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Abstract

The year 2020 was dominated by the COVID-19 pandemic,
bringing with it unprecedented advancements in the fields

of healthcare and therapeutic interventions as well as in
vaccine and drug development. Nevertheless, several other
advancements in various fields of medicine also deserve
attention. Herein, the Senior Editors of Drugs in Context provide
us with their expert opinion on the events of 2020 and what lies
ahead in 2021.

Sarah L Anderson

As the year 2020 came to a close, | was struck by the numerous
advancements in pharmacotherapy related to the COVID-19
pandemic. Remdesivir, an antiviral agent approved for the
treatment of patients with COVID-19 (aged 12 and over and
who weigh at least 40 kg) requiring hospitalization, received
conditional marketing authorization in the European Union
on July 3, 2020. In the United States, remdesivir was granted
Emergency Use Authorization (EUA) by the US Food and
Drug Administration (FDA) on May 1, 2020, and then full FDA
approval on October 22, 2020."2 On November 9, 2020, the
FDA issued an EUA for bamlanivimab, a monoclonal antibody
therapy for the treatment of mild-to-moderate COVID-19

in patients aged 12 and over who weigh at least 40 kg who
have a positive SARS-CoV-2 test and who are at high risk for
progression to severe COVID-19 and/or hospitalization.> Most
recently, the United Kingdom, Canada and the United States
granted approval of the Pfizer-BioNTech COVID-19 vaccine

to be used under emergency use conditions. The European
Medicines Agency (EMA) reviewed the vaccine on

December 21, 2020, and also recommended marketing
authorization.* The speed at which these COVID-19
treatments and vaccines were studied and approved for use
was unprecedented but necessary given the escalation of the
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pandemic. The approval of the COVID-19 vaccine represents a
hopeful beginning of the end of the COVID-19 pandemic.

In addition to the COVID-19-related drug therapy and vaccine
approvals, there were many other important drug therapy
advances in the cardiometabolic realm that should not be
overlooked. The year 2020 saw a multitude of data published
regarding the use of sodium-glucose cotransporter 2 (SGLT2)
inhibitors in patients with and without diabetes. Notably,

the EMPEROR-Reduced trial added to the growing body of
evidence that SGLT2 inhibitors have beneficial cardiovascular
effects in patients with heart failure with reduced ejection
fraction (HFrEF), both with and without concomitant diabetes.®
A sub-analysis of the 2019 study DAPA-HF, in which patients
with and without diabetes with HFrEF were treated with
dapagliflozin, demonstrated a 32% reduction in the relative
risk of incident type 2 diabetes (T2D) in patients who did

not have T2D at the start of the trial.%” Lastly, data continues
to emerge regarding the use of SGLT2 inhibitors for type 1
diabetes (T1D). The DEPICT-1 and DEPICT-2 trials demonstrated
that dapagliflozin was effective at reducing both haemoglobin
A1C and weight with no increase in hypoglycaemia in patients
with T1D.8 This adds to the existing data of sotagliflozin and
low-dose empagliflozin demonstrating glycaemic control and
other benefits in patients with T1D.
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Other notable advances in cardiometabolic drug therapy in
2020 include the new drug approval of bempedoic acid for
cholesterol lowering in patients intolerant to statins and the
new indication of recurrent stroke prevention for ticagrelor.
Bempedoic acid, an adenosine triphosphate-citrate lyase
inhibitor, was approved by the EMA on January 31, 2020,

and by the FDA on February 24, 2020, as an adjunct to
maximally tolerated statin therapy in patients with established
atherosclerotic cardiovascular disease or heterozygous familiar
hypercholesterolaemia. Bempedoic acid exhibits little to no
propensity for causing myalgias, which will likely influence its
role in therapy as described in future cholesterol guidelines.’
Data from the THALES trial led to the expanded indication of
ticagrelor for the prevention of recurrent stroke. The THALES
trial demonstrated that, in patients with acute ischaemic
stroke or transient ischaemic attack, ticagrelor 90 mg orally
daily plus aspirin significantly reduced the rate of composite
stroke and death compared to aspirin monotherapy.'°

As we look forward to 2021, items of interest include the
anticipation of data regarding COVID-19 vaccine durability - it is
currently unknown how many months of efficacy and protection
the vaccine provides. Outside of COVID-19 therapeutics, the
recent approval of inclisiran, a small interfering RNA, by the EMA
for use in combination with maximally tolerated statin therapy
in patients unable to achieve lipid targets, will influence how
we treat hypercholesterolaemia.” The development of a once-
weekly basal insulin injection (insulin icodec) for patients with
T2D is also of great interest for clinicians who care for patients
with T2D as this could revolutionize insulin therapy and insulin
adherence.'? We will undoubtedly continue to see emerging
data related to COVID-19 therapeutics but | anticipate that
progress with therapeutics in the cardiometabolic realm will
also continue to advance.

