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SCIENTIFIC SUMMARY: THE ROLARR RCT

Scientific summary

Background

Total mesorectal excision is the standard of care in rectal cancer surgery, involving complete removal of the
tumour along with the draining lymphatics within an intact mesorectal envelope. The feasibility and safety
of laparoscopic surgery have been established for colon cancer, but the case for rectal cancer is less clear.
At the time of the study’s design in 2010, the MRC CLASICC trial [Guillou PJ, Quirke P, Thorpe H, Walker J,
Jayne DG, Smith AM, et al. Short-term endpoints of conventional versus laparoscopic-assisted surgery in
patients with colorectal cancer (MRC CLASICC trial): multicentre, randomised controlled trial. Lancet
2005;365:1718-26] was the only randomised study, to our knowledge, to include an evaluation of
laparoscopic compared with open rectal cancer surgery. Concern was expressed about the higher rate of
circumferential resection margin (CRM) involvement in the laparoscopic group (12.4%) than in the open
group (6.3%) for patients undergoing anterior resection. This, however, did not translate into a difference
in local recurrence at either 3-year follow-up or 5-year follow-up. The difference in CRM involvement was
felt to reflect the increased technical difficulties associated with the laparoscopic technique in the rectal
cancer group.

Since completion of the CLASICC trial, the COLOR Il [van der Pas MH, Haglind E, Cuesta MA, Furst A,
Lacy AM, Hop WC, Bonjer HJ, COlorectal cancer Laparoscopic or Open Resection Il (COLOR II) Study Group.
Laparoscopic versus open surgery for rectal cancer (COLOR |I): short-term outcomes of a randomised,

phase 3 trial. Lancet Oncol 2013;14:210-18] and COREAN studies [Kang SB, Park JW, Jeong SY, Nam BH,
Choi HS, Kim DW, et al. Open versus laparoscopic surgery for mid or low rectal cancer after neoadjuvant
chemoradiotherapy (COREAN trial): short-term outcomes of an open-label randomised controlled trial.
Lancet Oncol 2010;11:637-45] compared laparoscopic with open surgery for rectal cancer. Both studies
reported better short-term outcomes following laparoscopic rectal cancer resection than open surgery,

and similar pathological outcomes compared with open surgery. In contrast, there have been two large
randomised trials, AlaCarte (Stevenson AR, Solomon MJ, Lumley JW, Hewett P, Clouston AD, Gebski VJ,

et al. Effect of laparoscopic-assisted resection vs open resection on pathological outcomes in rectal cancer:
the ALaCaRT randomized clinical trial. JAMA 2015;314:1356-63) and ACOSOG (Fleshman J, Branda M,
Sargent DJ, Boller AM, George V, Abbas M, et al. Effect of laparoscopic-assisted resection vs open resection
of stage Il or Il Rectal Cancer on Pathologic Outcomes: the ACOSOG Z6051 randomized clinical trial.
JAMA 2015;314:1346-55), that have cast doubt on the benefits of laparoscopic compared with open rectal
cancer surgery.

Robotic-assisted laparoscopic surgery was introduced with the promise to eliminate many of the technical
difficulties inherent in laparoscopic surgery, providing intuitive manipulation of the laparoscopic instruments
with 7 degrees of freedom of movement, a three-dimensional field of view, a stable camera platform with
zoom magnification, dexterity enhancement and an ergonomic operating environment.

There have been numerous reports from single centres, analyses of national databases and several
systematic reviews and meta-analyses, but no large randomised comparison with laparoscopic or open
rectal cancer surgery. Results from the meta-analyses tell a broadly similar story, with no clear advantage
of robotic over laparoscopic surgery in terms of short-term outcomes, with the exception of lower
conversion rates and a suggestion of improved postoperative bladder and sexual function. The main
disadvantage of robotic, compared with laparoscopic, surgery is the increased hospital costs.
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Objectives

The purpose of the trial was to perform a rigorous evaluation of robotic-assisted rectal cancer surgery
compared with laparoscopic rectal cancer surgery by means of a randomised controlled trial. The key
short-term outcomes included assessment of technical ease of the operation, as determined by the
clinical indicator of low conversion rate to open operation, and clear pathological resection margins

as an indicator of surgical accuracy and improved oncological outcome. In addition, quality-of-life (QoL)
assessment and analysis of cost-effectiveness were performed. Longer-term outcomes concentrated

on oncological aspects of the surgery with analysis of disease-free survival (DFS) and overall survival (OS)
and local recurrence rates at the 3-year follow-up.

