Major effectiveness-driven clinical trials in vascular surgery - we need your help!

This document contains key information regarding currently open (for recruitment) vascular
randomised controlled trials in the UK.
Please scroll through all pages & contact study teams if necessary.

Trial name: EVOCC

Population: Adults undergoing intervention/surgery for symptomatic Peripheral Arterial Disease
(PAD) with severe occlusive aorto-iliac disease (including patients with claudication or CLTI)

Intervention: Endovascular treatment of any nature
Comparison: Open surgery of any nature
Outcome: Amputation free survival and quality of life over a minimum two year follow-up
Trial inbox: evocc@leicester.ac.uk
Trial Manager: evocc@leicester.ac.uk
Flowchart- EVOCC

A randomised controlled trial assessing the clinical and cost-effectiveness of Endovascular vs. Open
revascularisation in severe oCClusive aorto-iliac disease. The EVOCC Trial.
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Trial name: THRIVE

Population: Adults undergoing endovenous interventions for varicose veins under local anaesthesia
(with or without sedation)

Intervention: Pharmacological thromboprophylaxis (LMWH or DOAC)
Comparison: No pharmacological thromboprophylaxis (compression alone)

Outcome: Imaging confirmed lower limb DVT with or without symptoms, or PE with symptoms
within 90 days of varicose vein treatment

Trial inbox: thrivetrial@imperial.ac.uk

Trial Manager: s.whittley@imperial.ac.uk

Flowchart THRIVE

Patients aged 218 years undergoing endovenous surgery for varicose veins

Exclusion

Requiring therapeutic anticoagulation

Personal/first-degree relative VTE history

Thrombophilia

Positive pregnancy test

Allergy to heparins or DOACs

History of heparin-induced thrombocytopenia

Bleedingdisorders (inherited/acquired)

Active bleeding

Concomitant major health problems (e.g.,

active cancer)

*  Surgery/majortrauma/ischemicstroke within
previous 90 days

*  Thrombocytopenia

Assessment for Eligibility |

-

Computer randomisation
n = 6,660

v
No pharmacological
thromboprophylaxis (compression*®
alone)

v
Extended pharmacological prophylaxis
with LMWH or DOAC for 7, 10 or 14
days (+ single shot LMWH +
n=2,220 n=2,220 compression *) n= 2,220

} ! |

| Remote follow-up 7 days post-surgery (Central) |

} ! l

| Duplex ultrasound 21 — 28 days post-procedure (Local) |

l

| Remote follow-up 90 days post-surgery (Central) [

Single dose of LMWH prophylaxis
(+ compression*)

*mechanical thromboprophylaxis

Primary outcome composite
Imaging confirmed lower limb DVT with or without

symptoms, or PE with symptoms within 90 days of varicose
vein treatment

Secondary outcome measures
* Cost effectiveness (ICER)

* Quality of life (EQ-5D)

* Individual components of composite

Bleeding events

Mortality

Exploratory analyses on DHRA tool and Caprini score
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Trial name: PLACEMENT

Population: Patients undergoing a primary above/below/through knee amputation for
complications of peripheral arterial disease and/or diabetes, aged 18 years and over, with a life
expectancy of greater than 2 weeks, who are able to consent and assess pain using a numeric rating
scale (NRS)

Intervention: Local anaesthetic delivered to the perineural space by a PNC (perineural catheter)
placed at the time of major lower limb amputation (MLLA)

Comparison: No infusion (Participants randomised to the control arm will not have a PNC inserted
during their MLLA)

Outcome: ‘Freedom from pain,’ defined as the proportion of time points with self-reported pain <3
on a 0-10 numeric rating scale (NRS), assessed twice a day for the first 5 postoperative days

Trial inbox: YoungG4@cardiff.ac.uk
Trial Manager: YoungG4@cardiff.ac.uk

Flowchart - PLACEMENT

Screeningin elective and/or
emergency vascular surgery services

l

Assess eligibility and gain
informed consent

l

1:1 Randomisation (n=
650)

}

Undergoes major

lower limb
Amputation

Intervention Arm Control Arm
PNC placed
delivering post- No PNC placed

operative local
anaesthetic infusion
for 5 days
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‘Best-care’ peri- and postoperative analgesia ’

l

Pain assessed twice a day for 5

days using numeric rating scale
L2

3 month postoperative
secondary outcomes

l

6 month postoperative
secondary outcomes

1

| Dissemination via ‘Pathway to Impact’ |
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Trial name: KID

Population: Adults with Chronic Kidney Disease (CKD) undergoing intervention for Peripheral
Arterial Disease (PAD) using contrast media (any endovascular or hybrid procedure)

Intervention: Use of CO2 via Angiodroid (automated injection) instead of usual iodinated contrast
Comparison: Standard of care (no CO2 use via Angiodroid)

Outcome: Serum creatinine measured at 2, 30 and 90 days after endovascular revascularisation.
Trial inbox: kidtrial@leicester.ac.uk

Trial Manager: kidtrial@leicester.ac.uk

Flowchart KID

KID Randomised Controlled Trial CONSORT Diagram

Screening & enrolment ] | Setting: 4 NHS Hospitals providing specialist care for peripheral arterial disease

People with peripheral arterial disease and chronic kidney disease who need revascularisation.
Considered for eligibility prior to the revascularisation procedure (angioplasty)

Inclusion criteria: Adult requiring revascularisation
using any endovascular technique. Estimated
Jmmemmmmmmmmmmmmmmmmemmmmmmmmmmmmmmmm——m——== - Glomerular Filtration Rate < 80 units.

