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Abstract

Like any other speciality, palliative care needs a scientific foundation on which to base its practice. Research in palliative care is
particularly difficult because of the characteristics of the patient population under study (e.g. advanced disease, poor performance
status and limited prognosis). The aim of this paper was to highlight the challenges of recruitment into clinical trials in palliative
care. Information on all patients treated at a specialist cancer centre who were referred for consideration of entry into any one of 23
clinical trials in palliative care was collected prospectively over 4 years to determine factors that influence patients to accept or reject
entry into a study. Of the 1206 patients referred, 558 (46%) met the entry criteria. Of these, 362 (30%) agreed to enter and 248 (21%
of all those referred) completed the study. Thus, 65% of all eligible patients were entered into trials but only 44% of these com-
pleted the study. The relatively high percentage of patients entered probably reflects the site (a cancer centre with a high research
profile) and is not typical of other palliative care centres or hospices. The most common reasons given for unwillingness to participate
were a wish to defer to a later date, a deterioration in condition, distance from home to hospital, a lack of interest, transfer to
another unit, inability to give consent and family objection. In order to maximise patient accrual into trials in palliative care, studies
should be designed to suit the patient population under study (e.g. be of short duration with realistic entry criteria) and not neces-

sarily mirror the trial methodology of therapeutic trials in oncology. © 2000 Elsevier Science Ltd. All rights reserved.
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1. Introduction

The need for research in palliative care has been well
documented [1-3], but most practitioners within the
speciality would acknowledge that research in this field
is particularly difficult [4-6]. Recruitment to trials and
research projects is often slow and further complicated
by high attrition rates. The patient population is very
unwell and nearing the end of life. Consequently, the
problems experienced are complex physical, emotional
and ethical ones. In an attempt to overcome some of the
difficult recruitment problems, various research meth-
odologies have been utilised with qualitative research
becoming a popular option [7]. The pharmacological
treatment of symptoms, however, still requires the use
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of quantitative research methodology often in the con-
text of randomised controlled clinical trials (RCTs) [8].

Poor recruitment to clinical trials is not a problem
that is exclusive to palliative care. Similar problems in
recruitment to clinical trials in oncology have been
reported [9]. Recognition of the difficulties in under-
taking research in palliative care does not exclude the
speciality from the ‘rigours of scientific research’. On the
contrary, palliative care needs a more scientific founda-
tion upon which to base its practice [6]. Many of the
‘treatments’ which are widely used in this area are of
unproven benefit [10]. Changes in healthcare funding
have lead to a greater need to prove that the interven-
tions employed in everyday practice, are not only effi-
cacious and cost effective, but are based on scientific
evidence [11]. Palliative care is not exempt from these
conditions. Research has an important role in forming
the foundations of what is a relatively new speciality.

In order to look for ways to improve recruitment of
patients to palliative care clinical trials, it is just as
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important to understand why patients choose not to
enter trials, as it is to understand why they do partici-
pate. This paper describes the experience encountered in
recruiting patients to clinical trials within the Depart-
ment of Palliative Medicine at the Royal Marsden NHS
Trust, London and Surrey.

2. Patients and methods

The Royal Marsden NHS Trust is a specialist cancer
centre situated on two sites. Each site has its own pal-
liative care ward plus a hospital-wide support team. The
Department of Palliative Medicine has an active interest
in research. Regular research meetings are held to dis-
cuss proposed projects and to update current studies.
Research projects undertaken include both pharmaceu-
tical sponsored studies, and ‘in-house’ projects con-
ceived and developed by both nursing and medical staff
on the unit. There is a full-time palliative care research
nurse on each site. Details of current research projects
from the Department of Palliative Medicine are reg-
ularly circulated to consultants and senior registrars
throughout the hospital. Similarly, the palliative care
research nurses hold regular trial update teaching ses-
sions and regularly visit other wards actively seeking out
suitable patients to participate in studies. In this way,
medical and nursing staff throughout the Trust are
encouraged to refer both inpatients and outpatients for
consideration of entry into palliative care studies.