Methods

The ROLARR trial was an international, multicentre, prospective, randomised, controlled, unblinded,
parallel-group trial comparing robotic-assisted versus laparoscopic surgery for the curative treatment of
rectal cancer. Participating surgeons had to have previously performed a minimum of 30 minimally invasive
(laparoscopic or robotic) rectal cancer resections (at least 10 laparoscopic and at least 10 robotic). The trial
received national ethics approval in the UK and either ethics committee approval or institutional review
board (IRB) approval as required at the location of each of the international centres; all participants gave
written informed consent.

Patients were eligible if they were aged > 18 years with a diagnosis of rectal adenocarcinoma amenable to
curative surgery by low anterior resection, high anterior resection (HAR) or abdominoperineal resection
(APR). Patients had to be suitable and fit for robotic-assisted or standard laparoscopic rectal resection.
Exclusion criteria included locally advanced cancers not amenable to curative surgery or requiring en bloc
multivisceral resection, synchronous colorectal tumours, coexistent inflammatory bowel disease, malignancy
within the past 5 years, or pregnancy.

Preoperative investigation and preparation was as per institutional protocol. Laparoscopic mesorectal
resection was performed in accordance with each surgeon’s usual practice. Robotic surgery involved either
a totally robotic approach or a hybrid approach; the only absolute requirement was that the robot had to
be used for mesorectal resection. The specifics of each operation were at the discretion of the operating
surgeon, as was the decision to convert to an open operation. Detailed guidance was provided to ensure
consistent histopathological analysis and reporting of the rectal dissection specimens according to
internationally agreed criteria. Digital photographs of the specimen and sequential cross-sectional views
were collected to allow blinded assessment of the quality of the plane of surgery. To enable a central
pathology review, the tissue slides (or high-quality digital slide images) were submitted.

Postoperative care was as per institutional protocol; however, the protocol required that patients underwent
a clinical assessment at 30 days and at 6 months post operation. Follow-up data were collected on an
annual basis until the last participant reached 3 years post randomisation.

Participants completed questionnaires prior to randomisation (baseline) and at 30 days and at 6 months
postoperatively. General QoL [Short Form questionnaire-36 items version 2 (SF-36v2)] and fatigue
[Multidimensional Fatigue Inventory-20 (MFI-20)] data were collected at baseline and at 30 days and

at 6 months postoperatively. In addition, patient-reported bladder and sexual function questionnaires
[International Prostatic Symptom Score (I-PSS) and International Index of Erectile Function/ Female Sexual
Function Index (IIEF/FSFI)] were completed at baseline and at 6 months post operation. Participants in the
UK and USA also completed the EuroQol-5 Dimensions (EQ-5D) at baseline, at 30 days and at 6 months
post operation, and a resource utilisation questionnaire at 30 days and at 6 months post operation for the
health economic component of the trial.
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Between 7 January 2011 and 30 September 2014, 1276 patients were assessed for eligibility by 40 surgeons
from 26 sites across 10 countries (i.e. UK, Italy, Denmark, USA, Finland, South Korea, Germany, France,
Australia and Singapore). The numbers of patients recruited in each country (together with the number of
sites in the country) were as follows: UK, n= 131 (6); Italy, n = 105 (5); Denmark, n =92 (3); USA, n =59 (9);
Finland, n =35 (1); South Korea, n =18 (1); Germany, n= 16 (1); France, n= 11 (1); Australia, n =2 (1),

and Singapore, n =2 (1). Four hundred and seventy-one (36.9%) of these patients were randomised:

234 to laparoscopic and 237 to robotic surgery. From this group, 466 patients underwent an operation,
with 456 (97.9%) undergoing the allocated treatment. The final follow-up date was 16 June 2015.

