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Abstract
Background: Rapid review methods are increasingly used as an alternative to
systematic reviews when there is time, resource or other logistical constraints.
The Cochrane Rapid Reviews Methods Group recommends further methodological
development and publishing protocols to improve the transparency and quality of the
review. The authors of this paper were invited to provide timely, expert input for the
revision of the 2010 Guidelines for Providing Palliative and End of Life Care for People
with Diabetes (Guidelines), Australia, regarding the evidence-based use of traditional
and complementary medicine (T&CM). The inclusion and consideration of T&CM in
guidelines is often ad-hoc and would benefit from more systematic methods. Evidence
of efficacy on clinical outcomes is not the only reason to review an intervention. Other
reasons relevant to the T&CM context is: interventions that are commonly used by
people with diabetes in the palliative care setting, have potentially high costs or risks,
or present a conflict in choices between individual and societal perspectives.

Method: The aim this review is to rapidly identify and synthesise the highest quality
evidence about the safety and efficacy of a selection of T&CM interventions and provide
timely information to update the Guidelines. The review has two stages 1) a rapid
scoping review to inform the framing of the review questions and identify important
modifying factors and 2) a rapid evidence review of up to 20 T&CM interventions to
inform the Guidelines. Project constraints include limiting the number of interventions
for appraisal and databases to be searched, and including only papers published in
English. Searches and evidence appraisals will be conducted by single reviewers, with
one tenth to be checked by another reviewer. No meta-analyses or modelling will be
undertaken.

Volume 1 Issue 7 - 2017
School of Science & Health, Western Sydney University,
Australia
2
Menzies Centre for Health Policy, University of Sydney,
Australia
3
Mediwell Coorparoo, Australia
1

*Corresponding author: Jennifer Hunter, MScPH, BMed,
NICM, School of Science & Health, Western Sydney
University, Campbelltown Campus, Locked Bag 1797, Penrith
NSW 2751, Australia,
Email:
Received: November 07, 2017 | Published: December 27,
2017

Discussion: The proposed rapid review protocol is designed to address the time
and resource constraints of the Guidelines developers, and inform rapid review
methodology. Notwithstanding the methodological constraints, the proposed protocol
and its reporting will be transparent, systematic and reproducible.
Protocol Review: This protocol is endorsed by the Guidelines’ Writing Group and the
Health Professional Expert Advisory Group.
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Introduction

This paper presents a protocol using rapid review methods
that will be used to select a limited number of traditional and
complementary medicine (T&CM) interventions and evaluate
the available evidence. The results from this review will be used
to inform an update of the Australian Guidelines for Managing
Diabetes at the end of life (Guidelines). Rapid review methods
were chosen to maximise the number of T&CM interventions and
different problems that could realistically be reviewed in a timely
manner given the resources available to the research team.
Submit Manuscript | http://medcraveonline.com

Rapid review methods are increasingly used as an alternative
to systematic reviews (SR) when there are time, resource or other
logistical constraints [1-5]. Estimated costs of a comprehensive
SR exceed USD$100,000 with an average of 1,139 hours to
complete [6]. For many research teams, pragmatic decisions
must be made that may compromise the accepted ‘gold standard’
systematic review methods used to minimise bias, which in turn
impacts the validity and generalisability of the results. As such,
a rapid review is not a replacement for a full systematic review
and meta-analysis. Notwithstanding methodological constraints,
rapid reviews should endeavour to be transparent, systematic and
reproducible [4]. Most Rapid Reviews do not publish a protocol
[3]. However, the recent establishment of a Cochrane Rapid
Reviews Methods Group highlights the need to develop methods
that minimise bias despite project constraints [7]. Outlining the
objectives and methodology a priori will further improve the
Hos Pal Med Int Jnl 2017, 1(7): 00039
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transparency and quality of the methods used to frame the review
questions, help reduce bias arising from the rapid review study
design, and enhance the reproducibility of the results.
Diabetes mellitus is a common end-of-life condition due to its
high prevalence and associated complications and co-morbidities.
In 2012, 10% of Australian death certificates recorded diabetes
as an underlying or associated cause of death. Mortality rates
were 1.6 times higher for males than females, and exponentially
increased with age [8]. Palliative and end of life care are important
aspects of the diabetes care. The trajectory to death for people
with diabetes is usually long with many periods of instability
before death occurs; but death can be sudden. For others, diabetes
only becomes an issue at the end of life when glycaemic control
is exacerbated by medications being used to manage another
condition. Palliative and end of life care for people with diabetes
involves management decisions that emphasise enhanced
person-centred quality-of-life over curative treatments [9]. The
importance of early end-of-life planning is increasingly being
recognised, including the potential for cost savings with Advance
Care Planning programs [10].
T&CM covers a diverse range of health-related interventions
and therapies that are typically not considered to be part of
conventional Western medical care (Table 1) [11-13]. The
decision to include guidance about the use of T&CM in the
Guidelines reflects their high use by people with diabetes [14-16],
the provision of selected T&CM interventions by hospices and
palliative care services [17-19], the potential for both negative
and positive interactions with conventional treatments [20], and
the alignment of many of the philosophies and aims of T&CM
with palliative care, such as relieving suffering and a focus on
holistic, person-centred care [21,22]. Inclusion of T&CM in the
Guidelines aims to better support the need for informed health
care communication and decision-making [23], and contribute to
coordinated continuity of care across multiple healthcare settings
– hospital, home, long-term care and hospice.
Table 1: Traditional & Complementary Medicine (T&CM) therapies and
practices.
Mind-Body Medicine

