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Scientific summary

Background

Malnutrition is a common problem in critically ill patients in UK NHS critical care units and early nutritional
support is therefore recommended. Evidence is conflicting regarding the optimum route of delivery.
Interpretation of meta-analyses of trials comparing delivery via the enteral and parenteral routes in critically
ill patients is complicated by small sample size; poor methodological quality; select groups of critically ill
patients studied; lack of standardised definitions for outcome measures; and interventions combining more
than one element of nutritional support.

The enteral route is the mainstay of nutritional support in critical care but is frequently associated with
gastrointestinal intolerance and underfeeding. In contrast, the parenteral route, although more invasive
and expensive, is more likely to secure delivery of intended nutrition. The parenteral route has been
associated with more risks and complications (e.g. infections) than the enteral route, but recent
improvements in the delivery, formulation and monitoring of parenteral nutrition (PN) justify further
comparison and evaluation, particularly in the early phase of critical illness. Economic evidence surrounding
the optimum route of delivery is largely based on evidence of effectiveness of questionable methodological
quality and narrow focus on upfront acquisition costs, and full economic evaluation is lacking.

In view of this, in late 2007 the National Institute for Health Research (NIHR) Health Technology
Assessment programme called for a large pragmatic randomised controlled trial to determine the optimal
route of delivery of early nutritional support in critically ill adults. The aim of the CALORIES trial was to
compare the clinical effectiveness and cost-effectiveness of early nutritional support, delivered via the
parenteral route compared with the enteral route, in critically ill patients.

Objectives
The primary objectives of the CALORIES trial were to estimate:

o the effect of early nutritional support via the parenteral compared with the enteral route on all-cause
mortality at 30 days, and

® the incremental cost-effectiveness of early nutritional support via the parenteral compared with the
enteral route at 1 year.

The secondary objectives of the CALORIES trial were to compare delivery via the parenteral and enteral
routes on:

duration of specific and overall organ support in the critical care unit
infectious and non-infectious complications in the critical care unit
duration of critical care unit and acute hospital length of stay
duration of survival at 90 days and 1 year

mortality at discharge from the critical care unit and acute hospital
mortality at 90 days and 1 year

nutritional and health-related quality of life at 90 days and 1 year
resource use and costs at 90 days and 1 year, and

estimated lifetime incremental cost-effectiveness.
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Methods

Trial design and governance

The CALORIES trial was a pragmatic, open, multicentre, parallel-group, randomised controlled trial with
integrated economic evaluation. It was nested in the Case Mix Programme, the national clinical audit of
adult general critical care units in England, Wales and Northern Ireland, co-ordinated by the Intensive Care
National Audit & Research Centre (ICNARC). The North West London Research Ethics Committee approved
the trial. The NIHR funded the trial, and convened Trial Steering Committee and independent Data
Monitoring and Ethics Committee. The trial was sponsored by ICNARC and co-ordinated by the ICNARC
Clinical Trials Unit.

Participants: sites and patients
The trial aimed to recruit a representative sample of at least 20 adult, general critical care units from the
UK. Inclusion criteria were:

active participation in the Case Mix Programme
established protocols for PN and enteral nutrition, reflecting mainstream practice

® pre-existing implementation of bundles as promoted by the NHS to prevent development of
bloodstream infection and ventilator-associated pneumonia
pre-existing prophylaxis protocol for prevention of venous thromboembolism

® pre-existing glycaemic control protocol in line with international guidelines

® agreement to incorporate the CALORIES trial into routine unit practice, including prior agreement from
all consultants to adhere to randomisation

® agreement to recruit all eligible patients and to maintain a screening log
sign up from the clinical director, senior nurse manager, dietitian/clinical nutritionist and
pharmacist, and

® identification of a dedicated research nurse.

Patients aged > 18 years were eligible if, within 36 hours of their original critical care unit admission,
they were an unplanned admission expected to receive nutritional support for > 2 days, not planned to be
discharged within 3 days from the unit and did not meet any exclusion criteria.

