DISCUSSION PAPER

Conducting randomized trialsin gener al
practice: methodological and practical issues

ELAINE WARD « ethical and practical considerations in the evaluation of
complex interventions,

MICHAEL KING «  establishing and managing such trials,
e research collaboration in general practice, and

MARGARET LLOYD . funding issues.

PETER BOWER Inevitably, much of our discussion focuses on the difficulties
that may be encountered. This is not to suggest that running ran-

KARIN FRIEDLI domized trials in general practice is not worth attempting. In fact,
we believe that general practice will take an increasing role in

SUMMARY clinical trials in the United Kingdom (UK).

The evaluation of the outcome of health services technolo-
gies is a requirement for their efficient provision in clinical Methods: scientific issues versus patient autonomy
practice. The most reliable evidence for treatment efficacy o . .
comes from randomized trials. Randomized trials in general ~ Randomization and patient choice
practice pose particular methodological and practical diffi- People are better informed than ever about medical research and
culties. In this paper, we discuss how best to plan and man-  clinical trials* They may not accept randomization when consid-
age a clinical trial in this setting. We base our discussion on  erable differences exist between the arms of the trial, and there-
our experience of conducting randomized trials to evaluate  fore blindness cannot be maintained. This is particularly true of
the effectiveness of brief psychotherapy in general practice. psychological interventions when patients must provide time,

) , o ) attention, and concentration, and disclose personal facts about
Keywords: randomized controlled trial; randomization; family  themselves. People who refuse to participate in trials desire more

practice; patient preference; recruitment; treatment. participation in decision-making and cite aversion to randomiza-
tion as the chief reason for their refus®atients may prefer one
Introduction treatment arm of a trial. Their doctors will also have views and

ay influence their patients’ decisions. Patients who do not

RESEARCH in general practice is expanding rapidly to mee eceive the treatment arm of their choice may become resentful

the need for evidence-based health care. The results of ran- drop out of the trial. Cooke and Campbbkve described the

. . . . . I
domized trials in secondary care settings may not be appllcabPe o :
to primary care. For example, while most antidepressants a resentful demoralization’ that ensues when subjects are not ran-

e . Y
prescribed in primary care, their efficacy has been assessé?(?m'z.ed to their preferred treatment. Demoralization may reduce
almost entirely within secondary care. The changes to resear(grg mzha;gf g’vx';hmtr?str?ner:’tﬁgfitomog\;?g'onari‘?g]ld 'Snftfgt%ifam'
funding within the National Health Service (NHS) that stem =~ - pe, ! paring PSy Py
from the recommendations of Culyer and Ménwill increase with usual general practice care, patients may feel th?‘y can
pressure for the involvement of general practice, and current‘lgrogress no further \.N'th th¢|r doctor_s and resent randomization
primary care networks are being established to foster the dev ack to t_helr C?re. Disappointment Vt‘)"_th a_IIocatlon ﬁf]a?/l lead t0 a
opment of research in this settti@andomized trials in general WOrs€ning o symptoms or objections to follow-up.
practice are used to evaluate a broad range of treatment, inclug@radoxically, patients allocated to their less preferred option
ing musculoskeletal manipulation, psychotherapy, and self-helB“da%_rfo‘ake aéspemal effort to get bet_:jer, thus reduc(:jlng the expfect-
packaged.In this article, we discuss the practicalities involved in €9 difference. Our experience provides some endorsement for
conducting randomized trials in general practice. Although therdiS latter possibility. In a trial of brief psychotherapies compared
has been considerable debate about the theory of randomized With usual care, patients allocated back to their doctor for treat-
als, we draw on our experiences of mental health research in tHR€Nt complied as well with follow-up as those in the active treat-
setting to suggest practical issues to consider in the plannif§€nt groups, but several admitted to feeling they had drawn the
stages. We aim this article at all practitioners involved in ran-Short straw’ and so tried harder to overcome their problems
domized trials in general practice, be they a part of the researdhemselves.
or practice teams. We aim specifically to debate: . i

Patient preference trials

¢ methodological issues in trials in general practice, Trials with partial randomization or patient preference have
developed as an attempt to cope with the difficulties posed by
- - standard randomizatigrOnly patients with no strong preference
E%ﬂggg“,{f?ﬁ{g%;elg)%}gsespgrrt%eeng ;’:&?ﬁ?'g#%gggh?g?&"gﬁaalfor a treatment arm are randomized. All patients (randomized or
Behavioural Sciences; and M Lloydp, reader, Department of Primary NOt) remain involved in the research assessments and doctors feel
Care and Population Sciences, Royal Free and University Collegkess concerned that patients will receive treatments they do not
Medical School. P Bowernp, research associate, National Primary Carewant or trust. External validity is ensured in that all eligible

