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AF = atrial fibrillation; AS = aortic stenosis; AVR = aortic valve replacement;
CGNT = computer-generated neurophysiological battery test;
CI = confidence interval; CKD = chronic kidney disease;
CSS = clinical summary score; CV = cardiovascular; ECG = electrocardiogram;
HF= heart failure; HR = hazard ratio; hsTNT = high-sensitivity cardiac troponin T;
KCCQ = Kansas City Cardiomyopathy Questionnaire;
LDL = low-density lipoprotein; MMSE = mini-mental state exam;
MoCA = Montreal cognitive assessment; NTB = neurophysiological battery;
PCSK9 = proprotein convertase subtilisin/kexin type 9;
pEF = preserved ejection fraction; rEF = reduced ejection fraction;
SGLT-2 = sodium–glucose cotransporter 2; T2D = type 2 diabetes.

Abbreviations used in this review:

In this review:
 > AVATAR supports early intervention 
for asymptomatic severe AS

 > Myocardial energetic impairment 
may cause pulmonary congestion 
in HFpEF

 > Dapagliflozin attenuates increases in 
hsTnT in HFrEF

 > ECG-based deep learning improves 
prognostication of incident AF

 > Empagliflozin efficacious for HFpEF 
regardless of baseline health status

 > CHIEF-HF: canagliflozin improves 
health status regardless of ejection 
fracture status

 > Both dabigatran and warfarin 
protect against cognitive decline in 
older adults with AF

 > Long-term low-dose aspirin does not 
prevent dementia

 > EMPULSE finds empagliflozin 
beneficial for HF in the acute 
setting

 > Promising cholesterol-lowering 
results for the first oral PCSK9 
inhibitor

 > Finerenone reduces risk of new-onset 
HF in patients with CKD and T2D

November 13-15, 2021Making Education Easy

1

www.researchreview.com.au a RESEARCH REVIEW publication

Welcome to this review of the American Heart Association’s Scientific 
Sessions 2021 which was held virtually from the 13th to 15th November, 2021. 
The theme of the session was: One World. Together for Science. The program was presented online with a 
combination of live, on-demand and poster sessions. In this review we present a snapshot of the latest research 
presented at this meeting. Highlights of this review include updates from several clinical trials including the 
international AVATAR study which reports a benefit to early surgical aortic valve replacement (AVR) for true 
asymptomatic patients with severe aortic stenosis (AS). Data from the Brazilian GIRAF trial indicates that 
anticoagulation with either dabigatran or warfarin protects against cognitive decline in older adults with atrial 
fibrillation (AF) while, consistent with other reports, evidence from ASCEND fails to find a benefit to aspirin 
for prevention of dementia or cognitive impairment in adults with no history of cardiovascular (CV) disease. 
Sodium–glucose cotransporter 2 (SGLT-2) inhibitors shone at the scientific session with dapagliflozin eliciting a 
benefit in heart failure (HF) with reduced ejection fraction (rEF) regardless of baseline circulating high-sensitivity 
cardiac troponin T (hsTnT) concentration, empagliflozin improving quality of life in HF with preserved ejection 
fraction (pEF) and demonstrating efficacy in the acute setting in hospital after clinical stabilisation of de novo 
or decompensated chronic HF, regardless of left ventricular ejection fraction status and canagliflozin improving 
health status in patients with symptomatic HF.

The meeting has been published as a Special Issue online supplement to the Circulation and most abstracts can 
be accessed on the journal’s website: https://www.ahajournals.org/toc/circ/144/Suppl_1

We hope you enjoy these selections, wish you a safe and happy holiday period and look forward to providing 
more conference reviews in 2022.

Kind Regards,

Associate Professor John Amerena
john.amerena@researchreview.com.au

Aortic valve replacement versus watchful waiting in asymptomatic severe 
aortic stenosis: The AVATAR trial
Presenter: Marko Banovic, Clinical Centre of Serbia, University Clinical Centre of Serbia, Belgrade, Serbia