Following informed consent from the patient or agreement from a personal/professional consultee,
patients were randomly allocated, 1: 1, via 24-hour telephone randomisation, to early nutritional support
via either the parenteral or enteral route. Allocation was by minimisation with a random component based
on site, age, surgical status and malnutrition status (based on clinical judgement).

Treatment groups

Following randomisation, nutritional support was commenced as soon as possible. Blinding to treatment
allocation was not possible. As a pragmatic trial, the protocol did not dictate use of specific protocols/
products for delivery of nutritional support but ensured that local procedures/practices fell within
common boundaries.

Early nutritional support was delivered via either the parenteral or enteral route for 5 days (intervention
period) unless the patient transitioned to exclusive oral feeding or was discharged from the critical care
unit before this. Patients were able to start oral feeding, if clinically indicated, during the 5 days.

For patients who were randomised to the parenteral route, a central venous catheter, with a dedicated
lumen, was inserted and positioned in accordance with NHS guidelines. Patients received a standard
parenteral feed, obtained from the unit's usual supplier, and used within the licence indication, which
contained 1365-2540 total kcal/bag and 7.2-16.0 g nitrogen/bag. Enteral ‘trickle feeding’ (‘trophic feeding’)
was not permitted for the 5-day intervention period.
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For patients randomised to the enteral route, a nasogastric or nasojejunal tube was inserted and
positioned in accordance with UK National Patient Safety Agency guidelines. Patients received a standard
enteral feed, obtained from the unit's usual supplier, and used within the licence indication, which
contained 1365-2540 total kcal/day and 7.2-16.0 g nitrogen/day.

In both groups, unit staff aimed to feed patients to a target of 25 kcal/kg/day (based on actual body
weight) within 48-72 hours.

Data sources

A secure, dedicated data entry system enabled trial data to be entered by staff at units. Eligibility, baseline,
intervention, physiology and location of care data to hospital discharge were collected by sites. Following
linkage with the Health and Social Care Information Centre Data Linkage and Extract Service to confirm
mortality, a Health Services Questionnaire and a EuroQol 5-dimension (5-level version) questionnaire
(EQ-5D-5L) were sent to patients at 90 days and 1 year. Linkage to the Case Mix Programme Database
provided information on subsequent admission(s) to adult general critical care following discharge from
acute hospital.

Analysis principles

All analyses were by intention to treat, following a pre-specified statistical analysis plan. A p-value of
0.05 was considered statistically significant. All tests were two-sided, with no adjustment for multiple
comparisons. A sensitivity approach was taken when clinical effectiveness primary outcome data were
missing. Missing data for the cost-effectiveness analysis and for baseline data for adjusted analysis of
clinical outcomes were handled by multiple imputation using chained equations.

Outcome measures

The primary clinical effectiveness outcome was all-cause mortality at 30 days following randomisation and
the primary cost-effectiveness outcome was the incremental net benefit (INB) gained at 1 year following
randomisation, at a willingness-to-pay of £20,000 per quality-adjusted life-year (QALY).

Secondary outcomes were:

® number of days alive and free from organ support up to 30 days

new confirmed or strongly suspected infectious complications and non-infectious complications in the
critical care unit

duration of critical care unit and acute hospital length of stay

duration of survival at 90 days and 1 year

all-cause mortality at discharge from the critical care unit and acute hospital

all-cause mortality at 90 days and 1 year

nutritional and health-related quality of life at 90 days and 1 year

resource use and costs at 90 days and 1 year, and

estimated lifetime incremental cost-effectiveness.

Secondary analyses of primary outcomes included:

® adjusted analyses — adjusted for age, ICNARC Physiology Score, surgical status, degree of malnutrition
and a site-level random effect

® subgroup analyses to test for an interaction of treatment effect with pre-specified subgroups (age,
degree of malnutrition, acute severity of illness, mechanical ventilation, presence of cancer and time from
critical care unit admission to commencement of nutritional support)
sensitivity analyses for missing data in the primary outcome, and
adherence-adjusted analyses, using a structural mean model with an instrumental variable of
allocated treatment.
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A full cost-effectiveness analysis was undertaken to assess which route of delivery was most cost-effective.
The cost-effectiveness analysis was reported for three time periods: to 90 days; to 1 year; and lifetime.