Research and Development Centre, University of Manchester. K Freidl}, .+ PRCTA P _
pho. formerly project co-ordinator, PRISM, Institute of Psychiatry, batients take part. Internal validity is maintained by the random

London. ized group. . . .
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objections to including non-randomized patients in the analysi$Vhen evaluating services such as physiotherapy or practice
of data from such trialsAlthough there are a number of patient nurse interventions, a choice may exist between using estab-
preference designs to choose fréhthe trials are more costly to lished providers or recruitinge novo. Using established

run and it is difficult to elicit treatment preference without influ- providers means the trial may not have to fund the service.
encing participants. The proportion of participants agreeing tédowever, quality control of the service may be lost. For exam-

full randomization is often difficult to predict; which, in turn, ple, in a randomized trial of counselling versus GP management
affects power calculations and target recruitment. Howeverfor patients with depression, it might seem pragmatic to use

recruitment can be optimized by including a preference option itounsellors already attached to the practices. However, the trial

the study design. team cannot control the quality of the intervention so easily and
o o the doctors may question the advisabilitynof using their prac-
Maximizing validity tice counsellor for patients randomized to usual Eare.

Validity is important in any pragmatic or explanatory trial. In
pragmatic trials in primary care, scientific rigour is balancedgihical issues

against the flexibility expected by professionals and participant: - . .
9 y &P y P P b articipants must be informed of all aspects of a trial, be compe-

in a naturalistic setting. Strict adherence to protocol and the us€ . d aive it vol v Anoth )
of standardized questionnaires will aid internal validity. External®Nt to give cqnsgntﬁ, and give it voluntarily. Another prerequisite
s clinical equipoisé® This means that doctors recruiting patients

validity will be affected by the representativeness of participatin - ) ; .
y y P P b should be genuinely uncertain about the efficacy of the interven-

sites and subjects. In addition, the doctor's approach to trea : : ) ; .
ment, and consequently outcome, may be affected by participiOns- Doctors must act in patients’ best interests by taking
tion in a trial that carries with it a confirmation of diagndsis. account .Of their values an_d p_references Whe_n deciding on their
External validity will also be affected if subjects who refuse orc@re- This can cause conflict if the doctor believes that one arm
drop out are systematically different from those who completé’f the trial would be preferable. Equipoise would thus not exist,

the trial. It is unclear what effects it will have on representative 2"d €ntering that patient could be considered unethical. Doctors

ness if payments to patients in trials becomes commonplace [R2Y Simply be uninformed, and it is important that they under-
nd the need for the trial in the first place. Doctors’ concerns

general practice research. In our experience, small payments ¥ e - . . s
cover expenses are appreciated by participants and may incre ut equipoise dq not arise in patient _preference trials, or in tri-
als where only patients for whom clinicians cannot agree on the

compliance with follow-up assessments. : . ;
P P best treatment are randomized. A further issue is who should
) ) obtain consent: patients may hesitate to refuse their doctor’s
Recruitment of patients request and it may be more appropriate for trialists to seek con-

Explanations to patients sent.

Even in randomized trials that take account of patient preference,

it may be difficult to explain the nature of each treatment optiorM anaging the intervention under study in thetrial
to participants. Patients who are stressed or depressed only ret@fyiders of the intervention

a limited amount of information. While it is crucial to avoid bias . . . .
by providing a careful description of each treatment arm,Introducmg a new service as part of the trial offers greater incen-