Table 1
Trials in progress in the study period

For this survey, information on all patients referred to
either research nurses for consideration of entry into
palliative care clinical trials was collected prospectively
over a 4 year period. All trials were of specific palliative
therapeutic interventions rather than of the effectiveness
of the palliative care service (Table 1). Data was col-
lected using trial referral forms specifying patient name,
age, hospital number, sex, diagnosis and the trial for
which they were being considered. If in declining to
participate, patients stated a reason, this was also
recorded. However, patients were not required to give a
specific reason for refusal.

The ultimate decision regarding whether an eligible
patient was appropriate or well enough to enter a trial,
was made by the research nurses after discussion with
consultant staff in the Department of Palliative Medi-
cine. This decision was based on factors such as the
patient’s general performance status, their comprehen-
sion of what the study entailed, their likely prognosis
and their ability to complete all study procedures.

All patients referred for consideration of entry into
any of the palliative care studies were included. All
referrals were directed to the research nurses, thus pre-
venting selection bias. In practice, the majority of
patients participating in trials were in-patients on the
palliative care wards or patients on other wards referred
to the service for palliative care and/or symptom
control.

The number of patients within each category, their
median age, etc. was calculated from the trial referral
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forms. Further information (e.g. date of death) was
obtained from the computerised hospital information
system.

3. Results

In the period January 1993 to December 1996, 1206
patients were referred as ‘suitable’ for entry into one of
the palliative care unit clinical trials. A total of 23 trials
were in progress during the study period. The patients
referred, 778 (65%) female and 428 (35%) male, repre-
sented a wide range of malignancies (Table 2) and were
aged between 18 and 95 years with a median age of 60
years (Table 2). The median survival from time of
referral to death in the 1111 patients in whom survival
data could be obtained was 67 days (range: 0—1012+
days).

Of the 1206 patients referred, 648 (54%) patients were
not approached as they did not fulfil the specified entry
criteria (Fig. 1). 558 (46%) fulfilled the specified entry
criteria, and after full discussion of the implications
were asked to participate. 362 patients (30% of those
originally referred) agreed, and gave informed consent.
248 patients (21%) completed the study period (Table
3). Thus, 65% of eligible patients were entered into
clinical trials and of these, 44% completed all study
procedures. 196 eligible patients (35%) did not partici-
pate. Reasons for declining participation were given in

Table 2
Patient characteristics
n patients
n (%)
Sex
Male 428 (35)
Female 778 (65)
Age (years)
18-39 88 (7)
40-59 491 (41)
60-79 551 (46)
>80 59 (5)
Unknown 17 (1)
Median (range) 60 (18-95) years
Diagnosis
Breast 400 (33)
Lung 199 (17)
Gynaecological 137 (11)
Gastrointestinal 84 (7)
Genitourinary 75 (6)
Prostate 70 (6)
Haematological 70 (6)
Unknown primary 43 (4)
Head and neck 43 (4)
Sarcoma 27 (2)
Other 40 (3)
Unknown 18 (1)
Total 1206 (100)

163 cases (Table 4). In reality, if all such cases were
recorded, this figure would be much higher.

4. Discussion

The problems and pitfalls of undertaking research in
palliative care effectiveness have been illustrated in a
paper by McWhinney and colleagues [12]. This led to a
call for papers highlighting methodological difficulties in
palliative care research [13]. It is hoped that this paper
might aid further research in the area by documenting
the issues encountered in attempting to undertake
research in palliative care within a large cancer centre.

These recruitment figures, although taken from
patients requiring palliative care, are unlikely to be truly
representative of the palliative care population as a
whole, as they are taken from a specialist cancer centre
where there is a high research profile. All the ‘mechan-
ics’ for conducting clinical trials are in place (for exam-
ple, ready access to diagnostic facilities, in-house
statisticians, software for data collection and regular
scientific and ethics committee meetings). Research is
actively encouraged and positively supported. Patients
referred for palliative care are often seen at an earlier
stage in their disease than those in other palliative care
settings (for example, the community or local hospice),
and consequently will often have relatively stable dis-
ease, better general health and performance status. They
are, therefore, more able to comply with and complete
the various study procedures. Moreover, the presence of
two full-time research nurses, dedicated to palliative
care research, and available to review patients and col-
lect data will have facilitated recruitment considerably.

