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Scientific summary

Background

Preterm birth (PTB) (prior to 37 weeks’ gestation) affects 7% of UK livebirths, and is the single largest
cause of neonatal mortality and morbidity. Importantly, although survival rates have increased with
time, rates of disability have remained unchanged. Despite the relatively common nature of PTB,
there is significant uncertainty about which mode of birth (MoB) [vaginal or caesarean section (CS)] is
best. This uncertainty was highlighted in the 2015 National Institute for Health and Care Excellence
guidance on preterm labour and birth, in which clinicians were advised ‘to discuss the risks and
benefits of vaginal and caesarean delivery with women thought to be in preterm labour and to
highlight the potential risks associated with caesarean sections’ (National Institute for Health and
Care Excellence. Preterm Labour and Birth. London: National Institute for Health and Care Excellence;
2015. © NICE 2015 Preterm Labour and Birth. Available from www.nice.org.uk/guidance/ng25.
All rights reserved. Subject to Notice of rights NICE guidance is prepared for the National Health
Service in England. All NICE guidance is subject to regular review and may be updated or withdrawn.
NICE accepts no responsibility for the use of its content in this product/publication).

Despite this advice, the evidence base on risks and benefits is limited largely to observational studies.There
is uncertainty as to whether or not a randomised trial is possible, in part because of established practice.

The research described in this monograph was in response to a Health Technology Assessment-
commissioned call (17/22 ‘Mode of delivery for preterm infants’) to:

. . . establish the scenarios in which there is equipoise in how best to deliver a preterm baby and to define
the most important outstanding question(s) for clinicians and parents in this area that could be addressed
by a future trial. If outstanding questions are identified in this first phase then researchers are asked to
conduct qualitative work with clinicians and potential participants to determine the acceptability of
randomisation in order to inform the feasibility of future research.

Objective

The overall aim of the CASSAVA project was to determine whether and what sort of trial could be
done to define the optimal mode of preterm birth. We planned to find the groups of women and babies
in preterm labour with whom there is clinical uncertainty about the optimal planned mode of birth, and
whether or not women and clinical staff would be willing to participate in a future randomised trial to
address this question. We aimed to determine the specific groups of preterm women and babies where
there are uncertainties about the best planned mode of birth, and where there would be willingness to
recruit to/participate in a randomised trial to address some but not all of these uncertainties.

Methods

We planned a series of clinician and patient surveys and a consensus workshop/Delphi group to inform
the design of a hypothetical clinical trial (HCT). We planned to devise a protocol for the HCT and a
vignette for discussion with potential participants. We planned focus groups (FGs) to talk to potential
participants about the trial and telephone interviews to talk to clinicians. Last, we had planned to
design and cost a future trial.
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Results

We broadly achieved our aims. We conducted clinician and patient surveys and the consensus
workshop, achieving our planned sample size for each. These events were richly informative for the
design of a protocol for a HCT (which we called CASSAVAplus) and a vignette for discussion with
potential participants. We also reached our planned sample size for in-depth interviews with clinicians.
Unfortunately, our FGs with participants had to be curtailed because of the COVID-19 pandemic and
data saturation was not achieved.

The clinician survey demonstrated a variety in practice and opinion. The parent survey suggested
that women and their families generally preferred vaginal birth at later gestations and CS for
preterm infants. The interactive workshop and Delphi consensus process confirmed the need for
more evidence and, hence, the case for a trial. The Delphi consensus process provided rich information
on what sort of trial could be conducted and how it could best be performed. It was agreed that
any trial should address the areas with most uncertainty, including the management of women at
26–32 weeks’ gestation with either spontaneous preterm labour (cephalic presentation) or where
PTB was medically indicated.