For each time period, the analysis took a health and personal health services perspective, using information
on health-related quality of life at 90 days and 1 year, combined with information on vital status to report
QALYs, valued using the National Institute for Health and Care Excellence recommended threshold of
willingness-to-pay for a QALY gain (£20,000). The main assumptions were subjected to extensive
sensitivity analyses.

Results

Sites and patients

Overall, 11,108 patients were screened at 34 sites, with 2400 enrolled between 17 June 2011 and

2 March 2014. Twelve patients requested complete withdrawal, resulting in 2388 for initial analysis
(1191 parenteral, 1197 enteral). Five patients were lost to follow-up before 30 days, resulting in 2383 for
analysis of the primary outcome (1188 parenteral, 1195 enteral). Groups were well matched at baseline.

Adherence to protocol

Adherence to delivery of nutritional support during the intervention period was high. Ninety-seven per cent
of patients received nutritional support via the assigned route. Any non-adherence to the protocol was
reported for 150 (12.6%) patients in the parenteral group and 127 (10.6%) patients in the enteral group.

Delivery of care by treatment group

The median times to initiation of nutritional support were within 24 hours of critical care unit admission
(parenteral 23.5 hours, enteral 21.8 hours). The mean daily caloric intake during the intervention period was
higher in patients who were assigned to the parenteral (21.3 kcal/kg/day) than in those assigned to the
enteral (18.5 kcal/kg/day) route. In the majority of patients, the targeted delivery of 25 kcal/kg/day was not
achieved irrespective of route. The mean total protein was similar in the two groups (parenteral

0.7 g/kg/day, enteral 0.6 g/kg/day).

Primary outcome: clinical effectiveness

At 30 days, 393 (33.1%) patients in the parenteral group had died compared with 409 (34.2%) patients in
the enteral group, corresponding to an absolute risk reduction of 1.15 percentage points [95% confidence
interval (Cl) —2.65 to 4.94; p=0.57] and a relative risk of 0.97 (95% Cl 0.86 to 1.08). This difference
remained non-significant after adjustment for baseline characteristics (odds ratio 0.95, 95% Cl 0.79 to
1.13; p=0.55).

Secondary outcomes: clinical effectiveness

The proportions of patients in the parenteral group who experienced episodes of hypoglycaemia
(p=0.006) and vomiting (p < 0.001) were significantly lower than for patients in the enteral group.
There were no significant differences between groups for any of the 15 other secondary outcomes.

Subgroup and secondary analyses

There was no statistically significant interaction between the effect of treatment group on 30-day mortality
and any of the pre-specified subgroups. Sensitivity analyses for missing data and adherence-adjusted
analyses were consistent with the primary analysis.

Cost-effectiveness analysis

At 90 days, the parenteral group had higher mean total costs per patient compared with the enteral group
(£24,458 vs. £23,164). Health state profiles on the EQ-5D-5L were similar and resulted in similar mean
EQ-5D-5L utility scores for survivors (parenteral 0.655, enteral 0.654) and QALYs (parenteral 0.051,

enteral 0.050). The INB for the parenteral route compared with the enteral route was negative at —£1263
(95% Cl —£2952 to £426).
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At 1 year, the mean total costs per patient were £28,354 for the parenteral group and £26,775 for the
enteral group. The mean EQ-5D-5L utility scores were similar between groups (parenteral group 0.684,
enteral group 0.683). At 1 year, a slightly higher proportion of patients in the parenteral group were alive
but the difference was not statistically significant and the 1-year QALYs were similar (parenteral group
0.348, enteral group 0.335). The INB for the parenteral group compared with the enteral group was
negative at —£1320 (95% Cl —£3709 to £1069). At 1 year, the probability that early nutritional support
via the parenteral route is more cost-effective than via the enteral route — given the data — is <20% at
the £20,000 willingness-to-pay threshold. When extrapolated to the lifetime, INB was positive (£440) but
with a wide 95% Cl that included zero (—£3586 to £4466). The estimated INBs were similar across all
scenarios considered in the sensitivity analyses.

