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Scientific summary

Background

Glaucoma is a group of conditions characterised by the progressive damage of the optic nerve head and
loss of visual field (VF). It is a leading cause of visual morbidity in the UK, causing falls, road traffic accidents,
loss of independence in the elderly and a reduction in quality of life (QoL). Ocular hypertension (OHT), a
state of raised intraocular pressure (IOP) in otherwise healthy eyes, is a risk factor for developing glaucoma
and often requires treatment. The only known treatment for glaucoma and OHT is lowering the IOP; this
has traditionally been done with IOP-lowering eyedrops when patients are treated for the first time.

Glaucoma monitoring and treatment take up a major proportion of hospital eye service outpatient
appointments, with > 1 million glaucoma-related hospital eye service visits annually. Glaucoma treatment
incurs significant costs to both the NHS and the patients; in 2012 alone, > 8 million glaucoma treatment-
related items were dispensed in the community, costing > £105M. In addition, annual increases in the
items prescribed and their cost have been reported for more than a decade.

The traditional first-line treatment for glaucoma and OHT, IOP-lowering eyedrops, has numerous side
effects both topical and systemic. These range from mild to severe, take up a significant proportion of
outpatient visits and may affect the success of further glaucoma surgery. Glaucoma and its treatment have
been shown to have a significant negative impact on patients’ QoL as a result of impairments in visual
function, as well as the side effects of treatment.

An alternative to reducing IOP is selective laser trabeculoplasty (SLT), a quick and painless outpatient
procedure. Until now this has principally been used not as a first-line treatment but as a last resort before
intraocular surgery. However, this is because earlier forms of laser trabeculoplasty had a relatively low
safety margin and repeatability; SLT is better than earlier types of laser trabeculoplasty in both respects.

Selective laser trabeculoplasty has the potential of providing IOP control for glaucoma and OHT patients
without the need for topical medical treatment (eyedrops) and this has implications for both NHS expenditure
and the patients’ QoL. Additionally, the use of SLT from the outset of patients’ treatment may offer clinical
benefits in the later management of the disease.

Objective

To investigate if lowering IOP with SLT as a first-line treatment for patients with newly diagnosed OHT
or open-angle glaucoma (OAG) (Laser-1st) leads to a better health-related quality of life (HRQoL) than
first-line treatment with IOP-lowering eyedrops (Medicine-1st), and whether or not this is associated with
reduced costs, better clinical outcomes and improved tolerability of treatment.

Objectives

Primary objective
To determine if, in a pragmatic study that mirrors the realities of clinical decision-making, a Laser-1st (initial
SLT followed by routine medical treatment) pathway delivers a better HRQoL at 3 years than a Medicine-1st
(routine medical treatment only) pathway, in the management of patients with OAG or OHT.
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Secondary objectives
To determine whether or not a Laser-1st treatment pathway:

l costs less than the conventional treatment pathway of Medicine-1st
l achieves the desired level of IOP with less intensive treatment over the course of the study
l leads to equivalent levels of visual function after 3 years
l is better tolerated by patients.

Methods

We designed a pragmatic randomised control trial, with participants unmasked to treatment allocation,
across six UK NHS sites, to compare initial SLT followed by routine medical treatment (Laser-1st) with
routine medical treatment only (Medicine-1st).

Patients were adults, newly diagnosed with OAG or OHT, with no other ocular pathology and were
randomised in a 1 : 1 ratio to receive either SLT (Laser-1st) or medical therapy (Medicine-1st). Patients were
monitored for 3 years and received care in accordance with standard clinical practice.

Eyes were stratified into predefined categories of disease severity and were treated to achieve an eye-specific
target IOP generated by a decision support software (DSS), based on published research and internationally
recognised guidelines. SLT was performed in accordance with a strict protocol to standardise energy levels
and the number of shots. Medical treatment was conducted and escalated in accordance with guidelines
from the National Institute for Health and Care Excellence. Patient care, as well as monitoring intervals
and treatment escalations, was guided by the DSS. All DSS suggestions could be overruled by the treating
specialist consultant ophthalmologist if this was deemed to be to the patients’ benefit. In such cases the
consultant was required to record a detailed explanation for the decision. All measurements influencing
treatment escalation decisions (VF, Heidelberg retinal tomography and IOP) were made by masked observers.

Patients were sent a series of questionnaires investigating HRQoL, health-care resource use and
concordance at 6-month intervals [EuroQol-5 Dimensions, five-level version (EQ-5D-5L), Glaucoma Utility
Index (GUI), Glaucoma Symptom Scale (GSS), Glaucoma Quality of Life-15 (GQL-15), a modified Client
Service Receipt Inventory and two questions regarding concordance].