Several other clear themes were identified and these are listed below:

l The challenges of the concept of equipoise for both participants and clinicians.
l Not all clinicians and not all potential participants are in equipoise about every clinical situation

(despite the lack of formal evidence).
l There is a need for clinicians to have confidence in trial design, resources, the trial team and their

clinical abilities to deliver both arms of any trial (e.g. performing vaginal breech deliveries).
l Clinicians would value the option of selecting their own inclusion and exclusion criteria (within a

range offered by the trial) that are tailored to their own areas of equipoise.
l There is need for participants to be provided with information about the trial early on in the

process (i.e. before labour).
l There is a need to tailor recruitment approaches for particular participants, including those from

minority ethnic groups.
l Any trial in this area is likely to be ‘challenging’.

Conclusions

Implications for health care
Evidence is lacking on the optimal MoB for the 60,000 babies born preterm in the UK each year. Both
women and clinicians would like more evidence, but are conscious of the challenges inherent in
recruiting to and participating in any trial.

Implications for research
A trial to determine the optimal MoB for women and babies at risk of PTB is urgently needed, but will
be challenging to conduct. The outline and detailed design of CASSAVAplus, which we used to consult
with potential participants and clinicians, provides a template that can be modified with feedback
gained, after further systematic review and with consideration of a likely budget envelope. A study
within a trial could be helpful in determining the most inclusive approach for involving pregnant
women from ethnic minorities at risk of PTB. A pilot within any substantive trial, supported by
qualitative methodology, could inform trial procedures, and an adaptive design might address the
variety in participant characteristics.
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Summary
There is broad agreement from parents and health-care professionals that a trial on the optimal MoB
for preterm babies is needed. We conclude that a trial should be conducted and the challenges
outlined resolved. The CASSAVA project has provided a strong basis on how to move forward and how
such a trial could be carried out.

Trial registration

This trial is registered as ISRCTN12295730.

Funding

This project was funded by the National Institute for Health Research (NIHR) Health Technology
Assessment programme and will be published in full in Health Technology Assessment; Vol. 25, No. 61.
See the NIHR Journals Library website for further project information.

Health Technology Assessment 2021 Vol. 25 No. 61 (Scientific summary)

Copyright © 2021 Norman et al. This work was produced by Norman et al. under the terms of a commissioning contract issued by the Secretary of State for Health and
Social Care. This is an Open Access publication distributed under the terms of the Creative Commons Attribution CC BY 4.0 licence, which permits unrestricted use,
distribution, reproduction and adaption in any medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/.
For attribution the title, original author(s), the publication source – NIHR Journals Library, and the DOI of the publication must be cited.

v





Health Technology Assessment

ISSN 1366-5278 (Print)

ISSN 2046-4924 (Online)

Impact factor: 4.014

Health Technology Assessment is indexed in MEDLINE, CINAHL, EMBASE, the Cochrane Library and 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
Health Technology Assessment (HTA) research is undertaken where some evidence already exists to show that a technology can
be effective and this needs to be compared to the current standard intervention to see which works best. Research can evaluate
any intervention used in the treatment, prevention or diagnosis of disease, provided the study outcomes lead to findings that
have the potential to be of direct benefit to NHS patients. Technologies in this context mean any method used to promote
health; prevent and treat disease; and improve rehabilitation or long-term care. They are not confined to new drugs and include
any intervention used in the treatment, prevention or diagnosis of disease.

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.

This report
The research reported in this issue of the journal was funded by the HTA programme as project number 17/22/02. The
contractual start date was in November 2018. The draft report began editorial review in January 2021 and was accepted for
publication in June 2021. 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.

Copyright © 2021 Norman et al. This work was produced by Norman et al. under the terms of a commissioning contract issued
by the Secretary of State for Health and Social Care. This is an Open Access publication distributed under the terms of the
Creative Commons Attribution CC BY 4.0 licence, which permits unrestricted use, distribution, reproduction and adaption in
any medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/.
For attribution the title, original author(s), the publication source – NIHR Journals Library, and the DOI of the publication must
be cited.

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

https://creativecommons.org/licenses/by/4.0/


NIHR Journals Library Editor-in-Chief

NIHR Journals Library Editors

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

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 Professor of 
Digital Health Care, 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   Senior Scientific Adviser (Evidence Use), Wessex Institute, University of Southampton, 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   Emeritus Professor of Wellbeing Research, University of Winchester, 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 

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