Matteo Bassetti

Without any doubt, the infectious diseases scenario in 2020
has been dominated by the COVID-19 pandemic. Besides

the unfortunately large diffusion of the virus and the related
overwhelming burden in terms of morbidity and mortality
worldwide, the indirect effects of the pandemic on the
societal and economic levels are also of major concern,
putting some highly affected areas at risk of unacceptable
increases in poverty and unemployment.'*'* On the positive
side, the pandemic has highlighted the resilience of science
and impressive collaborative efforts around the world have
allowed an unprecedented speed in achieving pivotal research
milestones. Among others, (i) the genome of SARS-CoV-2

was rapidly sequenced and shared publicly upon diffusion of
the virus in China;' (ii) randomized controlled trials

have been conducted in record time and have provided
high-level evidence for guiding (or discouraging) different
treatments within months from SARS-CoV-2 appearance;'® and
(i) the development of vaccines has been advanced up to
completing rigorous, large phase lll randomized trials in less

than 1 year and vaccination campaigns have already started

in several countries."” In summary, there is much hope that a
great reduction in the heavy burden posed by COVID-19 on
humankind will be observed within 2021. Should this hope be
confirmed, this last year may have provided a crucial lesson
that must be extrapolated to contexts other than COVID-19,
for example, to antimicrobial resistance. In this regard, several
novel antibiotics active against difficult-to-treat Gram-negative
bacteria have recently obtained approval by the FDA and the
EMA.'® The quest for an optimal treatment of infections caused
by such perilous organisms has been very long (and, in part, is
still ongoing). For example, it has taken several years to renew
the availability of beta-lactams or beta-lactam/beta-lactamase
inhibitor combinations active against carbapenem-resistant
Gram-negative bacteria.!® This is no longer acceptable and

the great collaborative efforts made for COVID-19 research
should pave the way to similar concerted efforts to better

and more rapidly tackle antimicrobial resistance. We should
do this now more than ever, since the disruptive effects of
COVID-19 also touched on established infection control and
antimicrobial stewardship initiatives aimed at reducing the
spread of resistant bacteria.2? When it comes to antimicrobial
resistance in the COVID-19 era, we may have taken a perilous
step backward — we now need to take a giant step forward.

Arduino A Mangoni

Whilst 2020 was primarily characterized by the conduct

of studies investigating the effects of anti-viral and
immunomodulatory strategies in patients with COVID-19,
significant advances have also been made in the management
of several chronic disease states, including cardiovascular
disease, chronic kidney disease and diabetes. Despite the early
identification of the mechanisms involved in the transmission
and pathogenesis of SARS-CoV-2, intervention studies have
failed to demonstrate the tangible effects of repurposed
antiviral agents, i.e. hydroxychloroquine, remdesivir, lopinavir
and interferon-f31a, on clinical outcomes in patients with
COVID-19.2-2% Concerningly, these studies have largely
excluded older patients with different degrees of co-morbidity,
polypharmacy and frailty — the group with the highest risk

of infection and adverse outcomes.?* The only agent that

has shown significant beneficial effects in COVID-19, the
corticosteroid dexamethasone, acts primarily by suppressing
the excessive inflammatory response in the lung and other
organs, namely the cytokine storm, in patients with the more
severe forms of the disease.?> Notably, in the landmark study
of dexamethasone by the RECOVERY collaborative group,
15-22% of participants were aged 70-79 years and 2-35%
were aged >80 years across the different treatment arms. The
relatively high prevalence of common disease states in old

age in this study, particularly diabetes (22-25%), heart disease
(16-34%) and lung disease (11-23%), further facilitates the
generalizability of the findings.?® Pending the development and
the distribution of safe and effective vaccines, further efforts are
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expected in the identification of pharmacological treatments
to suppress viral replication and/or prevent the significant
alterations in immune response and coagulation observed in
COVID-19.2>% The study of combinations of available agents,
targeting different pathophysiological pathways, might also
lead to better management strategies. In this context, machine
learning, a subset of artificial intelligence, might assist with the
identification of patient characteristics or patient groups that
are associated with better outcomes with specific treatments,
thereby playing a key role in the design of further intervention
trials.?8