Natural Product
Based Therapies and
Diets

Manipulative and
Body-Based Practices

Techniques to enhance the mind's
capacity to affect bodily function and
symptoms and vice versa e.g. play, art or
music therapy, aromatherapy, hypnosis,
imagery, tai chi, yoga, meditation.
Substances found in nature to promote
health (e.g. nutritional supplements,
plant based medicines, chelation
therapy) and diet therapy (e.g. low
glycaemic-index diet, vegetarian or
vegan diet).
Hands-on manipulation and/or
movement of parts of the body such
as chiropractic, osteopathy, massage,
reflexology.

Energy Medicine

Whole Medical
Systems
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The use of energy fields, including the
unconventional use of electromagnetic
fields, that purportedly surround
and penetrate the human body e.g.
acupuncture, laser acupuncture,
magnetic therapy, therapeutic touch,
Reiki.

Which are complete systems of theory
and practice outside the conventional,
allopathic model e.g. traditional
Chinese medicine, Ayurvedic medicine,
Naturopathy, Homeopathy and
Indigenous healing practices.

There is a paucity of evidence to guide clinical decision-making
for diabetes palliative and end of life care in this clinical context that
in part reflects the ethical challenges with recruiting vulnerable
people [24]. Notwithstanding, evidence-based guidelines have
been produced by various bodies in the UK, USA and Australia
[25,26]. However, the guidelines mostly focus on the management
of diabetes and glycaemic control with limited discussion about
the management during the palliative care stages of a person who
already has, or develops diabetes [27]. Furthermore, T&CM use
is rarely considered in guidelines for diabetes or end of life care,
and a common complaint of guidelines in general, is the ad-hoc
inclusion and consideration of T&CM [28,29].
In response to the need for clinical guidance leading Australian
experts published the Guidelines for Managing Diabetes at the end
of life (Guidelines) in 2010 [31]. The Guidelines are now due for
revision. Along with revising the existing recommendations, the
proposed revision will expand the scope to include palliative care,
include more information about common disease trajectories and
communication processes to promote earlier recognition and
discussion about end-of-life planning, and provide more specific
recommendations about the appropriate use of T&CM.

