
              

City, University of London Institutional Repository

Citation: Cuthbertson, B. H., Campbell, M. K., MacLennan, G., Duncan, E. M., Marshall, A.

P., Wells, E. C., Prior, M. E., Todd, L., Rose, L., Seppelt, I.M., et al (2013). Clinical 
stakeholders' opinions on the use of selective decontamination of the digestive tract in 
critically ill patients in intensive care units: an international Delphi study. Critical Care, 17(6),
R266. doi: 10.1186/cc13096 

This is the published version of the paper. 

This version of the publication may differ from the final published version. 

Permanent repository link:  https://openaccess.city.ac.uk/id/eprint/15383/

Link to published version: https://doi.org/10.1186/cc13096

Copyright: City Research Online aims to make research outputs of City, 

University of London available to a wider audience. Copyright and Moral Rights 

remain with the author(s) and/or copyright holders. URLs from City Research 

Online may be freely distributed and linked to.

Reuse: Copies of full items can be used for personal research or study, 

educational, or not-for-profit purposes without prior permission or charge. 

Provided that the authors, title and full bibliographic details are credited, a 

hyperlink and/or URL is given for the original metadata page and the content is 

not changed in any way. 

City Research Online



City Research Online:            http://openaccess.city.ac.uk/            publications@city.ac.uk

http://openaccess.city.ac.uk/
mailto:publications@city.ac.uk


Cuthbertson et al. Critical Care 2013, 17:R266
http://ccforum.com/content/17/6/R266
RESEARCH Open Access
Clinical stakeholders’ opinions on the use of
selective decontamination of the digestive tract
in critically ill patients in intensive care units: an
international Delphi study
Brian H Cuthbertson1,2*, Marion K Campbell3, Graeme MacLennan3, Eilidh M Duncan3,4, Andrea P Marshall5,
Elisabeth C Wells6, Maria E Prior3,4, Laura Todd7, Louise Rose8, Ian M Seppelt9, Geoff Bellingan10 and Jill J Francis3,4
Abstract

Introduction: Selective decontamination of the digestive tract (SDD) is a prophylactic antibiotic regimen that is not
widely used in practice. We aimed to describe the opinions of key ‘stakeholders’ about the validity of the existing
evidence base, likely consequences of implementation, relative importance of their opinions in influencing overall
practice, likely barriers to implementation and perceptions of the requirement for further research to inform the
decision about whether to embark on a further large randomised controlled trial.

Methods: This was a Delphi study informed by comprehensive framework of possible determinants of health
professionals’ behaviour to study Critical Care practice in four countries. There were four key stakeholder participant
groups including ICU physicians, pharmacists, clinical leads, and clinical microbiologists/ infectious disease
physicians. Round one comprised participant interviews and Rounds two and three were online questionnaires
using Delphi method.

Results: In this study, 141 participants were recruited of whom 82% were retained. Participants rated themselves as
knowledgeable about SDD. Antibiotic resistance was identified as the most important issue. SDD was seen as a low
clinical priority but few participants reported strong opposition. There was moderate agreement that research to
date has not adequately addressed concerns about antibiotic resistance and lacks generalizability. Participants
indicated equipoise with regard to benefits and harms of SDD, and indicated strong support for a further
randomised trial.

Conclusions: Clinicians have clinical equipoise about the effectiveness of SDD. Future research requires longer
follow up to assess antibiotic resistance as well as greater validity/generalizability to provide definitive answers on
the effectiveness of decontamination and effects on antibiotic resistance. SDD was regarded as not being a high
clinical priority, which may limit future trial participation. These results have identified that further large randomised
controlled trial of SDD in critical care is both warranted and appropriate.
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Introduction
Hospital-acquired infections (HAI) are a major clinical
problem for modern health services because they are as-
sociated with morbidity and mortality as well as high
additional healthcare costs. Critically ill patients are ex-
tremely susceptible to such infections. Between 20% and
50% of ICU patients experience HAI [1]. Reducing the
incidence and mortality of HAI is currently the focus of
many ICU quality improvement programmes and gov-
ernment initiatives worldwide.
One intervention that has gained much attention in

reducing the incidence of HAI is selective deconta-
mination of the digestive tract (SDD). SDD involves the
application of topical nonabsorbable antibiotics to the
oropharynx and stomach, and a short course of intraven-
ous antibiotics [2-9]. The evidence supporting the use of
SDD currently comprises 12 meta-analyses of 36 rando-
mised controlled trials (RCTs) [2-9]. Many of these stud-
ies demonstrate a benefit in terms of reducing rates of
pneumonia, and more recent studies also show lower
mortality in all ICU patients or in certain subgroups. A
recent large cluster RCT of SDD conducted in the
Netherlands found a 3.5% absolute reduction in mortal-
ity [10]. A Cochrane review of SDD comprising 36 trials
demonstrated that SDD was associated with reduced
pneumonia (odds ratio 0.32 (95% confidence interval
0.26 to 0.38)) and death (odds ratio 0.75 (95% confidence
interval 0.65 to 0.87)) [9]. This mortality benefit is of the
magnitude of a 3 to 6% absolute risk reduction with a
number needed to treat of 18 to save one life [9,10]. If
the documented mortality benefit could be realised
internationally it would save tens of thousands of lives
each year.
Despite this evidence, the international ICU commu-

nity has not widely adopted SDD [11]. Little systematic
evidence is available about clinicians’ beliefs regarding
the existing evidence, the perceived benefits and risks of
SDD, the factors that influence lack of adoption, and
likely barriers to implementation [11]. Further, it is
unclear whether there is a need for further evidence of
effectiveness before use of SDD would become broadly
acceptable, and which study design would be feasible
and acceptable to clinicians.
We performed an international Delphi study to iden-

tify the opinions of key stakeholders about the strength
and generalisability of the existing evidence related to
SDD, the positive and negative consequences of imple-
menting SDD in ICUs, and the barriers to implementing
SDD in ICUs. Ultimately, we planned to use the results
of this Delphi study to inform practitioners and resear-
chers about whether a further RCT of SDD in critical care
was appropriate and warranted. To ensure the results gen-
erated would be maximally robust and systematic, we used
the Theoretical Domains Framework of clinical behaviour
developed from the field of health psychology [12,13]. The
Framework provides a model for comprehensive assess-
ment of factors affecting clinical behaviour.