Why do patients agree to enter? 362 (65%) of the
patients meeting the eligibility criteria agreed to entry.
This figure is considerably higher than that in oncology
trials where less than 5% would be expected to enter [9].
This high acceptance rate may well reflect the specialist

1206 patients referred

\J

558 (46%) met entry criteria —) 648 (54%) did not
meet entry criteria

\J

362 (30%) agreed to enter — 196 (16%) did not enter

\

248 (21%) completed study —y 114 (9%) did not complete study

Fig. 1. Outcome of patients referred.
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Table 3
Number of patients referred for each trial and outcome
n patients Referred Eligible Entered Completed
Trial Trial title n (%) n (%) n (%) n (%)
1 Anorexia and appetite 18 (1) 5(1) 4(1) 0
2 Oral bisphosphonates and hypercalcaemia 15 (1) 11 (2) 70) 0
3 SHT3 antagonists and opioid-induced nausea 30 (2) 13 (2) 12 (3) 4(2)
4 Pharmacokinetics of hydromorphone 31 (3) 13 (2) 8(2) 8 (3)
5 Steroids in bowel obstruction 33 (3) 17 (3) 14 (4) 12 (5)
6 Blood transfusions 20 (2) 19 (3) 19 (5) 17 (7)
7 Nebulised morphine for dyspnoea 97 (8) 70 (13) 56 (15) 53 (21)
8 Bisphosphonates for bone pain (1) 40 (3) 17 (3) 12 (3) 6(2)
9 Acupuncture for breathlessness 27 (2) 24 (4) 24 (7) 20 (8)
10 Fentanyl compared with MST 100 (8) 65 (12) 38 (10) 24 (10)
11 Glucocorticoids and morphine 17 (1) 4 (1) 3(1) 0
12 Hypercalcaemia dose finding study 228 (19) 101 (18) 67 (19) 57 (23)
13 Phenazocine compared to morphine 4(0.3) 3(0.5) 2(1) 2(1)
14 Cachexia study 111 (9) 36 (6) 11 (3) 1(0.4)
15 Inhaled steroids for lymphangitis 38 (3) 17 (3) 13 (4) 6(2)
16 Once daily compared with twice daily morphine 62 (5) 20 (4) 6(2) 3(1)
17 Theophylline for dyspnoea 46 (4) 7 (1) 3(1) 0
18 Hydromorphone compared with morphine 102 (8) 29 (5) 10 (3) 4(2)
19 Neuropathic pain 37 (3) 10 (2) S5(1) 2(1)
20 Bisphosphonates for bone pain (2) 65 (5) 26 (5) 22 (6) 16 (6)
21 Alternative opioids 21 (2) 18 (3) 16 (0.3) 6(2)
22 Once daily morphine 45 (4) 23 (4) 4 (1) 3(1)
23 Anticonvulsants for neuropathic pain 13 (1) 7 (1) 3(1) 1(0.4)
Not stated/miscellaneous 6 (0.5) 3(0.5) 3(D) 3(1)
Total 1206 (100) 558 (100) 362 (100) 248 (100)

cancer centre as discussed above. Many of the patients
would have already participated in clinical trials at some
stage during their treatment course and the Royal
Marsden is well known as a research centre. Patients
often feel they are ‘giving something back’ or helping
others in agreeing to participate. They will often have
seen other patients participating in trials with the per-
ception that they received more individual attention

