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 Overall results showed the primary endpoint occurred in 29.9% (n=60) of patients in
the ICM group and 6% (n=12) in the control group. Researchers observed an
improved detection for all types of serious arrhythmic events in the ICM group,
including atrial fibrillation, higher degree atrioventricular block, fast non-sustained
ventricular tachycardia and sustained ventricular tachycardia/ventricular fibrillation.
Additionally, ICM-based detection of serious arrhythmic events was associated with a
6.82-fold increased risk for subsequent major adverse cardiac and cerebrovascular
events, the researchers said.

 "The study found that post-infarction patients with cardiac autonomic dysfunction and
only moderately reduced LVEF developed a high number of serious subclinical
arrhythmic events that could be detected early and effectively with ICMs," said Axel
Bauer, MD, principal investigator of the study. "The spectrum and frequency of
arrhythmias in these patients was comparable to that of post-infarction patients with
reduced LVEF, who are currently candidates for prophylactic ICD therapy. Our study
supports the use of ICMs in high-risk post-MI patients with moderately reduced LVEF
and cardiac autonomic dysfunction as a sensitive tool for continuous risk
assessment."
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 The goal of the trial was to evaluate carotid artery stenting compared with carotid 
endarterectomy among patients with asymptomatic carotid artery stenosis.

 Study Design
 Randomization

 Parallel

 Participants with asymptomatic carotid stenosis were randomized to carotid artery 
stenting (n = 1,811) versus carotid endarterectomy (n = 1,814).

 Total number of enrollees: 3,625

 Duration of follow-up: mean 5 years

 Percentage female: 30%

 Inclusion criteria:
 Unilateral or bilateral carotid artery stenosis ≥60% as assessed by ultrasound

 Patients eligible by ultrasound then had computed tomography or magnetic resonance imaging to 
confirm that carotid artery stenting and carotid endarterectomy were both practical

Halliday A, Bulbulia R, Bonati LH, et al. Second asymptomatic carotid surgery trial (ACST-2): a randomized comparison of carotid artery stenting versus 
carotid endarterectomy. Lancet 2021;Aug 29:[Epub ahead of print].



 Exclusion criteria:
 Previous stroke or transient ischemic attack within the previous 6 months

 Unsuitability for carotid stenting (for example, due to calcium or tortuosity) or carotid endarterectomy

 High procedural risk (for example, due to recent acute myocardial infarction)

 High risk of cardiac emboli

 Major life-threatening condition

 Principal Findings:
 Procedural death or disabling stroke at 30 days: 1.0% in the carotid stent group compared with 0.9% in the 

carotid endarterectomy group

 Procedural death or disabling stroke at 5 years: 3.4% in the carotid stent group compared with 3.5% in the 
carotid endarterectomy group (p = 0.86)

 Procedural death or any stroke at 5 years: 8.6% in the carotid stent group compared with 7.1% in the carotid 
endarterectomy group (p = 0.09)

 Nonprocedural fatal or disabling stroke at 5 years: (relative risk [RR] 0.98, p = 0.91)

 Nonprocedural stroke at 5 years: (RR = 1.16, p = 0.33)

 Interpretation:
 Among patients with asymptomatic carotid stenosis, carotid artery stenting was safe. Carotid artery 

stenting was associated with a low incidence of procedural death or disabling stroke within 30 days. 
The incidence of procedural death or disabling stroke within 30 days was similar to the incidence 
from carotid endarterectomy. Procedural death or disabling stroke within 5 years was also similar 
between treatment groups.

Halliday A, Bulbulia R, Bonati LH, et al. Second asymptomatic carotid surgery trial (ACST-2): a randomized comparison of carotid artery stenting versus 
carotid endarterectomy. Lancet 2021;Aug 29:[Epub ahead of print].
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Conclusions

Ablation þ CRT was superior to pharmacological therapy in reducing mortality in

patients with permanent AF and narrow QRS who were hospitalized for HF,

irrespective of their baseline EF.
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 The trial enrolled 843 patients (median age 62 years, 78.8% men) with persistent
AFib from 44 centers around the world. Participants were randomized to receive
either PVI plus imaging-guided fibrosis ablation (intervention group) or PVI
alone. All patients underwent late gadolinium enhancement (LGE)-MRI at
baseline prior to ablation and then approximately three months after. The
baseline images were used during the procedure in the intervention group to
guide ablation of fibrotic tissue. Operators were instructed to either cover or
encircle the green areas on the images (i.e., the fibrotic tissue), in addition to
PVI. Operators in the control group were instructed to only encircle the
pulmonary veins, without adding additional lesions. The three-month MRI
evaluated the formation of lesions secondary to ablation. The primary endpoint
was atrial arrhythmia recurrence for 12 to 18 months.