Statistical analysis

The primary outcome was analysed using linear regression with terms for randomisation arm, baseline
EQ-5D-5L, stratification factors (diagnosis and centre), baseline IOP and number of eyes affected at baseline.
The unit of analysis was the patient. If both of a patient’s eyes were included, baseline severity and IOP
were based on the worse eye, defined using VF mean deviation (MD) at baseline. EQ-5D-5L values missing
at 36 months were imputed using values at 30 months, if available. Sensitivity analyses were performed
to verify the results of the primary analysis. Mixed-effects models were used to analyse the EQ-5D-5L
measurements recorded at all time points to investigate possible changes in treatment effect over the
36 months (using interaction terms between randomisation arm and time) and to estimate the average
treatment effect over the 36-month follow-up period. The secondary outcomes were analysed using similar
regression methods. All analyses were performed on an intention-to-treat basis with participants analysed
according to the arm to which they were randomised.
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Economic evaluation

Quality-adjusted life-years (QALYs) were calculated over the course of the trial using the baseline and
6-monthly follow-up EQ-5D-5L questionnaires and calculating the area under the curve. Health-care
resource use cost was calculated using published sources. Eyedrops for OAG and OHT were costed based
on prescribed medications using the British National Formulary [Joint Formulary Committee. British National
Formulary (online). London: BMJ Group and Pharmaceutical Press. URL: www.medicinescomplete.com
(accessed 15 July 2018)]. Cost-effectiveness acceptability curves were generated and the probability that
the intervention is cost-effective was investigated for a range of values of willingness to pay.

Results

Between October 2012 and October 2014 a total of 16,379 patients were assessed for eligibility (15,483
were excluded as a result of ineligibility). Of the 896 patients who were eligible, 718 (1235 eyes) were
recruited (80.1% participation rate), of whom 356 (613 eyes) were allocated to SLT (Laser-1st pathway)
and 362 (622 eyes) to medical treatment (Medicine-1st pathway).

The average age of the patients was 63.1 years (± 11.8 years) and more male patients than females were
recruited (55.3% males vs. 44.7% females). In total, 70% of all participants were white (black was the
second largest ethnic group; 20%). Thirty per cent of the patients reported a family history of glaucoma
affecting at least one first-degree relative.

A total of 301 patients (41.9%) had bilateral OAG, 161 patients (22.4%) had unilateral OAG (fellow eye
healthy), 93 patients (13.0%) had OAG in one eye and OHT in the other eye, 124 patients (17.3%) had
bilateral OHT and 39 patients (5.4%) had unilateral OHT (fellow eye healthy). A total of 555 patients
(77.2%) were classified as having OAG (if at least one eye had OAG) and 163 patients (22.7%) were
classified as having OHT; in 517 patients (72.0%) both eyes were eligible for the trial.

At baseline, the average EQ-5D-5L score was similar in the two treatment arms (Medicine-1st 0.92 ± 0.13;
Laser-1st 0.91 ± 0.13), as was the GUI score (Medicine-1st 0.89 ± 0.11; Laser-1st 0.89 ± 0.12) and the
GQL-15 score (Medicine-1st 18.7 ± 5.6; Laser-1st 18.9 ± 6.6). The average baseline GSS score was slightly
higher in the Medicine-1st arm than in the Laser-1st arm (Medicine-1st 83.3 ± 16.6; Laser-1st 81.4 ± 17.2).

Sixteen patients in the Laser-1st arm and nine patients in the Medicine-1st arm withdrew from the trial.
A total of 652 patients returned the primary outcome at 36 months, yielding a 91% return rate. At
36 months the Laser-1st arm had an average EQ-5D-5L score of 0.90 [standard deviation (SD) 0.16],
compared with 0.89 (SD 0.18) in the Medicine-1st arm [adjusted mean difference (Laser-1st –Medicine-1st)
0.01, 95% confidence interval (CI) –0.01 to 0.03; p = 0.23]. Taking into account the outcome data from all
time points across 36 months, the two treatment arms had similar EQ-5D-5L scores at 36 months (adjusted
mean difference 0.02, 95% CI –0.00 to 0.03).