The therapeutic applications of SGLT2 inhibitors, a relatively
new class of oral antidiabetic agents, are likely to expand
following the results of two randomized controlled trials. In
4,304 patients with chronic kidney disease, with or without
T2D, dapagliflozin treatment was associated with a significant
reduction in the primary outcome, a composite of decline
(=50%) in glomerular filtration rate, end-stage renal disease,
or death from renal or cardiovascular causes versus placebo
(HR0.61,95% Cl 0.51-0.72; P<0.001).2° In 3,730 patients with
heart failure and an ejection fraction <40%, empagliflozin
treatment was associated with a significant reduction in the
primary outcome, namely a composite of cardiovascular
death or hospitalization for worsening heart failure, when
compared to placebo (HR 0.75, 95% Cl 0.65-0.86; P<0.001). The
effect was consistent regardless of the presence of diabetes.’
The described reno-protective and cardio-protective effects
of SGLT2 inhibitors, albeit promising, require additional
confirmatory studies in different patient populations.
Experimental and human studies are also needed to identify
the mechanisms responsible for the observed beneficial effects
of this class of drugs. In patients with T2D and chronic kidney
disease, an additional therapeutic option is likely represented
by the non-steroidal selective mineralocorticoid receptor
antagonist finerenone. In a study of 5,734 patients with

T2D, microalbuminuria, chronic kidney disease and diabetic
retinopathy, treatment with finerenone was associated with

a significant reduction in kidney failure or death from renal
causes (HR 0.82, 95% Cl 0.73-0.93; P=0.001).3° Further insights
into the effects of finerenone in patients with T2D and milder
degrees of chronic kidney disease are expected after the
completion of another study, the Finerenone in Reducing
Cardiovascular Mortality and Morbidity in Diabetic Kidney
Disease (FIGARO-CKD) trial.3'

In the field of heart failure, important developments have
occurred with regard to a novel class of inotropes, the cardiac
myosin activators.32 Omecamtiv mecarbil, the first agent of this
class, significantly reduced, albeit modestly, a first heart failure
event or cardiovascular death versus placebo in 8,256 patients
with HFFEF (HR 0.92, 95% CI 0.86-0.99; P=0.03).32 The promising
role of myosin as a drug target in cardiovascular disorders

is further supported by the recent evidence of efficacy with
mavacamten, a cardiac myosin ATPase inhibitor that reduces
cardiac contractility, improving myocardial energetics.??

In 251 patients with hypertrophic cardiomyopathy, treatment

with mavacamten was more likely to be associated with a
significant improvement in peak oxygen consumption, with or
without symptoms of heart failure, versus placebo (difference
+19.5%, 95% C| 8.7-30.1; P=0005).34

Another study published in 2020 is likely to influence the
management of atrial fibrillation, a common arrhythmia in

the older population.3” In this group, clinicians often face the
challenges of balancing the therapeutic effects of anticoagulant
treatment, i.e. stroke prevention, with the inherent risk of
bleeding. A possible strategy in this group is the use of lower
than recommended doses of anticoagulants to achieve a

more favourable risk-to-benefit ratio. A total of 984 Japanese
patients aged >80 years with non-valvular atrial fibrillation were
randomized to placebo or edoxaban 15 mg daily. The usual
recommended dose of edoxaban, a direct oral anticoagulant, is
60 mg daily (30 mg daily in the presence of renal impairment).3®
When compared to placebo, low-dose edoxaban treatment was
associated with a significant reduction in the risk of stroke and
systemic embolism (HR 0.34, 95% C1 0.19-0.61; P<0.001) and a
non-significant increase in the risk of major bleeding (HR 1.87, 95%
C10.90-3.89; P=0.09).3> Pending further studies in different ethnic
groups, low-dose anticoagulant treatment might represent a safe
and effective strategy for the management of atrial fibrillation