 Overall results found baseline fibrosis was predictive of AFib ablation outcomes,
especially at higher fibrosis levels – findings that confirmed the results of the
initial DECAAF study. In the intention-to-treat analysis, no statistically significant
difference was observed in the primary endpoint between groups in the total
study population. Atrial arrhythmia recurrence occurred in 43% of patients
(n=175) in the intervention group and 46.1% of patients (n=188) in the PVI-only
group.
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 Subgroup analyses suggested a trend towards a lower rate of atrial arrhythmia
recurrence in the intervention group for patients with stage I or II fibrosis at
baseline. As-treated analyses examining atrial arrhythmia recurrence
according to the proportion of targeted and covered fibrosis (as assessed by
the three-month MRI) found a significant benefit of substrate ablation in patients
with stage I or II fibrosis at baseline. However, researchers observed no benefit
of image-guided fibrosis ablation on atrial arrhythmia recurrence in patients
with stage III or IV stage fibrosis at baseline. They also noted that the rate of
complications, including post-ablation stroke, was higher in the image-guided
ablation group but was mainly driven by patients with high levels of fibrosis at
baseline.

 "The results suggest that targeting atrial fibrosis in AFib patients with low levels
of fibrotic disease (less than 20%) may help improve ablation outcomes," said
principal investigator Nassir Marrouche, MD. "In addition, the findings
indicate that PVI should remain the mainstream ablation strategy in AFib
patients with high levels of fibrosis (more than 20%)."
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 The QUARTET trial showed that a strategy of quarter dosing of four antihypertensive 
medications into one polypill (“quadpill”) is superior to full-dose monotherapy with 
irbesartan in improving BP control among patients with a diagnosis of HTN on no 
medications or therapy with only one medication at baseline.

 Description:
 The goal of the trial was to assess the efficacy and safety of a polypill/quadpill containing quarter doses 

of four antihypertensive medications compared with monotherapy among patients with hypertension 
(HTN).

 Study Design
 Eligible patients were randomized in a double-blind 1:1 fashion to either a quadpill (n = 300) or 

irbesartan 150 mg (n = 291). The quadpill contained bisoprolol 2.5 mg, irbesartan 37.5 mg, amlodipine 
1.25 mg, and indapamide 0.625 mg.

 Total screened: 743

 Total number of enrollees: 591

 Duration of follow-up: 52 weeks

 Mean patient age: 59 years

 Percentage female: 40%



 Inclusion criteria:
 Age ≥18 years

 Diagnosis of HTN, and

 Criteria A: Untreated HTN ≥4 weeks with clinic systolic blood pressure (SBP) ≥140/90 mm Hg or daytime 24-hour ambulatory BP 
(ABP) ≥135/85 mm Hg

 Criteria B: Monotherapy for HTN with clinic SBP ≥130/85 mm Hg or daytime ABP ≥125/80 mm Hg

 Exclusion criteria:
 Contraindication to study drugs

 Secondary causes of HTN

 Concomitant illness

 Breastfeeding, women not on contraception

 Other salient features/characteristics:
 White race: 82%

 No BP medications at baseline: 54%

 Mean office BP: 153/89 mm Hg

 Principal Findings:
 The primary outcome, unattended office SBP for quadpill vs. monotherapy at week 12, was 121/71 mm Hg vs. 

127/79 mm Hg; mean difference in SBP was -6.9 mm Hg (p < 0.01).