The Laser-1st arm scored an average of 0.89 (SD 0.13) on the GUI, compared with 0.89 (SD 0.13) for the
Medicine-1st arm (adjusted mean difference 0.007, 95% CI –0.010 to 0.025). The Laser-1st arm had a
mean GSS score of 83.3 (SD 17.3) at 36 months, compared with 83.1 (SD 17.7) for the Medicine-1st arm
(adjusted mean difference 1.595, 95% CI –0.797 to 3.988). The mean GQL-15 scores at 36 months were
similar in the two arms (19.8 for Laser-1st and 19.8 Medicine-1st, adjusted mean difference –0.368,
95% CI –0.605 to 1.341).

At 36 months, 536 eyes (87.7%) of 314 patients in the Laser-1st arm and 536 eyes (86.2%) of 306 patients
in the Medicine-1st arm were available for analysis of clinical outcomes. The two treatment arms had
comparable end-point visual acuity [0.08 (SD 0.17) vs. 0.07 (SD 0.18) log of the minimum angle of resolution,
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Medicine-1st and Laser-1st, respectively)], IOP [16.3 (SD 3.9) vs. 16.6 (SD 3.6) mmHg, Medicine-1st and
Laser-1st, respectively] and VF MD [–3.2 dB for both arms (SD 3.8 dB Medicine-1st; SD 3.9 dB Laser-1st)].

Overall, 95% of the eyes treated with Laser-1st (n = 509) were at target IOP at 36 months, which was
achieved without medication for 78.2% of the eyes (n = 419), corresponding to 74.2% (n = 233, 95% CI
69.3% to 78.6%) of the patients. Of the eyes that received Medicine-1st, 93.1% (n = 499) were at target
IOP at 36 months; 64.6% (n = 346) were using a single medication. During the 36 months of the trial,
target IOP was achieved at 93% of visits in the Laser-1st arm, compared with 91.3% of visits in the
Medicine-1st arm. The number of treatment escalations was higher in the Medicine-1st arm than in in the
Laser-1st arm (348 vs. 299), as was the number of eyes showing disease deterioration (36 vs. 23); 11 eyes
in the Medicine-1st arm (1.8%) required IOP-lowering surgery (trabeculectomy), compared with none in
the Laser-1st arm. Twenty-five cataract extractions were carried out in the Medicine-1st arm and 13 in the
Laser-1st arm.

There were no sight-threatening complications of SLT. The IOP rose > 5 mmHg compared with baseline IOP
in six eyes of six patients who received SLT, but only one eye required treatment. Patients in the Medicine-
1st arm reported more ophthalmic eyedrop-related adverse events (AEs) (150 aesthetic side effects and
ocular allergic reactions were reported by 73 patients) than those in the Laser-1st arm (30 equivalent
events were reported by 20 patients). Transient AEs were reported by 34.4% (n = 122) of the patients in
the Laser-1st arm as a result of the SLT application. AEs during the SLT procedure were reported for 14
patients. Systemic AEs were similar in the two treatment arms. Eyedrop-related systemic AEs were reported
more often and by more patients in the Medicine-1st arm than in the Laser-1st arm [148 events reported
by 52 patients (14.4%) vs. 87 events reported by 23 patients (6.5%)]. Serious AEs were overall similar in
both arms: 95 in the Medicine-1st arm, affecting 68 patients, and 107 in the Laser-1st arm, affecting 64
patients.

Laser-1st dominated Medicine-1st in that it resulted in a greater QALY gain at a lower cost (although the
difference was not significant; p = 0.286). Laser-1st treatment cost £458 less than Medicine-1st, with
95% of bootstrap iterations falling between –£585 and –£345 (for specialist eye-related costs), and had a
mean incremental QALY gain of 0.011, with 95% bootstrap iterations falling between –0.024 and 0.050.
Over 36 months, discounted and adjusted, at willingness to pay for a QALY of £20,000 and £30,000,
the probability that Laser-1st is more cost-effective than Medicine-1st when only ophthalmology costs are
included is 97% and 93%, respectively. When community- and non-eye-related costs are added, there is a
68% chance that Laser-1st is more cost-effective, at willingness-to-pay levels of both £20,000 and £30,000.

Conclusions

This study shows that patients newly diagnosed with glaucoma or OHT can be safely treated with SLT
and achieve predominantly eyedrop-free IOP control over at least 3 years, with less intense treatment,
fewer AEs and a reduced need for glaucoma and cataract surgery, than patients treated with IOP-lowering
eyedrops. This can be achieved at a lower cost per QALY than standard medical therapy alone and with
a similar effect on generic HRQoL as assessed by the EQ-5D-5L. Primary SLT is a cost-effective alternative
to eyedrops that can be offered to patients with OAG or OHT who need IOP-lowering treatment.

