghan, G Duncan et al.
Intermittent androgen suppression for rising PSA
level after radiotherapy. NEJM 6 September 2012,
367:895-905

M O Sartor. Androgen deprivation — continuous,

intermittent or none at all? ibid, pp 945-946

Study provides reassurance
about cognitive decline
following chemotherapy

B Journal of Clinical Oncology

Cognitive deficits in breast cancer patients
treated with chemotherapy six months pre-
viously were found to be small in magnitude and
limited to verbal and visuospatial ability domains,
a meta-analysis has reported.

The terms 'chemofog’ and ‘chemobrain’ are
often used by patients to describe an ill-defined
impairment of cognitive function following
chemotherapy. But evidence is mixed, with sev-
eral studies reporting deficits and others not.
Although four meta-analyses have previously
examined cognitive functioning in patients
treated with chemotherapy, none has focused
exclusively on the post-treatment period.

In the current study, Heather Jim and col-
leagues, from Lee Moffitt Cancer Center, Tampa,
Florida, set out to conduct a meta-analysis of
cognitive functioning in breast cancer survivors
who had been treated with chemotherapy six
months previously. The meta-analysis focused on
women with breast cancer, as the vast majority
of existing research has been conducted in this
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population. “If cognitive deficits occur during
treatment but resolve thereafter, then studies
including patients primarily receiving treatment
may negatively influence findings," write the
authors. However it is possible, they add, that
deficits occurring during treatment may persist.

The meta-analysis identified 17 studies
covering a total of 807 breast cancer survivors
who had been treated with standard-dose
chemotherapy at least six months earlier. For
the studies, neuropsychological tests were cate-
gorised according to eight cognitive domains:
attention, executive functioning, information
processing, motor speed, verbal ability, verbal
memory, visual memory, and visuospatial ability.

Results showed that deficits in cognitive
functioning were found in patients treated with
chemotherapy relative to controls or their own
pre-chemotherapy baseline in the domains of
verbal ability (g=-0.19; P<0.01) and visuospatial
ability (g=-0.27; P<0.01). Patients treated with
chemotherapy performed worse than non-
cancer controls in verbal ability and worse than
patients treated without chemotherapy in
visuospatial ability (both P<0.01). Age, education,
time since treatment, and endocrine therapy did
not moderate observed cognitive deficits in ver-
bal ability or visuospatial ability

"Clinically, our findings suggest that patients
with breast cancer considering chemotherapy be
educated that >6 months after treatment, they
can expect normal cognitive functioning with
the exception of slight impairments in verbal
abilities (e.g., word-finding difficulty) and visuo-
spatial abilities (e.g., getting lost more easily),"
write the authors.

However there is likely to be considerable
variability in cognitive outcomes, they add, with
some patients reporting no impairments and
other reporting more severe or pervasive deficits.
Patients treated with chemotherapy reporting
cognitive difficulties should be referred to a
neuropsychologist for evaluation and manage-
ment of cognitive deficits.

Inan accompanying commentary, Gary Rodin
from the University of Toronto, Canada, and Tim
Ahles from Memorial Sloan-Kettering Cancer
Center, New York, write that most studies of cog-
nition and cancer exclude patients with a variety
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of conditions that increase vulnerability to post-
treatment cognitive decline, including history of
head injury, neurologic disorders, depression and
learning disabilities. "Consequently, the cognitive
changes reported may represent the tip of the ice-
berg in terms of the cognitive impact of cancer
treatments,” they write.

B H Jim, K Phillips, S Chait et al. Meta-analysis of
cognitive functioning in breast cancer survivors
previously treated with standard-dose chemotherapy.
JCO 10 October 2012, 30:3578-87

B G Rodin, T Ahles. Accumulating evidence for the
effect of chemotherapy on cognition. ibid pp 3568-69

Interventions reduce
symptoms in breast-cancer-
induced menopause

B Journal of Clinical Oncology

omen who experience early menopause
following treatment for breast cancer who
undergo cognitive therapy (CBT) and physical
exercise (PE) showed improvements in endocrine
symptoms compared to controls who did not
receive such interventions, reports a Dutch study.

It is well known that chemotherapy and
endocrine therapy in patients with pre-
menopausal breast cancer may result in early
onset of menopause. Primary symptoms include
hot flushes, night sweats and vaginal dryness, and
secondary symptoms include weight gain, urinary
incontinence and psychological distress.

