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VEIN: The Venous 
Ulcer Platform Study
Developing an adaptive platform trial for venous leg ulceration. 

By Sarah Onida, BSc, PhD, FRCS; Francine Heatley, BSc, PhD;  
and Alun H. Davies, MA, DM, DSc, FRCS, FHEA, FEBVS, FACPh, FFST(Ed)

V enous leg ulcers (VLUs) are a major health con-
cern worldwide. Affecting up to 4% of the elderly 
population,1 these wounds cause chronic pain, 
sleeplessness, and reduced quality of life.2 In 

addition, they present an important societal and financial 
burden, with reduced work productivity and a cost of 2% 
of the annual health care budget in Western societies.3 The 
importance of this condition is well recognized, with initia-
tives such as the National Wound Care Strategy program,4 
James Lind Alliance Priority Setting partnership,5,6 and 
All-Party Parliamentary Group Venous Leg Ulcers: A Silent 
Crisis report7 highlighting the urgent care needs this patient 
group requires. International efforts include an American 
Venous Forum/Pacific Vascular Symposium call to action 
that aimed to reduce VLU prevalence 50% by 2019.8

Even with these initiatives, VLU epidemiology has not 
markedly changed over the last 10 years. Prevalence rates 
have remained static,9 despite change in practice following 
landmark trials.10,11

ADAPTIVE TRIAL DESIGNS
Randomized controlled trials (RCTs) represent the highest 

level of evidence due to minimization of bias and reduction 
in risk of systematic errors or confounders.12 However, RCTs 
are constrained by a fixed design and the practical limita-
tions that come with it. Examples include limited assessment 
of treatments in a given trial, a cumbersome regulatory and 
administrative setup process for each trial, the time frame 
it takes for study sites to be set up and recruitment to gain 
momentum, the time to results and publication, and a limit-
ed ability to include novel technologies or integrate industry. 
The COVID-19 pandemic, when trial results were urgently 
required to help inform practice, highlighted the challenges 
of standard trial design and the need for a more responsive 
and adaptive research methodology.

Master protocol trials are study constructs that allow 
the assessment of multiple treatments and popula-

tion subgroups within the same overall trial structure.13 
Examples of such trials are basket and umbrella trials, 
which evaluate differential patient populations or treat-
ments, respectively. Platform trials have the additional 
benefit of permitting the addition of new arms to the trial 
when novel treatments become available and dropping 
arms for early success or futility at predefined interim data 
assessment points (Figure 1).14 Results of clear benefit 
or futility can be used to immediately inform standard 
of care, helping shape treatment guidelines in a shorter 
period of time. Depending on the design, the presence of a 
single, shared control arm permits the overall recruitment 
of a smaller study population, while the long-term use of 
active study sites participating in the platform reduces 
inefficiencies in terms of study setup and gaining recruit-
ment momentum.

Platform trials have been used in the field of oncology15 
but really came to the forefront during the COVID-19 
pandemic. Examples include the RECOVERY and REMAP-
CAP trials,16,17 which have both recruited tens of thou-
sands of participants and provided early evidence of the 
effectiveness and futility of certain treatment regimens 
at interim analyses. The RECOVERY trial was particularly 
key in rapidly informing the management of COVID-19 
therapy at the height of the pandemic. Importantly, the 
RECOVERY INTERNATIONAL trial has recruited > 1,500 
participants in six international countries. As VLU trials 
can be notoriously difficult to recruit for,18,19 the interna-
tional nature of this platform trial is key. This permits col-
laboration, increased participant recruitment, relevance 
of the work to a larger population, and quicker develop-
ment of high-quality evidence to help inform interna-
tional guidelines.

The benefits of platform trials have been recognized 
by the National Institute for Health and Care Research 
(NIHR) in the United Kingdom, which provided accelera-
tor award funding to support the development of plat-



VOL. 22, NO. 7 JULY 2023 ENDOVASCULAR TODAY 73 

V E N O U S

form trial infrastructure in different health care areas.20 
Our research group was awarded one of these awards to 
create the first platform trial in venous leg ulceration: the 
VEIN platform study.

THE VEIN PLATFORM STUDY
Venous leg ulceration is a condition with a complex 

care pathway. Patients are in different parts of the 
health care system, and the majority are based in 
the community or primary care. When identified 
and determined to be in need of investigation and 
intervention, patients are then referred to secondary 
or tertiary care for treatment, although this does not 
always happen. Management is extremely varied, ranging 
from self-care to exercise, wound care, compression, 
medication, endovenous therapy, or surgical 
intervention, to name a few.21 

Novel therapies such as growth factors have recently 
come to the forefront.22 Although many treatments are 
available, the evidence for the vast majority is described 
as low in the literature. In fact, European guideline 
recommendations only provide level A evidence (from 
RCTs) for compression and early endovenous ablation 
to promote ulcer healing and prevent recurrence23; the 
remaining existing treatments for venous ulceration have 
lower levels of evidence due to the quality of research in 
the field currently.

The VEIN platform study will be the first platform study 
in venous leg ulceration with the goal of assessing a variety 

of treatments and interventions in patients with active 
and healed ulceration (CEAP [clinical, etiologic, anatomic, 
and pathophysiologic] C6 and C5 disease). The accelerator 
award is supporting the development of the team, infra-
structure, and statistical design to deliver a funding appli-
cation in November 2023. The prospective application is 
being developed via five work streams (WS), through which 
patient and public involvement and equality and diversity 
will be incorporated, employing both qualitative and quan-
titative methodology.

WS1: Evidence Synthesis and Identify Priority Areas
A generic scoping review was performed to compre-

hensively identify all treatments published for VLUs. 
The objective was to identify potential treatments that 
could be assessed in the prospective platform trial. More 
in-depth systematic reviews were performed for specific 
subgroups of treatments (eg, certain medications) to 
identify areas of potential interest. Published Cochrane 
reviews on VLUs were also assessed. WS1 data aimed to 
identify possible interventions, comparators, and out-
comes reported in the literature.

WS2: Establishment of Key Platform Members
A platform trial requires input from a multidisciplinary 

team of individuals. To ensure the developing trial had a 
core group of individuals informing it, specialist advisory 
group (SPAG) representatives were invited to partici-
pate, in addition to patients wishing to participate in the 

Figure 1. An illustration of a platform trial. Reprinted from Journal of Clinical Epidemiology, 125, Park JJH, Harari O, Dron L, et 
al, An overview of platform trials with a checklist for clinical readers, 1-8, Copyright 2020, with permission from Elsevier. 
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development of the trial. Members include experts in 
data science, industry, training, statistics, clinical, behav-
ioral, health economics, and equality and diversity who 
will help inform key trial characteristics in WS3.

WS3: Identification of Key Performance Indicators 
and Platform Trial Characteristics

In WS3, data from WS1 and expert input from WS2 
will help inform possible avenues with respect to study 
design, patient-centric methodology, governance, 
health economic and statistical methodology, data 
analytics, data integration, and dissemination plans and 
ensure that equality and diversity considerations are 
kept in mind.

WS4: Consensus on Optimal Design, Methodology, 
and Delivery of the Research

Consensus on the research will be obtained via an iter-
ative process involving both qualitative and quantitative 
data sourced from our expert members. In WS4, a PICO 
(patient or problem, intervention or exposure, compari-
son or control, outcome[s]) framework for the proposed 
platform trials will be finalized. In addition, database 
development, methodology for patient recruitment, 
timeline planning, budget, and dissemination methodol-
ogy will be established.

WS5: Delivery of the Funding Application
WS5 will involve the delivery of the NIHR application 

for the platform trial.

VEIN PLATFORM MEMBERS
There are multiple levels of involvement in the VEIN 

platform trial, and they are open to anyone wishing to 
collaborate on this study.

Executive Group
The VEIN platform is supported by a core team that 

meets weekly to ensure the trial preparation is proceed-
ing. This includes the joint lead applicants, statisticians, a 
project manager, and a patient and public involvement 
representative.

Core Groups
There are three core groups: a core patient group, 

a core clinical group, and a core stakeholder group. 
Individuals with expertise in venous ulceration who are 
engaged in the study and keen to help inform the future 
platform trial are welcome to join one of these groups. 
Groups meet virtually monthly and attend meetings and 
focus groups to help inform the study development.

Specialist Advisory Groups 
Individuals with expertise in venous ulceration who 

would like to provide periodic input into the study but do 
not wish to be heavily involved can join one of the SPAGs. 
SPAGs include groups highly relevant to VLU research, 
including patient, clinical, statistical, industry, data science, 
qualitative, health economic, and trainee groups. We have 
identified representatives for each of these groups who 
can help communicate with the executive group. SPAG 

Figure 2.  SPIGs representing VLU management areas who advise the core groups of the platform trial. CHIVA, conservative 
hemodynamic treatment for chronic venous insufficiency.
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members can help inform the platform via questionnaire 
completion and proposals for possible trials.

We recognize the variety of management options in 
venous ulceration. To represent these, the clinical SPAG is 
subgrouped in different domains, or special interest groups 
(SPIGs). Each SPIG represents an area of venous ulcer care 
(Figure 2), with interventions in these areas representing 
possible trial arms to be assessed via the platform. Each 
SPIG has a designated representative who will champion 
their area and feedback to the executive group.

COLLABORATION
For the platform to be a success, it is extremely impor-

tant to be inclusive and informed by a strong collabora-
tive network. VLUs are a worldwide problem, and it is 
important that the research performed via the platform is 
relevant internationally. To deliver this, we have sourced 
broad international representation in our SPIGs and 
SPAGs and have invited international members to our 
core group. The research is supported by international 
stakeholders, including the American Venous Forum, 
American Vein and Lymphatic Society, International 
Union of Phlebology, and European Venous Forum. We 
are keen for the platform to be open so that in the future, 
researchers from any part of the world can propose studies 
to run via the platform using an established infrastructure. 
We believe this is going to give the opportunity to individ-
uals with limited academic setups to be able to participate 
and lead in practice-changing research in this field.

CONCLUSION
The VEIN platform accelerator award provides the 

opportunity to set up the first platform infrastructure 
for VLU research. This is a golden opportunity to deliver 
adaptive trials in this disease, which requires urgent 
research to help support improved treatments and patient 
outcomes.  n
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We invite anyone willing to help support 
platform trials in venous ulceration to 
contact us and be part of the VEIN platform. If 
interested, contact f.heatley@imperial.ac.uk or 
veinplatform@imperial.ac.uk.
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