Implications for health care

The findings of this trial have the potential to change glaucoma and OHT treatment worldwide. An eyedrop-
free IOP control may be a desired form of treatment for many patients and clinicians, while also providing
a cost-effective alternative to eyedrops. The results of this study may also have important implications for
resource-poor health-care settings where access to medication is a major barrier to glaucoma treatment
and/or where glaucoma prevalence is high.
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Despite the promising results with regard to the safety of the SLT procedure and the eyedrop-free IOP
control that SLT offers, clinicians need to consider the perceived necessity of monitoring visits by the
patient (patients may not always comprehend the necessity of frequent monitoring) in the absence of daily
medication. Patients need to understand the importance of attending follow-up visits and the lifelong need
for monitoring. SLT should not be perceived as a one-off glaucoma or OHT treatment and this needs to be
communicated clearly to patients.

Recommendations for research

l Longitudinal research into the clinical efficacy of SLT as a first-line treatment, with particular focus on
disease progression and ocular surgery rates.

l Longitudinal research into the effect of SLT on subsequent medicine-taking behaviour.
l Longitudinal HRQoL in OAG and OHT in particular (where data are lacking) to understand the impact of

medical treatment on patients over a longer period of time, when more intense medical treatment
might become necessary.

Longer follow-up already under way (the Laser in Glaucoma And Ocular Hypertension extension trial) will
help us answer the majority of the above questions.

Trial registration

The trial is registered as ISRCTN32038223.

Funding

Funding for this study was provided by the Health Technology Assessment programme of the National
Institute for Health Research.

HEALTH TECHNOLOGY ASSESSMENT 2019 VOL. 23 NO. 31 (SCIENTIFIC SUMMARY)

© Queen’s Printer and Controller of HMSO 2019. This work was produced by Gazzard et al. under the terms of a commissioning contract issued by the Secretary of State for
Health and Social Care. 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.

vii





Health Technology Assessment HTA/HTA TAR

ISSN 1366-5278 (Print)

ISSN 2046-4924 (Online)

Impact factor: 4.513

Health Technology Assessment is indexed in MEDLINE, CINAHL, EMBASE, The Cochrane Library and the Clarivate Analytics 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: journals.library@nihr.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 09/104/40. The contractual start date
was in September 2012. The draft report began editorial review in September 2018 and was accepted for publication in December 2018. 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 and Social Care. 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 and Social Care.

© Queen’s Printer and Controller of HMSO 2019. This work was produced by Gazzard et al. under the terms of a commissioning
contract issued by the Secretary of State for Health and Social Care. 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).



NIHR Journals Library Editor-in-Chief

Professor Ken Stein  Professor of Public Health, University of Exeter Medical School, UK

NIHR Journals Library Editors

Professor John Powell  Chair of HTA and EME Editorial Board and Editor-in-Chief of HTA and EME journals. 
Consultant Clinical Adviser, National Institute for Health and Care Excellence (NICE), UK, and Honorary Professor, 
University of Manchester, and Senior Clinical Researcher and Associate Professor, Nuffield Department of 
Primary Care Health Sciences, University of Oxford, UK

Professor Andrée Le May  Chair of NIHR Journals Library Editorial Group (HS&DR, PGfAR, PHR journals) and 
Editor-in-Chief of HS&DR, PGfAR, PHR journals

Professor Matthias Beck  Professor of Management, Cork University Business School, Department of Management 
and Marketing, University College Cork, Ireland

Dr Tessa Crilly  Director, Crystal Blue Consulting Ltd, UK

Dr Eugenia Cronin  Senior Scientific Advisor, Wessex Institute, UK

Dr Peter Davidson  Consultant Advisor, Wessex Institute, University of Southampton, UK

Ms Tara Lamont  Director, NIHR Dissemination Centre, UK

Dr Catriona McDaid  Senior Research Fellow, York Trials Unit, Department of Health Sciences, 
University of York, UK 

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

Professor Geoffrey Meads  Professor of Wellbeing Research, University of Winchester, UK

Professor John Norrie  Chair in Medical Statistics, University of Edinburgh, 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 Great Ormond Street 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 Ken Stein  Professor of Public Health, University of Exeter Medical School, UK

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

Professor Martin Underwood  Warwick Clinical Trials Unit, Warwick Medical School, University of Warwick, UK

Please visit the website for a list of editors: www.journalslibrary.nihr.ac.uk/about/editors

Editorial contact: journals.library@nihr.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