Materials and methods
An international Delphi study (one qualitative interview
round and two quantitative rounds) was performed in
participants in Australia and New Zealand, Canada, and
the UK. Ethics approval was granted by the Nepean
Research Ethics Committee (Australia and New Zealand),
the Sunnybrook Hospital Research Ethics Committee
(Canada) and the North of Scotland Ethics Service (the
UK), and individual consent was obtained from all partici-
pants. All human and animal studies have been approved
by the appropriate ethics committee and have therefore
been performed in accordance with the ethical standards
laid down in the 1964 Declaration of Helsinki and its later
amendments.

Sample
A Delphi process gauges opinions from a panel of
experts [14]. For this study, we defined experts as those
in a position to exert decisional authority and be key
stakeholders with regard to ICU policy about SDD or to
lead its implementation into clinical practice (if that was
to happen). Experts were not defined as experts in SDD.
We identified four key stakeholder groups: ICU physi-
cians, ICU pharmacists, ICU clinical leads (medical and
nursing), and clinical microbiologists and infectious dis-
ease specialists who had ICU responsibility.
Our target sample size was 10 participants per stake-

holder group in each of the three geographical zones (40
per zone, 120 in total) [15]. The research team compiled
lists of their respective stakeholder groups and assessed
individuals according to predetermined diversity factors
(geographical location, ICU bed number, current SDD
practice and academic affiliation). To achieve a final sample
size of 10 in all stakeholder groups in each zone, we ini-
tially oversampled up to three participants in each of the
four groups per zone. Round 1 was a telephone-delivered
semi-structured interviewing using a topic guide developed
using the Theoretical Domains Framework. All participants
who participated in Round 1 were invited to participate in
Round 2. Only those who responded at Round 2 were
invited to participate in Round 3. Full analysis of the
Round 1 interviews of this Delphi study are reported else-
where due to the differing nature of the data (qualitative),
and the high total volume of data from the study makes
concise reporting of all data in one paper impossible [16].

Development of the Delphi materials
Use of the Theoretical Domains Framework
Construction of the Delphi materials was directly informed
by the Framework, a comprehensive characterisation of
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possible determinants of health professionals’ behaviour.
The Framework was developed out of a collaboration of
health psychologists and implementation researchers, and
has been used in other clinical spheres to systematically
assess barriers and facilitators to the uptake of specific
clinical behaviours [12]. The framework clusters determi-
nants of health professionals’ behaviour into 12 salient
domains (Table 1). The domains explore the effect of
issues including knowledge (that is, how a clinician’s
knowledge about a topic affects his/her behaviour), social/
professional role and identity (how the accepted clinical
thinking and norms of a particular profession affect a
clinician’s behaviour), and beliefs about consequences
(that is, how a clinician’s perception of the benefits and
harms of a clinical action affects his/her behaviour).
An added benefit of the Theoretical Domains Frame-

work is that future research, if any, is guided by the
theoretical domains identified as most crucial to the use
of SDD. For example, if the beliefs about consequences
domain was identified as most important, this would
suggest that there are continuing uncertainties about the
evidence base and that further research on clarifying the
evidence base is required.
We ensured that all opinions raised in all regions in

Round 1 were taken forward to Round 2 as items. Fifty-
six items were generated in Round 1, 46 of which were
common across all regions [16] and were included in
Round 2 and Round 3 materials for the entire sample. In
Table 1 Explanations of the twelve theoretical domains used

Domain label [12] Domain content

Beliefs about consequences Often regarded as
and harms of a cli
the clinician such

Behavioural regulation Includes the ‘how’
facilitate or hinder

Beliefs about capabilities How confident clin

Emotion Includes issues suc
help or hinder the

Environmental context/resources Includes the physi
levels and time as

Knowledge Knowledge of the
knowledge of the

Memory, attention and decision processes The level of attent
forgetting is likely
made by individua

Motivation and goals The relative priorit

Social/professional role and identity The clinical thinkin

Skills Covers the possibi
implement a new

Social influences The influence of o
patients’ families, p

Nature of the behaviours Some new practic
than new practice
addition, five items with multiple response options were
included in Rounds 2 and 3 to explore specific trial design
and feasibility issues.

The Delphi rounds
Round 1 of the Delphi study involved semi-structured
Theoretical Domains Framework-based interviews, ana-
lysed using content analysis. The set of 56 statements
summarising beliefs about SDD generated from inter-
view data were included in the instrument used for
Round 2 and Round 3 reported in this paper. Item word-
ing (that is, in favour of/against SDD) was selected as
follows: using participants’ wording from Round 1 inter-
views; creating balance (positive and negative statement
directions) among items; and reflecting best practice in
terms of constructing questionnaire items. This resulted
in eight positively worded items (that is, in favour of
SDD use), 33 negatively worded items (that is, concerns
about SDD use) and 11 neutrally worded items. For each
item, there were two questions: ‘To what extent do you
agree or disagree?’ (on a nine-point Likert scale, with
1 = ‘strongly disagree’ and 9 = ‘strongly agree’) and ‘How
important is this issue is in your overall opinion about the
delivery of SDD to critically ill patients?’ [17]. Five further
questions were included to measure views about further
SDD research (Additional file 1).
The Round 2 questionnaire was piloted with five clini-

cians not participating in the Delphi study and led to
to generate Round 1 data

core to clinical reasoning, this domain covers the perceived benefits
nical action. In some contexts it can also include consequences for
as workload, pay, career progression, or for the hospital or health service.

of changing clinical practice: what are the practical strategies that would
uptake of a new practice.

icians are that they could change their practice effectively.

h as work stress, patient anxiety and other emotional factors that may
uptake of new approaches to care.