in the older patient. A modification in the administration of
available therapies might also be useful in other disease states,
for example, diabetes. A reduced frequency of basal insulin
injections, from once daily to once weekly, might further enhance
treatment adherence. In a phase Il study of 247 subjects with T2D,
treatment with insulin icodec, a recently developed once-weekly
insulin, caused similar reductions in glycated haemoglobin and
hypoglycaemic events when compared to once-daily insulin
glargine.”? Phase Il studies are now warranted to investigate

the long-term effects of once-weekly insulin administration on
glycaemic control and the micro-vascular and macro-vascular
complications in patients with T2D.

Significant developments have also been made in the search
for effective treatment strategies to reduce cardiovascular risk
by targeting the excessive inflammatory burden observed in
atherosclerosis. In 5,522 patients with chronic coronary
disease, treatment with the marketed anti-inflammatory drug
colchicine significantly reduced a composite endpoint of
cardiovascular death, myocardial infarction, ischaemic stroke
or coronary revascularization when compared to placebo

(HR 0.69, 95% Cl 0.57-0.83; P<0.001).3” Pending additional
studies, the repurposing of colchicine for cardiovascular
prevention might represent a safe and relatively inexpensive
strategy with significant public health benefits, given the
global burden of atherosclerotic cardiovascular disease.

In 2021, further pharmacotherapeutic advances are likely
to occur in the cardiovascular field, particularly regarding
the potential use of SGLT2 inhibitors in atherosclerotic
cardiovascular disease and the repurposing of available
anti-inflammatory drugs other than colchicine for
cardiovascular risk management.

Anderson SL, Bassetti M, Mangoni AA. Drugs in Context 2021; 10: 2020-12-10. DOI: 10.7573/dic.2020-12-10 30f5

ISSN: 1740-4398


https://doi.org/10.7573/dic.2020-12-10
http://drugsincontext.com

EDITORIAL - Review of 2020 and what lies ahead in therapeutic interventions drugsincontext.com

Contributions: All authors contributed equally to the preparation of this review. All named authors meet the International Committee of
Medical Journal Editors (ICMJE) criteria for authorship for this article, take responsibility for the integrity of the work as a whole, and have given
their approval for this version to be published.

Disclosure and potential conflicts of interest: The authors declare that they have no conflicts of interest relevant to this manuscript.
The International Committee of Medical Journal Editors (ICMJE) Potential Conflicts of Interests form for the authors is available for download at:
https://www.drugsincontext.com/wp-content/uploads/2021/01/dic.2020-12-10-COl.pdf

Acknowledgements: None.
Funding declaration: There was no funding associated with the preparation of this article.

Copyright: Copyright © 2021 Anderson SL, Bassetti M, Mangoni AA. https://doi.org/10.7573/dic.2020-12-10. Published by Drugs in Context
under Creative Commons License Deed CC BY NC ND 4.0 which allows anyone to copy, distribute, and transmit the article provided it is properly
attributed in the manner specified below. No commercial use without permission.

Correct attribution: Copyright © 2021 Anderson SL, Bassetti M, Mangoni AA. Published by Drugs in Context under Creative Commons
License Deed CC BY NC ND 4.0.

Article URL: https://www.drugsincontext.com/drugs-in-context-editorial:-review-of-2020-and-what-lies-ahead-in-therapeutic-interventions
Correspondence: Rosanna Gonzalez-McQuire, BioExcel Publishing Ltd, London, UK. rosanna.gonzalez-mcquire@drugsincontext.com
Provenance: Submitted; externally peer reviewed.

Submitted: 16 December 2020; Accepted: 5 January 2021; Publication date: 22 January 2021.
Drugs in Context is published by BioExcel Publishing Ltd. Registered office: Plaza Building, Lee High Road, London, England, SE13 5PT.

BioExcel Publishing Limited is registered in England Number 10038393. VAT GB 252 7720 07.
For all manuscript and submissions enquiries, contact the Editorial office editorial@drugsincontext.com

For all permissions, rights and reprints, contact David Hughes david.hughes@bioexcelpublishing.com

References

1. European Medicines Agency: EMA/197268/2020 - Veklury (remdesivir) https://www.ema.europa.eu/en/documents/overview/
veklury-epar-medicine-overview_en.pdf. Accessed December 2020.