Regarding the decision about which of the many different
T&CM interventions to appraise, GRADE and other directives for
guideline developers recommend formulating the PICO questions
– Patient/problem/population, Intervention, Comparison
interventions and Outcomes - through consensus development
by the guideline committee [31,32]. However, non-systematic
methods such as brainstorming are often recommended [33]. The
concern is that brainstorming will reflect the expert knowledge
and bias of the committee members, and may in part explain the
ad-hoc inclusion of T&CM in guidelines [34]. A systematic method
is therefore needed when framing the PICO questions for T&CM
[34]. Evidence about safety, efficacy and cost-effectiveness, and
the potential for at least a modest clinical benefit are important,
but not the only reasons, to appraise an intervention. Other
reasons relevant to the T&CM context includes interventions
that are commonly used by people with diabetes, are commonly
provided in the healthcare setting, have potentially high costs
or risks, or present a conflict in choices between individual and
societal perspectives [35,36].
Another common criticism of guidelines, is that due to the
emerging scientific evidence-base for many T&CM interventions,
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recommendations regarding their use are often non-specific such
as “discuss T&CM use with your patients”, or “more research
is needed” [28,29,37]. Neither is particularly informative to
patients and practitioners who must make informed decisions
despite insufficient high-quality evidence. The importance of
providing informative recommendations is emphasised in many
guidelines directives [38-41]. Evidence about the benefits and
risks of an intervention is only part of the information required
to make informed clinical decisions. Modifying factors such
as patient preferences and values; affordability, accessibility,
quality and feasibility of the intervention; the health care
setting; and other social and economic circumstances must also
be considered [36,42,43]. Consequently, the use of an evidence
hierarchy as a direct constrainer when grading the strength of a
recommendations is now discouraged [44], as there is a tendency
for guideline developers to then ignore lower levels of evidence
and important modifying factors that in some instances, may
justify upgrading a recommendation [38].
In summary, the challenges with including T&CM interventions
in palliative and end of life clinical guidelines are:
i. Selecting which of the many T&CM options to include in an
in-depth evidence review;

ii. Finding and appraising the evidence of safety, efficacy and
cost-effectiveness, along with information about relevant
modifying factors such as the magnitude of effect, current
use, patient preferences, demand, equity and logistical
considerations (e.g. quality of products, credentialing and
availability of practitioners, implementing the service);

iii. Providing useful, specific recommendations despite
the likelihood that for many interventions there will be
uncertainty about safety or efficacy; and
iv. Obtaining the information in a timely manner despite
resource constraints.

Despite these challenges, the authors of this paper were
invited to provide expert input about the evidence-based use
of T&CM in diabetes end-of-life care for the revised Guidelines.
Following a series of meetings with the Guidelines’ Writing Group
and Health Professional Expert Advisory Group that included
discussions about time and resource constraints, the decision was
made to conduct a rapid literature review to frame the questions,
and appraise and summarise the evidence for up to 20 T&CM
interventions. The results will be used to inform the Guidelines
and provide relevant information to clinicians and people with
diabetes.

Materials and Methods

It is recommended that the use of rapid reviews are restricted
to answering narrow, focused questions in a timely manner, or
used as a scoping mechanism for emerging technologies such
as T&CM [5]. In this instance, both reasons apply. The proposed
rapid review has two parts:
i. A scoping review to frame the review questions and identify
important modifying factors and
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ii. An evidence review of selected T&CM interventions.

Project constraints

This review is constrained by both time and resources. The
review must be accelerated and completed within 6 months.
Although there are three reviewers, their availability is limited
to a total of 0.2 FTE (full time equivalent) for the duration of the
project. As such, the following constraints are proposed. The
literature searches will be restricted to the smallest number of
English language databases possible. The assumption is that if
the majority of relevant publications are identified, inclusion
of the remaining studies is unlikely to substantially change the
estimates of effect [45].

One reviewer will conduct each search and select eligible
publications. Similarly, the methodological quality of the included
studies will be formally appraised by one reviewer only, who
will refer to the other reviewers for a second opinion if there is
doubt, including equivocal evidence. As a means of monitoring
quality and consistency between the reviewers, one tenth of the
publications will be randomly selected throughout the process for
appraisal by another reviewer in the research team. Significant
discrepancies will be addressed through regular group meetings
with all the reviewers and if needed additional consultation
with the Writing Group and Health Professional Expert Advisory
Group. The evidence review will be limited to a small selection of
T&CM therapies and where possible will only appraise existing
systematic reviews (SR) and any clinical trials published after the
date of the last SR. Other evidence will only be searched for and
included if it is the best available evidence to answer the research
question. No meta-analyses or modelling will be undertaken.