cal (including financial) issues that may limit change, including staffing
well as equipment or space.

field (that is, whether there is adequate evidence) and individuals’
evidence or of a guideline.

ion that is needed to perform the key clinical action (that is, whether
to be a problem) and the processes by which clinical decisions are
ls and teams.

y that is given to one clinical issue, compared with other demands.

g and norms of a particular profession.

lity that new skills would be required by the staff that are required to
procedure.

ther individuals or groups on clinical practice; for example, patients,
ressure groups.

es are very similar to current practice and so are easier to implement
s that require a dramatic change in ways of working.
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minor changes only. In Round 3 the same questionnaire
was used together with feedback about the participant
cohort responses to each question, a reminder of their
own previous response and a request to rate the item
again. Emails were sent to all Round 1 participants with
individual links to the online questionnaire. Responses
were monitored and reminders sent on two occasions
within the month.
With regard to consensus, in this study we were inter-

ested not only in the proportion of participants who
agreed with each item, but also the proportion of partici-
pants who were uncertain about their agreement with
the items. Levels of consensus for the question ‘To what
extent do you agree or disagree’ were assessed by not-
ing the highest percentage of participants whose scores
fell within any three-point band on the nine-point
scale [18].

Data management and analysis
Descriptive statistics were calculated for participant
demographics and for each statement, including the
mean, median and interquartile range (IQR). We mea-
sured stability of opinions across rounds, both at indi-
vidual participant and group response levels. At the
group level, stability for each item was assessed by com-
puting the change in arithmetic means across the whole
sample from Rounds 2 and 3. A change of one point in
the mean agreement level was deemed a potentially
important change in opinion. At the individual level,
stability was measured using individual change scores,
such that a score of zero signified identical responses in
Rounds 2 and 3.

Results
Participants
We recruited 141 participants into Round 1 and retained
118 to the end of Round 3 (82% retention) [16]. The
Table 2 Most important items after Round 3 of the Delphi

Domain of TDF [12] Item stem

Beliefs about consequences SDD increases antibiotic resistance

Decision processes The decision to adopt SDD requires conse

Knowledge Research to date has not adequately addr

Decision processes The decision to adopt SDD requires a rev

Behavioural regulation My hospital tries to reduce antibiotic use

Decision processes Part of the decision to adopt SDD require

Beliefs about consequences SDD would increase ICU Clostridium diffici

Knowledge I know the SDD evidence base well enou

Motivation We are addressing hospital-acquired infec

Motivation We are addressing ventilator-associated p

Data presented as medians and interquartile ranges on scale of 1 to 9 (1 = ‘strongly
decontamination of the digestive tract; TDF, Theoretical Domains Framework.
breakdown of participation by stakeholder group and
retention in the study is displayed in Additional file 2.
Median years in practice was 15 (IQR 11 to 21) and
median number of ICU beds was 20 (IQR 15 to 28), with
109 participants working in academic/academic-affiliated
centres and nine in nonacademic centres.

Participants’ self-reported knowledge of SDD
Participants’ perception of their own knowledge was
measured with the item ‘I know the SDD evidence base
well enough to have an informed opinion of its use’.
Overall, participants rated themselves as knowledgeable
about SDD (median score ≥6). However, 37 (31%) rated
themselves <5 on the nine-point scale. Participants
reporting a low level of perceived knowledge in Round 2
showed greater change in their responses from Round 2
to Round 3 (mean change 0.19, standard deviation 0.19)
than participants whose perceived knowledge was >5
(mean change 0.09, standard deviation 0.13; P = 0.002).

Stability of opinions
There was high stability of responses from Round 2 to
Round 3, both at the individual level (>69% of change
scores in the range −1 to +1) and at the group level
(mean differences ranging from 0 to 0.52). Stability
across stakeholder groups showed there was a greater
level of change from Round 2 to Round 3 in the clinical
lead group (mean 0.18, standard deviation 0.2) than in
other stakeholder groups (means 0.09 to 0.11, standard
deviation 0.16 to 0.2; P = 0.044).

What was important to responders?
Questions rated as most important by participants are
presented in Table 2. Two questions on antibiotic re-
sistance were in the top three for importance. The validity
of self-reported importance is a key issue as the ratings
represent participant’s opinions and could be thought of
Median (IQR)

8 (7 to 9)

nsus between my colleagues 8 (7 to 9)

essed concerns about antibiotic resistance and SDD 8 (7 to 9)

iew and appraisal of the current best evidence 8 (7 to 9)

8 (7 to 9)

s agreement about which patients will receive it 8 (7 to 9)

le infections 8 (6 to 8)

gh to have an informed opinion regarding its use 8 (6 to 8)

tions using other strategies 7 (6.5 to 9)

neumonia using other strategies 7 (7 to 8)

disagree’ and 9 = ‘strongly agree’). IQR, interquartile range; SDD, selective
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as low level of evidence. However, in support of validity,
we found a high level of congruence between these impor-
tance ratings and other indicators of importance [19].

Opinions about SDD
Very few participants reported strong opposition to SDD
(although scores ranged from 1 to 9; Figure 1). Participants
indicated that their hospitals tried to reduce antibiotic use,
reduce the widespread use of other strategies for tackling
HAI, had low ventilator-associated pneumonia (VAP) rates
and the lack of clinical priority for SDD (Figure 1). More
items related to this topic are reported in Additional file 1.

Opinions on the validity and adequacy of the evidence
base and the consequences of implementing SDD
There was moderately strong agreement (median 7, IQR 6
to 8) that research to date has not adequately addressed
concerns about antibiotic resistance, and that the evidence
base is not generalisable (Figure 2). There was low-level
agreement (median 6, IQR 5 to 7) that SDD increases
antibiotic resistance but neutrality about whether SDD
increases Clostridium difficile, whether SDD benefits the
patients to whom it is delivered and whether the risks of
SDD outweigh the benefits. More items related to these
topics are reported in Additional file 1. Generally, these
responses suggest clinical equipoise relating to the benefits
and harms of SDD.