Summary: Results from the international AVATAR trial (NCT02436655) presented in the first late-breaking 
session by Marko Banovic demonstrate that early elective surgical AVR for asymptomatic patients with severe 
AS and normal left ventricular ejection fraction may provide better outcomes than a watch and wait strategy 
that delays intervention until symptom onset. The trial, sponsored by the Clinical Centre of Serbia, accrued 
157 patients (mean age 67 years; 57% male) with severe AS (V max across the aortic valve > 4 m/s or mean 
trans-aortic gradient ≥ 40 mm Hg plus aortic valve area ≤ 1 cm2) secondary predominantly to degenerative 
valvular disease (bicuspid aortic valve or rheumatic valvular disease 15.3%) from centres in Belgium, Czechia, 
Italy, Croatia, Lithuania, Poland and Serbia. Patients were randomised to undergo open heart surgical AVR 
with implantation of a mechanical or bioprosthetic valve within four weeks (n=78) or guideline-adherent care 
consisting of conventional drug treatment with delayed surgical AVR following symptom onset (n=79). The trial 
met its primary efficacy outcome measure to demonstrate a significantly reduced incidence of a composite 
measure comprised of all-cause death and major adverse cardiac event (acute myocardial infarction, stroke or 
unplanned hospitalisation for HF) at 36-months. At a median follow-up of 2.7 years, early surgical AVR resulted 
in less than half the incidence of primary composite endpoint events and conferred a 54% reduced risk of such 
events (115.2% vs 34.7%; hazard ratio [HR] 0.46; 95% confidence interval [CI], 0.23-0.90; p=0.02). Secondary 
outcomes including 30-day all-cause mortality (1.4% vs 4%; p>0.05), first HF hospitalisation (9.5% vs 20.1%; 
p>0.05), major bleeding and thromboembolic complications numerically favoured the early surgical AVR arm 
but were not statistically significant.

Comment: Timing of AVR, whether it be surgical or transcatheter aortic valve implantation is controversial in 
patients with severe AS who are asymptomatic. Conventional wisdom is to defer replacement until symptoms 
develop, but there is always a concern that late intervention will have worse outcomes. This study examined 
watchful waiting compared to early surgery in patients with severe asymptomatic AS (proven on stress test) 
and found early surgery was associated with better outcomes. Patient numbers were small however, and 
the treatment effect larger than would be expected from clinical experience. A much bigger trial, EASY-AS, 
is currently under way in Australia, NZ and the UK, which should answer this question definitively.

Session: LBS.01: Values, Veins and Viewpoints in Cardiothoracic Surgery. Sat Nov 13, 2021
Reference: Circulation 2021; Nov 13 [Epub ahead of print]
Abstract
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Myocardial energetic impairment is the basis for reduced 
cardiac reserve and exercise-induced pulmonary congestion 
in heart failure with preserved ejection fraction
Speaker: Matthew K Burrage, University of Oxford, Oxford, United Kingdom

Summary: Insights from novel cardiopulmonary magnetic resonance imaging presented by 
Matthew Burrage suggest that deficits in myocardial energetics may underlie the pathogenesis 
of transient exercise-induced pulmonary congestion in HFpEF. A total of 32 patients with 
any severity of diastolic dysfunction (type 2 diabetes [T2D], n=9; HFpEF, n=14; severe 
diastolic dysfunction due to cardiac amyloid, n=9) were enrolled plus age-matched healthy 
controls (n=11). The study utilised phosphorus spectroscopy to quantify cardiac energetics 
(using myocardial phosphocreatine: ATP ratio) and a combination of CV magnetic resonance 
cine imaging, echocardiography and lung water using magnetic resonance proton density 
mapping to evaluate cardiac function at rest and during exercise. A negative correlation 
was found between degree of diastolic dysfunction and phosphocreatine: ATP ratio in the 
groups (controls, 2.15; T2D, 1.71; HFpEF, 1.66; cardiac amyloidosis, 1.30). Dysfunction in 
all four heart chambers was found during submaximal exercise in patients with lower cardiac 
energetics (phosphocreatine: ATP ratio). Transient pulmonary congestion during exercise was 
seen only in patients with HRpEF or cardiac amyloidosis (+4.4% and +6.4%, respectively 
vs -0.1% for controls and +0.8% for T2D) and associated with lower phosphocreatine:ATP 
ratio (r=–0.43; p=0.004).

Comment: The mechanism of breathlessness in HFpEF is assumed to be pulmonary 
congestion related to elevated left atrial pressure and left ventricular end diastolic pressure. 
This study suggests that as well as this, cardiac energetics, as measured by phosphorus 
spectroscopy to define the myocardial phosphocreatine to ATP ratio, has a role to play, 
but whether this system will become a target for therapeutic intervention is speculative.