Rapid scoping review

The aim of the scoping review is to inform the PICO questions
for the evidence review [31] and to gather information about
relevant modifying factors such as patient preferences, equity,
economic and logistical considerations that will be needed when
grading the recommendations for the Guidelines [38]. Scoping
reviews are useful in fields such as palliative care and T&CM
where there is emerging and heterogeneous evidence [46]. It is
anticipated that the available evidence will include a wide range
of study designs and quality, along with various comparative
interventions and outcomes. The nature, volume and direction of
the evidence identified through the scoping review will inform the
PICO questions and the search strategy for the evidence review.
Up to 20 T&CM interventions will be selected for stage 2,
the evidence review. To assist the selection process, the scoping
review will summarise information about the following:
i. T&CM interventions commonly used by people with diabetes
and/or people who have a life-threatening or life-limiting
illness,

ii. T&CM interventions commonly provided by caregivers,
healthcare practitioners or palliative care services;

iii. Common problems and outcomes that people with diabetes
at the end of life seek to address by using T&CM;
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iv. Other considerations such as safety, quality, cost, availability
and feasibility of T&CM interventions;

v. Relevance and applicability of the results to the Australian
palliative care setting and the objectives of the Guidelines;
and

vi. Quality of the research.

Patient/problem/population: The Guideline outlines common
conditions and problems that people in Australia with diabetes
experience [30]. These are categorised according to the Palliative
Care Outcomes Collaboration (PCOC) stages of stable, unstable,
deteriorating and terminal [47]; patients known to have preexisting diabetes and those who develop diabetes; patients with
Type 1 and Type 2 Diabetes; and common palliative care and
diabetes problems (Table 2). There may however be reasons,
other than the problems listed in the Guidelines, for why people
with diabetes use T&CM e.g. seeking more personal personcentred care, to support holistic healthcare needs, or to manage
comorbidities [48,49]. Therefore, the scoping review will also seek
to identify other common or important reasons and problems for
T&CM use by this patient group that are not listed in Table 2.
Table 2: Conditions and problems experienced by people with diabetes
at end-of-life.
Hyperglycaemia, hypoglycaemia, polyuria, oligouria, thirst
Microvascular disease (retinopathy and nephropathy)

Macrovascular disease (cardiovascular and cerebrovascular
disease and intermittent claudication)
Neuropathy (peripheral and autonomic), pain

Active infection, sepsis, occult chronic infection
Depression, anxiety
Insomnia

Nausea, vomiting and anorexia
Acute dyspnoea
Cachexia

Delirium

Intervention/comparison: Given the vast number of potential
T&CM interventions, to assist the selection process of up to 20
interventions, the scoping review will gather information about
interventions that:

i. Are often used in Australia by this patient group, or commonly
provided by their caregivers, healthcare practitioners or
health services;

ii. Have higher quality scientific evidence about benefits or risks;

iii. Aim to address common problems that
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a. are experienced by people with diabetes at the end of life
(especially when conventional care is ineffective, very costly,
or low patient acceptability), or
b. aim to simultaneously address multiple problems or a
symptom cluster experienced by people with diabetes and/
or people at the end of life;

iv. Have safety concerns (e.g. pharmacokinetic interactions,
hypoglycaemia);
v. Have high costs (including opportunity costs); and

vi. Are logistically feasible to implement in the Australian
palliative health care setting.

Outcomes: The patient-relevant outcomes discussed in the
Guidelines and its references include monitoring and stabilising
blood glucose levels to minimise metabolic derangements and
associated symptoms; maximising quality of life and comfort;
and an emphasis on psychological, social and spiritual wellbeing
[30]. It is anticipated that the scoping review will identify other
outcomes that are important to people with diabetes. Information
about the relative importance of different outcomes may also
be revealed. Potential outcomes will be classified as critical,
important but not critical, or low importance [31].

Modifying factors: Contextual information is essential for the
decision-making process of patients, clinicians, health services
and policy makers [36,38,39,50,51]. The scoping review will also
begin to collect information about important modifying factors
such as costs, accessibility, feasibility of administration (e.g. in
the hospice, hospital or home setting), quality control, clinical
governance, patients’ (and caregivers’) preferences and values,
and other social and economic considerations.

