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 evaluating evidence for clinical care, study designs are
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st robust evidence is considered to come from randomised

controlled trials (RCTs).2,3 However, the reliance on study design
as the main criterion for credibility of evidence has its critics,4 as
does this view of what constitutes the “best” evidence.5,6 In public
health in particular, there is debate about the primacy of the RCT
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Evidence in palliative care research

In palliative care research, methodological difficulties arise because
of the complex physical, psychological, existential and spiritual
problems faced by patients, families and professionals.9-13 These
difficulties include patient recruitment, gate-keeping by profes-
sionals (ie, reluctance to enrol patients in research studies), small
sample sizes, high attrition rates, rapidly changing clinical situa-
tions and limited survival times.10,12,13

Palliative care research often focuses on the effectiveness of
services for populations, rather than the effect of treatments on
individual patients.9 Trials of palliative care services are almost
entirely pragmatic (ie, they compare a new service with current
best practice).13 The difficulties in identifying, recruiting and
retaining patients mean that study populations often comprise
those who are best able to cope and least ill. As palliative care is by
its nature holistic and often tailored towards the needs of individ-
ual patients (pain relief and improved quality of life), it may be
difficult to define the intervention precisely and uniformly.

Palliative care is also characterised by a multidisciplinary
approach. It can be difficult, and possibly also inappropriate, to
isolate an individual intervention from a multidisciplinary
approach. In addition, treatments that involve various compo-
nents, changes in services, and surgical or radiological interven-
tions are harder to deliver in a blinded manner to all concerned.
Because treatment packages are the mainstay of palliative care
research, the ideal type of RCT is seriously compromised.13

It is also important to reflect on the outcomes that we wish to
assess. In general, the outcomes of RCTs are to reduce mortality
and morbidity and improve survival.14,15 However, extending life
is not the central aim of palliative care services, and duration of
survival may therefore be irrelevant. Instead, symptom manage-

ment and health-related quality of life are important outcomes.
The timing of measurements is also crucial for trials, yet timing in
palliative care is problematic because of the short time between
eligibility and death.13

Furthermore, RCTs have been considered inappropriate or
unethical in palliative care.9 They are seldom acceptable to patients
and their families, who may not wish to risk reducing the quality
of life in their remaining days in a trial with a non-intervention
arm. Deliberate withholding of support services from the control
group has been deemed unethical,16 and it is difficult for research-
ers to easily gain control “within ethically defensible limits”.13 For
example, the Cambridge Hospital at Home study compared 186
patients randomised to receive up to 2 weeks of 24-hour nursing
care when nearing death, with 43 control patients on an intention-
to-treat basis.17 Problems included the limited power of the study
to show differences, service resource constraint of 2 weeks, doctors
not wanting to withdraw a desirable service before a patient’s
death, 39% of the intervention group dying before receiving the
intervention, and the control group receiving an alternative good
nursing service. These problems made it difficult to show the
worth of the intervention.

A new system for classifying evidence
It is difficult to grade published studies in palliative care using the
traditional taxonomies for levels of evidence. Our recent literature
review during the preparation of evidence-based guidelines for
palliative care in aged care18 revealed numerous problems; many
publications fell into evidence levels III (non-randomised compar-
ative studies) and IV (case series),15 and many of the studies could
not have been ethically conducted as RCTs. Consequently, to
ensure a consistent, defensible approach to evaluating the available
studies, we adapted traditional taxonomies in accord with recom-
mendations of the National Health and Medical Research Council
(NHMRC).19 We scored studies for quality of methods used to
minimise bias, strength and relevance and, based on these scores,
defined two new levels of evidence — qualitative evidence and
consensus opinion of experts in the field (Box). Although some
may consider these levels of evidence less rigorous, we believe that,
given the limitations of the study designs, they are the most
appropriate criteria for assessing evidence to guide palliative care
practice.

Alternative approaches to study design
There have been calls in both public health and palliative care for
study designs to incorporate the social, economic and political
factors that usually influence the effectiveness of the interven-
tion.4,5,14,20,21 The NHMRC has recognised that clinical practice
guidelines may improve health more readily for the relatively
health-advantaged than for the relatively disadvantaged, poten-
tially increasing health inequalities.22 In response, the NHMRC has
developed a framework for incorporating evidence about socioeco-
nomic position and health into these guidelines.14
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The tendency for evidence classified as “best” (based on study
design) to have been gathered on simple interventions and from
groups that are easy to reach in a population raises issues about its
relevance and transferability to other groups. Assessing evidence
on multiple dimensions would better allow these issues to be taken
into account For example, it has been suggested that evidence on
the effectiveness of public health interventions should be assessed
on three dimensions, similar to those we devised for palliative care
interventions, namely: strength of the evidence, which is deter-
mined by a combination of study design (level), methodological
quality and statistical precision; magnitude of the measured effects;
and relevance of the measured effects to the context in which the
intervention is to be implemented.4 A pragmatic approach is
recommended when considering the importance of study design
relative to the other dimensions.4 Study design should not be seen
as synonymous with quality of evidence, as it is only one aspect.