Table 4

Reason stated for eligible patients declining participation in trials
Reason n (%)
Patient prefers to wait before entry 34 (17)
Too unwell/deterioration in condition 32 (16)
Lives too far away 21 (11)
Patient ‘didn’t want to’/‘not interested’ 15 (8)
Transfer to hospice/hospital/discharge 11 (6)
Unable to give informed consent 11 (6)
Family objection 10 (5)
Objection to medication 7 (4)
Patient not willing/unable to complete forms 6 (3)
Doctor error/objection 5(3)
Too many pills 4(2)
Too anxious 3(2)
Weekend/evening admission (research nurse unavailable) 2(1)
Placebo fear 1(D)
Previous participation in trials 1(1)
Declined consent reason unknown 33 (17)
Total 196 (100)

because of it. Participation in a study may also be a way
of holding on to medical attention and avoiding dis-
charge. Agreeing to enter a study may help patients feel
justified in their wish to remain in hospital. Slevin and
colleagues [9] found that 42% of oncology patients were
enthusiastic about entering clinical trials, wanting to be
treated by a doctor with a specialist interest in their
condition and encouraged by the fact that their disease
was likely to be closely monitored.

It has been suggested that the poor accrual rates of
oncology patients to clinical studies does not occur
because patients refuse but because of a failure of
both physicians to seek recruitment and of the health-
care system to make it easy for them to do so [14]. The
figures presented here suggest that if asked, a high pro-
portion of patients will agree to participate in research.
It is the eligibility criteria that seem to be the main
‘stumbling block’. Of the 1206 patients referred only
about half (46%) actually fulfilled the entry criteria, or
were considered well enough to enter.

It may be that palliative care as a speciality has relied
too much on oncology as a role model for the basis of
its clinical trials. Patients receiving specific anticancer
therapies are generally of reasonable performance status
whereas palliative care patients are often in poor health
and limited in their activities. For example, it is often
meaningless to make a specific life expectancy an inclu-
sion criteria. The prognosis of this group of patients will
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always be limited (as illustrated by the median survival
of only 67 days (0-1012+) from time of referral in this
study). Moreover, estimates of life expectancy in this
group are notoriously poor [15] and may wrongly
exclude some patients. Similarly, trials of malignant
disease usually have ‘hard’ end-points such as objective
response in the form of a measurable tumour mass,
whereas palliative care trials generally consider more
‘nebulous’, difficult to measure end-points, for example,
control of pain or nausea. It should be noted, however,
that considerable progress has been made in recent
years to reduce the subjectivity of these measures by the
development of robust and well validated tools to mea-
sure symptoms such as pain [16].

Consideration should be given to the well-docu-
mented high attrition rates [4]; a study duration of more
than 1 month is generally not feasible as many patients
will have died or become too unwell to participate or die
within 2 months. It is noteworthy that 31% (114/362) of
the patients who were accrued did not complete the
study, usually because of a deterioration in health or
performance status. Only 44% of patients entered com-
pleted all study procedures.

The emphasis in palliative care research should be on
the development of more realistic studies which are both
practical and achievable in this poor performance status
population, rather than aiming for the few patients who
have stable disease, controlled symptoms and who are
likely to survive for the required trial period. It has been
suggested that patients should be involved in the devel-
opment of protocols and the setting up of research
agenda [17]. This is an obvious way of ensuring that
trials in palliative care remain ‘patient friendly’. Thir-
teen of the studies originated from the particular
research interests of the various consultants and senior
registrars. Recently we have undertaken studies devel-
oped by members of the nursing staff. To date, no trial
has been undertaken in direct response to a particular
patient need.

Ten of the 23 trials (43%) presented here originated
from pharmaceutical companies wishing to trial new
products or new indications for established drugs. Clin-
ical trials are expensive to run, especially when research
personnel are employed. This can result in a dependence
on external funding from pharmaceutical companies,
especially when many palliative care patients are cared
for by hospices and community teams funded primarily
from charitable sources. Palliative care research pro-
grammes can thus, to a certain extent, be agenda driven
with the questions asked and methodology used influ-
enced by the requirements of the pharmaceutical industry.