Conclusions

Among adults with an unplanned critical care unit admission, for whom early nutritional support could be
provided through either route (parenteral or enteral), there was no significant difference in mortality at

30 days according to route of delivery. In addition, there was no significant interaction on the basis of age,
degree of malnutrition, severity of illness, or timing of the initiation of nutritional support. The enteral
route was associated with significantly more episodes of hypoglycaemia and vomiting, but there were no
significant differences between groups in the duration of organ support, infectious complications, critical
care unit or hospital length of stay, or duration of survival up to 1 year. The energy target of 25 kcal’/kg/day
was not reached in a majority of patients in each group.

Providing nutritional support to critically ill adult patients via the parenteral route compared with

the enteral route is unlikely to be cost-effective. At 1 year, on average, early nutritional support via the
parenteral route had higher intervention and morbidity costs, similar QALYs and a negative INB than

the enteral route. Cost-effectiveness results for the pre-specified subgroups were similar to the overall
results, and sensitivity analyses indicated that the conclusions were robust to alternative assumptions to
those in the base-case analysis. The lifetime analysis indicated that early nutritional support via the
parenteral route had higher mean lifetime QALY at higher additional mean costs, leading to a positive INB.

Implications for health care

The results of the CALORIES trial support the continuation of current, widespread practice in NHS critical
care units of delivering early nutritional support via the enteral route as both clinically effective and
cost-effective. However, they also challenge concerns about possible harm from delivering early nutritional
support via the parenteral route when such delivery is clinically indicated.

Recommendations for research

Recommendation 1
Evaluation of the longer-term outcomes for patients in the CALORIES trial should be extended beyond
1 year.

Recommendation 2

Following evaluation of the route for delivery of early nutritional support (CALORIES), a study utilising
rigorous consensus methods is required to establish future priorities for research on optimal nutritional
support for all/groups of critically ill patients.
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Trial registration

This trial is registered as ISRCTN17386141.

Funding

Funding for this study was provided by the Health Technology Assessment programme of the NIHR.

viii

NIHR Journals Library www.journalslibrary.nihr.ac.uk



Health Technology Assessment HTA/HTA TAR

ISSN 1366-5278 (Print)

ISSN 2046-4924 (Online)

Impact factor: 5.027

Health Technology Assessment is indexed in MEDLINE, CINAHL, EMBASE, The Cochrane Library and the ISI Science Citation Index.

This journal is a member of and subscribes to the principles of the Committee on Publication Ethics (COPE) (www.publicationethics.org/).
Editorial contact: nihredit@southampton.ac.uk

The full HTA archive is freely available to view online at www.journalslibrary.nihr.ac.uk/hta. Print-on-demand copies can be purchased from the
report pages of the NIHR Journals Library website: www.journalslibrary.nihr.ac.uk

Criteria for inclusion in the Health Technology Assessment journal
Reports are published in Health Technology Assessment (HTA) if (1) they have resulted from work for the HTA programme, and (2) they
are of a sufficiently high scientific quality as assessed by the reviewers and editors.

Reviews in Health Technology Assessment are termed ‘systematic’ when the account of the search appraisal and synthesis methods (to
minimise biases and random errors) would, in theory, permit the replication of the review by others.

HTA programme

The HTA programme, part of the National Institute for Health Research (NIHR), was set up in 1993. It produces high-quality research
information on the effectiveness, costs and broader impact of health technologies for those who use, manage and provide care in the NHS.
'Health technologies’ are broadly defined as all interventions used to promote health, prevent and treat disease, and improve rehabilitation
and long-term care.

The journal is indexed in NHS Evidence via its abstracts included in MEDLINE and its Technology Assessment Reports inform National Institute
for Health and Care Excellence (NICE) guidance. HTA research is also an important source of evidence for National Screening Committee (NSC)
policy decisions.

For more information about the HTA programme please visit the website: http://www.nets.nihr.ac.uk/programmes/hta

This report

The research reported in this issue of the journal was funded by the HTA programme as project number 07/52/03. The contractual start date
was in July 2010. The draft report began editorial review in July 2015 and was accepted for publication in November 2015. The authors have
been wholly responsible for all data collection, analysis and interpretation, and for writing up their work. The HTA editors and publisher have
tried to ensure the accuracy of the authors’ report and would like to thank the reviewers for their constructive comments on the draft
document. However, they do not accept liability for damages or losses arising from material published in this report.