There are many useful observational designs, including, in
particular, prospective open-label studies.23,24 These have a more
realistic methodology for palliative care research, with each patient
acting as as his or her own control, and data compared before and
after the intervention. For example, the efficacy of ketamine as an
analgesic was investigated with a prospective, multicentre,
unblinded, open-label audit: 39 patients received a 3–5 day
continuous subcutaneous infusion of ketamine, in addition to
their existing analgesic regimen.23 Patients who achieved a 50% or
greater reduction in mean pain scores were designated responders.
The responder rate was 67%. A second trial on 43 patients in eight
centres found a responder rate of 51%.24 The authors concluded
that such data can be used to inform practice, if input and output
data are rigorously recorded, and patients act as their own
controls.23,24

Quality improvement methods are emerging as a way of obtain-
ing evidence in palliative care. These methods involve stating an
aim, measuring success, and testing possible improvements, for
example through a PDSA (“Plan, Do, Study, and Act on new
insights”) cycle. These cycles can generate deep understanding of
complex systems and make sustainable improvements rapidly.25

Although RCTs have their place whenever possible,10,26 the
above alternative designs may offer more feasible research proto-
cols that can be successfully implemented in palliative care. If
studies are to be fairly and accurately graded for the development
of evidence-based guidelines, a second look at this taxonomy is
warranted.
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Rating system for qualitative evidence

This system was devised by the Australian Palliative Residential 
Aged Care (APRAC) project to classify qualitative evidence.*

Studies were scored for:

• Quality of evidence (quality of methods used to minimise bias): 
This was assessed with eight questions, each with a yes or no 
answer (scored as 1 or 0, respectively):

• Was the aim of the study clear?
• Was the paradigm (philosophical and scientific approach, such 

as logical positivistic, qualitative) appropriate to the aim?
• Was the methodology (overall qualitative approach, such as 

phenomenological, grounded theory, critical theory) 
appropriate to the paradigm?

• Were the methods (eg, sampling, data collection, analysis) 
appropriate to the methodology?

• Could the rigour of the study be established? (ie, were the 
methods explicit and transparent, did researchers make explicit 
their own beliefs, did the analysis search for “negative” cases?)

• Did the sampling strategy address the aim?
• Was the data analysis appropriately rigorous?
• Were the findings clearly stated and relevant to the aim?

• Strength of evidence (magnitude of intervention effect):
4 = very high; 3 = high; 2 = low; and 1 = very low.

• Relevance to APRAC project (relevance of outcome measures and 
the applicability of the study results to the clinical question): 
4 = very relevant; 3 = relevant; 2 = of some relevance; 
and 1 = of little or no relevance.

Studies were classified as:

• Level QE (qualitative evidence) and were considered appropriate 
for development into guidelines if they had a quality rating of 6 or 
higher (out of a total of 8) and both a strength and a relevance 
rating of 3 or 4 (out of a total of 4). These studies are usually 
descriptive and include detailed, rich and “integrative” analysis, 
including observational or case studies.

• Level EO (expert opinion), if they contained no quantitative or 
qualitative evidence, but provided information about best 
practice from an expert or experts in that field, as agreed by the 
project team. Because expert opinion is generally the result of 
experiential knowledge, it was considered helpful to the 
development of the guidelines and, accordingly, was included in 
the preamble for each chapter. However, as it was not research-
based, it was not used as the basis for any guidelines.

* The first edition of the APRAC guideline document was made available for 
public comment.18 This description is based on the second edition, currently 
undergoing evaluation by the National Health and Medical Research Council.◆
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Dealing with pressure
Hypertension. Michael Schachter, David Monkman. 
Edinburgh: Churchill Livingstone, 2004 (v + 134pp, 
$45.10). ISBN 044 307470 4.

HYPERTENSION IS A SHORT BOOK aimed at pri-
mary care physicians and junior doctors. It
provides a comprehensive summary of the major
issues in the diagnosis and treatment of hyperten-
sion. Each volume of Churchill’s In clinical practice
series is written by a specialist working with a
primary care physician, and both authors of
Hypertension have appropriate qualifications. 

The book is very topical, given the publication
of hypertension guidelines by a number of national
and international organisations in the past year,
and the subsequent controversy about some of
their recommendations. Differences in the guide-
lines are discussed and some of the authors’ own interpreta-
tions are provided. Opinion is clearly differentiated from
evidence in the book.

Importantly, several major hypertension trials have been
published since the book was written, and the ASCOT

(Anglo-Scandinavian Cardiac Outcomes Trial)
results are soon to be published. This means that
parts of the book will be out of date in a relatively
short time. However, whether the results of these
recent trials lead to changes in the recom-
mended management of hypertension remains
to be seen.

The presentation and writing style are very
user-friendly and I found this an enjoyable book
to read. Important points are listed in italics in
the margins. The table of antihypertensive drugs
provides an easily accessible summary of doses,
indications and side effects. The cost of the
book seems reasonable. There are few who
manage hypertension who would not glean

some useful and practical information from this book. I would
particularly recommend it to specialist physician trainees as
well as primary care trainees.

Roger Peverill
Cardiologist

Monash University, Melbourne
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