2. USFood and Drug Administration. FDA Approves First Treatment for COVID-19 [Press release] (October 22, 2020).
https://www.fda.gov/news-events/press-announcements/fda-approves-first-treatment-covid-19. Accessed December 2020.

3. USFood and Drug Administration. Coronavirus (COVID-19) Update: FDA Authorizes Monoclonal Antibody for Treatment of
COVID-19 [Press release] (November 9, 2020). https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-
update-fda-authorizes-monoclonal-antibody-treatment-covid-19. Accessed December 2020.

4. European Medicines Agency. Update on assessment of the BioNTech and Pfizer BNT162b2 vaccine marketing authorisation
application [Press release] (December 15 2020). https://www.ema.europa.eu/en/news/update-assessment-biontech-pfizer-
bnt162b2-vaccine-marketing-authorisation-application. Accessed December 2020.

5. Packer M, Anker SD, Butler J, et al. Cardiovascular and renal outcomes with empagliflozin in heart failure. N Engl J Med.
2020;383(15):1413-1424. https://doi.org/10.1056/NEJM0a2022190

6. McMurray JJV, Solomon SD, Inzucchi SE, et al. Dapagliflozin in patients with heart failure and reduced ejection fraction.

N Engl J Med. 2019;381(21):1995-2008. https://doi.org/10.1056/NEJM0a1911303

7. Inzucchi SE, Docherty K, Kober L, et al. ADA Presidents’ Select Abstract: Effect of Dapagliflozin on the incidence of diabetes: a
prespecified exploratory analysis from DAPA-HF. In: American Diabetes Association 80th Scientific Sessions; June 12-16, 2020;
virtual. Abstract 271-OR.

8. Philip M, Mathieu C, Lind M, et al. Long-term efficacy and safety of dapagliflozin in patients with inadequately controlled
type 1 diabetes: pooled 52-week outcomes from the DEPICT-1 and -2 studies. Diabetes Obes Metab. 2021;23:549-560.
https://doi.org/10.1111/dom.14248

9. Marrs JC, Anderson SL. Drugs Context. 2020;9:2020-6-5. https://doi.org/10.7573/dic.2020-6-5

10. Johnston SC, Amarenco P, Denison H, et al. Ticagrelor and aspirin or aspirin alone in acute ischemic stroke or TIA. N Engl J Med.
2020;383(3):207-217. https://doi.org/10.1056/NEJM0a1916870

11. tctMD.com. Inclisiran approved in Europe for lowering LDL cholesterol (December 11, 2020).
https://www.tctmd.com/news/inclisiran-approved-europe-lowering-ldl-cholesterol. Accessed December 2020.

12. Rosenstock J, Bajaj HS, Janez A, et al. Once-weekly insulin for Type 2 diabetes without previous insulin treatment. N Engl J Med.
2020;383(22):2107-2116. https://doi.org/10.1056/NEJMoa2022474

Anderson SL, Bassetti M, Mangoni AA. Drugs in Context 2021; 10: 2020-12-10. DOI: 10.7573/dic.2020-12-10 40f5
ISSN: 1740-4398


https://doi.org/10.7573/dic.2020-12-10
http://drugsincontext.com
https://www.drugsincontext.com/wp-content/uploads/2021/01/dic.2020-12-10-COI.pdf
https://doi.org/10.7573/dic.2020-12-10
https://www.drugsincontext.com/drugs-in-context-editorial:-review-of-2020-and-what-lies-ahead-in-therapeutic-interventions
mailto:rosanna.gonzalez-mcquire@drugsincontext.com
mailto:editorial@drugsincontext.com
mailto:david.hughes@bioexcelpublishing.com
https://www.ema.europa.eu/en/documents/overview/veklury-epar-medicine-overview_en.pdf
https://www.ema.europa.eu/en/documents/overview/veklury-epar-medicine-overview_en.pdf
https://www.fda.gov/news-events/press-announcements/fda-approves-first-treatment-covid-19
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-authorizes-monoclonal-antibody-treatment-covid-19
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-authorizes-monoclonal-antibody-treatment-covid-19
https://www.ema.europa.eu/en/news/update-assessment-biontech-pfizer-bnt162b2-vaccine-marketing-authorisation-application
https://www.ema.europa.eu/en/news/update-assessment-biontech-pfizer-bnt162b2-vaccine-marketing-authorisation-application
https://doi.org/10.1056/NEJMoa2022190
https://doi.org/10.1056/NEJMoa1911303
https://doi.org/10.1111/dom.14248
https://doi.org/10.7573/dic.2020-6-5
https://doi.org/10.1056/NEJMoa1916870
https://www.tctmd.com/news/inclisiran-approved-europe-lowering-ldl-cholesterol
https://doi.org/10.1056/NEJMoa2022474