Screening for eligibility by research staff E
at 4 NHS vascular units '
;

criteria: Age<18 years, allergy to iodinated
N e e e contrast media

Randomisation
Strata: CKD stage (eGFR),
age, sex, diabetes
87 participants 87 participants

l Allocation 1:1 l
Endovascular procedure performed using Endovascular procedure performed
CO2 contrast medium — iodinated using standard iodinated contrast

contrast used only if necessary medium only
* Follow-Up l

+ Serum creatinine measurement at 2, 30, 90 days after procedure

* Clinical follow-up 30 and 90 days after procedure = assess all clinical events

‘ Analysis

Primary outcome of interest: Change in serum creatinine between groups at 90 days i.e.
medium-term renal function

Key secondary outcome measure: volume of iodinated contrast medium used in each
group during the endovascular procedure

The trial is powered (90%) to detect differences with regards to both the primary outcome
(clinically meaningful difference in serum creatinine/renal function) and the key secondary
outcome (iodinated contrast volume per group).

Other important outcomes measures:

1. Incidence of Acute Kidney Injury (AKI) per KDIGO criteria in each group (including stage of AKI and
whether it resolved within 90 days after treatment/intervention)

2. Incidence of Major Acute Kidney Events (MAKE) in each group over 80 days (MAKES0 outcome: drop in
estimated glomerular filtration rate >25% or death or dialysis)

3. Additional health economic analysis — funded separately by the industry partner (confirmed funding)

Interviews with staff and patients will provide the necessary information to allow the delivery of our
implementation plan, using trial data (across the NHS)

N I H R National Institute for
[Kﬂ Health and Care Research
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Trial name: CLARITY PAD

Population: Patients undergoing endovascular or hybrid endovascular intervention for chronic limb
threatening ischaemia.

Intervention: Aspirin plus clopidogrel
Comparison: Aspirin plus Rivaroxaban or Clopidogrel alone (3 arm trial)

Primary effectiveness outcome: Cardiovascular composite of time to: Acute limb ischaemia; Major
lower limb amputation; Myocardial infarction; Ischaemic stroke; All-cause mortality

Primary safety outcome: Major bleeding
Trial inbox: Clarity-Trial@cardiff.ac.uk

Trial Manager: maboshew1@cardiff.ac.uk

Patient with CLTI undergoing endovascular intervention
Inclusion criteria: Adults undergoing percutaneous (common femoral to pedal) or
hybrid (iliac to pedal with common femoral endarterectomy) revascularisation

Screening and l
Exfigst | Assess for eligibility (n=4130) (100%) ‘

v

I Approached and consented* (~40%) ‘

v

Patient undergoes endovascular intervention

Randomisation ‘
Randomisation (n=1239) (~30%)

B | v

Clopidogrel 75mg Clopidogrel 75mg and Aspirin 75mg once/day
once/day Aspirin 75mg once/day and Rivaroxaban 2.5mg
(n=413)** (n=413)** twice/day (n=413)**

[ l [

Follow up:
All arms continue drug allocation for up to 36 months
Clinical follow up within 2 months of intervention
Research nurse telephone follow up at 6,12, 24 and 36 months
Qualitative patient interviews from 1 month, clinician interviews from middle of trial

I I I

Interim futility analysis for clopidogrel arm once 60% of primary outcome events

: ' v

Primary outcome: A composite event free survival time of acute limb ischaemia,
major lower limb amputation, myocardial infarction, ischaemic stroke, and all-cause
mortality.

Primary safety outcome: Major or clinically relevant non-major bleeding
Health Economic analysis, Qualitative analysis

Treatment
allocation

Follow up

Analysis

*Sites are encouraged to approach and consent pre-procedure with randomisation and commencement of trial medication as close
to procedure as clinically possible. Patients may be recruited post procedure as long as the trial medication starts within 10 days of the
procedure.

CLAR!TY PAD

——= National Institute for
CLopidogrel, Aspirin and Rlvaroxaban after Health and Care Research
isation with i TY for

r
limb-threatening Peripheral Arterial Disease
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The WARRIORS RCT

PICO Summary

P: Women with small abdominal aortic aneurysm (AAA, 4.0-5.4 cm diameter)

I: Early endovascular aneurysm repair (EVAR)

C: Routine surveillance

O: Composite outcome of AAA rupture and aneurysm-related mortality over five years

Chief Investigators at Imperial College London

. Janet Powell
. Colin Bicknell
. Anna-Louise Pouncey

Contact the trial team

Trial email (main contact): warriors@imperial.ac.uk
Janet Powell: j.powell@imperial.ac.uk

Colin Bicknell: colin.bicknell@imperial.ac.uk
Anna-Louise Pouncey: a.pouncey@imperial.ac.uk

Start date: March 2025

Website: https://www.imperial.ac.uk/department-surgery-cancer/research/surgery/clinical-trials/international-
warriors-trial/

Women's Aneurysm Research:
Repair Immediately Or Routine

Surveillance
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