
©2018 MFMER  |  3751162-1

Top five CAD trials of the last 12 months

Malcolm R. Bell, MBBS, FRACP
Vice Chair, Department of CV Medicine

Mayo Clinic, Rochester, MN



©2018 MFMER  |  3751162-2

Conflicts and disclosures – none



©2018 MFMER  |  3751162-3



©2018 MFMER  |  3751162-4

Lopes RD: NEJM 2019
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AUGUSTUS trial design

Lopes RD: NEJM 2019
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Major bleeding:
Apixaban superior to VKA NNT=24

Death or hospitalization:
Apixaban superior to VKA NNT=25

Ischemic events:
No difference
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Death or hospitalization:
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Ischemic events:
No difference

Lopes RD: NEJM 2019
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Major bleeding:
More with ASA than placebo NNH=13

Death or hospitalization:
No difference ASA and placebo

Ischemic events:
No difference ASA and placebo
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No difference ASA and placebo

Lopes RD: NEJM 2019
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 Support use of dual therapy, avoiding ASA

 DOAC the preferred anticoagulant

 VKA and DAPT should be avoided

 Support use of dual therapy, avoiding ASA

 DOAC the preferred anticoagulant

 VKA and DAPT should be avoided

Lopes RD: JAMA Cardiology 2019
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Hahn JY: JAMA 2019

Monotherapy after 3 months
noninferior to DAPT for 12 months

Monotherapy after 3 months
noninferior to DAPT for 12 months
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Watanabe H: JAMA 2019

Monotherapy after 1 month
noninferior and superior to DAPT for 12 months

Monotherapy after 1 month
noninferior and superior to DAPT for 12 months
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Implications and caveats

Confidence that DAPT can be stopped earlier if needed

Most were getting clopidogrel as monotherapy

Question any added value of ASA

Open label design

Stable angina (lower risk)
62% in STOPDAPT-2
42% in SMART-CHOICE

Underpowered for stent thrombosis, but rare event
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Mehta SR: NEJM 2019

Complete revascularization superior to culprit only for 
the primary endpoint of CV death and MI

Complete revascularization superior to culprit only for 
the primary endpoint of CV death and MI
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PPCI in STEMI with multivessel disease

Primary PCI (PPCI) of culprit lesion

Dilemma….staged revascularization of remaining disease?

Clinical benefit in observational studies - but selection bias?

Prior RCTs:
Decrease need for subsequent revascularization
Under powered for hard endpoints

Current trial powered for death and MI as primary endpoint
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CV death or new MI*

Mehta SR: NEJM 2019

*First coprimary outcome
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CV death, new MI, ischemia-driven revascularization*

Mehta SR: NEJM 2019

*Second coprimary outcome
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Commentary

First trial powered to look at death/MI as endpoint
>4x larger than the largest of the prior trials

Lesion complexity low - selection bias?

Seems safe

Optimal timing of staged procedure unclear

Complete revascularization not performed at index PPCI
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EXCEL at 5 years
“….no difference in death, MI and CVA

between PCI and CABG”

EXCEL at 5 years
“….no difference in death, MI and CVA

between PCI and CABG”

Stone GW: NEJM 2019
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EXCEL results in 2016

Endpoint PCI CABG
Non

Inferior
Superior

Primary:
Death, CVA or MI at 3 years 15.4% 14.7% Yes No

Secondary:
Death, CVA or MI at 30 days

Death, CVA, MI, revascularization
at 3 years

4.9%

23.1%

7.9%

19.1%

Yes

Yes

Yes

No

Stone GW: NEJM 2016
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EXCEL results in 2019 – the 5 year results

Endpoint PCI CABG
% 

difference 
(CI)

P value

Primary:
Death, CVA or MI 22.0% 19.2% 2.8%

(-0.9-6.5)
0.13

Secondary:
Death, CVA, MI, revascularization

All-cause death

31.3%

13.0%

24.9%

9.9%

6.5%
(2.4-10.6)

3.1%
(0.2-6.1)

0.002

--

Stone GW: NEJM 2019
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Accusations and heated controversy!

Resignation of chair of EXCEL surgical committee - alleging:
 Changing definition of MI midway through trial
 Minimizing the difference between the 2 groups in death
 Involvement of industry and conflicts of interest

Strongly defended by PI

NEJM reviewer responsibility challenged 
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AFIRE TRIAL