Session: Melvin Judkins Early Career Clinical Investigator Award Competition
Reference: Circulation 2021; 144 (1_suppl. 9505)
Abstract

High-sensitivity cardiac troponin and the efficacy of dapagliflozin 
in patients with heart failure and reduced ejection fraction
Speaker: David Berg, TIMI Study Group, Brigham and Women’s Hosp, Boston, 
Massachusetts

Summary: An analysis of the DAPA-HF trial (ClinicalTrials.gov Identifier: NCT03036124) that 
investigated the efficacy of dapagliflozin for HFrEF according to strata of baseline circulating 
hsTnT was presented by David Berg and is available as an on-demand session for registered 
attendees. The international AstraZeneca sponsored trial assessed dapagliflozin (10 mg/day) 
in comparison to placebo as an adjunct to standard of care therapy in patients (N=4,744) 
with New York Heart Association class 2-4 HFrEF (≤ 40%) and reported a protective effect 
against worsening HF or CV death (the primary efficacy outcome measure). Analysis of 
outcome according to hsTnT strata (n=3,318 at baseline and n=2,500 survivors at one-year 
follow-up) revealed an increasing risk for adverse primary outcome with increasing hsTnT 
concentration with a more than five-fold increased risk of worsening HF or CV death in patients 
in the highest strata compared to those in the lowest strata (adjusted HR 5.10; 95% CI, 
3.67-7.08). Over one-year, two-thirds of patients had a change in hsTnT of at least 10% 
(43.5% ≥ 20% change). A trend towards superior mitigation of increasing hsTNT over time 
was seen for dapagliflozin versus placebo but did not reach statistical significance (relative 
least squares mean reduction, −3%; 95% CI, -6% to 0%; p=0.076). Regardless of baseline 
hsTnT concentration, all patients derived a benefit from dapagliflozin treatment although 
the magnitude of risk reduction was positively correlated to baseline hsTnT concentration.

Comment: We often see patients with atherosclerotic CV disease who have chronically 
elevated troponin, which is thought to be associated with a worse overall prognosis. 
In patients with HF, an elevated troponin could indicate myocardial strain/injury rather 
than ischemia but whether this imparts risk has not been studied. This sub analysis of 
DAPA-HF showed that hsTnT tends to rise over time in patients with HFrEF, and that those 
with high baseline levels and the greatest increase over time had worse HF outcomes. 
Dapagliflozin tended to attenuate this rise in hsTnT compared with placebo, which may 
indicate another mechanism by how it improves the outcomes of patients with HFrEF, but 
it would be interesting to see if there was any difference in troponin profile and response 
between patients with ischemic vs nonischemic substrate for their HFrEF.

Session: New Insights from Hf Clinical Trials and Novel Pharmacologic Therapies
Reference: Circulation 2021; 144 (1_suppl. 11692)
Abstract

Electrocardiogram-based deep learning and clinical 
risk factors to predict incident atrial fibrillation
Speaker: Shaan Khurshid, Massachusetts General Hosp, Boston, 
Massachusetts

Summary: Five-year prognostication of incident atrial fibrillation (AF) 
risk may be improved using an artificial intelligence-based algorithm with 
electrocardiogram (ECG) data developed by a team at Massachusetts 
General Hospital (MGH) in collaboration with the Broad Institute of MIT 
and Harvard. The algorithm was developed on a cohort of patients from 
the MGH (n=36,081; mean age 55 years; 53% female) and following Cox 
proportional hazard modelling, logit-transformed ECG-artifical intelligence 
AF probability and Cohorts for Aging and Genomic Epidemiology AF 
(CHARGE-AF) score fit, was tested in three independent cohorts with a 
total of 83,163 patients (MGH, n=4,166; Brigham and Women’s Hospital, 
n=37,963 and UK Biobank, n=41,034). The final model combining deep 
learning-derived ECG-based AF risk plus known clinical risk factors for AF 
demonstrated significantly better precision and discrimination for five-year 
risk versus clinical risk factors alone in all three test data sets (area under 
the receiver operating characteristic curve vs CHARGE-AF: MGH 0.838 
vs 0.802; Brigham and Women’s Hospital, 0.777 vs 0.752; UK Biobank, 
0.746 vs 0.732).