explaining the differences between complex interventions, suchve 0 practices to take part and is easier for the research team to
as counselling or cognitive behaviour therapy, may be misleati—”a”e_‘ge' However, the providers brought in for the trial may be
ing. Who provides the information, at what point patients receive®SS |ntegrated7|nto the practices and the costs for the research
it, and how to avoid influencing their decisions are importantVill be greater” When an established service is evaluated, the
strategies that must be planned before the trial begins. trial team will nged to pe_rsuade the prowders to take part. The
General practitioners (GPs) may feel uncomfortable or |aclprowd_ers of the intervention should be flexible to respond to the
the time needed to explain the treatments in the trial or to rarfzN@nging needs of the research, whether they are already prac-
domize patients. Trialists, who are independent of thdice-based or are b_rought in fo_r th_e trial. It is e_zssentlal to convey
doctor—patient relationship, can more readily carry out allocation® them the benefits of participation. These include reports on
to treatment. GPs may also bias allocation by implying the supdh€ir patients’ progress, liaison with professional colleagues, and
riority of one or more treatment optiosThis can be avoided ©PPOrtunities for professional development. Regular meetings
by convincing them that genuine clinical equipoise exists andprovide team support, a forum for developing professional links,
that there are ethical dangers in treating patients with unproved'd time to discuss issues that arise during the research. Good
remedies in these situations. However, if family doctors lackmorale in the providers reduces loss of staff from the study: a
confidence about the treatments under evaluation, they may nB@rticular problem where a skill is in short supply, such as cogni-
refer patientd®14 One solution is to randomize only those tve behaviour therapy or physiotherapy.
patients in whom clinicians disagree on the most appropriate. -
treatment> However, this introduces as many problems as it inancial issues
solves and raises the same statistical objections as in patient pré¢here the intervention under study is financed by the research, a
erence randomized trials. Alternatively, cluster randomizatiorfailure to predict service use can jeopardize the budget. In a mul-
may be considered, where the unit of the randomization is thecentre trial, there may be geographical variations in cost. A
general practice. However, this also creates difficulties in that thpatient preference design may produce greater demand for one
unit of analysis in the trial becomes the practice rather than thigeatment arm with a resultant increase in costs.
patient. This has important knock-on effects in terms of the Whether payment for the intervention(s) is made to individuals
power of the study and the sample size required to show ever to a service provider, all parties must be clear about session
dence of efficacy for the treatments under evaluation. payments, arrangements regarding non-attendance of patients,
and travel and incidental costs.

Provision of treatment
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Recr uiting practices * an opportunity for practice staff to participate and learn

General practitioners are likely to agree to a trial because of local ~aPout research.

contacts with the trialists and the attraction or relevance of the ) )

research. Practice staff may not wish, however, to remain in the The research team should emphasize how benefits can offset
background or merely refer patients. They may desire an activde costs of participation, SU_Ch as time or space, in the practice.
role; for example, as part of research networks of practices cef-ven if one of the doctors is a member of the trial team, the
tred on academic departments of primary care (eg the Norﬂesearch needs to appeal to the remalnder Of the practlce Staff.
Central Thames Primary Care Research Network, NoCTeN).

Besides trials fuqded by .the.phalrmaceuticall industry, payment(lﬁdeof the researcher

practices for their participation is unusual in the UK. Targete L. .

financial incentives might, however, be an effective approach if-00rdination of practices

other means of involving general practitioners ¥aRedirection ~ One GP or practice manager needs to coordinate the study within
of the NHS levy for research and development from hospital andach practice; the practice manager usually assumes this role.
community trusts will also ease the underfunding of infrastrucLinking research assistants to specific general practices helps

ture for randomized trials in general pracfiée. them to develop relationships with the practice staff. The same
) applies to the providers of services under evaluation.
Making the approach Maintaining a good relationship between the research and prac-

Practices are most likely to be recruited if they lack the servicéice teams requires effective channels of communication. Poor
that the trial will provide (such as counselling or physiotherapy)communication may have led to the collapse of at least one large
We introduce the trial in a letter, inviting the practice staff tomulticentre triak°

meet with the research team to discuss it. Soon after sending the

letter, it is advisable for the trialist to telephone the practice td<eeping in touch

gauge interest in the study and arrange a meeting. A GP Who fi&gylar contact with practices serves to detect problems and
associated with the research team should be present at this megizck that the presence of the study personnel is acceptable. It is
ing. This is of obvious practical value and assists the credibility,t cjear whether it boosts referrals but it does have the effect of
of the project. It is essential to prepare an attractive and accesgiapancing relations as well as monitoring actual participation
ble information pack that includes a summary of the study and g referrals to the study. We have rarely found that regular tele-
flowchart for the wall of each office in the practice. The meetmgphone calls or informal visits are unwelcome. The research team
needs to include the practice manager and lead receptionist. Itéﬁn become aware of obstacles in advance énd decide whether to
helpful for the research team to allow practice staff several day\ﬁithdraw from a practice at any time. This can occur, for exam-
after the meeting to decide whether they wish to participate. ple, when building works threaten the. availability of sp’ace.