The two treatment groups were well balanced with respect to baseline characteristics and operative
procedures. On average, patients received an operation performed by a surgeon with experience of around
a median of 91 [interquartile range (IQR) 45-180] previous laparoscopic and a median of 50 (IQR 30-101)
previous robotic operations.

The rate of conversion to open surgery was 47 out of 466 (10.1%) patients overall, 28 out of 230 (12.2%)
in the laparoscopic group and 19 out of 236 (8.1%) in the robotic group (unadjusted difference in
proportions 4.12%, 95% Cl -1.35% to 9.59%). There was no statistically significant difference between
robotic surgery and conventional laparoscopic surgery with respect to odds of conversion [adjusted odds
ratio (OR) 0.614, 95% Cl 0.311 to 1.211; p=0.16].

Of the 466 patients who had an operation, 459 (98.5%) had complete pathology data available. Furthermore,
26 out of 459 (5.7%) patients had a positive CRM: 14 out of 224 (6.25%) in the laparoscopic group and

12 out of 235 (5.11%) in the robotic group (unadjusted difference in proportions 1.14%, 95% Cl-3.10%

to 5.38%). There was no statistically significant difference in the odds of CRM positivity between the groups
(adjusted OR 0.785, 95% Cl1 0.350 to 1.762; p = 0.56).

There were 70 out of 466 (15.0%) patients who had an intraoperative complication, 34 out of 230 (14.8%)
in the laparoscopic group and 36 out of 236 (15.3%) in the robotic group (unadjusted risk difference -0.5%,
95% Cl1-6.0% to 7.0%). There was no significant difference between the groups (adjusted OR 1.020,

95% C10.599 to 1.736; p =0.94). There was a significant difference in the odds of having an intraoperative
complication between males and females (adjusted OR 3.083, 95% Cl 1.543 t0 6.158; p=0.0015).

There were 151 out of 466 (32.4%) patients who had a postoperative complication within 30 days of their
operation, 73 out of 230 (31.7%) in the laparoscopic group and 78 out of 236 (33.1%) in the robotic
group (unadjusted risk difference =1.3%, 95% Cl -9.8% to 7.2%). There was no significant difference
between the treatment groups (adjusted OR 1.043, 95% Cl 0.689 to 1.581; p=0.84). There was a
significant difference in the odds of having a postoperative complication within 30 days of operation
between males and females (adjusted OR 3.083, 95% Cl 1.573 to 4.183; p =0.0002).

There were 72 out of 466 (15.5%) patients who had a postoperative complication after 30 days and within
6 months of their operation, 38 out of 230 (16.5%) in the laparoscopic group and 34 out of 236 (14.4%)
in the robotic group (unadjusted risk difference 2.1%, 95% Cl —4.5% to 8.7 %). There was no significant
difference between the groups (adjusted OR 0.719, 95% Cl1 0.411 to 1.258; p =0.25).

Bladder function scores, as measured by the I-PSS, were similar between the groups at baseline and at

6 months. The adjusted estimated difference in mean I-PSS (robotic minus standard) was —0.7426 (95% Cl
—2.0722 t0 0.5870; p = 0.2726). The estimated difference in mean |-PSS between patients with a difference
in baseline score of 10 points, all else being equal, was 4.20 (95% Cl 3.23t0 5.17; p <0.0001).
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The distribution of sexual function scores, as measured by the IIEF, was very similar between the treatment
groups at baseline and at 6 months. Median IIEF scores at 6 months were notably lower than at baseline in
both groups; the estimated difference in mean IIEF (robotic minus standard) was —0.8020 (95% CI -5.7039
t0 4.1000; p = 0.7468).