Comment: Artificial intelligence is being used more and more in 
medicine, and this study reports using it to predict future AF from 
analysis of ECGs. It found that p-wave changes have the most influence 
on prediction and that using this technology added predictive capacity 
over and above risk factors alone. I suspect we will see artificial 
intelligence being used more frequently as time goes on in Cardiology, 
as there are already artificial intelligence models looking at assessment 
of patients with AS and pulmonary hypertension.

Session: Samuel A. Levine Early Career Clinical Investigator Award 
Competition
Reference: Circulation 2021; 144 (1_suppl. 12922)
Abstract
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Empagliflozin, health status, and quality of life in 
patients with heart failure and preserved ejection: 
The EMPEROR-Preserved trial
Speaker: Javed Butler, Univ of Mississippi, Jackson, Mississippi

Summary: According to results from the EMPEROR-Preserved trial (EMPagliflozin 
outcomE tRial in Patients With chrOnic heaRt Failure with Preserved Ejection 
Fraction; NCT03057951) the combined reduced risk for CV death or HF worsening 
(primary trial efficacy outcome) previously reported for empagliflozin versus placebo 
in HFpEF is conferred regardless of baseline health status. Analysis investigated 
the efficacy of empagliflozin for mitigation of HF hospitalisation and survival; 
as well as improvement in quality of life according to baseline health status tertile 
(Kansas City Cardiomyopathy Questionnaire [KCCQ] - clinical summary score 
[CSS]: very poor-fair, <62.5; good 62.5-83.3 and good to excellent, ≥ 83.3) in 
5,942 patients. Mixed model repeated measures analysis revealed a comparable 
magnitude of benefit from empagliflozin compared to placebo in the primary outcome 
measure across tertiles (HRs 0.83, 0.70 and 0.82, respectively; p-trend=0.77). 
Empagliflozin’s benefit was durable, with significant deviation from placebo in mean 
KCCQ-CSS score and total symptom score by week 12 which was maintained to 
final follow-up at 52-weeks.

Comment: This analysis from the EMPEROR-Preserved study looked at measures 
of quality of life in patients with HRpEF and found that irrespective of baseline 
quality of life, empagliflozin improved quality of life compared with placebo. 
This is an important finding, as many patients with severe HFpEF value quality 
of life as much as or more than hospitalisation or mortality. If we can tell them 
SGLT-2 therapy is likely to make them feel better, as well as reduce hospitalisation, 
mortality and decline in renal function, it may become more acceptable as add 
on medication, despite the numerous other treatments they are likely to be on.

Session: From Failure to Success: Advances in Heart Failure
Reference: Circulation 2021; Nov 15 [Epub ahead of print]
Abstract

The canagliflozin impact on health status, quality of life and 
functional status in heart failure (CHIEF-HF) clinical trial
Speaker: John Spertus, St. Luke’s Mid America Heart Inst, Kansas City, MO; 
Mary Birmingham

Summary: CHIEF-HF (NCT04252287), a phase 3 double-blind trial conducted by 
Janssen Research & Development, aimed to prove the superiority of canagliflozin 
over placebo for health status improvement in patients with symptomatic HF. 
The multi-centre US trial enrolled adult patients (n=448; mean age 63.4 years; 
44.9% female; HFpEF, 59.6%) anywhere on the spectrum of HF, including any 
ejection fraction status and was conducted completely remotely with medication 
mailed to patients and data collected using a smartphone application linked to a 
Fitbit device without any face-to-face consultations. Patients were randomised to 
undergo a 12-week treatment with canagliflozin (n=222; 100 mg immediate-release 
capsule once daily) or placebo (n=226). The trial met its primary outcome measure 
to demonstrate a significantly improved KCCQ-total symptom score at week 12 with 
canagliflozin over placebo (mean change 9 vs 4.7; treatment difference 4.3 points; 
p=0.016). Canagliflozin elicited improvements rapidly with statistical superiority 
versus placebo by week 2. Subgroup analysis found that the benefit was consistent 
in patients with HFrEF, HFpEF and with/without diabetes.

Comment: This study looked at the effects of canagliflozin on quality of life 
in patients with a history of HF with and without T2D, and stratified by HFrEF 
and HFpEF. Data was collected by using a smart phone application rather than 
face-to-face visits. There was a consistent improvement in the quality of life as 
measured by the KCCQ symptom score in patients who received canagliflozin 
across the range of ejection fraction and independent of diabetes. Similar results 
have been seen with empagliflozin and dapagliflozin, making it likely that this 
effect in improving quality of life in heart failure is a class effect rather than 
specific to the individual drugs.