Opinions about the likely barriers to implementation
There was strong agreement that the decision to adopt
SDD requires consensus amongst colleagues (median 9,
IQR 8 to 9), appraisal of the current evidence base
(median 9, IQR 8 to 9), and agreement on which patients
will receive SDD (median 8, IQR 8 to 9). There was strong
agreement (median 9, IQR 8 to 9), that the skills to ad-
minister SDD fall within existing clinical competencies
(Figure 3). Participants reported their perceptions of con-
flicting opinions on antibiotic use among microbiology
and intensive care physicians (Additional files 3 and 4).

Opinions on feasibility of further research
There was strong agreement from participants regarding
the need for an international RCT of SDD but there was
significant variability with regard to the impact of con-
cerns about antibiotic resistance on willingness to partici-
pate (Figure 4). Participants felt it was ethically acceptable
to conduct further RCTs evaluating the effectiveness of
SDD (median 8, IQR 7 to 9). Participants were in favour
of mortality as a primary outcome, a cost–benefit analysis,
monitoring of antibiotic resistance before, during and after
the trial, and a control arm that would include either VAP
bundles (the UK and Canada) or usual care (Australia/
New Zealand) (Figure 4). More items related to this topic
are reported in Additional file 1.
Comparisons between stakeholder groups
We compared responses from the four different stake-
holders groups for the items ‘I am opposed to SDD’ and
‘The risks of SDD outweigh the benefits’. For ‘I am oppo-
sed to SDD’, ICU physicians had a median 5 (IQR 3 to 5),
microbiologists a median 6 (IQR 5 to 7), ICU pharmacists
a median 5 (IQR 4 to 5) and clinical leads a median 5
(IQR 3 to 5). For ‘The risks of SDD outweigh the benefits’,
ICU physicians had a median 3 (IQR 2 to 5), microbiolo-
gists a median 5 (IQR 4 to 7), ICU pharmacists a median
5 (IQR 3 to 6) and clinical leads a median 3 (IQR 2 to 5).
Figures are presented in Additional files 3 and 4.

Discussion
This is the first study to rigorously examine barriers to
implementation of SDD and the first to examine these
barriers with an international perspective. We also believe
that using the Delphi technique to inform the decision to
undertake a further large RCT is novel.

Opinions about SDD
We did not find significant opposition to SDD despite
agreement that the evidence base is currently seen as
unconvincing and the fact that very few centres have
implemented SDD. Participants identified that their hos-
pitals were currently targeting VAP and HAI using other
methods, and SDD was not a topic of clinical discussion.
This perceived low priority of SDD could act as a major
challenge to SDD implementation or to the performance
of a future trial. When we analysed differences between
key stakeholder groups we found that microbiologists
were more likely to be opposed to SDD and, along with
ICU pharmacists, were more likely to think that ‘the
risks of SDD outweigh the benefits’. This could be ex-
plained by the microbiologists and the ICU pharmacists
having a more ecological view on antibiotic usage whereas
ICU clinicians may be more able to identify with the
individual patient benefits.

Opinions about the evidence base
Participants were not persuaded of the internal or exter-
nal validity of the evidence base and demonstrated clin-
ical equipoise with regard to the benefits and harms of
SDD. We conducted a detailed examination of responses
in the UK data to check whether equipoise was asso-
ciated with poor knowledge of the evidence base, and
found that the mid-point on the beliefs about conse-
quences items was endorsed by a large proportion of
participants (n = 21) who assessed their knowledge of
the evidence base as high. Hence, equipoise was unlikely
to have arisen from ignorance of the evidence base.
Superficially, this equipoise would seem surprising in the
presence of such a large evidence base suggesting mor-
tality benefit [9], but since the literature to date does not



Figure 1 Opinions about the relevance of selective decontamination of the digestive tract. Response format: 1 = ‘strongly disagree’ to
9 = ‘strongly agree’. y axis, percentage of responders. SDD, selective decontamination of the digestive tract; VAP, ventilator-associated pneumonia.
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Figure 2 Opinions on the internal and external validity and adequacy of the existing evidence base for selective decontamination
of the digestive tract (SDD) and the likely consequences of implementing SDD in ICUs. Top two graphs: opinions on the internal and
external validity and adequacy of the existing evidence base for selective decontamination of the digestive tract (SDD). Bottom four graphs:
opinions on the likely consequences of implementing SDD in ICUs. Response format: 1 = ‘strongly disagree’ to 9 = ‘strongly agree’. y axis,
percentage of responders.
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clearly identify the effects of SDD on key issues such as
antibiotic resistance, this seems a reasonable stance and
is a key external validity issue. That said, evidence to
date does not suggest harmful effects of SDD on anti-
biotic resistance [20]. The findings about equipoise have
clear implications for further research. If there is cer-
tainty about the benefits of a clinical intervention, it is
regarded as unethical to conduct further evaluation by
randomising patients to a usual care control group [21].
Consistent with this principle, there was a high level of
agreement that it would be ethically acceptable to con-
duct further SDD research.
It is interesting to compare the evidence base for SDD

