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Summary of Effects of 
PCSK9i Evolocumab

• ↓ LDL-C by 59% to a median of 30 mg/dL
• ↓ CV outcomes in patients on statin
• Safe and well-tolerated
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HR 0.85 (0.79-0.92)
P<0.0001

HR 0.80 (0.73-0.88)
P<0.0001

CVD, MI, stroke
UA, cor revasc

CVD, MI, stroke

Sabatine MS et al. NEJM 2017;376:1713-22

Evolocumab
(median 30 mg/dl, IQR 19-46 mg/dl)

Placebo

59% reduction
P<0.00001

Absolute  56 mg/dl
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Trial Design

Evolocumab SC 
140 mg Q2W or 420 mg QM

Placebo SC
Q2W or QM

LDL-C ≥70 mg/dL (1.8 mmol/L) or
non-HDL-C ≥100 mg/dL (2.6 mmol/L) 

Follow-up Q 12 weeks
Median f/up 2.2 yrs

Screening, Lipid Stabilization, and Placebo Run-in
High or moderate intensity statin therapy (± ezetimibe)

27,564 high-risk, stable patients with established CV disease 
(prior MI, prior stroke, or symptomatic PAD)

RANDOMIZED
DOUBLE BLIND

Sabatine MS et al. Am Heart J 2016;173:94-101

PEP: CVD, MI, Stroke, UA, Coronary Revascularization 
Key Secondary EP: CVD, MI, Stroke
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Background & Objectives

Patients with lower extremity PAD are at heightened risk of adverse 
cardiovascular (MACE) and limb events (MALE)

Statin vs. Placebo reduces CV risk and peripheral revascularization & 
observational studies suggest reductions in amputations

In patients with PAD on statins:
• Does further reducing LDL-C reduce CV risk? 
• Does lowering LDL-C reduce the risk of MALE?

Heart Protection Study Collaborative Group J Vasc Surg 2007; Kumbhani DJ et al. EHJ 2014
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Placebo
Evolocumab

13.0%

7.6%

9.5%

6.2%

PAD
3.5% ARR
NNT2.5y 29

No PAD
1.4% ARR
NNT2.5y 72

PAD
N=3,642

27% RRR

HR 0.73
(0.59 – 0.91)

P=0.0040

p-interaction = 0.41

No PAD
N=23,922

HR 0.81
95% CI (0.73 – 0.90)

P<0.001

Days from  Randomization

CV Death, MI or Stroke in Patients with 
and without Peripheral Artery Disease
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Days from Randomization

Placebo
Evolocumab

10.3%

5.5%

PAD
4.8% ARR
NNT2.5y 21

PAD 
(no MI/stroke, N=1505)

43% RRR

HR 0.57
(0.38 – 0.88)

P=0.0095

CV Death, MI or Stroke in Patients with 
PAD and no MI or Stroke

Outcome HR 95% CI
MACE 0.57 (0.38–0.88)

CV Death 0.78 (0.39–1.57)
MI 0.66 (0.38–1.14)

Stroke 0.30 (0.11–0.82)
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Major Adverse Limb Events
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0.45%

0.27%

All Patients
N=27,564

42% RRR

HR 0.58
(0.38 – 0.88)

P=0.0093
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Days from  Randomization

Outcome HR 95% CI
MALE 0.58 (0.38–0.88)

ALI or major amputation 0.52 (0.31–0.89)
ALI 0.55 (0.31–0.97)

Major amputation 0.57 (0.17–1.95)
Urgent revascularization 0.69 (0.38–1.26)
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Major Adverse Limb Events in Patients 
with PAD and no MI or Stroke

Days from Randomization

1.3% ARR

PAD 
(no MI/stroke, N=1505)

57% RRR

HR 0.43
(0.19 – 0.99)

P=0.042
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Summary
• Patients with PAD are at heightened risk of 

MACE and MALE

• LDL-C lowering with evolocumab in patients 
with PAD:
– Reduces major adverse CV events with robust ARR
– Reduces major adverse limb events

• Benefits extend to PAD without prior MI 
or stroke with an ARR for MACE or 
MALE of 6.3% (NNT 16) at 2.5 years 
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Conclusion
LDL-C reduction to very low levels should be 

considered in patients with PAD, regardless of 
history of MI or stroke, to reduce the risk of 

MACE and MALE
For more information see simultaneous publication in:





CANTOS TRIAL
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PRESERVE Trial



PRESERVE Trial
n = 5177

Group Primary Endpoint
Sodium Bicarb 4.4%
Sodium Chloride 4.7%
Acetylcysteine 4.6%
Placebo 4.5%

No Benefit Seen From Either Treatments

AHA 2017



PRESERVE Trial
n = 5177

AHA 2017
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Culprit Vs Multivessel Stenting For 
Acute MI

• Culprit Lesion Stenting With;
Staged PCI Of Other Significant   
Stenoses Was Superior Option.

ACC 2018

Igbal MB et al; JACC Int 2017
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POISE Trial

ACC 2018
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Diabetes Treatment

• SGLT-2 Inhibitors Associated with 
Lower Cardiovascular Events ( All 
cause mortality and heart failure 
hospitalization, MI, Stroke ). 
Empagliflozin ( Jardiance ) & Canagliflozin (Ivokana) 
( EMPA-REG Trial )                      ( CANVAS Trial )



SGLT-2 Inhibitors 
For Diabetes Therapy

CVD Real 2 Study:
Medical Claims records and national registries from multiple 
countries.
235,064 SGLT-2 new users vs 235,064 new oGLD
Compared with the oGLD’s, SGLT-2 inhibitors:

Reduced all cause death and HF Hospitalization by 40%
Reduced all cause death by 49%
Reduced HHF  by 36%
Reduced MI’s by 19%
Reduced stroke by 32%.

ACC 2018 and JACC



Decreased Acute Kidney Injury 
With Impella In High Risk PCI

• 230 High Risk PCI patients
• 115 Unsupported matched controls
• Retrospective study

Circ Reseach 2017; 120: 692 - 700



Decreased Acute Kidney Injury 
With Impella In High Risk PCI

5.2% AKI in Impella supported pts     
versus 27.8% AKI in unsupported pts. 

Circ Reseach 2017; 120: 692 - 700
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