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World Health Assembly Resolution 75.8 on 
strengthening clinical trials.. 

 “…that clinical trials on new 
health interventions are likely 
to produce the clearest result 
when carried out in diverse 
settings, including all major 
population groups the 
intervention is intended to 
benefit, with a particular focus 
on under-represented 
populations” 



Julian Tudor Hart: Clinician and clinical scientist



Patient’s agency

The abilities and capabilities of patients to act, 

contribute, influence and make decisions within the 

healthcare system in which they find themselves.



1. Measuring the magnitude and distribution of the health problem;
2. Understanding the diverse causes or the determinants of the problem, 

whether they are due to biological, behavioural, social or environmental 
factors;

3. Developing solutions or interventions that will help to prevent, mitigate or 
cure the problem;

4. Implementing or delivering solutions through policies and programmes; 
and

5. Evaluating the impact of these solutions on the level and distribution of the 
problem.

Five components of health care improvement

Patients and public should contribute all along this line

WHO: Guidance for best practices for clinical trials



Patient’s agency in health care improvement limited by 
• Inadequate patients/public inclusion in all 5 phases of research
• Limited representation of intended-use population 
• Mismatch between problem prevalence and where research is done
• Inability to think beyond inefficient single question trials and consider 

other designs e.g., adaptive platform studies
• Prioritisation of studies for profit over systems strengthening studies 

for health gain (inequity by indication)
• Disproportionate regulation that makes researchers, HCPs and 

patients walk through glue to contribute
• Requirements for patient information limit informed consent and 

frightens people off (50-page PILs 20-clause ICFs)



Cont.: Patient’s agency in health care improvement limited by 
• Addiction to placebo-control, rather than ‘standard of care’ as comparator. 

Q=What is the effect of adding in this intervention over and above best practice 
vs. performance against an inert version? (No routine use of placebos in PHC)

• Limited acceptance of self sampling by regulators and reviewers despite 
evidence of adequate equivalence with HCP sampling

• Poor understanding of probability by regulators, editors and guideline developers
• Inflexible delivery protocols (PHC is a distributed, complex adaptive system) 
• Inefficient and disproportionate contracting!!!! 
• Data protection that undermines patient autonomy (can’t access records for 

eligibility check and seamless follow-up using routinely collected data and even 
with patient signed consent) 

• Requirement for individual consent in comparative effectiveness studies 
• Trying to ensure “quality by inspection” rather than ”quality by design” (Martin 

Landray)



Case Study 1: STRETCH 

• Question arose from patient activism and agency
• Embedded in routine systems
• No individual consent
• Routinely collected data as follow up
• Results embedded into routine care, 

strengthening PHC system
• Influenced policy to save many lives



Case study 2: PRINCIPLE and PANORAMIC trials of 
community treatment for COVID-19: Innovation in 

Trial design: adaptive platform trial

Implementation: taking trials research to the peole 

Impact: affected guidelines worldwide



”Hand me down evidence” from hospitals to primary 
care particularly inappropriate in primary care

Nile, Cytokine & Growth Factor Reviews Volume 53, June 2020, Pages 66-70

https://www.sciencedirect.com/journal/cytokine-and-growth-factor-reviews
https://www.sciencedirect.com/journal/cytokine-and-growth-factor-reviews/vol/53/suppl/C


Disease incidence and severity is contiguous with deprivation: 
example of COVID mortality highest in South Wales coalfield

Eas



Cardiff Road Medical Centre, 
Mountain Ash 
Cynon Valley
South Wales

27 March 2020



Managing uncertainty… ??? 
Only just



No treatment,
no research opportunity
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Inverse research participation law
Access to research is often inversely proportional to a 
participants’ potential contribution to research, and to 
where the research findings should be most applicable



Adaptive Design Trials

• Flexible design

• More commonly seen in early phase trials but also 

applies to Phase III trials

• Clinical trial design that uses accumulating data to 

decide on how to modify aspects of the study as it 

continues, without undermining the validity and 

integrity of the trial 

(Gallo P et al, J Biopharm Stat 2006)

• Optimise cost and process of drug development



Platform trial 

A platform trial is an adaptive clinical trial in which multiple treatments for the 
same disease can be tested at the same time, and allows for additional 
treatments to be added while the trial is in progress and for futile interventions 
to be dropped via frequent interim analyses that ensure each drug remains in 
the trial only until pre-specified thresholds for futility, success or safety concerns 
are met.

 A master protocol that describes the overall study design, with intervention 
specific appendices that provide each drug's details, including additional 
inclusion criteria and specific monitoring requirements. 

