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• Effective interventions will have greatest reach and impact in the community

• Early interventions, especially is they can be self initiated, limit illness and enhance 

the sustainability of health care

• NHS 10-year plan: Hospital to community care, and we can add, “to self care”

• World Health Assembly Resolution 75.8 “Bigger and better, more pragmatic, diverse 

study populations, greater applicability: i.e. do research with those who have the 

most to contribute and gain (“intended use population”)

•

Why primary care? (They are not proper doctors, they don’t have 
labs or rats, and they don’t have machines that go ‘ping’)
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Inverse funding and potential health gain law

Primary Health Care 

<20% of COVID-19 trials in community



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” 



Challenges of Traditional Clinical Trials in Primary Care (PC)

❖ 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

❖ Delays in getting clinical records from practices UK 

wide: e.g. faxes, consent forms lying in GP  trays for 

hours before action

❖ The need for patients to travel to a site

❖ GPs had to repackage, label and issue study meds

❖ No research enabled pharmacy or research 

diagnostics in the community
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No treatment,
no research opportunity

Inverse research participation law
Access to research is often inversely proportional to a 
participants’ potential contribution and to where the 
research findings should be most applicable



Transformation ‘by implementation’: 
digital enablement and  inclusion and follow up

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
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Transformation ‘by design’: the now famous APT

• Setting up a new trial for each intervention is inefficient 
and can result in successive underpowered studies (e.g. 
HCQ!!)

• Arose from ALIC4E (PREPARE), PRINCIPLE and PANORAMIC: 
Rapid, large-scale evaluation of new treatments for ‘flu, 
COVID-19 and for future epidemic/pandemics

• REACH and IMPACT: Low cost, safe, effective (broad-
spectrum) treatment of respiratory viruses prescribed in 
PC, or self-initiated (OTC) allow for early treatment at scale 
without the need for testing
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It all started with GRAC4E



Cardiff Road Medical Centre, 
Mountain Ash 
Cynon Valley
South Wales

27 March 2020



Managing uncertainty… ??? 
Only just
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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)

PRINCIPLE Recruitment and intervention timeline in 

(n=11,768); changed guidelines and care world-wide



Home run for antimicrobial stewardship



Impact





GP sites

N=397
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Major win 1: remote eligibility check
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Summary care record access



eConsent

Source: Association of Clinical Research Organizations (ACRO)   



Direct-to-Participant Supply of IP & Testing Kits
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Randomisation & 

intervention allocation
Direct delivery of IP & testing 

kits to participant’s home

Participant

Post Courier HCP



Follow-ups
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Participant

Daily diary 

(online and/or phone) 

Questionnaires

(online or phone) 

Safety phone calls 

Nurse home visit 

Electronic medical 

notes review 



PRINCIPLE: Time from registration to 

eligibility/randomisation

Before SCR access

Randomised 2 days 1 to 4 days

Not randomised 8 days 5 to 12 days

After SCR after

Randomised 1 day 0 to 2 days

Not randomised 4 days 2 to 8 days

Median IQR



A meeting room was converted to be 

functional space for carrying out over-

labelling, storage and trial dispensing 

for use in PRINCIPLE trial
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Participate without leaving your sick bed



• 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

Major win2 :  in-house drug labelling and delivery



(111/119)

Online

Zoe

Trial Signposting

Pillar 2

Daily randomisation (n=9,371)



4,582 GP practices contributed at 
least one participants to PRINCIPLE
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Platform Adaptive trial of Novel antiviRals 
for eArly treatment of COVID-19 in the 

Community (PANORAMIC)



• 2246 Unvaccinated HR participants (1120 on 
nirmatrelvir)

• 5.81% (RR 88.9%) Reduction in hospital 
admission/death

Do these findings apply in the 
vaccinated population in the UK under 
omicron? 
JVT: Let’s do a trial in the intended use 
population to find out!



Daily Cumulative Recruitment, 13 Sept 2022 (n=26,326) 

Fastest recruiting primary 
care CTIMP in UK

>500 randomised on a single 
day

Largest randomised trial of 
community-based 
treatment for COVID-19 in 
the world



University communities

Primary Care and NHS organisations

Medical, nursing, pharmacy, AHP, public health HCP and 

community organisations

Research networks

NIHR CRNs

Charity organisations, faith groups, places of worship, local 

communities

Media

COMMUNITY OUTREACH: UK-WIDE 
COLLABORATION AND SUPPORT



Self sampling
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From PANORAMIC to ECRAID Trials - Combined Trial Design 

How do we run ECRAID trials in PC?
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ECRAID-Prime: At last, an international community 
based APT that is recruiting and adapting!

➢ To efficiently and rigorously evaluate candidate therapeutic agents for community treatment of  
COVID-19 and COVID-like-illness in an early phase study with a platform trial architecture

• Phase 3 evaluation allowed, if phase 2 evaluation is performed in ECRAID-Prime

➢ ECRAID-Prime: key component of pandemic preparedness as a sustainable trial infrastructure

1. Low cost, effective (broad-acting) treatment of respiratory 
viruses can be highly impactful in community/primary care

- speed up recovery - decrease viral transmission

- reduce complications - reduce long-term consequences

2. Prescribed in PC, or upon self-initiation (OTC) allow for early 
treatment without the need for testing
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Third selected compound: LTX-109

PharmaHoldings

Norway



39

First selected compounds: NONS and Saline

• Nitric Oxide Nasal Spray: NO formed during spraying

• Direct virucidal and virus trapping activity

• Topical action, no systemic absorption

• 7 days, 6 times/day, 2 sprays per nostril

• Started ECRAID-Prime with 3 arms:

o Usual Care

o Usual Care + NONS

o Usual Care + Saline Primary comparisons:

❖ NONS versus Saline

❖ Saline versus Usual Care
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• People find out about us is via the NIHR ‘Be Part of Research’ initiative – they have 600,000 (!) people signed up; WE email mail-
out to a random number of those people 1-2 times per week – they get sent the link to our website in the email.

• Also social media posts, physical posters, via word-of-mouth

• Link on our website to an online form: basic screening questions

• Team checks  eligibility response, then email the person:

• if non-eligible: thank them and let them know they are not eligible

• If eligible: send them the PIS and link to eConsent form

• Clinician later phones them to complete Consent, check eligibility, randomise, and do baseline data collection

• if they were randomised to IMP, the admin team at CTU dispenses the drug (in pairs), supervised by a pharmacist

• Post the pack to them the same day (swabs, IMP if applicable, return instructions)

• eDiary is triggered for the following 28 days

PRIME takes trials research to the people
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Easy peezy
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Lemon squeezy… 
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The funders are happy

“This project contributes to be better prepare for and respond to future 
epidemics and to secure the supply of medical products. It is an action 
aiming to ensure better health for all in the EU and to provide a united 
response to infectious diseases menaces within the EU. The project will 
also contribute to the European Health Data Space, helping to create a 
common base for improving health knowledge. Early access to 
international network of ambulatory clinical sites to perform clinical trials 
of new medical compounds makes Europe a leading region in clinical 
development.



Facilitators

• Experience of EU funded ALIC4E trial (PREPARE Consortium)

• Nimble peer-review and funding from NIHR-UKRI 

• Early dialogue with regulators (now completely lost for MHRA)

• National prioritization: Urgent Public Health status badging

• Standing infrastructure: NIHR Clinical Research Network: GPs and practices in all four UK 
nations

• Independent appraisals of candidate drugs (Covid Therapeutics Advisory Panel)

• Digitally enabled awareness of trial opportunity

• Access to Summary Care Record for central eligibility check (eventually)

• Online eligibility consent 

• Online/telephone follow up

• Trial partner

• Trial materials direct to homes

• NHS capable of rapid implementation



Ongoing challenges

• Skills shortages; Design, delivery , dissemination  intensive and simultaneous 

• DATA protection defeats patient autonomy: checking eligibility, access to clinical data, even 
for consenting participants 

• Differing and disproportionate regulations in UK Devolved Administrations, and other 
countries (tried to open PRINCIPLE in NL, RoI, Canada, Oz)

• Primary care under pressure; sickness, too many patients, shift in care

• Peer and regulatory review struggles with 
o PROs vs surrogate measures
o Open studies 
o Use of non-contemporary controls 
o Bayesian approach e.g. Probability vs statistical significance,  Y vs N 

• NHS 111 failure 

.



Coming soon to a trial near you…

Single application for:
• Identification
• eligibility check
• Consent (if needed)
• Randomisation
• follow up (including data linkage) 

implementation 



Diolch yn fawr

ECRAID-Prime is funded by the 

European Union’s HORIZON 2021 –

2027 Research and Innovation 

Programme, under Grant Agreement 

number 101046109.

The PRINCIPLE trial was funded by 

the UK National Institute for Health 

and Care Research/United Kingdom 

Research Innovation (MC_PC_19079)

PANORAMIC was funded by the UK 

National Institute for Health and Care 

Research 

ALIC4E was part of the PREPARE 

consortium, funded by the EU FP 7 
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