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• To introduce the concept of ‘hybrid’ trials as a novel method to accelerate the 
translation of research evidence into clinical practice and policy 

• To offer some examples 

• To generate discussion of how these may be used within your research and consider 
collaborative studies  

Acknowledgment: slide materials informed by Dr Ioannis Bakolis (KCL, UK) and Professor 
Geoffrey M. Curran (UAMS, USA)

My aims today



Translational pathway for research 



Effectiveness stepped-wedge RCT: WHO Checklist

• Population: adult surgical patients 

• Intervention: WHO checklist (N=2223)

• Comparator: usual care (N=2212)

• Outcomes: 30-day post-operative mortality (+ post-
operative morbidity; length of hospital stay) 

Results: 
✓Mortality reduction:  from 1.6% to 1%, non-significant 

✓Morbidity reduction: from 19.9% to 11.5%

✓LoS reduction: by 0.8 days

Conclusion: the WHO checklist ‘works’ 

Haugen et al, Ann Surg 2015;261:821-8



OK, so now we DO know that the checklist 
improves the outcomes for the patients IF used 

and applied as we did in this study… 

But we did NOT study explicitly how best to 
implement it (even in the study hospitals) – so we 
do NOT know what implementation approaches 

might ‘work’ best…



Approaches used in WHO Checklist implementation 

globally: variation & lack of definitive prescription 

White et al, Ann Surg 2021;273:e196-205



Moore et al, BMJ 2015;350:h1258

Implementation aspects of RCTs: an established framework
• FOR: RCTs assessing complex interventions 

• BY: clinical, health and behavioural scientists supported by the UK’s Medical Research Council (20+ years) 



Curran et al, Med Care 2012;50:217-26 
Schliep et al, Evid Based Commun Assess Interv 2017:11:82-98

The concept of ‘hybrid’ RCTs



Eldh et al, BMC Health Serv Res 2017;17:16

A practical design angle on ‘hybrid’ RCTs

• ALWAYS considering 3 things:

1. The clinical or health service or 
public health intervention

2. The implementation intervention 
(i.e. strategy or approach) used to 
implement the above 

3. The evidence base available to 
support (1) and (2) above 



✓ Strong evidence on both clinical and 
implementation fronts 

✓ Potentially no need for research

✓ BUT: if your setting/context is different 
from where the evidence comes from…:

→ you have CONTEXTUAL EQUIPOISE 
→ you decide what type of study to do (see 

coming slides) 

Strong evidence all round 

Eldh et al, BMC Health Serv Res 2017;17:16 Seward , BMJ Glob Health 2020;12:e003456



Strong implementation evidence, lacking clinical evidence 

Eldh et al, BMC Health Serv Res 2017;17:16

✓ Strong evidence on the implementation 
front but weak clinical evidence  

✓ Need for clinical RCT

✓ It can be an unusual scenario; sometimes 
present in health services, with novel 
services lacking in effectiveness data 



Generally lacking evidence: Hybrid I

Eldh et al, BMC Health Serv Res 2017;17:16

✓ Not much evidence on either clinical or 
implementation fronts 

✓ Need for BOTH to be studied 

✓ First option: conduct a RCT with an 
embedded PROCESS EVALUATION  

✓ A process evaluation assesses the 
implementation and sustainability of a 
complex healthcare intervention within a 
clinical trial

✓ Typically descriptive (often qualitative) 

Murdoch, BMC Health Serv Res 2016;16:407



Hybrid I example: 
LISTEN RCT on long COVID

Potter et al, Trials 2023;24:75



When you wish to study implementation in more 
depth: Hybrid II

Eldh et al, BMC Health Serv Res 2017;17:16

✓ Not much evidence on either clinical or 
implementation fronts 

✓ Need for BOTH to be studied 

✓ Same scenario – different option

✓ Second option: conduct a RCT which 
includes randomisation of 
implementation strategies (ideally) OR a 
pilot evaluation of them

✓ These studies can be hard to do – but 
yield very useful results!



Hybrid II: examples 



When you wish to study implementation alone: 
Hybrid III

Eldh et al, BMC Health Serv Res 2017;17:16

✓ Well-established clinical evidence, beyond 
equipoise 

✓ Lacking implementation evidence  

✓ Conduct a RCT with sole implementation 
focus – i.e. an IMPLEMENTATION TRIAL



• Prior clinical RCT in 16 units, 55,000 live births: reduced 
OASI rate from 3.3 →3% 

• OASI2 RCT: level of implementation support
✓ ALL units receive the bundle

✓ Lean units (N=10): receive booklets 

✓ Peer-supported units (N=10): receive booklets + external 
facilitation (monthly)

• Primary outcome: level of adoption of the bundleJurczuk et al, Implement Sci 2021;16:55

Hybrid III example: the OASI2 implementation RCT 
CARE BUNDLE IMPLEMENTATION MANUALS



Summary and points for discussion  

• Hybrid RCTs systematise the study of implementation within the ‘traditional’ clinical trial setting 

• This typology offers a range of designs to help analyse and understand the process of implementation 
– from descriptive studies to controlled ones  

• The ultimate objective remains to accelerate translation of effective clinical, health service and public 
health interventions into practice – routinely and sustainably 

• Scientifically, there is a need to better specify these designs – at BISI, we are keen to explore these 
with those of you keen on trials! 
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