Platform Trial Vs Trial Platform
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Apr 
2020

Jun Aug Oct Dec Feb 
2021

Apr AugJun

Hydroxychloroquine (n=207)
2 Apr 22 May

Azithromycin (n=540)
30 Nov 22 May

24 Jul
Doxycycline (n=827)

14 Dec

Inhaled Budesonide 
(n= 1074) 1 Dec 31 March

Colchicine (n=212)
4 Mar 26 May

Oct Dec Feb 
2022

Apr AugJun

01 July8 Apr 2021
Favipiravir (n= 2110)

Ivermectin n=2439)
23 Jun 2021 01 July

Usual Care (n=4359)

Recruitment timeline in PRINCIPLE 
(n=11,768)



Platform Adaptive trial of Novel antiviRals 
for eArly treatment of COVID-19 in the 

Community (PANORAMIC)



65 Hubs,
4509 GP 
practices 

>120,000
Screened

25,708 
randomised to 
molnupiravir vs 

usual care



Traditional Clinical Trial Participant Journey
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Site-based & 
site-dependent 

process

Recruitment
conducted 

opportunistically 
through GPs and 

requires proximity to 
trial sites

Screening
Requires in-person 
visits for physical 

assessment & 
interviews

Informed consent
Obtained in-person 

with site staff to 
explain study 
procedures

Randomisation
Managed by trial staff during 

in-person visit using 
computerised system or 

manual methods

Intervention
Participants receive 

interventions or controls 
during site visits

Monitoring & Follow up
Scheduled visits for 
assessments & data 

collection



Challenges of Traditional Clinical Trials in Primary Care (PC)
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 GP’s excessive clinic-level workflow & 
workload crisis

 Lack of time, funding, resources & research 
experience  

 Failure to recruit sufficient participants – 
opportunistic recruitment

 Geographical constraints – smaller scope of 
recruitment

 The need for patients to travel to a specific 
location

 Processes are too manual



‘Bringing research to the 
patients’

participant 
doesn’t need 

to travel 

improves 
patient access 
to the research 

reduces the 
burden on the 

participant

improves 
recruitment 

and retention 

increases 
diversity of 
participants



Decentralised Recruitment (1) 
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Trial 
published 
in Recruit 

(EMIS)

Trial 
accepted by 

GP 
practices/ 

Pharmacies

Practices 
review 
eligible 

patient list

Pharmacies 
aware of 

trial specific 
eligibility 
criteria 

Practices/ 
Pharmacies 

invite 
patients

Patient 
consent to 
contact by 

central 
study team 

Central 
study team 
reviews & 
confirms  
eligibility

Consenting,
Enrolment, 
Screening 

Trial added 
to “Clinical 
Research 
Studies” 

Trial sent to 
users near 

specific 
areas/sites 

Patients 
invited to 

join the trial 



Follow-ups 

32

Participant

Daily diary 
(online and/or phone) 

Questionnaires
(online or phone) 

Safety phone calls 

Nurse home visit 

Electronic medical 
notes review 



Participate without leaving your sick bed

A meeting room was converted to be functional space for carrying out 
overlabelling, storage and trial dispensing for use in PRINCIPLE trial



• Over-labelling IMPs by clinicians 
• Assembly and packaging 
• Storage and handling  (including distribution)
• Temperature controlled
• Need for exemption for each IMP within same trial
• MHRA exemption in place for over-labelling 
• Couriered to patient’s home UK-wide by next morning

Drug labelling and delivery



4,582 GP practices 
recruited at least one 
participants to PRINCIPLE



Impact
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Comparison: WHO Guidance vs ICH-GCP
Dimension WHO Guidance ICH-GCP

Origin World Health Organization (2020) International Council for Harmonisation (E6 R2)

Purpose Global ethical guidance, esp. for public health and LMIC 
settings

Regulatory trials for new drug/device approval

Trial Types All types (including pragmatic, adaptive, cluster RCTs) Primarily drug/device registration RCTs

Target Settings Global, incl. LMICs and public health systems High-income, regulated research environments

Focus Equity, ethics, inclusivity, and access Regulatory compliance, pharma-oriented

Flexibility Proportionate to risk and context More prescriptive, less flexible (but evolving)

Community Engagement Strong emphasis on local and community involvement Not a core focus

Informed Consent Context-appropriate and culturally sensitive Formal and standardised, with less flexibility

Monitoring Approach Risk-based, supports innovative/remote monitoring Traditional, on-site focused monitoring

Data Sharing Encouraged for public health benefit Not addressed directly

Modern Methods Supports digital, adaptive, decentralised designs Being updated to include (E6 R3 in development)

Participant Protection Emphasizes equitable participant inclusion Focus on individual rights, not equity per se



ICH GCP E6(R3) Draft – Considerations for Decentralized, 
Pragmatic & RWD Trials

Decentralized Elements:
- Home visits, local care, digital health technologies (DHTs)
- Ensure data integrity, validation, and patient confidentiality
Pragmatic Designs:
- Embedded in routine care settings
- Streamlined protocols that align with clinical workflows
Real-World Data (RWD) or Routinely Collected Data:
- Sources include EHRs, registries, and claims data
- Protocol should address data access, variability, and linkage strategies
GCP Considerations:
- Informed consent (e.g. eConsent), identity verification, and data clarity
- Risk-based oversight, adapted monitoring, and ethics committee engagement
- Safety reporting from decentralized sources must be clearly defined



Implications…
• Question identification: Bottom up, patent agency, role of 

PRIMAFAMED….? 
• Study design
• Funding
• Team: 

• Citizens
• Clinicians
• Methodologists
• data management
• Statisticians
• Collaborations; South to South, North to South

• Dissemination; embedding, “systems strengthening…”  
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