Search strategy: An iterative process will be used to search the
literature. Searches will cease when data saturation is reached
(i.e. no new themes or information are identified) and there is
adequate information to answer the research questions and justify
the selection of up to 20 T&CM interventions for the evidence
review. Qualitative and quantitative studies are included and will
be identified by first searching PubMed and selected EBSCOhost
databases - Abstracts in Social Gerontology, Academic Search
Complete, AHFS Consumer Medication Information, CINAHL
Plus with Full Text, eBook Collection, Health Source - Consumer
Edition, Health Source - Nursing/Academic Edition, MEDLINE
and PsycINFO. Combined, these on-line reference systems provide
an extensive range of relevant index journals and grey literature
[52]. If data saturation is not achieved, other databases including
the Allied and Complementary Medicine Database (AMED) [53],
Natural Medicines Comprehensive Database [54] and Google
Scholar will be searched [52,55]. Bibliographies of published
papers, and cluster searching of key authors will additionally
inform the iterative process. Key words for the first search will
focus on the utilization of T&CM and will be based on three
categories 1) diabetes and 2) palliative and end of life care and 3)
common comorbidities, conditions or problems (Table 2). These
are detailed in Additional File 1. Results from this initial search
will inform subsequent searches until data saturation is reached.
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Data appraisal and synthesis: Mixed methodology will be used
to collate and synthesise the evidence from a range of study
designs. Data will be organised on a spreadsheet. The CASP
(Critical Appraisal Skills Programme) checklists will be used as a
guide for rapidly rating the quality of the research [56].

Finalising the PICO questions: The results of the rapid scoping
review will be presented to the Writing Group and the Health
Professional Expert Advisory Group in tabulated and narrative
formats who will then jointly decide the final selection of the PICO
questions to be answered by the T&CM rapid evidence review.
If more than 20 interventions are shortlisted, selection will be
prioritised according to those that have 1) higher quality scientific
evidence for safety and/or effectiveness; 2) use comparison
interventions that are already recommended for use in this
clinical setting; and 3) the studies evaluate outcomes that match
the reasons why people with diabetes or T&CM practitioners use
the intervention or align with outcome important to people with
diabetes.

Rapid evidence review

Having determined the PICO questions, a rapid evidence
review will be conducted to inform the Guidelines revision. The
aim is to identify and appraise the quality of evidence, risk of bias
and confidence in the accuracy of estimated treatment effect sizes
[57].
Search and selection methods: In contrast to a comprehensive
systematic review (SR) as outlined in the Cochrane Handbook
for Systematic Reviews of Interventions [58], the rapid literature
search will use a limited number of bibliographic databases and
only include publications written in English. The search will begin
by identifying SRs, followed by clinical trials published after the
date of the SR. If the SR evidence is rated as low quality, then the
search will be extended to include all clinical trials. Published
research comparing T&CM with active controls or placebo,
followed by studies without controls will be sought. If significant
uncertainty about benefits and risks remain, the inclusion criteria
will be extended to include other study designs – observational
studies, case controls, case series, case studies, evidence of
traditional use (expert clinical opinion) and laboratory research.
The Cochrane trial register, PubMed and EBSCOhost will initially
be searched. Theses searches are likely to capture over 97% of
published clinical trials for conventional medicine [45]. If needed,
database searches of the Allied and Complementary Medicine
Database (AMED) [53], Natural Medicines Comprehensive
Database [54], AcuTrials [59] and Google Scholar will be searched
[52,55]. The bibliographies of published papers and cluster
searching of key authors will also be used to identify additional
evidence for inclusion in the review. A preliminary outline of the
search terms can be found in the Additional File 1. At least seven
key words for diabetes and co-morbidities, twenty key words for
T&CM interventions and ten key words for outcomes will be used.
The final selection will be informed by the existing Guidelines,
the agreed PICO questions and results from the scoping review.
Keywords for study designs will aim to identify the highest quality
evidence about each intervention. A PRISMA diagram will provide
an overview of the search results.
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Quality assessment: Studies will be critically appraised for the
quality of the evidence and risk of bias by one reviewer using the
following tools: AMSTAR checklist for systematic reviews [60,61],
Cochrane Risk of Bias Tool for clinical trials [58], and ROBINS-I
for non-randomised intervention studies [62]. The CONSORT
extensions for reporting herbal medicinal interventions [63],
non-pharmacologic treatment interventions [64], acupuncture
interventions [65], non-inferiority and equivalence trials [66],
and pragmatic trials [67] will be used if relevant.
Data synthesis: The GRADE Evidence Profile and GRADEpro
3.6 software [33] will be used to collate, summarise and present
the results to inform the Guidelines update. The results will
be summarised in tabulated form using the GRADE Evidence
to Decision (EtD) framework [68] that incorporates the
internationally recognised Cochrane Summary of Findings from
systematic reviews on the effects of healthcare interventions
[58]. The EtD will be adapted to include the modifying factorsgeneralizability and applicability to the Australian healthcare
setting - that are used in the Australian National Health and
Medical Research Council’s Body of Evidence Matrix [69].