Session: LBS.05 - Building on the Foundations of Treatment: Advances in 
Heart Failure Therapy. Sunday November 14, 2021

Dabigatran versus warfarin on cognitive outcomes in 
nonvalvular atrial fibrillation: Results of the GIRAF trial
Speaker: Bruno Caramelli, InCor, University of Sao Paulo, Sao Paulo, Brazil
Summary: The Brazilian multi-centre prospective parallel GRIAF trial (NCT01994265) 
was conducted to assess if the more stable anticoagulant state of dabigatran versus 
warfarin could translate into a protective effect against cognitive decline in patients 
with AF. A total of 200 elderly patients (≥ 70 years) with nonvalvular AF at high-risk for 
stroke (CHA2DS2-VASc Score > 1) underwent two-years of treatment with dabigatran 
(150 mg twice daily) or warfarin (international normalised ratio 2-3). In the warfarin 
arm, the time in therapeutic range was 70%. Cognition was assessed by neurologists 
at baseline and two years using four co-primary outcome tests - Montreal cognitive 
assessment (MoCA), mini-mental state exam (MMSE), neurophysiological battery 
(NTB score; assesses attention, memory, language, executive functions) and a 
computer-generated neurophysiological battery (CGNT-score; evaluates sustained 
selective and divided attention). Cognitive functioning of the entire study cohort 
remained steady at two years with only MMSE finding a decline from baseline (-0.64; 
p=0.0008). No difference in cognitive impairment between trial arms at two-years 
was found in three of the four tests (MMSE, NTB and CGNT; all p>0.05) while MoCA 
favoured the warfarin arm (mean change from baseline: -0.39 vs 0.53; between 
treatment difference 0.92; 95% CI, -0.3 to 0.006; p=0.06). No patient developed 
dementia. It was concluded that in older patients without cerebrovascular events 
proper adherence to either anticoagulant is protective against cognitive decline.

Comment: Cognitive decline is more common in patients with AF compared to 
those in sinus rhythm, which had been assumed was due to microembolisation 
with inadequate anticoagulation proposed as a mechanism. This study shows that 
there were similar rates of cognitive decline in patients who were anticoagulated 
with warfarin versus dabigatran, despite time in therapeutic range being 70% in 
the warfarin group. This indicates that the decline in mental capacity in patients 
with AF is not likely to be thromboembolic in origin, and could reflect a more 
generalised vasculopathy.

Session: LBS.03 - Prevention to Intervention in Atrial Arrhythmias. Sunday 
November 14, 2021

Effects of aspirin on dementia and cognitive impairment 
in the ASCEND trial
Speaker: Jane Armitage, University of Oxford

Summary: Jane Armitage reported a pre-specified secondary analysis from the 
UK ASCEND (A Study of Cardiovascular Events iN Diabetes; NCT00135226) trial 
regarding the efficacy of aspirin for prevention of dementia. A total of 15,427 adult 
patients over the age of 40 years with type 1 or type 2 diabetes mellitus without 
CV disease or dementia were accrued to the trial from centres across the UK and 
received up to seven years of low-dose aspirin (100 mg/day) or placebo. At a mean 
follow-up of 7.4 years during the trial plus 1.7 years beyond the scheduled treatment 
period, rates of dementia were comparable between trial arms when defined 
narrowly (3.3% vs 3.7%; rate ratio 0.89; 95% CI, 0.75-1.06) or more broadly to 
include cognitive impairment and confusion (7.1% vs 7.8%; rate ratio 0.91; 95% 
CI, 0.81-1.02). It was noted that the results excluded proportional harms more than 
2% and benefits to more than 19%.

Comment: Aspirin is recommended for use in patients with established 
atherosclerotic CV disease but not for primary prevention, as both the ASCEND 
and ASPREE trials showed no benefit in patients (including diabetics) without 
CV disease. This sub analysis of ASCEND showed that aspirin did not affect 
cognitive decline in patients with diabetes and no CV disease over seven years, 
and although the authors suggest further studies are needed, I doubt whether 
this will be done, in that the ASPREE trial in heathy elderly people did not show 
any benefit of aspirin in reducing cognitive decline.