The female sexual function score, as measured by the FSFI, at baseline was marginally lower in the robotic
group. The distribution of scores was very similar between the treatment groups at 6 months; the estimated
difference in mean FSFI (robotic minus standard) was —1.2309 (95% C| —6.0030 to 3.5413; p =0.6010).

Patient-reported generic health was measured using the SF-36v2, providing a physical component score
(PCS) and a mental component score (MCS). The baseline PCS and MCS were similar in the two treatment
groups at all time points. At the 6-month follow-up, the adjusted estimated difference in mean PCS between
the groups (robotic vs. laparoscopic) was —0.1220 (95% Cl—1.6281 to 1.3840; p = 0.8737). The adjusted
estimated difference in MCS between the groups (robotic vs. laparoscopic) was —0.4875 (95% Cl —2.6008 to
1.6258; p =0.6508).

The Multidimensional Fatigue Inventory is a self-report instrument consisting of five scales of fatigue:
general fatigue, physical fatigue, reduced activity, reduced motivation and mental fatigue. The distribution
of scores was similar between the two treatment groups at all time points for all five scales. At the
6-month follow-up, the estimated adjusted difference in mean general fatigue between the groups
(robotic vs. laparoscopic) was —-0.2517 (95% Cl —0.5965 to 1.0999; p = 0.5603), the difference in physical
fatigue was 0.3964 (95% ClI —0.4404 to 1.2332; p=10.3527), the difference in reduced activity was
-0.1634 (95% Cl -0.9777 to 0.6510; p =0.6938), the difference in reduced motivation was —0.03917
(95% Cl-0.7324 to 0.6540; p =0.9117) and the difference in mental fatigue was 0.1374 (95% Cl
—0.6626 to 0.9374; p =0.7360).

A total of 351 out of 456 (77.0%) patients’ specimens were graded by pathological assessment of the plane
of surgery. There were 178 out of 233 (76.4%) in the laparoscopic group and 173 out of 223 (77.6%) in
the robotic group who had best-quality surgery (mesorectal plane) (unadjusted risk difference 1.2%, 95% ClI
-6.5% to 8.9%). There was no significant difference of the odds of a mesorectal plane surgery between the
groups (adjusted OR 0.943, 95% CI 0.565 to 1.572; p =0.821).

Local recurrence was observed in 30 out of 471 (6.4%) patients, 14 out of 234 (6.0%) in the laparoscopic
group and 16 out of 237 (6.8%) in the robotic group. There was no difference between the treatment
groups in local recurrence rates at the 3-year follow-up; the estimated difference in cumulative incidence
of local recurrence was 0.002 (95% Cl —0.041 to 0.046). There was a difference in the probability of local
recurrence between males and females, with males being more likely to experience local recurrence
[adjusted hazard ratio (HR) 3.184, 95% Cl 1.109 t0 9.174; p=0.031].

No difference was observed between the treatment groups in DFS at the 3-year follow-up, estimated
adjusted HR (robotic vs. laparoscopic) of 1.030 (95% Cl 0.713 to 1.489; p =0.874). Disease recurrence
was more common following APR and least common following HAR.

Death was observed for 46 out of 471 (9.8%) patients, 23 out of 234 (9.8%) in the laparoscopic group
and 23 out of 237 (9.7%) in the robotic group, estimated HR (robotic vs. laparoscopic) 0.945 (95% Cl
0.530 to 1.686; p =0.848). Males were 2.187 (95% Cl 1.017 to 4.700; p = 0.045) times more likely to die
than females at 3 years’ follow-up.

Quality-of-life scores were very similar between the treatment groups, with a difference in favour of
robotic surgery of 0.013 quality-adjusted life-years (QALYs) at 6 months’ follow-up. The overall cost
difference was £980, with higher costs associated with robotic surgery, driven by longer operating times
and higher instrument costs. The estimated incremental cost-effectiveness ratio (ICER) for robotic surgery
was £69,837 per QALY, which is well in excess of the standard threshold of £20,000-30,000 per QALY.