Reluctance to be involved . Providing regular, one-page ‘news flashes’ will remind prac-

” . o . tice staff about the project, update them on the progress of all the
Practices may not wish to participate for the following reasons: practices involved, make them feel part of the study, and remind
em of the inclusion and exclusion criteria. News flashes can
splay the recruitment rates of all practices in the trial and intro-
Buce a competitive element. Most practitioners value the updates
ale useful reminders to avoid protocol deviations and maintain
Aecruitment.

e They perceive they are already over-committed to researcg;
or feel pressurized by time. The constant bombardment wit
postal questionnaires experienced by most GPs may cre
this impression, rather than actual research that is underw:
Payments for practice staff tiftemay alleviate this diffi-
culty. P

»  Staff are concerned about lack of space, particularly if this'vlamtau ning .mor.nentum. ) ] -
involves treatments taking place on the premises. Paymenfsven enthusiastic practitioners become fatigued after recruiting
for research infrastructure that will allow practices to creatfor many months, and staff may wish to phase their involvement.
space may help to ameliorate this difficulty in futtfe. We find it helpful to suggest that practices recruit for one month

« Doctors may not see how their working practices cargt a time. This on-off approach is welcome where participation
accommodate the study. Although this is a common objecof a doctor or practice nurse is required in one treatment arm.
tion,1? it usually stems from a misunderstanding of what theHowever, it may have cost implications when the trialists pro-
trial involves. Trials that depend on lengthy participation byvide the intervention.
clinicians will founder in any setting. Recruitment early in the trial predicts the pattern for the prac-

e Practices may be undergoing structural or personnel changéce. Once the protocol is fully understood, it is rare that slow

practices can be encouraged to recruit greater numbers.

Advantages for the practices Persistently low recruiting practices may have to leave the study.

There may be competition to recruit general practices into trialdt usually proves cost-effective to limit the number of practices
Thus, the potential benefits of participation must be highlightedand maximize cooperation from each of them. Withdrawal may,

These might include: however, jeopardize randomization if this is by practice or by

therapist. Once decided upon, it requires diplomacy if practice
» ready access to a new treatment under evaluation; staff are to avoid regarding it as a failure. Withdrawal is even
» afree, or highly professional, service; more sensitive if one of the GPs is a member of the trial team. A
e areduced patient load,; reserve list of interested general practices is necessary for
e closer links with a university department; replacements. Equally, it is vital to have alternative service
e feedback about their own practice; providers available if the need arises. This is indispensable where
e acquisition of new knowledge about the treatments being service is limited in supply, as with cognitive behaviour thera-

tested; and pists or community pharmacists.
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Funding arrangements
Multicentretrials

Randomized trials in more than one general practice are, by defig-
ition, multicentre. When the trial involves multiple academic cen-
tres, however, the difficulties compound. It is important to build

in flexible funding that is not centralized but can follow high 18-
recruiting academic centres. Research staff will have contractg,

that provide them with job security during the study. However, in

multi-centre trials, they may need to move the base in response 26.

fluctuating recruitment. This can pose logistical problems if the
centres are dispersed, and requires forward planning.
Payment of practice staff is likely to expand with the establis
ment of general practice research networks. Just as acaden
institutions and some hospital trusts receive overheads for the
infrastructural costs of research, so should participating generg\l
practices receive funding for the cost the research entails. This
cost must ultimately be borne by the organizations funding thé

15.
16.

Korn EL, Baumrind S. Randomised clinical trials with clinician-pre-
ferred treatment.ancet 1991;337: 149-152.

British Medical AssociatiorMedical ethics today: its practice and
philosophy. London: BMJ Publishing Group, 1993.

Friedli K, King MB, Lloyd M, Horder J. Randomised controlled

assessment of non-directive psychotherapy versus routine general-

practice carel.ancet 1997;350: 1662-1643.

Foy R, Parry J, McAvoy B. Clinical trials in primary ceB¥1J
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Pringle M, Churchill R. Randomised controlled trials in general prac-
tice.BMJ 1995;311: 1382-1383.
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Discussion

In this paper, we have discussed a number of methodological and
practical ideas, many of which stem from our own experience. In
order to run a successful randomized controlled trial to evaluate a
complex intervention in primary care, it is vital to use effective
and practical research strategies. This type of project requires a
tailored, workable design. Success is likely as a result of prudent
planning and depends on cooperative, well-informed health pro-
fessionals. It can be achieved by addressing factors likely to
affect recruitment and follow-up, by sensitive management, and
by payments to practices for the use of their time and infrastruc-
ture as required by the project.
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