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The role for ASA in primary prevention is unclear 
and it use diminishing
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ASPREE – Aspirin and primary prevention

Recruitment 19,114 patients between 2010-2014

≥70 yrs from Australia and USA (≥65 yrs if Black or Hispanic)

Randomized to 100-mg EC-ASA or placebo

4.7 yrs median follow-up

(trial terminated  - no benefit to continued ASA)
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ASPREE results – Main Trial
Aspirin
Rate per 

1000 person-yr

Placebo
Rate per 

1000 person-yr
HR

(95% CI)
P

value

Primary endpoint 21.5 21.2 1.01
(0.92-1.11) 0.79

Any cause death, dementia, persistent physical disability

McNeil JJ: NEJM 2018
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ASPREE results – Main Trial
Aspirin
Rate per 

1000 person-yr

Placebo
Rate per 

1000 person-yr
HR

(95% CI)
P

value

Primary endpoint 21.5 21.2 1.01
(0.92-1.11) 0.79

Any cause death, dementia, persistent physical disability

Secondary endpoints

Any cause death 12.7 11.1 1.14 --

Dementia 6.7 6.9 0.98 --

Persistent physical 
disability 4.9 5.8 0.85 --

McNeil JJ: NEJM 2018
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Mortality higher in the ASA group
(primarily attributed to cancer-related death)

No significant difference in CV events

No overall benefit !

38% more major bleeds with ASA
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In acute MI with shock, primary end point was lower 
among those who had culprit-only PCI

rather than multivessel PCI
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In acute MI with multivessel disease

and cardiogenic shock,

debate continues over culprit-only vs. multivessel PCI
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30-day CULPRIT-SHOCK results (n=706)

Endpoint Culprit 
PCI

Multivessel
PCI Superior

Primary:
Death or renal-replacement 
therapy

Death
Renal-replacement therapy

45.9%

43.3%
11.6%

55.4%

51.6%
16.4%

Yes

Thiele H: NEJM 2017
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30-day CULPRIT-SHOCK results (n=706)

Endpoint Culprit 
PCI

Multivessel
PCI Superior

Primary:
Death or renal-replacement 
therapy

Death
Renal-replacement therapy

45.9%

43.3%
11.6%

55.4%

51.6%
16.4%

Yes

Secondary:
Bleeding (BARC 2,3 or 5)

Stroke 

16.6%

3.5%

22.0%

2.9%

No

No

Thiele H: NEJM 2017
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WARNING!

Any potential advantage of multivessel PCI is outweighed by 
mortality hazard of the initial longer procedure

REMEMBER!

Main proven goal in shock is rapid and complete reperfusion 
of culprit vessel

Hochman J (NEJM editorial 2017):
Other apparently intuitive strategies – CABG, ECMO, ventricular 
assist devices etc – should also be subjected to RCTs
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Use of DES with short DAPT duration 
better than BMS with short DAPT
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1200 pts
>75 yrs

Stable angina
DAPT 1 month

BMS

DES
Synergy

ACS
DAPT 6 months

BMS

DES
Synergy

Pre-specified

SENIOR trial design

Varenne O: Lancet 2018
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SENIOR results at 1 year

29%
reduction

DES

Primary 
endpoint
NNT = 25

71%
reduction

DES

Ischemia-
driven TLR

Bleeding
no different

Stent thrombosis 
numerically lower 

with DES

Varenne O: Lancet 2018
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Use of CTA in stable chest pain resulted in lower rate of 
death or nonfatal MI at 5 years

NEJM 2018
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4146 pts
Stable chest pain

TMET 85%
Stress imaging 

10%

Standard care
+ CTA

Standard care 
alone

SCOT-HEART trial design

NEJM 2018
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SCOT-HEART results at 5 years

Endpoint
CTA 

group

Standard 
care 

group
HR

(95% CI) P value
Primary:
CHD death or nonfatal MI 2.3% 3.9%

0.59

(0.41-0.84) 0.004

Secondary:
Nonfatal MI

Death from CHD

2.1%

0.2%

3.5%

0.4%

0.60

(0.41-0.87)

0.46

(0.14-1.48)

--

--

No significant difference in use of coronary angiography or revascularization
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Controversial

Implausible!

“Game-changer”!

Provocative!
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….the week after NEJM publication

49 yr old man with exertional chest pain

Positive family history and abnormal lipids

Negative TMET
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In patients with medically treated angina and severe coronary 
stenosis, PCI did not increase exercise time more than a 

placebo procedure. 

Suggests that efficacy of invasive procedures can be assessed 
with a placebo control, as is standard for pharmacotherapy

Al-Lamee R: Lancet 2018
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“…show unequivocally that there are no benefits for PCI 
compared with medical therapy for stable angina, even 
when angina is refractory to medical therapy…”

“….all cardiology guidelines should be revised to 
downgrade the recommendation for PCI in patients with 
angina despite use of medical therapy…”

“Health-care providers should focus their attention on 
treating patients with stable coronary artery disease with 
optimal medical therapy, which is very effective,….”

Brown DL and Redberg RF: Lancet 2017
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Commentary on ORBITA trial

GOOD trial which was well designed and executed

Important implications trials using sham procedures

Small trial – only 200 patients

Follow up only 6 weeks

Operators blinded to FFR and iFR:
Ø 29% patients had FFR >0·80 and 32% had iFR >0.89 

Microvascular dysfunction as cause of chest pain?
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