Session: LBS.07 - New Drugs and New Drug Indications in Cardiovascular 
Disease. Monday November 15, 2021
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Efficacy and safety of empagliflozin in 
hospitalised heart failure patients
Speaker: Brian I. Rini, Cleveland Clinic Taussig Cancer Institute, 
Cleveland, Ohio

Summary: Main results from the EMPULSE trial were 
presented by Brian Rini from Cleveland Clinic Taussig Cancer 
Institute in the US during a late-breaking science session. 
EMPULSE (NCT04157751), sponsored by Boehringer Ingelheim 
and conducted in collaboration with Eli Lilly and Company; 
was designed to assess the SGLT-2 inhibitor empagliflozin 
in the acute setting in hospital after clinical stabilisation of 
de novo or decompensated chronic HF, regardless of left 
ventricular ejection fraction status. Patients (n=530; mean 
age 68.5 years; 33.8% female; 33.0% de novo acute HF; 
45.3% concomitant diabetes; mean baseline ejection fraction 
35.1%; 31.9% ejection fraction >40%) from sites in North 
America, Europe and Japan were accrued between one- and 
five-days after hospital admission when they met criteria for 
stabilisation including systolic blood pressure ≥100mm Hg 
and no intravenous diuretics or vasodilators within six hours or 
inotropic drugs within 24 hours and administered empagliflozin 
10 mg once daily (n=265) or placebo (n=265). A clinically 
meaningful benefit for empagliflozin in the acute setting was 
found with a statistically significant win ratio (1.36; 95% CI, 
1.09-1.68; p=0.0054) for the composite outcome considering 
six measures (death, number of HF events, urgent HF visits, 
unplanned outpatient visits, time to first HF event and change 
in KCCQ-total symptom score) at 90-days compared to 
placebo. Further analysis showed that all components of the 
primary outcome composite were significantly improved over 
placebo when considered individually (all-cause mortality, 
4.2% vs 8.3%; HF event, 10.6% vs 14.7%; mean change 
in KCCQ-total symptom score, +36.9 vs +31.6). The safety 
profile of empagliflozin was as previously reported with no new 
safety signals.

Comment: We know that SGLT-2 inhibitors reduce 
hospitalisation for HF and mortality in HFrEF, and 
hospitalisation for HF in HFpEF. These studies were 
done in “stable” patients rather than when there was 
acute decompensation requiring admission to hospital. 
The SOLOIST study suggested that early initiation of 
sotagliflozin was effective and safe soon after an episode of 
acute decompensated HF, and these results were duplicated 
in the EMPULSE study which showed clinical benefit when 
empagliflozin was started one-five days after admission 
with acute HF. Interestingly, it showed that the benefits and 
safety of empagliflozin were seen whether patients had a 
background of HF and were on therapy, or whether they 
were de novo treatment-naïve patients and also in those with 
HFrEF and HFpEF. This being the case, we should be more 
proactive in prescribing SGLT-2 inhibitors after an acute 
HF event, and ideally start them before hospital discharge.

Session: Late-Breaking Science

The clinical safety, pharmacokinetics, and LDL-cholesterol lowering 
efficacy of MK-0616, an oral PCSK9 inhibitor
Speaker: Douglas G Johns, Yuddy Almonte, Merck & Co., Inc., Kenilworth, New Jersey

Summary: Results from two phase 1 clinical trials, including a first-in-human study, presented by 
Douglas Johns support the clinical utility of an oral proprotein convertase subtilisin/kexin type 9 (PCSK9) 
inhibitor - MK-0616 (Merck) – for hypercholesterolemia and coronary heart disease. A single administration 
of MK-0616 at doses of between 10 and 300 mg demonstrated a safe toxicity profile with significant blood 
free PCSK9 reduction (> 90% mean maximum reduction) in an ascending study in healthy male (n=60). 
A subsequent multiple dose study evaluated a two-week treatment with 10 or 20 mg/day MK-0616 in 
a cohort of hypercholesterolemic adults in addition to statin therapy (n=40; mean baseline low-density 
lipoprotein (LDL)-cholesterol 87 mg/dL after > three months of statins) and found a significant reduction 
in LDL-cholesterol in the MK-0616 arm versus placebo (> 50% vs < 5%). Phase 2 testing of MK-0616 will 
commence in 2022.