EDITORIAL - Review of 2020 and what lies ahead in therapeutic interventions drugsincontext.com

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.
26.

27.

28.

29.

30.

31.

32.

33.

34,

35.

36.

37.

Bassetti M, Giacobbe DR. The COVID-19 insidious trick: subjective perception of numbers. Eur J Clin Invest. 2020;50:€13465.
https://doi.org/10.1111/eci.13465

loannidis JPA. Global perspective of COVID-19 epidemiology for a full-cycle pandemic. Eur J Clin Invest. 2020;50:e13423.
https://doi.org/10.1111/eci.13423

Bassetti M, Vena A, Giacobbe DR. The novel Chinese coronavirus (2019-nCoV) infections: challenges for fighting the storm.

Eur J Clin Invest. 2020;50:e13209. https://doi.org/10.1111/eci.13209

Wiersinga WJ, Rhodes A, Cheng AC, et al. Pathophysiology, transmission, diagnosis, and treatment of coronavirus disease 2019
(COVID-19): a review. JAMA. 2020;324:782-793. https://doi.org/10.1001/jama.2020.12839

Rubin EJ, Longo DL. SARS-CoV-2 vaccination — an ounce (actually, much less) of prevention. N Engl J Med. 2020;383(27):2677-2678.
https://doi.org/10.1056/NEJMe2034717

Bassetti M, Vena A, Sepulcri C, et al. Treatment of bloodstream infections due to gram-negative bacteria with difficult-to-treat
resistance. Antibiotics. 2020;9(9):632. https://doi.org/10.3390/antibiotics9090632

Bassetti M, Vena A, Battaglini D, et al. The role of new antimicrobials for Gram-negative infections in daily clinical practice. Curr
Opin Infect Dis. 2020;33(6):495-500. https://doi.org/10.1097/QC0O.0000000000000686

Rawson TM, Moore LSP, Castro-Sanchez E, et al. COVID-19 and the potential long-term impact on antimicrobial resistance.

J Antimicrob Chemother. 2020;75:1681-1684. https://doi.org/10.1093/jac/dkaa194

Siemieniuk RA, Bartoszko JJ, Ge L, et al. Drug treatments for COVID-19: living systematic review and network meta-analysis.

BMJ. 2020;370:m2980. https://doi.org/10.1136/bmj.m2980

Juul S, Nielsen EE, Feinberg J, et al. Interventions for treatment of COVID-19: a living systematic review with

meta-analyses and trial sequential analyses (The LIVING Project). PLoS Med. 2020;17(9):e1003293.
https://doi.org/10.1371/journal.pmed.1003293

WHO Solidarity Trial Consortium. Repurposed antiviral drugs for COVID-19 - Interim WHO Solidarity trial results [published online
December 2, 2020]. N Engl J Med. https://doi.org/10.1056/NEJMo0a2023184

Figliozzi S, Masci PG, Ahmadi N, et al. Predictors of adverse prognosis in COVID-19: a systematic review and meta-analysis.