© Queen'’s Printer and Controller of HMSO 2019. This work was produced by Jayne 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.



Vi

SCIENTIFIC SUMMARY: THE ROLARR RCT

Conclusions

Robotic rectal cancer surgery results in comparable outcomes to laparoscopic surgery. There is no statistical
benefit in terms of conversion to open surgery, bladder or sexual function, pathological outcomes, or DFS and
0S. The observed trend to reduced conversion in male patients requires further confirmation. Robotic rectal
cancer surgery is not cost-effective compared with laparoscopic rectal cancer surgery because the increased
costs far outweigh any marginal benefit in QoL.

Trial registration

This trial is registered as ISRCTN80500123.

Funding

This project was funded by the Efficacy and Mechanism Evaluation (EME) programme, a Medical Research
Coundil and National Institute for Health Research (NIHR) partnership, with contributions from the Chief
Scientist Office, Scottish Government Health and Social Care Directorate, the Health and Care Research Wales
and the Health and Social Care Research and Development Division, Public Health Agency in Northern Ireland.
The funders of the study had no role in the design and conduct of the study; collection, management, analysis
and interpretation of the data; and preparation, review or approval of the manuscript or the decision to submit
for publication. Philip Quirke and Nicholas West were supported by Yorkshire Cancer Research Campaign

and the MRC Bioinformatics initiative. David Jayne was supported by a NIHR Research Professorship.

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



Efficacy and Mechanism Evaluation

ISSN 2050-4365 (Print)

ISSN 2050-4373 (Online)

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 EME archive is freely available to view online at www.journalslibrary.nihr.ac.uk/eme. 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 Efficacy and Mechanism Evaluation journal
Reports are published in Efficacy and Mechanism Evaluation (EME) if (1) they have resulted from work for the EME programme, and
(2) they are of a sufficiently high scientific quality as assessed by the reviewers and editors.

EME programme

The Efficacy and Mechanism Evaluation (EME) programme funds ambitious studies evaluating interventions that have the potential to make
a step-change in the promotion of health, treatment of disease and improvement of rehabilitation or long-term care. Within these studies,
EME supports research to improve the understanding of the mechanisms of both diseases and treatments.

The programme support translational research into a wide range of new or repurposed interventions. These may include diagnostic or prognostic
tests and decision-making tools, therapeutics or psychological treatments, medical devices, and public health initiatives delivered in the NHS.

The EME programme supports clinical trials and studies with other robust designs, which test the efficacy of interventions, and which may use
clinical or well-validated surrogate outcomes. It only supports studies in man and where there is adequate proof of concept. The programme
encourages hypothesis-driven mechanistic studies, integrated within the efficacy study, that explore the mechanisms of action of the intervention
or the disease, the cause of differing responses, or improve the understanding of adverse effects. It funds similar mechanistic studies linked to
studies funded by any NIHR programme.

The EME programme is funded by the Medical Research Council (MRC) and the National Institute for Health Research (NIHR), with contributions
from the Chief Scientist Office (CSO) in Scotland and National Institute for Social Care and Health Research (NISCHR) in Wales and the Health
and Social Care Research and Development (HSC R&D), Public Health Agency in Northern Ireland.

This report

The research reported in this issue of the journal was funded by the EME programme as project number 08/52/01. The contractual start date
was in March 2010. The final report began editorial review in March 2018 and was accepted for publication in March 2019. The authors have
been wholly responsible for all data collection, analysis and interpretation, and for writing up their work. The EME editors and production
house have tried to ensure the accuracy of the authors’ report and would like to thank the reviewers for their constructive comments on the
final report document. However, they do not accept liability for damages or losses arising from material published in this report.

This report presents independent research. 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, the MRC, NETSCC, the EME 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 EME programme or the Department of Health
and Social Care.

© Queen'’s Printer and Controller of HMSO 2019. This work was produced by Jayne 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