(which has not been widely implemented) with the
evidence for low-dose steroids [22] or tight glycaemic
control [23]. SDD remains not widely implemented
despite a large (although clearly incomplete) evidence
base, whereas low-dose steroids in septic shock and tight
glycaemic control were implemented extraordinarily
widely with only one supportive RCT and, in the case of
steroids, previous evidence of harm [24]. This possibly
suggests that extra-scientific factors are at play in such
examples.
Barriers to implementation
This finding of clinical equipoise was confirmed when
we identified that issues related to benefits and harms of
SDD were also the most important barriers to imple-
mentation. The decision process (to adopt) and consen-
sus development were also identified as barriers. The
need for appraisal of evidence was also identified as a
barrier, which seems surprising considering the high
number of meta-analyses in the literature. These issues
may explain the very low levels of implementation to date,
with no ICUs in Canada, Australia and New Zealand
currently undertaking SDD and only 5% of ICUs in the
UK undertaking SDD (RR Canter, S Harvey, DA Harrison,
et al., Survey and observational analysis of current use of
selective decontamination of the digestive tract in UK
critical care units, British Journal of Anaesthesia 2013,
submitted). Other practice issues such as ease of delivery,
skills, patient side-effects and cost were not identified as
barriers. Nursing and pharmacy workloads were identified
as likely to increase but were not identified as barriers as
such. Few participants delivered SDD in their practice and
were therefore not ideally placed to make these assess-
ments. Interviews with clinical staff in centres delivering
SDD provided a similar perspective [25]. These results
indicate the need for new research to address the on-
going uncertainties with the evidence base, followed by
high-quality translation research if future studies suggest
benefit without harmful effects on antibiotic resistance
patterns.
Future research
We found a very high level of agreement that further
SDD research was ethical, and most participants would
support their centre being involved in a RCT to evaluate
the effectiveness of SDD. The potential of SDD to in-
crease antibiotic resistance, despite being identified as a
very important issue, would not necessarily limit trial
participation. There were high levels of agreement that
such a trial should include pre-trial, during-trial and
post-trial monitoring of antibiotic resistance, however.
Mortality was favoured as the primary outcome, with a
cost–benefit analysis seen as desirable. It is clear with
the strong weighting participants gave to antibiotic resis-
tance that this outcome needs to be given equal stance
in any future studies. Participants identified that the
control arm should receive VAP bundles in the UK and
Canada, and usual care in Australia and New Zealand.
This could be influenced by the lack of national VAP
guidelines in Australia or New Zealand. Further data on
trial design issues were identified during contemporary
interviews of intensive care triallists as another part of
our research programme (JJ Francis, EM Duncan, ME
Prior, GS MacLennan, SU Dombrowski, G Bellingan, MK
Campbell, MP Eccles, L Rose, KM Rowan, R Shulman,
APR Wilson, BH Cuthbertson, Selective decontamination
of the digestive tract in critically ill patients treated in
intensive care units: a mixed-methods feasibility study
(the SuDDICU study), Health Technology Assessment
2013, in press). Such data can help inform practitioners
and researchers on the need, appropriateness and design
of future research.

Strengths and limitations
A strength of this study was its grounding in a theoret-
ical framework that enabled us to distinguish between
factors related to the clinical evidence and potential bar-
riers related to more practical issues to do with profes-
sional roles, resources and the management of change.
Further strengths of this study were inclusion of four
key clinical stakeholder groups with influence on SDD
policy or delivery, thereby enabling a wide range of
professional opinions from those likely to influence local
policies. The study was completed by 118 clinicians from
the four different groups from three geographical regions
with high retention across rounds, making this the largest
Delphi study to date in intensive care to our knowledge.
There was evidence of high stability of responses be-

tween Rounds 2 and 3, indicating that, when given three
opportunities to consider their opinions, and viewing the
spread of opinions across the cohort, participants re-
ported consistent opinions about SDD over time. Indices
of stability may mask individual instability if different
stakeholder groups change their opinions in opposite
directions. In this study there was evidence of stability at



Figure 3 Opinions about the likely barriers to implementing selective decontamination of the digestive tract in ICUs. Response format:
1 = ‘strongly disagree’ to 9 = ‘strongly agree’. y axis, percentage of responders. MM/ID, microbiologist/infectious disease specialists; SDD, selective
decontamination of the digestive tract.
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Figure 4 Opinions on the feasibility of further selective decontamination of the digestive tract research and whether professional
groups are likely to participate. Response format: 1 = ‘strongly disagree’ to 9 = ‘strongly agree’. y axis, percentage of responders. SDD, selective
decontamination of the digestive tract; VAP, ventilator-associated pneumonia.
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both the individual and group levels. This enhances our
confidence that the identified opinions will be relevant
over time, unless the profile of evidence, or the know-
ledge of the evidence, changes.
It is rare in Delphi studies to identify consensus around

uncertainty (for example, in the range 4 to 6 on the nine-
point scale), where this exists, and to contrast this with
consensus around agreement (range of 7 to 9 on the nine-
point scale). Given the overarching objective of the study,
consensus around uncertainty was of great importance.
Self-rated knowledge of the field was generally high,

although one-third of the participants rated their know-
ledge of the evidence base as uncertain or low. This
variation in knowledge of the evidence base is a potential
limitation of the study because it makes stated uncer-
tainty difficult to interpret. There has been longstanding
debate regarding the meaning of the neutral response in
Likert scales [26]. This point is important because it
could lead to an incorrect assessment of the presence of
equipoise and the move to conduct a new clinical trial of
SDD if neutral scores on key items were interpreted as
equipoise or uncertainty when actually they could reflect
lack of knowledge. By close scrutiny of the data we have
identified that participants who rated their SDD know-
ledge as high were strongly represented among those
who endorsed the neutral response relating to the con-
sequences of SDD, reflecting clinical equipoise. We did
not ask any questions about the participants’ views on
the play off between mortality benefit and antibiotic
resistance rates, but a separate publication reports on
this point from the perspective of the ethical issues
discussed by the participants.
Other weaknesses include the risk that our sampling

framework failed to capture all important opinions on
this subject. However, evidence from one randomised
study indicates that the Framework can result in the
generation of a wider range of opinions than using more
open approaches to eliciting opinion [27]. Furthermore,
in the Round 2 and Round 3 questionnaires we included all
opinions emerging from the Round 1 interviews, including
minority opinions, to ensure that all opinions were con-
sidered by all participants in the questionnaire rounds.
The sample size was appropriate for a Delphi study but
was numerically small when considering the scale of clin-
ical practice across the four nations. Finally, the sample
was taken from English-speaking countries only. Although
these countries are widely geographically situated, we ac-
knowledge that this is a limitation of our study.