Conclusions and recommendations: The results of the evidence
review – EtD framework and a narrative summary - will be
presented to the Writing Group and the Health Professional Expert
Advisory Group for consideration in the updated Guidelines.

Discussion

The proposed rapid review protocol addresses the time and
resource constraints of the Guidelines developers; the need to
develop robust methods for rapid reviews [3]; and the ad-hoc
consideration of T&CM in many clinical guidelines [28,29,37]. A
two-step process has been proposed that begins with a scoping
review to inform the PICO questions, followed by a literature
search and appraisal of the evidence for up to 20 T&CM
interventions.

The primary purpose of this rapid review is to inform evidencebased recommendations for the Guidelines about the appropriate
use of T&CM in for people with diabetes receiving palliative or end
of life care. Given the project’s constraints, an alternative option
could be to undertake a systematic literature review that includes
all relevant bibliographic databases, non-English publications and
a meta-analysis for only one T&CM intervention or one clinical
problem. Although the results would be less prone to bias, they
would also be much less useful for updating the Guidelines that
require an evidence review about the safety and efficacy of a
range of T&CM interventions and problems that are relevant to
this patient group.
Accepting there will be an increased risk of bias is a compromise
for many rapid review protocols [7]. The decision to include
only one reviewer for the database searching, selecting eligible
publications and appraising the quality of the evidence; restricting
the evidence review to a limited number of T&CM interventions,
research published in English and a limited number of databases;
and using the results of systematic reviews in preference to
searching and appraising all clinical trials, will increase the risk of
bias and the likelihood that relevant interventions and research
may be missed or excluded [70].

Citation: Hunter J, Arentz S, Deed G (2017) Protocol for a Rapid Evidence Review of Traditional and Complementary Medicine for People with Diabetes
Receiving Palliative or End-of-Life Care. Hos Pal Med Int Jnl 1(7): 00039. DOI: 10.15406/hpmij.2017.01.00039

Protocol for a Rapid Evidence Review of Traditional and Complementary Medicine for
People with Diabetes Receiving Palliative or End-of-Life Care

Copyright:
©2017 Hunter et al.

6/8

To help mitigate the limitations of the proposed study
design, strategies such as using two reviewers to independently
appraising a tenth of the papers, conducting broader database
searches if needed, regular team meetings throughout, and
publishing the protocol in advance of conducting the review
have been employed. Furthermore, the impact of many of
the methodological compromises of this protocol may not be
substantial enough to warrant using more stringent methods.
For example, an exhaustive search of all relevant databases may
not substantially improve the reliability of the results. In a crosssectional analyses of 129 SRs, an exhaustive literature search of up
to ten databases was not shown to significantly alter the estimated
effect sizes compared to SRs of only two databases (EMBASE and
Medline) [71]. Furthermore the inclusion of all possible trials of
any quality may potentially increase the risk of bias due to the
effects of low quality studies skewing the results [70].

(listed below) for their input during the protocol development.

This rapid review protocol highlights its limitations and
strengths, and the rationale for the proposed study design. The
protocol addresses key areas of concern regarding the need for
more systematic methods when formulating PICO questions for
T&CM interventions, and proposes methods for a rapid evidence
synthesis to inform evidence based clinical guidelines. The
incorporation of evidence based T&CM into the Guidelines for
the management of people with diabetes receiving palliative or
end of life care has been proposed to improve patient-physician
communication and contribute to coordinated continuity of care
across multiple healthcare settings. It acknowledges the high use
of T&CM in Australia that includes adults with diabetes receiving
palliative care or at the end of life, and the need for evidencebased guidance about the appropriate use of T&CM.

Ms Sharyn Milnes, Curriculum and Research, i-Validate Project,
Barwon Health

Conclusion

The proposed rapid review will synthesise the highest quality
evidence for T&CM and provide meaningful information for
the self-care agenda of people with diabetes who have a lifethreatening or life-limiting illness, their caregivers, practitioners
and healthcare services [72]. In addition, it will identify important
knowledge gaps to help guide research direction.
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