 Secondary outcomes for quadpill vs. monotherapy:

 Mean difference in diastolic BP (DBP) at week 12: -5.8 mm Hg (p < 0.0001)

 BP control <140/90 mm Hg at week 12: 76% vs. 58% (p < 0.0001)

 Mean difference in SBP/DBP at week 52: -7.8/-6 mm Hg (p < 0.0001)

 Dizziness at week 12: 31% vs. 25.4% (p = 0.08)

 Serum creatinine at week 12: 0.9 vs. 0.85 mg/dl (p = 0.006)
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 Interpretation:

 The results of this trial indicate that a strategy of
quarter dosing of four antihypertensive medications
into one polypill (“quadpill”) is superior to full-dose
monotherapy with irbesartan for improving BP
control among patients with a diagnosis of HTN on
no medications or therapy with only one medication
at baseline. Due to COVID-19, the total enrollment
target could not be achieved. Side effects were more
or less similar, with a small (but likely clinically
insignificant) increase in serum creatinine and
potassium with the quadpill approach. The trial was
not powered for clinical endpoints. It adds to the
body of favorable literature on a polypill approach
for the management of chronic cardiovascular
conditions. This may be particularly useful among
elderly patients where polypharmacy and HTN
undertreatment both tend to be common.

QUARTET
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 Inclusion criteria:
 PCI for ACS with cobalt-chromium everolimus-eluting stent (CoCr-EES)

 Exclusion criteria:
 Oral anticoagulants

 Prior intracranial hemorrhage

 Contraindication to aspirin or clopidogrel

 Serious in-hospital complication (reinfarction, stroke, bleeding)

 Other salient features/characteristics:
 ST-segment elevation MI (STEMI): 56%, NSTEMI: 20%, unstable angina: 24%

 Killip class IV: 3.2%, intra-aortic balloon pump: 4%

 Prior myocardial infarction (MI): 6%, prior PCI: 11%

 Target lesions: 1.3

 Principal Findings:
 The primary outcome, cardiovascular death, MI, stroke, stent thrombosis, TIMI major or minor bleeding, for 

1-month vs. 12-month DAPT, was 3.2% vs. 2.8% (hazard ratio [HR] 1.14, 95% confidence interval [CI] 0.80-
1.62, p for noninferiority = 0.06).

 Secondary outcomes for 1-month vs. 12-month DAPT:
 Cardiovascular death/MI/stroke/stent thrombosis: 2.8% vs. 1.9% (HR 1.50, 95% CI 0.99-2.26)

 TIMI major/minor bleeding: 0.5% vs. 1.2% (HR 0.46, 95% CI 0.23-0.94)

 All-cause mortality: 1.4% vs. 0.9%

 MI: 1.6% vs. 0.9% (HR 1.91, 95% CI 1.06-3.44, p < 0.05)

 Definite stent thrombosis: 0.45% vs. 0.2%

 Bleeding academic research consortium (BARC) 3/5 bleeding: 0.5% vs. 1.3% (HR 0.41, 95% CI 0.20-0.83)

STOPDAPT-2 ACS



 Interpretation:

 The results of this trial indicate that 1-month DAPT followed by clopidogrel
monotherapy for 11 months did not meet criteria for noninferiority compared with
standard-duration 12-month DAPT for the composite ischemic/bleeding endpoint
among patients undergoing ACS PCI with a CoCr DES. In fact, the composite
ischemic endpoint trended towards harm in the 1-month DAPT arm, with a
significant nearly 2-fold increase in the risk of MI. Both major and minor bleeding
events were lower with 1-month DAPT. One caveat is that these were all East Asian
patients, and clopidogrel resistance was not assessed.

 These are interesting findings, and add to the body of literature on the optimal
duration and type of antiplatelet agent post-PCI. Contrary to the current trial, short-
duration followed by clopidogrel monotherapy was noninferior to standard 12-
month duration DAPT in the SMART-CHOICE (3 months) and STOPDAPT-2 (1
month) trials. These two trials included <50% of patients with ACS, and an even
smaller number with STEMI. The current trial included all-comers with STEMI
(including shock); these patients comprised 56% of all patients enrolled. Similar to
the current trial, SMART-DATE included ACS patients undergoing PCI and found a
higher risk of MI with 6 months of DAPT (clopidogrel being the P2Y12 inhibitor of
choice in ~80%) compared with 12 months of DAPT. Other trials such as TWILIGHT
and TICO demonstrated noninferiority for ticagrelor monotherapy after 3 months
compared with standard 12-month duration, with a lower risk of bleeding.
TWILIGHT trial did not include STEMI patients.
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