Conclusions
This theory-informed, international assessment of opin-
ions about SDD has shown that further clinical research
in this area needs to have significantly greater validity
and generalisability. Clinicians do not currently plan to
implement SDD into their practice without further
supportive evidence. Future research needs to provide
definitive answers on the clinical effectiveness of SDD,
including in clinical environments with existing high
antibiotic resistance rates, and on the effects of SDD on
antibiotic resistance patterns (where endemic rates of
antibiotic resistance are already high). It is clear from
our study that any trial should include monitoring of
antibiotic resistance before, during and after the trial.
Mortality was favoured as the primary outcome and a
control arm receiving VAP bundles or standard care was
favoured. However, the topic was not seen currently as
high priority and this may limit interest in future SDD
trials. Any proposed future trials of SDD should take
these factors into account.

Key messages

� The evidence base for the effectiveness of SDD is
strong but SDD will not be more widely
implemented without further supportive evidence.

� Participants believe that further clinical research in
this area needs to have significantly greater validity
and generalisability.

� Further research must include monitoring of
antibiotic resistance rates before, during and after
the trial.

� SDD was not seen as a high priority and this could
limit interest in further research.
Additional files

Additional file 1: Table S2. Presenting all study questions and
participants’ agreement and importance ratings.

Additional file 2: Table S1. Presenting a breakdown of Delphi
participation by stakeholder group.

Additional file 3: Figure S1. Comparing key stakeholder groups for the
statement ‘I am opposed to SDD’.

Additional file 4: Figure S2. Comparing key stakeholder groups for the
statement ‘The risks of SDD outweigh the benefits’.

Abbreviations
HAI: Hospital-acquired infections; IQR: Interquartile ranges; RCT: Randomised
controlled trial; SDD: Selective decontamination of the digestive tract;
VAP: Ventilator-associated pneumonia.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
BHC, MKC, GM, IMS, GB and JJF made substantial contributions to
conception and design of the Delphi study, acquisition of data and analysis
for the Delphi and interpretation of data using the study psychological
framework. They drafted the article and revised it critically for important
intellectual content. EMD, APM, ECW, MEP, LT, and LR made substantial
contributions to the acquisition of data and analysis for the Delphi study
and interpretation of data using the study psychological framework. They

http://www.biomedcentral.com/content/supplementary/cc13096-S1.docx
http://www.biomedcentral.com/content/supplementary/cc13096-S2.docx
http://www.biomedcentral.com/content/supplementary/cc13096-S3.docx
http://www.biomedcentral.com/content/supplementary/cc13096-S4.docx


Cuthbertson et al. Critical Care 2013, 17:R266 Page 12 of 13
http://ccforum.com/content/17/6/R266
also helped draft the article and revised it critically for important
intellectual content. All authors read and approved the final manuscript.
Acknowledgements
The Health Services Research Unit at the University of Aberdeen is core
funded by the Chief Scientist Office of the Scottish Government Health
Directorates. Views expressed are those of the authors and do not
necessarily reflect the view of the Chief Scientist Office. The Selective
Decontamination of the Digestive tract in Critically Ill Patients Treated in
Intensive Care Unit (SuDDICU) collaboration is a collaboration of the
Canadian Critical Care Trials Group and the Australia and New Zealand
Clinical Trials Group, and is supported by both organisations. This project
was funded in the UK by the NIHR Health Technology Assessment
programme and will be published in full in the Health Technology Assessment
journal series. Visit the HTA programme website for more details
(www.hta.ac.uk/2299). The views and opinions expressed therein are those
of the authors and do not necessarily reflect those of the Department of
Health. The authors acknowledge the support of the UK Intensive Care
Foundation. They acknowledge the support of a Canadian Institutes of
Health Research operating grant. The authors acknowledge the support of
an Australian Intensive Care Foundation grant and an Australian and New
Zealand College of Anaesthetists grant.
The SuDDICU International Collaboration
SuDDICU UK study group: Jill Francis, international methods lead, Professor
of Health Psychology, Health Psychology Group, Health Services Research
Unit, University of Aberdeen, UK; Geoff Bellingan, UK clinical lead, Director,
ICU, University College Hospital, London, UK; Marion Campbell, Director,
Health Services Research Unit, University of Aberdeen, UK; Brian Cuthbertson,
Canadian and International lead, Chief, Department of Critical Care Medicine,
Sunnybrook Health Sciences Centre, Toronto, Ontario, Canada; Eilidh Duncan,
Post-doctoral Research Fellow, Health Psychology Group, Health Services Re-
search Unit, University of Aberdeen, UK; Martin Eccles, Professor of Clinical Ef-
fectiveness, University of Newcastle, UK; Graeme MacLennan, Senior
Statistician, Health Services Research Unit, University of Aberdeen, UK; Maria
Prior, Post-doctoral Research Fellow, Health Psychology Group, Health Ser-
vices Research Unit, University of Aberdeen, UK; Louise Rose, Assistant Profes-
sor of Nursing, University of Toronto, Ontario, Canada; Kathy Rowan, Director
and Professor, Intensive Care National Audit and Research Committee,
London, UK; Rob Shulman, ICU Pharmacist, University College Hospital,
London, UK; Peter Wilson, Medical Microbiologist, Department of Medical
Microbiology, University College Hospital, London, UK.
SuDDICU Canada study group: Brian Cuthbertson, Canadian and
International lead, Chief, Department of Critical Care Medicine, Sunnybrook
Health Sciences Centre, Toronto, Ontario, Canada; Jill Francis, international
methods lead, Professor of Health Psychology, Health Psychology Group,
Health Services Research Unit, University of Aberdeen, UK; Karen Burns,
Associate Professor, St Michaels Hospital, Toronto, Ontario, Canada; Deborah
Cook, Canada Research Chair in Critical Care, McMaster University, Hamilton,
Ontario, Canada; Peter Dodek, Professor, Center for Health Evaluation and
Outcome Sciences, St. Paul’s Hospital, Vancouver, British Columbia, Canada;
Niall Ferguson, Associate Professor, University Health Network, Toronto,
Ontario, Canada; Jeremy Grimshaw, Professor, Ottawa Health Research
Institute, University of Ottawa, Canada; Richard Hall, Professor of
Anesthesiology, Pharmacology and Medicine, Associate Professor of Surgery,
Dalhousie University and The Queen Elizabeth II Health Sciences Centre,
Halifax, Nova Scotia, Canada; Lynn Johnston, Professor of Medicine,
Dalhousie University, Halifax, Nova Scotia, Canada; Salmaan Kanji, Clinical
Pharmacy Specialist, Critical Care Unit, The Ottawa Hospital, Ottawa, Ontario,
Canada; John Marshall, Professor of Surgery, St Michaels Hospital, Toronto,
Ontario, Canada; Lauralyn McIntyre, Associate Professor, Clinical
Epidemiology, Ottawa Health Research Institute, Ottawa, Canada; John
Muscedere, Associate Professor of Medicine, Intensivist Kingston General
Hospital, Kingston, Ontario, Canada; Joe Pagliarello, University of Ottawa,
Ontario, Canada; Louise Rose, Assistant Professor of Nursing, University of
Toronto, Ontario, Canada; Laura Todd, Department of Primary Care,
University of Toronto, Ontario, Canada; Fiona Webster, Education Scientist,
Department of Family and Community Medicine, University of Toronto,
Ontario, Canada; Charles Weijer, J.L. Rotman Institute of Science and Values,
Western University, London, Ontario, Canada; Elisabeth Wells, Research
Associate, Centre for the Study of Social and Legal Responses to Violence,
University of Guelph, Ontario, Canada.
SuDDICU Australia and New Zealand Study Group: Ian Seppelt, Australia/New
Zealand lead, Sydney Medical School – Nepean, University of Sydney, and
the George Institute for Global Health, Sydney, New South Wales, Australia;
Brian Cuthbertson, Canadian and international lead, Chief, Department of
Critical Care Medicine, Sunnybrook Health Sciences Centre, Toronto, Ontario,
Canada; Louise Cole, Nepean Hospital, Penrith, New South Wales, Australia;
Arina Dan, The George Institute for Global Health, Sydney, Australia; Simon
Finfer, Professor of Intensive Care, Royal North Shore Hospital and the
George Institute for Global Health, Sydney, Australia; Jill Francis, international
methods lead, Professor of Health Psychology, Health Services Research Unit,
University of Aberdeen, UK; Parissa Glass, The George Institute for Global
Health, Sydney, Australia; Jeff Lipman, Professor and Head of Intensive Care,
Royal Brisbane and Women’s Hospital, Brisbane, Australia; Andrea Marshall,
Professor of Acute and Complex Care Nursing, Gold Coast Hospital and
Griffith University, Queensland, Australia; John Myburgh, Professor,
Intensive Care, St George Hospital Sydney and the George Institute for
Global Health, Sydney, Australia; David Paterson, Professor Infectious
Diseases and Microbiology, Royal Brisbane and Women’s Hospital,
Brisbane, Australia; Leonie Weisbrodt, Nepean Hospital, Penrith,
New South Wales, Australia.

