
Papworth Hospital
NHS Foundation Trust

Royal College of Surgeons 1st September 2011 

Randomised Controlled Trials in Surgery: 

Experience of recruitment in the AMAZE 

multicentre trial

Dr Linda Sharples, MRC Biostatistics Unit, Cambridge



Royal College of Surgeons 1st September 2011 

AMAZE trial design

 Radio-frequency ablation as an adjunct to elective 
cardiac surgery

 Patients with pre-existing atrial fibrillation

 Intermediate clinical endpoint – return to SR

 Final patient/NHS endpoint – quality-adjusted 
survival and costs
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AMAZE trial design

 Multicentre trial

 Total sample size 352 for intermediate endpoint, 400 for 
final endpoint

 Recruit at pre-surgery clinics, randomise in theatre

 Target recruitment Papworth 3-4 per month, other centres 
2-3 per month

 Plan to recruit 400 in 18 months
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Reasons to be optimistic

 At least 400 eligible patients per year at initial centres – recruitment targets seemed 
conservative

 Pragmatic trial with few exclusions

 Patients having surgery anyway

 No requirement for additional referrals/changes in pathway

 RFA widely used, little training required

 Control groups also have surgery

 No direct evidence of patient benefit 

 General enthusiasm of surgeons across several centres
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Proposed vs. Actual Recruitment
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Trial launch – January 2009(!)

http://www.papworthhospital.nhs.uk/content.php?/about/our_staff/profiles/Mr_Samer_Nashef
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Initial delays

 3 month waiting lists – first randomisation March 09

 Local approvals 5-16 months
– Local R&D bureacracy

– Appointment of research staff

– Lack of dedicated research staff

– Lack of local ownership

– CLRN support variable
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Trial centres during planning
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Additional trial centres – hurrah!
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Trial centres pulled out – boo!
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Trial centres' recruitment to date
Centre Number 

randomised

Newcastle 2

Blackpool 2

Northern General, Sheffield 19

Glenfield, Leicester 42

Coventry 2

Papworth* 93

Brompton** 2

Guys & St Thomas 5

Brighton 2

Derriford, Plymouth 12

*Co-ordinating centre

** Brompton withdrew from study
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Recruitment strategies
 Initiation of new centres

 Trials on agenda at monthly surgical management meetings

 Internal trial promotion  - AF cases highlighted by cardiologists, SpRs, nurses

 Screening of all medical notes

 Presentation at local and national research meetings (probably not enough)

– Consider cardiology meetings

– National specialty groups not considered helpful so not contacted

 Leaflets/adverts

 Promotion at specialist training courses
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It's good to talk!

 Initiation and monitoring visits

 Trial Steering Group meetings

– Attach to scientific meetings

– Face to face with telecon option 

– Vary venue – encourage ownership

 Monthly fixed telecon primarily for research nurses

 Telephone helpline  
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Newsletters
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Maintaining awareness

http://www.papworthhospital.nhs.uk/content.php?/about/our_staff/profiles/Mr_Samer_Nashef
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Getting tough!

http://www.papworthhospital.nhs.uk/content.php?/about/our_staff/profiles/Mr_Samer_Nashef
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Centre issues

 Concerns about blinding

 Lack of personal equipoise 

 Number of surgeons/Isolated surgeons

 Support from other clinical colleagues

 CLRN
– Papworth, Coventry, Derriford, Blackpool full support

– Other centres minimal or no support

 Variable research experience/academic backgrounds and support

 Pressure of service provision
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Reasons for not recruiting

 Surgeons were "optimistic" when target setting 

 Notes not screened 
– At Papworth CLRN screen 20 notes to get 2 eligible, 1 recruit

 Staff turnover or lack of research staff

 Short waiting lists

 Long waiting lists

 Lack of ITU beds
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Effects on Recruitment
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Some general recommendations

 Complexity of surgery suggests multicentre trials crucial –

strong CI leadership 

 Good research nurse crucial

 SpR, CLRN support important

 Recruit groups of surgeons at each centre if possible

 Realistic funding 

 Involve colleagues from other disciplines (especially if on the 

diagnosis-treatment-follow up pathway)
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Pragmatic vs. explanatory

Pragmatic trials are

• Inclusive

• Reflect practice

• Allow flexibility

• Measure effectiveness

Explanatory trials are

• Selective

• Reflect ideal conditions

• Require strict protocols

• Measure efficacy

Pragmatic trials = quicker recruitment
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Expect the unexpected!
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