The ideal trial design in palliative care needs to reflect
clinical practice, have wide inclusion and exclusion cri-
teria, few extra hospital visits, be of short duration, of
multicentre design and use simple brief assessments.
Tannock [14] suggests that some flexibility in evaluating

strategies might also encourage recruitment. Over the 4
year period under study, the design of trials in this unit
have evolved to become more realistically suited to the
population under study.

The short overall median survival time from referral
to death (67 days) indicates that many patients were
asked to participate in research in the latter stages of
their illness. To some extent, this is inevitable when
studying symptoms frequently seen in the terminal
phase of disease, such as dyspnoea, pain control and
hypercalcaemia. Attempts are usually made to ensure
that palliative care patients with a limited prognosis
have to spend as little time as possible in hospital. A
consideration for any researcher in palliative care
should be whether participation in research leads to
extended or extra hospital admissions.

Why do patients refuse to participate? In general,
patients did not seem to be afraid to decline participa-
tion. In this survey, only 15 patients refused outright,
although 34 patients declined participation at the time
preferring to enter later. This may be a way of ‘keeping
the doctors happy’, ensuring continuing care and
declining without actually having to say no.

Family objection to clinical trials was not a common
factor (10 cases) as the reason for not participating, but
may have been a reason for non-referral in the first
place. It is important that families and carers do not feel
that their relation is being used as a ‘guinea pig’ or being
included in an unnecessary experiment. Palliative care
claims to encompass the care of both the patient and
their family; this approach is equally important when
recruiting patients to clinical trials. Ongoing commu-
nication with relatives during the explanation and
informed consent procedure and the provision of writ-
ten information may help to alleviate this problem
[19,20].

It has been suggested that staff employed in palliative
care often enter the speciality for humanitarian reasons,
which can lead to resistance when research issues are
raised [18]. This ‘gate-keeping’ patient protection phe-
nomena is not reflected in the figures shown in this
study as only patients who were actually referred are
included. It is likely, that some eligible patients were not
referred because members of staff felt that they should
not be subjected to the procedures involved in the vari-
ous studies. Similarly, the method of referral for entry
into studies was not robust, and often dependent on the
actual searching out of suitable patients by the research
nurse. Outside the palliative care wards, referral will
often depend on the particular interests and experience
of individual doctors. It is likely that only a very small
proportion of eligible patients throughout the hospital
are referred. Ongoing education is an integral part of
the palliative care team approach and it may be that
more teaching about the benefits of research in the field
is necessary to help rectify these problems.
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As a major cancer centre, the Royal Marsden NHS
Trust is referred a large number of patients who do not
live in the local area. This precluded a number of patients
from entry (11% of those eligible) and is particularly
relevant if follow-up visits are required. The problem
could potentially be addressed by closer liaison with
community services, or through a wider network of
multicentre studies. One of the ways of overcoming poor
patient accrual into trials in palliative care is to consider
multicentre participation [5]. This is not without prob-
lems however and is dependent on the ‘equal enthusiasm’
of all centres and as mentioned above, on funding issues.
Twelve studies (52%) in this review were multicentre
and of these, 10 were pharmaceutical company spon-
sored trials. This may reflect the high cost of running a
multicentre study successfully or the practical difficulties
in co-ordinating research at several different sites.

5. Conclusions

Whilst fully supporting the multidisciplinary nature of
palliative care, it remains true that for many patients,
drug therapy remains of fundamental importance in
maintaining symptom control and quality of life. Many
new drugs and drug formulations are becoming avail-
able and many of the older established drugs are used
on the basis of anecdote or physician preference without
a strong evidence base. The optimal use of these medi-
cations will often warrant a clinical trial.

The results of this paper suggest that on the whole
palliative care patients do not object to research nor do
they refuse to participate in clinical trials if asked.
Inappropriate eligibility criteria in many studies seems
to present the major problem for patient accrual. Good
quality quantitative research in palliative care is diffi-
cult, but not impossible. To be successful, it is essential
that studies are designed to suit the particular charac-
teristics of the patient population under study and need
not necessarily mirror studies in oncology.
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