With growing evidence that cognitive
behavioural therapy and physical exercise can
have a positive impact on vasomotor symptoms
in naturally occurring menopause, Neil Aaronson
and colleagues, from the Netherlands Cancer
Institute in Amsterdam, set out to explore
whether such benefits could also be achieved in
breast cancer patients experiencing treatment-
induced menopause.

In the study, 422 women with primary breast
cancer aged less than 50 years were randomly
assigned, between January 2008 and December
2009, to CBT (n=109), PE (n=104), CBT and PE
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(n=106) or to a waiting-list control group
(n=103). Self-report questionnaires were com-
pleted at baseline, 12 weeks, and six months.
The CBT programme consisted of six weekly
group sessions of 90 minutes each, including
relaxation exercises; while the PE programme was
a 12-week individually tailored home-based pro-
gramme for 2.5-3 hours per week, where phys-
iotherapists assisted the women in selecting an
appropriate form of exercise, from swimming,
running and cycling.

Results showed that, in comparison with
patientsin the control group, those in the inter-
vention groups had significant decreases in lev-
els of endocrine symptoms, measured using the
Functional Assessment of Cancer Therapy
(P<0.001; effect size 0.31-0.52). Urinary symp-
toms, measured using the Bristol Female Lower
Urinary Tract Symptoms Questionnaire were also
decreased (P=0.002; effect size 0.29-0.33).
Furthermore, the active groups showed
improvements in physical functioning meas-
ured using the physical functioning subscale of
the 36-Item Short Form Health Survey
(P=0.002; effect size 0.37-0.46).

PE, the researchers note, “affects primarily the
frequency with which endocrine symptoms are
experienced, but not the frequency of hot flashes
and night sweats specifically,” while CBT, in con-
trast, "seems to not only affect symptom fre-
quency, but also the perceived burden of hot
flashes and night sweats."

“In conclusion, our findings indicate that
both CBT and PE can have salutary effects on
menopausal symptoms and to a lesser degree on
sexuality and HRQoL-related functioning among
patients with breast cancer experiencing treat-
ment-induced menopause,” write the authors.

The results, they add, tend to support the
hypothesis that cognitive and emotional factors
can modify the experience of menopausal symp-
toms, whereas stress reduction techniques and
physical exercise may have a more direct effect on
menopausal symptoms via the thermoregulatory
system and an improvement in overall physical
condition. "Future work is needed to improve the
design and the planning of these interventions,
with an eye toward improving program adher-
ence," write the authors.

Inan accompanying commentary, Debra Bar-
ton and Charles Loprinzi, from the Mayo Clinic,
Rochester, Minnesota, write, "Although the
trial... provides helpful information, much more
work needs to be completed to best under-
stand the ideal way to clinically apply non-
pharmacologic therapies for the treatment of
hot flashes, night sweats, and other estrogen
deficiency symptoms.”

M S Duijts, M van Beurden, H Oldenburg. Efficacy
of cognitive behavioral therapy and physical exercise
in alleviating treatment-induced menopausal
symptoms in patients with breast cancer: results of
a randomized, controlled, multicenter trial.
JCO 20 November 2012, 30:4124-33

B D Barton, C Loprinzi. Using one’s head to treat

menopausal symptoms. ibid, pp 4059-60

Acupuncture
relieves symptoms
of xerostomia

B Annals of Oncology

atients with head and neck cancers ran-

domised to acupuncture were twice as likely
to reportimproved symptoms of xerostomia as
patients receiving oral care sessions, the UK
ARIX study has found. No significant differences
were found in saliva production between the
two groups, however.

Patients who have received radiotherapy
for head and neck cancer often suffer from the
unpleasant and distressing side effect of dry
mouth (xerostomia) caused by damage to the
salivary glands from radiation. Chronic xerosto-
mia impairs quality of life, interfering with taste,
chewing, swallowing, speaking and sleeping.
Management options providing short-term help
include mouth washes, gels and toothpastes.
While the drug pilocarine can offer relief, the
side-effects of muscarinic receptor stimulation
can cause the unpleasant symptoms of
sweating, rhinitis and urinary frequency. Stud-
ies have suggested that acupuncture, an increas-
ingly accepted method for controlling pain,



chemotherapy-induced nausea and hot flushes,
might also relieve symptoms of xerostomia.