Author details
1Department of Critical Care Medicine, Sunnybrook Health Sciences Centre,
2075 Bayview Avenue, Toronto ON M4N 3 M5, Canada. 2Department of
Anesthesia, University of Toronto, Room 121, Fitzgerald Building, 150 College
Street, Toronto, Ontario M5S 3E2, Canada. 3Health Services Research Unit,
Health Sciences Building, Foresterhill, University of Aberdeen, Aberdeen, UK.
4Aberdeen Health Psychology Group, Health Services Research Unit, Health
Sciences Building, Foresterhill, University of Aberdeen, Aberdeen, UK. 5Faculty
of Nursing, Gold Coast Hospital and Griffith Health Institute, Griffith
University, Parklands Drive, Southport, Queensland, Australia. 6Centre for the
Study of Social and Legal Responses to Violence, University of Guelph,
Guelph, Ontario, Canada. 7Trillium Gift of Life Network, 522 University
Avenue, Toronto, Canada. 8Lawrence S. Bloomberg Faculty of Nursing,
University of Toronto, 155 College Street, Toronto, Canada. 9Sydney Medical
School - Nepean, Kingswood, University of Sydney, Sydney, New South
Wales, Australia. 10Intensive Care Unit, University College Hospital, 235 Euston
Road, London, UK.

Received: 21 August 2013 Accepted: 18 October 2013
Published: 8 November 2013

References
1. Vincent JL, Sakr Y, Sprung CL, Ranieri VM, Reinhart K, Gerlach H, Moreno R,

Carlet J, Le Gall J-R, Payen D: Sepsis in European intensive care units:
results of the SOAP study. Crit Care Med 2006, 34:344–353.

2. Silvestri L, van Saene HKF, Milanese M, Gregori D, Gullo A: Selective
decontamination of the digestive tract reduces bacterial bloodstream
infection and mortality in critically ill patients. Systematic review of
randomized, controlled trials. J Hosp Infect 2007, 65:187–203.

3. Silvestri L, Saene HKF, Milanese M, Gregori D: Impact of selective
decontamination of the digestive tract on fungal carriage and infection:
systematic review of randomized controlled trials. Intensive Care Med
2005, 31:898–910.

4. D’Amico R, Pifferi S, Leonetti C, Torri V, Tinazzi A, Liberati A: Effectiveness of
antibiotic prophylaxis in critically ill adult patients: systematic review of
randomised controlled trials. BMJ 1998, 316:1275–1285.

5. Heyland DK, Cook DJ, Jaeschke R, Griffith L, Lee HN, Guyatt GH: Selective
decontamination of the digestive tract. An overview. Chest 1994,
105:1221–1229.

6. Kollef MH: The role of selective digestive tract decontamination on
mortality and respiratory tract infections. A meta-analysis. Chest 1994,
105:1101–1108.

7. Nathens AB, Marshall JC: Selective decontamination of the digestive tract
in surgical patients: a systematic review of the evidence. Arch Surg 1999,
134:170–176.