Eur J Clin Invest. 2020;50(10):e13362. https://doi.org/10.1111/eci.13362

Fajgenbaum DC, June CH. Cytokine storm. N EnglJ Med. 2020;383(23):2255-2273. https://doi.org/10.1056/NEJMra2026131

The RECOVERY Collaborative Group. Dexamethasone in hospitalized patients with COVID-19 — preliminary report [published
online July 17,2020]. N Engl J Med. https://doi.org/10.1056/NEJM0a2021436

Lo MW, Kemper C, Woodruff TM. COVID-19: complement, coagulation, and collateral damage. J Immunol. 2020;205(6):1488-1495.
https://doi.org/10.4049/jimmunol.2000644

Zame WR, Bica |, Shen C, et al. Machine learning for clinical trials in the era of COVID-19. Stat Biopharm Res. 2020;12(4):506-517.
https://doi.org/10.1080/19466315.2020.1797867

Heerspink HJL, Stefansson BV, Correa-Rotter R, et al. Dapagliflozin in patients with chronic kidney disease. N Engl J Med.
2020;383(15):1436-1446. https://doi.org/10.1056/NEJM0a2024816

Bakris GL, Agarwal R, Anker SD, et al. Effect of finerenone on chronic kidney disease outcomes in type 2 diabetes. N Engl J Med.
2020;383(23):2219-2229. https://doi.org/10.1056/NEJM0a2025845

Ruilope LM, Agarwal R, Anker SD, et al. Design and baseline characteristics of the finerenone in reducing cardiovascular mortality
and morbidity in diabetic kidney disease trial. Am J Nephrol. 2019;50(5):345-356. https://doi.org/10.1159/000503712

Psotka MA, Gottlieb SS, Francis GS, et al. Cardiac calcitropes, myotropes, and mitotropes: JACC review topic of the week. JAm Coll
Cardiol. 2019;73(18):2345-2353. https://doi.org/10.1016/j.jacc.2019.02.051

Anderson RL, Trivedi DV, Sarkar SS, et al. Deciphering the super relaxed state of human beta-cardiac myosin and the mode of
action of mavacamten from myosin molecules to muscle fibers. Proc Natl Acad Sci USA. 2018;115(35):E8143-E8152.
https://doi.org/10.1073/pnas.1809540115

Olivotto I, Oreziak A, Barriales-Villa R, et al. Mavacamten for treatment of symptomatic obstructive hypertrophic cardiomyopathy
(EXPLORER-HCM): a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 2020;396(10253):759-769.
https://doi.org/10.1016/50140-6736(20)31792-X

Okumura K, Akao M, Yoshida T, et al. Low-dose edoxaban in very elderly patients with atrial fibrillation. N Engl J Med.
2020;383(18):1735-1745. https://doi.org/10.1056/NEJM0a2012883

Poulakos M, Walker JN, Baig U, David T. Edoxaban: a direct oral anticoagulant. Am J Health Syst Pharm. 2017;74(3):117-129.
https://doi.org/10.2146/ajhp150821

Nidorf SM, Fiolet ATL, Mosterd A, et al. Colchicine in patients with chronic coronary disease. N Engl J Med. 2020;383(19):1838-1847.
https://doi.org/10.1056/NEJM0a2021372

Anderson SL, Bassetti M, Mangoni AA. Drugs in Context 2021; 10: 2020-12-10. DOI: 10.7573/dic.2020-12-10 50f5
ISSN: 1740-4398


https://doi.org/10.7573/dic.2020-12-10
http://drugsincontext.com
https://doi.org/10.1111/eci.13465
https://doi.org/10.1111/eci.13423
https://doi.org/10.1111/eci.13209
https://doi.org/10.1001/jama.2020.12839
https://doi.org/10.1056/NEJMe2034717
https://doi.org/10.3390/antibiotics9090632
https://doi.org/10.1097/QCO.0000000000000686
https://doi.org/10.1093/jac/dkaa194
https://doi.org/10.1136/bmj.m2980
https://doi.org/10.1371/journal.pmed.1003293
https://doi.org/10.1056/NEJMoa2023184
https://doi.org/10.1111/eci.13362
https://doi.org/10.1056/NEJMra2026131
https://doi.org/10.1056/NEJMoa2021436
https://doi.org/10.4049/jimmunol.2000644
https://doi.org/10.1080/19466315.2020.1797867
https://doi.org/10.1056/NEJMoa2024816
https://doi.org/10.1056/NEJMoa2025845
https://doi.org/10.1159/000503712
https://doi.org/10.1016/j.jacc.2019.02.051
https://doi.org/10.1073/pnas.1809540115
https://doi.org/10.1016/S0140-6736(20)31792-X
https://doi.org/10.1056/NEJMoa2012883
https://doi.org/10.2146/ajhp150821
https://doi.org/10.1056/NEJMoa2021372