Comment: The injectable PCSK9 inhibitors are potent agents that reduce LDL cholesterol by around 
50% or more on top of statin and ezetimibe therapy. This study reports for the first time that an oral 
PCSK9 inhibitor can reduce LDL to the same extent as the injectable forms, and that it was safe and 
well tolerated. Large clinical outcome trials will be needed to ensure efficacy and safety in patients with 
elevated lipids, and to ensure there are no off-target effects but this looks to be a promising agent.

Session: LBS.06 - Fish Oil, Cocoa and Cholesterol: Recipes for CVD Prevention? 
Monday November 15, 2021

Finerenone in patients with stage 1-4 chronic kidney disease and  
type 2 diabetes
Speaker: Gerasimos Filippatos, National and Kapodistrian Univeristy of Athens, School of Medicine, 
Athens, Greece

Summary: A secondary analysis of heart failure from the FIGARO-DKD trial (NCT02545049) was reported 
by Gerasimos Filippatos and simultaneously published in Circulation. In previously published results from 
FIGARO-DKD (Pitt B et al. for the FIGARO-DKD Investigators. N Engl J Med 2021;385[24]:2252-63) 
finerenone demonstrated efficacy for improved CV outcomes (assessed using a composite endpoint of 
CV death and non-fatal CV events including myocardial infarction, stroke or hospitalisation for HF) in patients 
(n=7,437) with T2D and concomitant albuminuric chronic kidney disease (CKD). Filippatos et al conducted 
a pre-specified analysis of HF outcomes in the overall cohort (n=7,352) and according to antecedent HF 
status (7.8% had a history of HF). At a median follow-up of 3.4 years finerenone conferred a 32% reduction 
in the risk of new-onset HF compared to placebo (1.9% vs 2.8%; HR 0.68; 95% CI, 0.50-0.93; p=0.0162) 
and significantly reduced other key HF outcomes including CV death or first hospitalisation for HF and total 
hospitalisation for HF, regardless of a history of HF.

Comment: Finerenone is a non-steroidal mineralocorticoid receptor antagonist that has less propensity 
for hyperkalaemia, renal dysfunction and gynecomastia than spironolactone. Patients with T2D and 
CKD are at increased risk of HF, and conversely patients with HF and T2D are at greater risk of CKD. 
Mineralocorticoid receptor antagonist use is often difficult in these patients with HF, T2D and CRF due 
to the risk of hyperkalaemia and worsening renal function balanced against the benefits of aldosterone 
inhibition and its salutary effects in heart failure. This study shows that finerenone may be of great benefit 
in this population enabling patients to receive the benefits of inhibition of the RAAS with reduced risk 
of hospitalisation for HF with adverse events comparable to placebo. We are awaiting further outcome 
trials with this agent, but it looks promising on the data available at present.

Session: From Failure to Success: Advances in Heart Failure
Reference: Circulation 2021; Nov 13 [Epub ahead of print]
Abstract

This Research Review is sponsored by an independent 
educational grant from Boehringer Ingelheim and Eli Lilly

Conference Reviews are prepared with an independent commentary from relevant specialists. To become a reviewer please email geoff@researchreview.com.au.
Research Review Australia Pty Ltd is an independent Australian publisher. Research Review receives funding from a variety of sources including Government depts., health product companies, insurers and other organisations with an interest in health. 
Journal content is created independently of sponsor companies with assistance from leading local specialists. Privacy Policy: Research Review will record your email details on a secure database and will not release them to anyone without your prior 
approval. Research Review and you have the right to inspect, update or delete your details at any time. Disclaimer: This publication is not intended as a replacement for regular medical education 
but to assist in the process. The reviews are a summarised interpretation of the published study and reflect the opinion of the writer rather than those of the research group or scientific journal. 
It is suggested readers review the full trial data before forming a final conclusion on its merits.
Research Review publications are intended for Australian health professionals.

Australian Research Review subscribers can claim CPD/CME points for time spent reading our reviews from a wide range of local medical and nursing colleges. Find out more on our CPD page.

http://www.researchreview.com.au
https://www.ahajournals.org/doi/10.1161/CIRCULATIONAHA.121.057983
mailto:geoff%40researchreview.com.au?subject=Research%20Review%20Enquiry
http://www.researchreview.com.au/cpd?site=au