8. Vandenbroucke-Grauls CM, Vandenbroucke JP: Effect of selective
decontamination of the digestive tract on respiratory tract infections and
mortality in the intensive care unit. Lancet 1991, 338:859–862.

http://www.hta.ac.uk/2299


Cuthbertson et al. Critical Care 2013, 17:R266 Page 13 of 13
http://ccforum.com/content/17/6/R266
9. Liberati A, D’Amico R, Pifferi S, Torri V, Brazzi L, Parmelli E: Antibiotic
prophylaxis to reduce respiratory tract infections and mortality in adults
receiving intensive care. Cochrane Database Syst Rev 2009:CD000022.

10. de Smet AMGA, Kluytmans JAJW, Cooper BS, et al: Decontamination of the
digestive tract and oropharynx in ICU patients. N Engl J Med 2009, 360:20–31.

11. Bastin AJ, Ryanna KB: Use of selective decontamination of the
digestive tract in United Kingdom intensive care units.
Anaesthesia 2009, 64:46–49.

12. Michie S, Johnson M, Abraham C, Lawton R, Parker D, Walker A: Making
psychological theory useful for implementing evidence based practice: a
consensus approach. Qual Saf Health Care 2005, 14:26–33.

13. Francis JJ, O’Connor D, Curran J: Theories of behaviour change synthesised
into a set of theoretical groupings: introducing a thematic series on the
theoretical domains framework. Implement Sci 2012, 7:35.

14. Murphy MK, Black NA, Lamping DL, McKee CM, Sanderson CF, Askham J,
Marteau T: Consensus development methods, and their use in clinical
guideline development. Health Technol Assess 1998, 2:1–88.

15. Akins RB, Tolson H, Cole BR: Stability of response characteristics of a
Delphi panel: application of bootstrap data expansion. BMC Med Res
Methodol 2005, 5:37.

16. Francis JJ, Duncan EM, Prior ME, MacLennan G, Marshall AP, Wells EC, Todd
L, Rose L, Campbell MK, Webster F, Eccles MP, Bellingan G, Seppelt IM,
Grimshaw JM, Cuthbertson BH, SuDDICU Study Groups: Comparison of
four methods for assessing the importance of attitudinal beliefs: an
international Delphi study in intensive care settings. Br J Health Psych
2013 Sep 23. doi:10.1111/bjhp.12066.

17. Campbell SM, Shield T, Rogers A, Gask L: How do stakeholder groups vary
in a Delphi technique about primary mental health care and what factors
influence their ratings? Qual Saf Health Care 2004, 13:428–434.

18. Jones J, Hunter DH: Using the Delphi and nominal group technique in
health services research. In Qualitative research in health care. Edited by
Mays N, Pope C. London: BMJ Books; 1999.

19. Francis JJ, Duncan EM, Prior ME, MacLennan G, Marshall AP, Wells EC, Todd L,
Rose L, Campbell MK, Webster F, Eccles MP, Bellingan G, Seppelt IM, Grimshaw
JM, Cuthbertson BH, for the SuDDICU study groups: Comparison of four
methods for assessing the importance of attitudinal beliefs: An international
Delphi study in intensive care settings. British Journal of Health Psychology
2013. DOI: 10.1111/bjhp.12066. PMID 24011111. [E-pub ahead of print].

20. Daneman N, Sarwar S, Fowler RA, Cuthbertson BH: Effect of selective
decontamination on antimicrobial resistance in intensive care units: a
systematic review and meta-analysis. Lancet Infect Dis 2012, 13:328–341.

21. Fergusson D, Glass KC, Hutton B, Shapiro S: Randomized controlled trials
of aprotinin in cardiac surgery: could clinical equipoise have stopped
the bleeding. Clin Trials 2005, 2:218–229. discussion 229–232.

22. Annane D: Effect of treatment with low doses of hydrocortisone and
fludrocortisone on mortality in patients with septic shock. JAMA 2002,
288:862–871.

23. van den Berghe G, Wouters P, Weekers F, Verwaest C, Bruyninckx F, Schetz
M, Vlasselaers D, Ferdinande P, Lauwers P, Bouillon R: Intensive insulin
therapy in the critically ill patients. N Engl J Med 2001, 345:1359–1367.

24. Cronin L, Cook DJ, Carlet J, Heyland DK, King D, Lansang MA, Fisher CJ:
Corticosteroid treatment for sepsis: a critical appraisal and meta-analysis
of the literature. Crit Care Med 1995, 23:1430–1439.

25. Dombromski S, Duncan E, Cuthbertson BH, Francis J: Clinical components and
associated behavioural aspects of a complex healthcare intervention: Multi-
methods study of selective decontamination of the digestive tract in critical
care. Aust Crit Care 2013. doi:10.1016/j.aucc.2013.04.002. [Epub ahead of print].

26. Komorita SS: Attitude content, intensity, and the neutral point on a Likert
scale. J Soc Psychol 1963, 61:327–334.

27. Dyson J, Lawton R, Jackson C, Cheater F: Does the use of a theoretical
approach tell us more about hand hygiene behaviour? The barriers and
levers to hand hygiene. J Infect Prevent 2011, 12:17–24.

doi:10.1186/cc13096
Cite this article as: Cuthbertson et al.: Clinical stakeholders’ opinions on
the use of selective decontamination of the digestive tract in critically ill
patients in intensive care units: an international Delphi study. Critical
Care 2013 17:R266.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Introduction
	Methods
	Results
	Conclusions

	Introduction
	Materials and methods
	Sample
	Development of the Delphi materials
	Use of the Theoretical Domains Framework
	The Delphi rounds
	Data management and analysis


	Results
	Participants
	Participants’ self-reported knowledge of SDD
	Stability of opinions
	What was important to responders?
	Opinions about SDD
	Opinions on the validity and adequacy of the evidence base and the consequences of implementing SDD
	Opinions about the likely barriers to implementation
	Opinions on feasibility of further research
	Comparisons between stakeholder groups

	Discussion
	Opinions about SDD
	Opinions about the evidence base
	Barriers to implementation
	Future research
	Strengths and limitations

	Conclusions
	Key messages
	Additional files
	Abbreviations
	Competing interests
	Authors’ contributions
	The SuDDICU International Collaboration
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