In the ARIX (Acupuncture in the treatment
of Radiation-Induced Xerostomia) trial, inves-
tigators led by Val Jenkins, from the Brighton
and Sussex Medical School, UK, investigated the
efficacy of acupuncture in ameliorating
patients' self-reported symptoms of dry mouth.

For the study ,145 patients with chronic
radiation-induced xerostomia lasting longer than
18 months were randomised to receive group
acupuncture sessions for 20 minutes every week
for eight weeks (n=70), or two oral care educa-
tional sessions for one hour, one month apart
(n=75). Then four weeks after the end of the two
different types of care, patients swopped over to
receive the other treatment. Patients were
recruited from seven cancer centres in the UK.

Patients answered the European Organisa-
tion for Research and Treatment of Cancer Qual-
ity of Life Questionnaire (QLQC30), and the Head
and Neck subscale. Saliva production was meas-
ured using Schirmer strips, both in the stimulated
situation (where lemon juice was applied to the
tongue) and non-stimulated situation.

Results showed that, in comparison with
oral care, acupuncture produced significant
reductions in patient reports of severe dry mouth
(OR=2.01; P=0.031), sticky saliva (OR=1.67;
P=0.048), needing to sip fluid to swallow food
(OR=2.08; P=0.011) and in waking up at night to
drink (OR=1.71; P=0.013). There were no signif-
icant changes in either stimulated or unstimu-
lated saliva measurements over time.

“The trial appears to establish the effec-
tiveness of the technique, and group sessions
offer a pragmatic and affordable system of
delivering the intervention,” write the authors.

Future studies, add the authors, may be
warranted to refine the technique further,
establish the duration of benefit and length of
treatment, and whether booster sessions might
improve and maintain efficacy.

The mechanisms underpinning the benefits of
acupuncture are not clear. "Acupuncture may pro-
duce autonomic stimulation of any residual salivary
gland tissue directly or by increasing blood supply
to it or the multiple minor salivary glands that line
the upper aerodigestive tract,” suggest the authors.

B R Simcock, L Fallowfield, K Monson et al.
ARIX: a randomised trial of acupuncture v oral care
sessions in patients with chronic xerostomia
following treatment of head and neck cancer. Ann
Oncol, published online 25 October 2012,
doi:10.1093/annonc/mds515

Asymptomatic VTES
associated with increased risk
of death in cancer patients

W British Journal of Cancer

symptomatic venous thrombotic events

(VTEs) of the lower limbs in ambulatory
cancer patients were found to be associated
with a 2.4-fold increased risk for death during
nine months follow-up despite anticoagula-
tion medications.

VTEs are a common complication associ-
ated with malignancy, with increased micropar-
ticle tissue factor activity described in cancer
patients with VTE, in addition to increases in cir-
culating tumour cellsand high platelet counts.In
a recent study, symptomatic and asymptomatic
VTEs were found to occur in more than one third
of pancreatic cancer patients.

In the current prospective cohort study,
Thomas Gary and colleagues, from the Medical Uni-
versity Graz, Austria, evaluated the occurrence of
VTEs of the lower limbs in 150 consecutive ambu-
latory cancer patients seen at their outpatient
clinic. The team explored the association with sur-
vival during nine months of follow-up. To evaluate
the occurrence of VTEs, compression ultrasound
(CUS) was performed by two experienced vascular
specialists in all patients at baseline, with venous
thrombosis in the pelvic veins examined by duplex
Doppler sonography of the common femoral vein
performed after a Valsalva manoeuvre.

Results show that the most frequently
included tumour entities were colorectal and
anal cancer (32.7%), breast (22.7%), pancreatic
(21.3%), lung (4.7%), gastro-oesophageal (4.7%)
and prostate (3.3%). Chemotherapy was being
used by 82.79% of patients in the study.

Altogether asymptomatic VTEs were identi-

NEWSAOUND

fied in 27 patients (18%), with 13 asymptomatic
SVT (superficial venous thrombotic) events in
the saphenous system and 16 asymptomatic
DVT (deep venous thrombotic) events - two
patients had both a SVT and DVT event. In the
nine-month follow-up period, 9 out of 27
patients with asymptomatic VTEs at baseline
died, compared with 14 out of 123 patients
without VTEs at baseline (P=0.001). Even after
adjustment for age, sex, stage of cancer, tumour
entity, chemotherapy, surgery and radiotherapy,
an asymptomatic VTE of the lower limbs was
associated with a 2.4-fold increased risk for
death (HR 2.4, 95%Cl 1.2-5.3; P=0.03).

In patients with asymptomatic VTEs, the
main tumour entities were pancreatic cancer
(29.6%), colorectal and anal cancer (25.9%), and
breast cancer (18.5%). Chemotherapy was
applied in 88.9% of these patients.

"Our study shows for the first time in a
prospective manner that ambulatory cancer
patients are at high risk to suffer a completely
asymptomatic VIE of the lower limbs. These
patients are at higher risk to die in the follow-
ing 9 months," write the authors.

Most interesting, they add, was the find-
ing that death occurred despite low-molecu-
lar-weight heparin therapy, making a fatal
pulmonary embolism (PE) as a reason for
death in these patients unlikely. “We therefore
hypothesise that the occurrence of an asymp-
tomatic VTE seems to be an expression of an
advanced stage or associated with a more
aggressive biologic behaviour of the malig-
nant disease," they write. The aetiology of
these completely asymptomatic VTEs requires
further investigation.

Limitations of the study include small sam-
plesizes and the fact that only one compression
ultrasound was performed at baseline. There is a
need for larger prospective studies, add the
authors, powered to detect differencesin short-
term survival between superficial, distal and
proximal deep venous thrombosis.

B T Gary, K Belaj, K Steidl et al. Asymptomatic deep
vein thrombosis and superficial vein thrombosis in
ambulatory cancer patients: impact on short term
survival. Br | Cancer 9 October 2012, 107:1244-48
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Ramon Salazar is head of translational research at the Institut Catala
d’Oncologia near Barcelona. He leads the Early Clinical Research Unit and
is in charge of the colorectal and neuroendocrine tumour clinics. He is a
leading figure in national and European groups on Gl cancers and NETSs.

B Why I chose to work in cancer

[ was attracted by the scientific challenge
and [ wanted to help patients live longer
with a better quality of life.

B What | love most about my job
Studying cancer and how to defeat it.
[ hate the disease for its consequences
on my patients, but I am fascinated sci-
entifically by the biology, and I take
pleasure in reading science and medi-
cine related to the disease.

M The hardest thing about my job
When the disease takes away my
patients too early. I will never learn to
cope with this. You make yourself strong
and try to help the families, but there is
no way to help them with the terrible
feeling of loss.

B What I've learnt about myself

[ am compassionate and intuitive. When
you are young you think nothing will pre-
vent you from a successful career curing
cancer. But after a while you look back
and see how many of your patients you
have lost, and you realise that maybe
spending time on palliation and consola-
tion is at least as important as healing. We
can do so much for people we do not cure.
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Ml I'll never forget...

My clinical and translational ESMO
fellowship at the Beatson Oncology
Centre in Glasgow, under the direction
of Stanley Kaye and Chris Twelves. I dis-
covered all the faces of the speciality —
the biological background and preclini-
cal and clinical pharmacology.

M A high point in my career

Being part of successful research that can
improve the life of my patients, such as
the discovery of new resistance mecha-
nisms in BRAF-mutant colorectal cancer
or the validation of a prognostic genomic
classifier in stage II colon cancer.

M | wish | were better at...
Understanding the economics related to
my job, and my sleep habits (going to bed

carlier).

B What I value most in a colleague
Team work and dedication to improve
both knowledge and patient care.

B The most significant advance in

my specialty in recent years

ErbB2 [HER2] in breast cancer.
Amongst all the molecular targets that
seem to offer significant progress, it is the

only one that has shown a real relevance
in the adjuvant setting.

B My advice to someone entering
my specialty today would be...

Do formal training in both communica-
tion skills and molecular technology.
People are looking for empathy and want
to feel there is a human being taking care
of them who really cares for them. This
can be trained. Oncologists also need to
learn about the molecular technologies
behind biomarker validation and testing,
because there is so much bias and noise
in the literature, and we are the ones who
have to interpret and apply it.

M What | wish I'd learnt at

medical school

How to budget and organise teams, and
provide leadership. We now find our-
selves facing a huge challenge because of
the economic situation, where we have
limited budgets and have to lead teams
that provide cancer care to patients and
also do research. Skills in how to control
expenses and deliver within budget,
along with the interpersonal and leader-
ship skills needed to run a team, are
even more important than technical,
medical or research skills. ]