This report presents independent research funded by the National Institute for Health Research (NIHR). The views and opinions expressed by
authors in this publication are those of the authors and do not necessarily reflect those of the NHS, the NIHR, NETSCC, the HTA programme
or the Department of Health. If there are verbatim quotations included in this publication the views and opinions expressed by the
interviewees are those of the interviewees and do not necessarily reflect those of the authors, those of the NHS, the NIHR, NETSCC, the HTA
programme or the Department of Health.

© Queen'’s Printer and Controller of HMSO 2016. This work was produced by Harvey et al. under the terms of a commissioning
contract issued by the Secretary of State for Health. This issue may be freely reproduced for the purposes of private research and
study and extracts (or indeed, the full report) may be included in professional journals provided that suitable acknowledgement
is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre,
Alpha House, University of Southampton Science Park, Southampton SO16 7NS, UK.

Published by the NIHR Journals Library (www.journalslibrary.nihr.ac.uk), produced by Prepress Projects Ltd, Perth, Scotland
(www.prepress-projects.co.uk).



Health Technology Assessment Editor-in-Chief

Professor Hywel Williams Director, HTA Programme, UK and Foundation Professor and Co-Director of the
Centre of Evidence-Based Dermatology, University of Nottingham, UK

NIHR Journals Library Editor-in-Chief

Professor Tom Walley Director, NIHR Evaluation, Trials and Studies and Director of the HTA Programme, UK

NIHR Journals Library Editors

Professor Ken Stein Chair of HTA Editorial Board and Professor of Public Health, University of Exeter Medical
School, UK

Professor Andree Le May Chair of NIHR Journals Library Editorial Group (EME, HS&DR, PGfAR, PHR journals)
Dr Martin Ashton-Key Consultant in Public Health Medicine/Consultant Advisor, NETSCC, UK

Professor Matthias Beck Chair in Public Sector Management and Subject Leader (Management Group),
Queen’s University Management School, Queen’s University Belfast, UK

Professor Aileen Clarke Professor of Public Health and Health Services Research, Warwick Medical School,
University of Warwick, UK

Dr Tessa Crilly Director, Crystal Blue Consulting Ltd, UK
Dr Peter Davidson Director of NETSCC, HTA, UK
Ms Tara Lamont Scientific Advisor, NETSCC, UK

Professor Elaine McColl Director, Newcastle Clinical Trials Unit, Institute of Health and Society,
Newcastle University, UK

Professor William McGuire Professor of Child Health, Hull York Medical School, University of York, UK

Professor Geoffrey Meads Professor of Health Sciences Research, Health and Wellbeing Research and
Development Group, University of Winchester, UK

Professor John Norrie Health Services Research Unit, University of Aberdeen, UK
Professor John Powell Consultant Clinical Adviser, National Institute for Health and Care Excellence (NICE), UK

Professor James Raftery Professor of Health Technology Assessment, Wessex Institute, Faculty of Medicine,
University of Southampton, UK

Dr Rob Riemsma Reviews Manager, Kleijnen Systematic Reviews Ltd, UK
Professor Helen Roberts Professor of Child Health Research, UCL Institute of Child Health, UK
Professor Jonathan Ross Professor of Sexual Health and HIV, University Hospital Birmingham, UK

Professor Helen Snooks Professor of Health Services Research, Institute of Life Science, College of Medicine,
Swansea University, UK

Professor Jim Thornton Professor of Obstetrics and Gynaecology, Faculty of Medicine and Health Sciences,
University of Nottingham, UK

Please visit the website for a list of members of the NIHR Journals Library Board:
www.journalslibrary.nihr.ac.uk/about/editors

Editorial contact: nihredit@southampton.ac.uk




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 100
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 100
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 300
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU (Web PDFs for NIHR Journals Library article summaries \(executive summary, scientific summary, lay summary\). RGB colour space, low-resolution images.)
  >>
  /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
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice




