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Enhancing Clinical Research – What the Pandemic
has Taught us

institution end up competing for patients with the same
diagnosis. Thus, the net effect of preferential recruitment
into small, non-definitive trials slows recruitment into
critical trials that have the potential to provide more reliable
evidence.1

“The research landscape around COVID-19 has
served as a magnifying glass on the problems [in
clinical investigation], with the cost of inefficiencies—in terms of delayed answers and continued
deaths—being brought into sharper focus than with
perhaps any past disease”.1
As noted in a recent Annals of Internal Medicine Ideas and
Opinions piece by Kimmel, Califf, and colleagues entitled
“COVID-19 Clinical Trials: A Teachable Moment for
Improving Our Research Infrastructure and Relevance”,1 the
coronavirus disease 2019 (COVID-19) pandemic has
dramatically changed the way we work, educate, and provide
medical care. The authors point out that COVID-19
challenges us to rethink the way we undertake clinical
research to better and more efficiently generate evidence,
and ultimately translate it into practice. Unfortunately, many
important clinical questions are simply hypothesis-generating and not practice-changing when we rely on confounded,
observational studies. Treatment strategies must be tested in
randomized trials, including for COVID-19. As noted by Dr.
Vinay Prasad, a hematologist-oncologist at the University of
California San Francisco and author of “Malignant: How
Bad Policy and Evidence Harm People With Cancer”—we
need to “Trial First”, not “Try First”.2
In addition, the rush to publish in COVID-19 has led to the
retraction of several papers published in top-tier medical
journals. Even when we have turned to randomized clinical
trials, many are small in size and focus on biomarkers or
surrogate end points. While these small studies may provide
mechanistic insights, and be easier to plan and quicker to
complete, “…inadequate statistical power can lead to false
claims of failure or implausibly large effects when
significant”.1 As we have experienced during the COVID-19
pandemic, multiple study protocols enrolling at the same

Unfortunately, the alternative approach of doing largerscale, multi-centre trials remains challenging; “…variations
in institutions’ approaches to consent documents, data
sharing policies, and contract negotiations slow down the
launch of many clinical trials. Participant recruitment and
data collection are time-consuming and often unnecessarily
resource-intensive”.1 Dr. Prasad also suggests that the
pandemic has exposed longstanding deficiencies in the
clinical trial apparatus.2 He contrasts the potential lost
opportunity for addressing simple questions (“regular” vs.
high-dose anticoagulation, steroids vs. no steroids) for the
treatment of COVID-19 patients in the United States, where
most are being treated “off protocol”, with the United
Kingdom-based Randomised Evaluation of COVid-19
thERapY (RECOVERY) trial3 evaluating multiple strategies
simultaneously with a large-scale, adaptive approach
focusing on all-cause mortality.2
Started in the early part of the pandemic, RECOVERY
rapidly enrolled a high proportion of eligible patients with
participation at the majority of National Health Services
(NHS) hospitals (i.e., >1,000 patients randomized within the
first two weeks from >130 centres); with now >12,000
patients randomized in 100 days, the University of
Oxford-led trial “…has provided results enabling change in
global practice three times. This extraordinary national
effort has shown that two drugs used to treat hospitalised
COVID patients throughout the world, hydroxychloroquine
and lopinavir-ritonavir, do not improve survival, whilst one
drug that was not recommended, dexamethasone, saves
lives”.3
At the Canadian VIGOUR Centre, we continue to explore
with you possible solutions to current clinical trial

The CVC is proud to be a
University of Alberta Centre
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SODIUM-HF
limitations. As Kimmel et al. note, and particularly relevant
in the tidal wave of investigation into a potential vaccine to
protect against COVID-19:

The SODIUM-HF Operations Team wishes to thank all
site personnel for their continued hard work and flexibility
during the COVID-19 pandemic. Now that many sites are
resuming research operations, we are excited to see new
study participants being enrolled and study visits being
completed again in person.

“The entire population can now see the benefits of
participating in clinical trials to society. The
importance of investigator participation in
multi-centre trials to public health may now
become clearer.”

Congratulations to the following enrollment champions:
•

Streamlining large-scale trials, getting better stakeholder
input (e.g., engagement of patients, site investigators, and
coordinators as partners) into trial design to ensure
relevance of study outcomes, reducing the barriers to
recruitment (e.g., simplifying the screening and informed
consent processes), and more efficient and cost-effective
follow-up (e.g., use of electronic health records),1 are just
some of the many ways forward as we attempt together to
disrupt (in a positive manner!) the clinical research status
quo.

The sites and teams in Christchurch, Auckland, and
Middlemore, New Zealand on rapid enrollment
post-COVID!

Per the Study Update correspondence sent earlier in
August 2020, please remember:
•

Please note, effective September 1, 2020 and per official
communication from the CVC, Karin Kushniruk has now
assumed the Clinical Trials Project Lead role on the
SODIUM-HF trial as Melisa Spaling gets ready to start her
maternity leave. If you have questions about the
SODIUM-HF trial, please contact Karin at 1-800-7079098, ext. 7 or karin.kushniruk@ualberta.ca.

All data points marked with an asterisk (*) are
required. Sites will be queried if these data fields are
left blank. Please be sure to follow study guidance on
how to enter data in these fields if a data point is
unknown or unavailable.

Reminder:
We cannot have any LTFU patients in this trial! Every
patient counts, so the expectation is for sites to search for
all potentially LTFU patients until database lock. Your
diligence in patient follow up is even more important at
this time and until normal operations resume.

Shaun Goodman
CVC Co-Director
1

Kimmel SE, Califf RM, Dean NE, Goodman SN, Ogburn EL. Ann Intern Med 2020; doi:10.7326/M20-2959

Funded by the Canadian Institute of Health Research (CIHR) and University
Hospital Foundation, SODIUM-HF is a multicenter, randomized, open-label
Study Of DIetary Intervention Under 100 MMOL in Heart Failure.

For general study updates and news, follow us on Twitter
@sodiumhf.

Laub G. MedPage Today https://www.medpagetoday.com/infectiousdisease/covid19/88209?xid=nl_mpt_
SRCardiology_2020-08-22&eun=g522580d0r&utm_source=Sailthru&utm_medium=email&utm_campaign=CardioUpdate_082220&utm_term=NL_Spec_Cardiology_Update_Active
2

Horby P. RECOVERY Trial Website https://www.recoverytrial.net/news/no-clinical-benefit-from-use-of
lopinavir-ritonavir-in-hospitalised-covid-19-patients-studied-in-recovery
3

ClinicalTrials.gov Identifier: NCT02012179

MOIST Study

EMPACT-MI
We are excited to announce that the CVC will be
partnering with the DCRI on a new pragmatic study,
EMPACT-MI, sponsored by Boehringer Ingelheim and Eli
Lilly. This study will recruit approximately 3,300 patients
globally who are within 14 days post-MI and at risk of
developing heart failure. In this trial, we will be investigating whether empagliflozin, a first in class SGLT2 inhibitor,
can be used to prevent heart failure after a heart attack.

We are actively confirming and working through feasibility
with 25 potential Canadian sites, and look forward to a rapid
start-up over the next few months.
If you are interested in further information about the
EMPACT-MI trial, please contact the Clinical Trials
Project Lead, Jodi Parrotta, at 1-800-707- 9098 ext. 3, or
jodi.parrotta@ualberta.ca.

The CVC will play a key role in trial leadership, with Dr.
Shaun Goodman supporting one of our key Canadian
collaborators, Dr. Jacob Udell (University of Toronto), who
was instrumental in developing the original study design.
Jodi Parrotta will be taking on the Clinical Trials Project
Lead role, with the CVC operationally managing and
monitoring ~25 sites in Canada. Kate Dawson will be
supporting her in the Regulatory Specialist role.
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Sponsored by Boehringer Ingelheim and Eli Lilly, EMPACT-MI is a
phase III, streamlined, multicentre, randomised, parallel group,
double-blind, placebo-controlled, superiority trial to evaluate the
effect of Empagliflozin on hospitalisation for heart failure and
mortality in patients with acute myocardial infarction.
ClinicalTrials.gov Identifier: NCT04509674

The Multi-Organ Imaging with Serial Testing in COVID-19
infected patients (MOIST Study) is a single-centre project
taking place at the University of Alberta Hospital in
Edmonton, Alberta.
Patients with COVID-19 infection are at significant risk of
deterioration from pulmonary and extra-pulmonary
causes. The long-term consequences of these abnormalities
are unknown. Systemic inflammation is considered to be a
central feature of disease pathogenesis; however, the
respective extent and time-course of multi-organ
involvement (heart, lungs, brain, and liver) have not yet
been evaluated to date. Furthermore, their respective and
combined impact on patient morbidity and mortality has
not been assessed.

inflammation in the heart, lungs, brain, and liver of
participants with new or recent COVID-19 infection.
Currently, this study is in its startup phase. We anticipate
Dr. Ian Paterson and his team will enroll their first patient
soon.
If you are interested in further information about the
MOIST Study, please contact the Clinical Trial Project
Lead, Karin Kushniruk, at 1-800-707-9098, ext. 7, or
karin.kushniruk@ualberta.ca.

Using novel MRI pulse sequences, the MOIST Study aims
to assess the presence, extent, and time-course of

Sponsored by Canadian Institute of Health Research, the MOIST
Study will assess the presence, extent and time course of inflammation
in the heart, lungs, brain and liver of participants with new or recent
COVID-19 infection.
ClinicalTrials.gov Identifier: NCT04525404
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AEGIS-II
•

Visits – aim to get participants back on original visit
schedules and adhere to dosing visit window
extensions.

Data Entry
Our sites do such a great job staying on top of the data for
HEART-FID! We thank you and encourage you to keep it
up. As always, reach out to CVC if you have any questions
about how to enter a visit or event. We are here to help!
Sub-Study
Two sites have been activated on the sub-study.
Congratulations to Dr. A. Shekhar Pandey, Dr. Ronald
Bourgeois, and their teams for successfully getting REB
approvals, contract updates, and sub-study materials in
place in order to begin. We anticipate two more Canadian
sites to be activated under the sub-study this fall, and we
look forward to enrolling the first Canadian sub-study
participant very soon!

Our sites have been hard at work getting their new
institutional approvals in place to re-open during the
pandemic. We understand that this is new territory for
everyone and commend you for keeping HEART-FID a
priority. About half of our sites are now able to screen and
enroll again. We anticipate continued momentum this fall
and a return to a meaningful contribution to global
enrollment soon. We are halfway to our target enrollment
and look forward to seeing Canada enroll a number of
participants in the year ahead.
In preparation for getting back to regular study operations,
please confirm the following:
•

Drug Supply – ensure your supply has been
maintained.

•

Lab Kits – review current inventory, expiration dates,
and upcoming visits. Request new kits well in advance.

If you would like additional information about this
trial, please contact Clinical Trial Project Lead
Courtney Gubbels at 1-800-707-9098 ext 2, or via email at
courtney.gubbels@ualberta.ca.
Sponsored by American Regent,
HEART-FID is a Randomized,
Double-Blind, Placebo-Controlled
Study to Investigate the Efficacy and
Safety of Injectafer® (Ferric Carboxymaltose) as
Treatment for Heart Failure With Iron Deficiency
ClinicalTrials.gov Identifier: NCT03037931

Thank you to all of our sites for your continued efforts to
support the integrity of the study during the COVID-19
pandemic. The sponsor instituted a global enrollment hold
in March and this hold was lifted for Canadian sites in
June. Everyone has been working diligently since then to
ensure that all site and sponsor criteria are met to ensure
the ongoing safety of current and future AEGIS-II
participants.
We have almost half of our Canadian sites reactivated for
enrollment at this time, and look forward to the
reactivation of the remaining sites as their institutional
restrictions begin to lift.
Congratulations to the following sites on the enrollment of
new patients:

STREAM-2
Global enrollment has now reached almost half of the
target enrollment! Our local site continues to lead with the
highest number of participants enrolled. We congratulate
the team on their continuous success in this trial designed
to determine the efficacy and safety of early fibrinolytic
treatment with half-dose tenecteplase, and additional
antiplatelet and antithrombin therapy in subjects with
acute ST-elevation myocardial infarction.

•

Dr. Warren Cantor & Kim Robbins (York PCI Group
Inc.) – 3 patients

said than done. We thank our local site for working hard to
ensure they meet this standard.

•

Dr. Ying Tung Sia & Isabelle Roy (CIUSSS-MCQ) – 2
patients

If you are interested in further information regarding
this trial, please contact Clinical Trial Project Lead
Courtney Gubbels at 1-800-707-9098 ext 2, or via email at
courtney.gubbels@ualberta.ca.

•

Dr. Wael Abuzeid & Brigita Zile (Kingston Health
Sciences Centre) – 1 patient

•

Dr. Bryan Har & Linda Manasterski (Foothills
Hospital) – 1 patient

•

Dr. Steven Sra & Chris De Bono (Royal Inland
Hospital) – 1 patient

Sponsored by Leuven Research &
Development (LRD) at University of
Leuven, Belgium, STREAM-2 is a Phase 4
trial on STrategic Reperfusion in elderly
patients Early After Myocardial Infarction

This trial requires the coordination of a number of
different groups to ensure success. It continues to be
important to ensure all personnel working on the trial are
trained appropriately on study procedures. Due to the
number of departments involved, this is sometimes easier

ClinicalTrials.gov Identifier: NCT02777580
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of each month. If a patient has missed a visit, or a patient is
contemplating IP discontinuation or consent withdrawal,
please contact the CVC immediately.
eCRF data entry should be complete within 2 days of each
visit, or within 24 hours of knowledge for all endpoints and
Serious Adverse Events (SAEs).
At this time, the majority of monitoring visits will continue
to be done remotely. We appreciate your patience and
flexibility with this process.
AEGIS-II is a large, international, multicentre Phase 3 trial
of infusing an intravenous formulation of apolipoprotein
A-I (CSL112) to reduce cardiovascular events in acute
coronary syndrome patients. CSL112, an intravenous
formulation of apoA-I, enhances cholesterol efflux
capacity, and therefore has the potential to reduce plaque
burden, stabilize plaque lesions at risk of rupture, and
decrease the high rate of early recurrent events.
If you have any questions regarding this trial,
please contact Clinical Trial Project Lead, Lyndsey
Garritty at 1-800-707-9098 or via email at lyndsey.
garritty@ualberta.ca.

Sponsored by CSL Behring LLC, this is
a Phase 3, Multicentre, Double-blind,
Randomized, Placebo-controlled,
Parallel-group Study to Investigate
the Efficacy and Safety of CSL112 in
Subjects with Acute Coronary Syndrome.

A reminder to please continue to record all major and
minor deviations from the protocol on the protocol
deviation tracker and submit these to the CVC at the start

ClinicalTrials.gov Identifier: NCT03473223

Page 5

The Canadian Cardiac Chronicle

The Canadian Cardiac Chronicle

Monitoring Tips

MAP-AHF
The MRI Assessment of Pulmonary Edema in Acute Heart
Failure study is a single-centre project, which is taking
place at the University of Alberta Hospital and
Mazankowski Alberta Heart Institute in collaboration with
the Peter S. Allen MR Research Centre.
Study recruitment is currently on hold due to the
COVID-19 pandemic, but we look forward to seeing
enrollment resume in the near future.

edema on MRI) over the course of hospitalization and
standard treatment of acute heart failure, and b) explore
whether Lung Water Density is predictive of long term
outcomes in the acute heart failure population.
If you are interested in learning more about the MAP-AHF
study, please contact the Clinical Trial Project Lead, Karin
Kushniruk, at 1-800-707- 9098, ext. 7, or karin.
kushniruk@ualberta.ca.

Cardiogenic pulmonary edema is a cardinal sign of acute
heart failure. It is also a cause of the primary heart failure
symptom, shortness of breath, which is most commonly
treated with diuretic therapy. While increased lung water is
typically reported descriptively (i.e., auscultation and/or
chest x-ray), these measures are not sufficiently sensitive to
exclude pulmonary congestion.

Sponsored by: Canadian Institutes of Health
Research MAP-AHF will examine the changes in
lung water density over the course of treatment
in patients hospitalized for acute heart failure,
and will explore whether changes in lung water
levels can predict long term outcomes.

Further research is needed to a) determine changes in
Lung Water Density (i.e., quantification of pulmonary

ClinicalTrials.gov Identifier: NCT03999138

FEAST-HF
Got Fiber?
Recent attention has focused on the role of the gut
microbiome in human disease, including its significant role
in the pathogenesis of heart failure. Several small studies
have shown an interplay between the microbiome and
heart failure, and that dietary interventions such as the
addition of dietary fiber can modulate the gut microbiome.
This trial will determine whether modification of the
microbiome can mitigate the symptoms of patients with
heart failure, as well as explore new avenues for future
research and treatments for patients with heart failure.
If you are interested in further information about the
FEAST-HF trial, please contact the Clinical Trial
Project Lead, Karin Kushniruk, at 1-800-707- 9098, ext. 7
or karin.kushniruk@ualberta.ca.
We would like to welcome the Principal Investigator, Dr.
Marc Benoit, and the Study Coordinator, Elaine
Tabanguil, at the Royal Alexandra Hospital in Edmonton,
Alberta to the FEAST-HF study. We look forward to
having a third site to help move us towards our enrollment
goal!
We are happy to report that recruitment has resumed
across Alberta, and wish to thank all of our sites for their
continued dedication and creativity during these
challenging times.

Since April, while on site visits have been paused, we
have been requesting to perform a remote review of
de-identified source worksheets (NOT medical records)
in an effort to continue to provide some oversight and
guidance. Additionally, we have been requesting email
copies of documents such as freezer temp logs (if
applicable) and Site Signature and Delegation logs to
assist us in completing as many of our monitoring tasks as
we can. We know at times this can feel like a lot of extra
work, but we very much appreciate your efforts because it
significantly contributes to demonstrating continued due
diligence, and commitment to the safety of the study
participants and overall integrity of the study. Over the
coming months as the COVID situation continues to
unfold, we will be constantly assessing when we may return
to your site in person. Until then, please continue to do
your best to provide us with the requested items and we’ll
do our best to keep the requests to a minimum!
Site Signature and Delegation of Authority Logs (SSLs or
DOAs)

Sponsored by University Hospital Foundation and Weston Family
Microbiome Initiative, FEAST-HF trial will explore the potential
beneficial effects of dietary fiber supplementation, compared with
placebo, in patients with Heart Failure
ClinicalTrials.gov Identifier: NCT03409926

Page 6

A sincere note of thanks from the whole monitoring team
to our sites! We know you are doing your best to
accommodate us in conducting remote monitoring visits,
and understand that as a new and non-traditional way of
doing things, it takes some getting used to, both from the
site and CRA perspective. To date, we have found that it
has been a very productive way to continue our collaboration together in a way that is suitably modified for these
challenging times.

As per ICH-GCP and Health Canada regulations, all staff
performing any tasks in a research trial must be qualified
by education and experience to do so AND be delegated
those tasks by the Investigator. The Investigator should
maintain a list of those qualified staff to whom they have
delegated research tasks as well as a list of signatures/

initials of staff involved in the trial. Most trials combine
this all into one document known as the Signature and
Delegation log or the Delegation of Authority Log. The
SSL/DOA often notes the name of the staff member, their
role in the trial, what tasks they are permitted to perform,
their signature and initials, the start date (and end date) of
their participation, and acknowledgement by the
Investigator that they have delegated these tasks. As a
living document, it is vitally important for this to be
accurate and current at all times. If there is a change in
staff, this should be updated immediately. If delegated tasks
change for a staff member, this should also be reflected
clearly on the SSL.
An important, but often overlooked component of this
document, is PI acknowledgement of the changes that are
made throughout the life of the trial. Given that there is
typically very limited space to write additional info on
these pages, sites will need to be very clear in how they
note when changes were made and that the PI is in
agreement with the edits. Sites may elect to have the PI
re-initial/date an entry whenever changes are made, or
keep a running list of changes on a separate document
with a place for the PI to initial/date.
While there are no hard and fast “rules” for how these
documents are to be maintained, they are often heavily
scrutinized during Sponsor or Regulatory Audit or
Inspections. Ultimately, what is important is that an
auditor or inspector can clearly see who was delegated to
do which task throughout the trial and that the PI was
authorizing that to occur. We encourage all our sites to
review this document carefully and ensure it is clear,
accurate, and current.
If you have any questions, please reach out to your CVC
Project Lead or Corrina Boyd, CVC Monitoring Lead, at
corrina.boyd@ualberta.ca.
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Dr. Shaun Goodman - CCS 2020 Distinguished Teacher/Mentor Award

Have you noticed there are different expiry intervals for
GCP and Health Canada Division 5 training certificates?
For some sites, their certificates expire after two years,
whereas at other sites, their certificates expire after three or
five years, or not at all.
For CITI Training, it is up to each institution’s administrators to set the expiry interval for GCP and HC Division 5
training. Here at the University of Alberta, our administrators have recently made changes to our CITI training
expiry intervals. They have extended the expiry interval for
CITI GCP training to three years (from two years), and
they have removed the expiry for CITI HC Division 5
training (the expiry date is N/A).
In the past, the CVC collected “current” GCP and HC
DivisionWebinar
5 training from
the Principal Investigator and
B2K
Series

main study coordinator. “Current” meant within approximately the past two years from the time of site selection/
start-up. If an investigator or study coordinator had HC
training from 5 years ago, it would be required that a new
certificate be obtained at the time of startup of a new trial.
To reduce the burden and better serve our sites going
forward, the CVC will accept GCP training certificates
from sites that are current within the past three years
(from the time of site selection/start-up), unless otherwise
required by a sponsor. For HC training, the CVC will
accept a valid certificate – again, unless otherwise required
by a sponsor.
For questions about Quality, please contact Jodi Parrotta,
Clinical Trials Project Lead/QA-Regulatory
Compliance Lead at 1-800-707-9098, ext. 3, or via email at
Jodi.Parrotta@ualberta.ca.

Annual Report

Congratulations to Dr. Shaun Goodman, who was
selected as this year’s Canadian Cardiovascular Society
(CCS) Distinguished Teacher/Mentor Award recipient.
This award was created in 1997 to acknowledge an
individual’s excellence in teaching over the long term in
any of the cardiovascular fields. In 2020, the award was
expanded to include recognition of an individual who
exemplifies a deep commitment to fostering the
professional development of CCS Members or Membersin-Training. Mentoring can be academic, clinical or both.
Recipients of this award are applauded for their dedication
to teaching in this scientific specialty area or mentoring
others who practice in this field. Dr. Goodman will be
formally presented with the award during the CCS
“Virtual” 2020 Awards Ceremony which will be held
B2K
Webinar
Series
during the
Canadian Cardiovascular
Congress, October 21
to 24.
This award is a fitting tribute to Dr Goodman’s life-long
record of outstanding teaching and mentoring.

The 2019 CVC annual
report, A Decade of
Discovery, traverses the past
10 years, reminiscing on the
past with the intent of using
the lessons we have learned
to create better outcomes in
the future.
Although this year’s edition
was delayed due to the
COVID-19 pandemic, CVC
co-directors Padma Kaul
and Justin Ezekowitz pulled
together to collate some of the key advances engineered by
the CVC team over the last decade. Though much has
changed over the years, our commitment to discovery and
translational cardiovascular science remains the guiding
North Star for our compass bearings. This guiding principle
will be even more important as we continue to navigate the

current turbulence and the changing times ahead. We
would like to thank the entire CVC team for their
dedicated efforts and continued contributions. The accomplishments noted in our most recent annual report would
not be possible without the determined work of our
knowledgeable and innovative team.
We would also like to thank and acknowledge our
collaborators for your continued support and contributions to the work we all do together. Success is rarely a
singular effort - it comes from great teamwork! Because of
this, we greatly value our relationships with the sites and
investigators with whom we work. Over the past 10 years,
each CVC team member and every collaborator has
contributed to the path that has brought us to where we are
today. We are optimistic that this trail we have built
together will guide us strongly through the next decade.
You can read the 2019 CVC Annual Report on the CVC
website here.

CVC News
Sarah Rathwell recently joined the CVC as a Biostatistician where she shares a joint appointment
with the Women’s and Children’s Health Research Institute. Prior to joining the CVC, she
worked as an analyst with the Kidney Supportive Care Research Group. Sarah has Bachelor
degrees in statistics and anthropology from Simon Fraser University, and completed her Master’s
in applied statistics at the University of Guelph, researching joint modeling of progression-free
and overall survival. Her research interests include parametric survival models, multi-state
modeling, data visualization, and computational statistics. Sarah is an avid outdoor enthusiast
and can usually be found wandering the mountains in her free time. She can be reached at
srathwel@ualberta.ca.
Page 8

Feature Publications
Congratulations to Dr. Leiah
Luoma and her coauthors on
the publication of their
article, Influence of Clinical
Trials of Acute Coronary
Syndrome Beyond the
Primary Hypothesis,
published in JAMA Cardiol.
We asked Leiah a few
questions to better
understand this study and its
importance.
What are the key takeaways from this study?
Our study looked at the long-term impact of clinical trials
in the acute coronary syndrome (ACS) setting. We used
citation rates to measure impact of these clinical trials on
the research community, and guideline recommendations
as a proxy for impact on clinical practice. We looked at both
the primary results publications as well as the secondary
publications. We found that while trials that confirmed
their primary hypothesis had a higher impact at the level of
citations of the primary results publications, this difference
disappeared at the level of secondary studies. All studies,
regardless of primary outcome results, also had an impact
on clinical practice based on their use to support clinical
practice guideline recommendations.

What inspired you and the other authors to conduct this
study?
Given the CVC’s extensive work on the Assessment of
Pexelizumab in Acute Myocardial Infarction (APEX-AMI)
trial that commenced over 20 years ago and the numerous
secondary studies emerging, we were interested to know if
our impression that a rigorously designed trial can have
significant and long-lasting impact, regardless of the
primary outcome result, was supported by real-life data.
What are the real-world implications of this research?
Our findings demonstrate that all of the work, costs, and
risks involved in conducting a rigorous clinical trial do
result in real-life impact in advancing our understanding
of underlying conditions, and influence the delivery of
patient care.
What should future research on this topic focus on?
With the advent of expanded alternative metrics
(altmetrics), such as tracking social media, mainstream
news media, and patents and policy documents, the ability
to assess the impact of research is expanding. It would be
interesting to examine trends in the uptake and dissemination of knowledge generated through clinical trials and
other types of research from the initial Tweet about an
article’s publication through to its potential incorporation
into clinical guideline development and health care policy.
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Feature Publications

Dr. Sean van Diepen and his coauthors recently published
their article COVID-19 and Disruptive Modifications to
Cardiac Critical Care Delivery in the Journal of the
American College of Cardiology.

Drs. Wendim Alemayehu, Cindy Westerhout, Justin Ezekowitz and their fellow
coauthors recently published their article Assessment of Limitations to
Optimization of Guideline-Directed Medical Therapy in Heart Failure From the
GUIDE-IT Trial: A Secondary Analysis of a Randomized Clinical Trial in JAMA.

The novel coronavirus (COVID-19) pandemic has
presented major unanticipated stress on our workforce,
organizational structures, systems of care, and critical
resource supply. In order to ensure provider safety,
maximize efficiency, and optimize patient outcomes, health
systems need to be agile.

Despite evidence that guideline-directed medical therapy (GDMT) improves
outcomes in patients with heart failure and reduced ejection fraction (HFrEF),
many patients are undertreated. Indeed, many patients in clinical practice are not
treated with these agents, or are treated with lower-than-recommended doses.

This manuscript draws upon the experiences of colleagues
from heavily impacted regions of the United States and
Europe, as well as lessons learned from military mass
casualty medicine. The authors offer pragmatic suggestions
on how to implement scalable models for critical care
delivery, cultivate educational tools for team training, and
embrace technologies such as telemedicine to enable
effective collaboration despite social distancing
imperatives.

The Guiding Evidence-Based Therapy Using Biomarker Intensified Treatment
(GUIDE-IT) trial tested whether a strategy of using target concentrations of
N-terminal pro–brain natriuretic peptide (NT-proBNP) to guide optimization of
GDMT could improve outcomes in patients with HFrEF. The GUIDE-IT trial
included 138 patients from six stellar Canadian sites and was an outstanding
contribution to a total enrollment of 894 patients at 45 sites.

Dr. Sean van Diepen

Management of a disruptive illness like COVID-19 calls
for disruptive health care adaptations and innovations,
particularly when treating the highest risk critical care
cohorts. In response, health systems need to be committed,
cohesive, and innovative in order to optimize care
efficiency, ensure provider safety, and improve patient
outcomes.

The authors concluded that despite a protocol-driven approach implemented by
experienced heart failure cardiologists, many patients in the GUIDE-IT trial did not
receive GDMT adjustments. This was the case particularly in the long term, even in those with known elevated
NT-proBNP concentrations. These results suggest that GUIDE-IT may have failed to achieve the treatment benefit because
of therapeutic inertia in clinical practice, or because current GDMT goals may be unrealistic outside of trials. The
opportunity to titrate GDMT remains in the care of patients with HFrEF, although some patients may be maximized before
achieving GDMT.
Dr. