Editorials

Participating in primary care research

ENERAL practitioners (GPs) should welcome the devel-

opment of partnership between those who conduct
research and those on whom, and on whose behalf, the
research is done. The discipline has a long history of recog-
nising people as ‘co-producers of health’,! rather than the
passive objects of medical attention.? The recasting of peo-
ple as ‘participants in’ rather than ‘subjects of research is a
natural and welcome progression. Furthermore, GPs know
only too well what it feels like to have research done ‘on’
them by those, often outside primary care, who seem to
have missed the point.2 In addition, practitioners can feel
that they are regarded as mere conduits to reservoirs of peo-
ple on their lists by researchers who have paid scant regard
to the practitioners’ preferences about study designs or
recruitment strategies. Though clearly GPs do not experi-
ence the impacts of research felt by patients, they can claim
some affinity with those who feel that their priorities are not
always reflected in research designs, conduct, or outcomes.
In this editorial we explore what it means to participate in pri-
mary care research from the perspectives of patients, GPs,
and researchers.

The movement to recognise the role of patients or ‘con-
sumers’ in the identification of research agendas and the
commissioning and prosecution of research has been
embraced by major funders of health research in the United
Kingdom, including the Medical Research Council* and the
National Health Service,® as well as by the Cochrane
Collaboration,® the Royal Colleges, and other major organi-
sations involved in commissioning research. The benefits of
involving research participants are increasingly evident.” A
recent trial of thrombolysis for acute ischaemic stroke, for
example, used a model of mutually educative partnership.8
The investigators canvassed the opinions of older people
(who are the most likely to have strokes), presented the
results to a separate research group, and then used the out-
comes to inform the content of information leaflets and a
strategy for obtaining consent for admission to the trial.
These were then reviewed by people who had recently had
a stroke, or by their carers. This iterative and incremental
approach to collaboration produced workable solutions to
the ethical problems inherent in recruiting acutely ill people
to important but potentially risky research.

Such partnership yields benefits for participants, lead
investigators, and for collaborators who recruit participants
and run studies ‘on the ground’, particularly when this takes
the form of collaborative preliminary work to assess the fea-
sibility, relevance, and acceptability of proposed research.®
The multi-centre national trial of HRT in women with a histo-
ry of breast cancer diagnosed at an early stage began with
a research project and feasibility study, led by the
Consumers Advisory Group for Clinical Trials, to identify the
outcomes prioritised by both patients and researchers now
included in the main trial protocol. This work also identified
specific training needs for those who would run the trial and
the information needs of participants, patients, and health
professionals.'°
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Though much of the research and commentary about
consumer involvement has focused on large multi-centre tri-
als rather than the study designs more often found in prima-
ry care research, it is clear that consumer involvement in
research poses particular challenges for primary care.
Disturbing mismatches between the research agendas of
researchers and the priorities of patients have been identi-
fied."" The primary care research community must not
delude itself that the special character of the doctor—patient
relationship in general practice means it already under-
stands people’s priorities. Ways must be found to ensure
that the primary care agenda for research closely maps what
patients want to have researched.

For studies conducted in primary care, it is particularly
important that patients are involved in the choice of research
outcomes and how they are measured. For example,
although a reduction in the mean duration of otitis media
from three to two days by using antibiotic therapy'? may be
seen as clinically insignificant, it might be very important to
parents and children. Consumers also consider important a
broader range of outcomes than those usually studied.
These are often the outcomes that are most difficult to mea-
sure (and therefore most vulnerable to being ‘designed out’
of studies).'® The optimal choice of outcomes is therefore
directly informed by consumer views. In this issue, Salisbury
and colleagues describe the impact of a school nurse-led
clinic on the care of adolescents with asthma. They report
no change in ‘disease outcomes’ but found a preference by
participants for care provided at school to care provided in
their general practices. If we knew how participants valued
this finding, then we would be much better placed to assign
this its proper weighting. Qualitative research could help fur-
ther explore the findings of this trial,’® which makes a
refreshing contribution to the currently under-researched
field of organisation of health services for children.'®

While the benefits of involving patients in the planning,
design, and running of research projects are clear, both in
principle and, increasingly, in practice, there is also, like any
new approach, a need for careful evaluation. The rhetoric of
consumer involvement is persuasive but it has dangers. One
is the danger of romanticising patients’ perspectives and
failing to make appropriate judgements about the legitimacy
or feasibility of their priorities. GPs are used to dealing with
conflict between professional objectives (e.g. tight control
over asthma symptoms) and patient autonomy (e.g. a wish
to avoid inhaled steroids). It is sometimes impossible to
resolve these conflicts in daily practice and similar tensions
will arise when the legitimate objectives of research are not
precisely the same as they are for those who participate in
it. In moving towards partnership with research participants,
it is important that we do not see this as implying that all and
any patient objectives are substitutable for those originally
chosen by the researchers; rather, there should be proper
and respectful debates between all concerned. This princi-
ple of partnership and joint ownership should also underpin
research done in primary care by those outwith it. In many
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cases GPs are the ‘consumers’ of research just as patients
are, and should be recognised as partners in the research
process too, as well as be involved in the design, planning,
choice of outcomes, and running of research projects.

All those who participate in research, be they patients,
professionals, or researchers, should be recognised as par-
ticipants; it will enhance research and its interpretation.
Recognising and implementing this principle will be chal-
lenging, but lest we grow discouraged we (as patients, pro-
fessionals, and researchers) should reflect on those well-
intentioned studies that asked the wrong question, used the
wrong outcomes, involved the wrong people or were per-
formed at the wrong time and how we wished our advice
had been asked.
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Breast cancer prevention

ESPITE advances in therapeutic strategies over the past

three decades, breast cancer remains the leading cause
of cancer deaths among women in most developed coun-
tries. The lifetime risk of developing the disease among
women in Western Europe and North America is approxi-
mately 10% and therefore it is important to identify effective
prevention strategies.

A recent review of the literature' has concluded that post-
menopausal obesity and a sedentary lifestyle are important
risk factors for breast cancer and modification of such fac-
tors can reduce the risk of developing the disease. It is
thought that decreased serum concentrations of oestro-
gens, insulin and insulin-like growth factor 1 (IGF-1) mediate
breast cancer risk reduction associated with post-
menopausal weight reduction and regular physical activity.
However, no conclusive evidence has been found regarding
the role of dietary fat, phytoestrogens, and protein in relation
to breast cancer risk.

Furthermore, it has been concluded that excessive alcohol
consumption is associated with an approximately 15%
increase in the risk of developing breast cancer."

The Collaborative Group on Hormonal Factors in Breast
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Cancer reviewed the worldwide literature and concluded
that the oral contraceptive pill (OCP) was associated with a
small increase in breast cancer among current users and
those who had stopped use in the past 10 years. However,
the cancers diagnosed in women who had used the pill were
less advanced than women who had not used them.? The
group reported that the use of hormone replacement thera-
py (HRT) for five years or longer significantly increased the
risk of breast cancer by 35% (P<0.001). The risk seems to
revert to normal five years after HRT cessation.® However,
there is no evidence so far that HRT increases breast cancer
mortality, as the cancers diagnosed in HRT users tend to
have favourable tumour characteristics. Nevertheless, the
risks of breast cancer should be taken into account when
considering treatment with HRT and OCP.

The most promising research into breast cancer preven-
tion is provided by four randomised placebo-controlled
studies using the selective oestrogen receptor modulator
(SERM), tamoxifen.*” Although the results of these trials
have been inconsistent, a combined analysis* of the findings
seems to favour the use of tamoxifen in reducing the risk of
breast cancer by approximately 38%. Risk reduction is
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greatest for oestrogen receptor-positive tumours. The inci-
dence of endometrial malignancy and thromboembolism is
significantly increased (odds ratios of 2.41 and 1.94 respec-
tively), but no significant increase is noted in the incidence
of other secondary cancers or all-cause mortality.” Although
tamoxifen seems to be ineffective in BRCA1 carriers who are
known to have an increased frequency of oestrogen recep-
tor-negative tumours, there is evidence that bilateral
oophorectomy significantly reduces the breast cancer risk in
this subgroup of women.8 The overall risk-to-benefit ratio for
the use of tamoxifen in prevention remains unclear and
longer follow-up of the current trials is required.

Raloxifene is another SERM which has been shown clini-
cally and experimentally to be antiestrogenic on the breast
and uterus. The Multiple Outcomes of Raloxifene Evaluation
(MORE) trial showed a reduction in breast cancer incidence
of 76% in women treated for osteoporosis.® Raloxifene
seems to have a more favourable adverse effect profile than
tamoxifen, especially regarding the uterus. These two
SERMs are currently undergoing direct comparison in the
Study of Tamoxifen and Raloxifene (STAR), which started in
1999 and continues to recruit women.

The preliminary results of the Arimidex, Tamoxifen Alone
or in Combination (ATAC) Trial have been reported recent-
ly.'® The study showed that adjuvant anastrozole (a third-
generation aromatase inhibitor) was superior to tamoxifen in
reducing the incidence of contralateral breast cancer (HR =
0.42, P<0.007). This is likely to be a consequence of the dif-
ference in mechanism of action between the two drugs. The
investigators observed that anastrozole was superior to
tamoxifen in terms of disease-free survival (HR = 0.83,
P<0.013), and non-musculoskeletal adverse effects, includ-
ing endometrial cancer (P<0.03). However, tamoxifen was
superior to anastrozole in terms of musculoskeletal adverse
effects (P<0.03). It is clear, however, that intermediate to
long-term follow-up is required to assess the effects of anas-
trozole on bone mineral density and cognitive function. The
two drugs will be compared directly as chemopreventative
agents within the IBIS Il study.

It has been reported recently that COX-2 expression is
upregulated in epithelial cancers, including breast cancer,
and that COX-2 plays an important role in angiogenesis. A
recent meta-analysis of 14 studies has demonstrated that
the use of non-steroidal anti-inflammatory drugs (NSAIDs) is
associated with a relative risk of 0.82 of developing the dis-
ease (95% confidence interval [CI] = 0.75 to 0.89).!" Such
findings support the notion of randomised controlled trials
using selective COX-2 inhibitors as potential chemopreven-
tative agents with good tolerability and a favourable adverse
effects profile.

Furthermore, a pilot study using goserelin (Zoladex) as a
preventive agent in high-risk premenopausal women has
already commenced. Other promising molecular target
agents for chemoprevention include vitamin D analogues
and inhibitors of lipo-oxgenase, angiogenesis, and tyrosine
kinases. Another exciting possibility is gene therapy, which
will be applicable to BRCA 1 and 2 carriers.

In addition to chemoprevention, the options for women at
high risk for breast cancer include bilateral prophylactic
mastectomy and/or oophorectomy. Retrospective studies'?
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have shown that prophylactic mastectomy in high-risk
patients can reduce breast cancer risk by between 87% and
90%. A recent prospective follow-up study has demonstrat-
ed that salpingo-oophorectomy in carriers of BRCA muta-
tions can decrease the risk of breast cancer and BRCA-relat-
ed gynaecological cancer.'

It appears from the above discussion that there is a need
to individualise chemoprevention strategies in order to
improve effectiveness. For example, tamoxifen is only effec-
tive in reducing the risk of developing ER-positive breast
cancer and its use in subjects who are at risk of developing
oestrogen receptor-negative breast cancer can be harmful.
Identifying those at risk of developing oestrogen receptor-
positive breast cancer is likely to enhance the effectiveness
of this prevention strategy. Research must also be initiated
to identify other agents that may be effective for patients
at risk of developing oestrogen receptor-negative breast
cancer.
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