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‘ The Carotid Revascularization and Medical
Management for Asymptomatic Carotid
Stenosis Study

CREST-2

Are CEA & stenting as good as
consistent, intensive modern
medical therapy?
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A lingering but critically important question [wina
270%
cases within 5 years N 4 & g
144 CREST-2 Centers
have enrolled 2787 out . USA, Canada, Spain,
of a target of 2480 Israel
patients

*30+ Exclusion criteria, not including the additional conditions specific to CAS and/or CEA

Potential Limitation: Lesion Severity

LACK OF EQUIPOISE:
Stenoses = 80% may
be excluded

Rapidly progressing
stenoses may be
excluded

UNDER-REPRESENTATION
OF LESIONS THAT TRULY

WARRANT
REVASCULARIZATION?

Systematic Review & Meta-Analysis
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Contemporary BMT:
5-yrrisk for =2 80% stenosis is 18.3%

"Howard PJ, GaziaanoL, Rottwell PM,

CREST2 Stenosis Grade & Plaque Characteristics

20-40% had vulnerable
plaque characteristics

* DUS manuak;

ted software

HOWEVER,

* PSV poorly correlated with \
plaque characteristics

* Only 503 patients (21% of
CREST2)

* Not routine practice

Lal BK Jrei G, Crencik Met al, Carotid Plague Charactensucs s ne CREST? Trial VS Vascuar Insights 20242:100134

* ? Representative sample
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Will CREST-2 Stand The Test of Time?
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* Annualized stroke rates low on intensive medical Rx
 Margin of benefit narrow
« Statistical difference hard to achieve 4
* Any game-changing paradigm (on either side) may shift the
balance

Rosentield K Matsumura JS, Chatu NEngts Med.

Stroke Risk
Modification Stroke survivors:

GLP1-Ago & SGLT2 inhibitors
protection 3-year risk of S/D/MI
against ischemic stroke N >7,000
i iunction with li Adults taking either a GLP-1 or an SGLT2 had
(in conjunction with lifestyle e S e
modifications)! having an M1
Meta-analysis, 8 RC Adults who were taking an SGLT2 were also at
GP1-agonist 0> 60K patients 2.67% lower risk of having another stroke
27% reduction total stroke (p=0.005) Risk reduction persisted after matching for
27% reduction in ischemic stroke age, sex, smoking status, HT, Type 2 diabetes

Type Il Diabetics:
GLP1-agonist class effect,

Type Il Diabetics:

GLP1-Agonist Fewer 17 Strokes?

=0.008) status, erlipidemia, ahistory
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&PIONEER 6 (oral formulation)

2 Strain WD, Frenkol O, James MA, Leiter LA, RasmussenS, Rotiwell PM, Ripa MS, Truelsen TC, Husain M.

Estimated10-yr population-based CV risk reduction
(GLP-1 Agonists In Obese Non-Diabetics)

“STEP1” RCT eligibility criteria applied to NHANES data

(BMI-based Framingham C
Dif e in estimated
NHANES weighted population =

+ Among those without CVD, estimated 10-year CVD
risks were 10.15% “before” and 8.349
semaglutide “treatment”

maglutide x eligible

1.81% absolute (and 17.8% relative) risk reduction
Translating to 1.50 million preventable CVD events
over 10 years

Wong ND, Krthikeyan H, Fan W,

Conclusion:

« Stratify the outcomes of CREST2 by degree of stenosis
+ Good representation of significant/rapidly progressing stenoses?
* GLP-1 Agonists (&to some extent SGLT2 Inhibitors):

GAME CHANGER

* The side effect profile is not benign

GERD Hypoglycemia Dizziness
Gestitis Diabeticretinopathy  Dysgeusia.

Nausea Pancreatiist Delayed absorption of oral medications
Gastroparesis* Acute kidney injury Depression

syndrome.

Anesthesiarisks*  Tachycardia Weight loss in unintended areas (“Ozempic®.
face”)

falure
Cholelithiasis Fatigue.
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