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Inclusion criteria

« Patients over 18 years of age

or atherosclerotic carotid stenosis of at least 50% calculated using the NASCET criteria

«Patients with a CAR score indicating a 5-year ipsilateral stroke risk of <20%

«Patient is medically and neurologically stable and suitable for either CEA or CAS

«(Jinicians are uncertain about which treatment modality (OMT or OMT plus revascularisation) is best for the individual patient
« Patient is able and willing to give informed consent

The 2nd European Carotid Surgery

Trial (ECST-2): rationale and protocol

for a randomised clinical trial comparing
immediate revascularisation versus optimised
medical therapy alone in patients

with symptomatic and asymptomatic carotid
stenosis at low to intermediate risk of stroke

Thirty enrolled centres recruited and follow-up
patients in the UK, Switzerland, the Netherlands,
France, Germany, Italy and Canada.
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We expect a rate of stroke in the OMT arm of approx-
imately _3% at 2 wears after randomisation. Silent
ischaemic infarcts on MRI seem to occur at twice the
fregquency of clinically manifest strokes [42, 43]. Thus,
we expect_about 9% of patients on OMT to experience
clinically manifest stroke or have silent new ischaemic
infarct on MRI after 2 years of follow-up. In those allo-
cated to revascularisation, we expect_a peri-operative
risk of stroke of 3% and a subsequent 2 -vear risk of

stroke of 2%. Thus, we expect about 15% of patients in

the revascularisation arm to experience clinically mani-
fest stroke or have silent new ischaemic infarct on MRIT
after 2 years of follow-up.
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Outcomes {12}
The primary outcome measure is stroke in any territory

at any time, or periprocedural death attributed to carotid

revascularisation. The primary analyses will examine the

following question: What is the difference in the long-
term survival free of any stroke, or periprocedural death
in patients with atherosclerotic carotid stenosis at lower
risk for stroke after randomisation to a policy of carotid
revascularisation with OMT compared to OMT alone?
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Trial (ECST-2): rationale and protocol

for a randomised clinical trial comparing
immediate revascularisation versus optimised

medical therapy alone in patients
with symptomatic and asymptomatic carotid
sk of stroke

We originally calculated a sample size of 2000
patients for the full ECST-2 trial, details of which can
be found in the trial protocol. The sample size calcula-
tion for the continuation or re-launch of the study will
be based on the outcome rates determined in the initial
analysis.

Optimised medical therapy alone versus optimised medical
therapy plus revascularisation for asymptomatic or low-to-
intermediate risk symptomatic carotid stenosis (ECST-2):
2-year interim results of a multicentre randomised trial
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Findings Between March 1 2012, and Oct 31, 2019,

Optimised medical therapy alone versus optimised medical "k ®
therapy plus revascularisation for asymptomatic or low-to-
intermediate risk symptomatic carotid stenosis (ECST-2):

2—year interim results of a multicentre randomised trial
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Findings Between March 12012, and Oct 31, 2019patiems were randomly assigned to OMT alone (n=215) or
OMT plus revascularisation (1=214), One patient llocated to OMT alone withdrew consent within 48 h and was not

considered further
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Methods The Second European Carotid Surgery Trial (ECST-2) is a multicentre randomised trial with blinded
outcome adjudication, which was conducted a30)centres with stroke and carotid revascularisation expertise in
Europe and Canada. Patients aged 18 years or older with asymptomatic or symptomatic carotid stenosis of 50% or
greater, and a 5-year predicted risk of ipsilateral stroke of less than 20% (estimated using the Carotid Artery Risk
CAR] score), were recruited.
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* 30 centers
* 7.5 years duration of study (90 months)
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* 30 centers
* 7.5 years duration of study (90 months)

428 patients
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intermediate risk symptomatic carotid stenosis (ECST-2):

2-year interim results of a multicentre randomised trial
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30 centersmmmp 2 patients/YEAR = 60 patients/YEAR
60 patients/YEAR x 7.5 years = 450 patients !

428 patients (not 2,000 patients...)

Optimised medical therapy alone versus optimised medical
therapy plus revascularisation for asymptomatic or low-to-
intermediate risk symptomatic carotid stenosis (ECST-2):
2-year interim results of a multicentre randomised trial

e Tt i g g bl s s 03]

Gordonubite ke Scnede o
. LeoH Bonati” i

Lancet Neurol 2025:24:389-99

Events (%) Hazard ratio 2-yearrisk difference pvalue
(953 €1)” (@5t
OMTalone  OMTplus
n=712) revasalasarion
(n-214)
Composite of periprocedural death, stroke, or 21002%) (_22(205%) 002(05110167)  -03%(-611050) 046
myocardial infarction
Composite of periprocedural death, fatal stroke. or  4(2:0%) 2% 121(029t05-88) 0% -2:0193.0) 034
fatal myocardial infarction
All-cause death 13(6-4%) 1363 1.00 (0:46192:16) 02% (-4-6t0 49) 047
Penprocedural death (within U days of o 1L na- e )
randomisati
Cardiovascular death L2 24z0%) OO DER(A21023) oy
Stroke 12(5:9%) 18 (86%) 064(03110133)  -27%(771023) 014
Faral siroke 10.5%) 5 (iom) 050(@0410547)  -0Ew(F1T017) =5
Ipsilateral stroke 629%) 045 (0170117 33%(731007) oom2
Ischiaernicstroke 11(54%) 16 G7%) 066(03110143)  -23%(T0W2S) 018
Intracerebral haemorrhage 1(0.5%) 2q10%) 050 (00410547)  -04%(21t012) 030
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Outcomes

The primary outcome for this interim analysis was
a hierarchical outcome composite within 2 years after
randomisation of: (1) periprocedural death, fatal stroke, or

fatal myocardial infarction; (2) non-fatal stroke:
(3) non-fatal myocardial infarction: or (4) new silent
cerebral infarction on MRI (or CT) within 2 years of
follow-up.™
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Events (%) Hazard ratio 2yearriskdifference  pvalue

(05 (0% Q)

OMTalone  OMTplus
(n=214) revascularisation
(n=214)

Compasite of periprocedural death, stroke, or

1(102%) 09205100167 034 (610056 046

myocardial infarction
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Outcomes {12}

The primary outcome measure is stroke in any territory
at any time, or periprocedural death attributed to carotid
revascularisation.
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The primary outcome for this interim analysis was
a hierarchical outcome composite within 2 years after
randomisation of: (1) periprocedural death, fatal stroke, or

fatal myocardial infarction; (2) non-fatal stroke;
(3) non-fatal myocardial infarction; or (4) new silent
cerebral infarction on MRI (or CT) within 2 years of
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The primary analysis was performed based on
a hierarchical outcome analysed using the Finkelstein—
Schoenfeld method and win rati In brief, each patient in the
OMT group was compared as a pair with each patient in
the OMT plus revascularisation group, with a win declared
for the patient with a better outcome within the pair,
considering the time to event if both patients within a pair
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had the same event (a tie was declared if neither patient in
the pair had a better outcome). Given that each patient in
one group is compared with each patient in the other
group, the total number of paired comparisons was the
product of multiplying together the number of patients in
each group. The total number of wins within all the paired
comparisons were counted for each treatment group.
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Thank you for your attention!
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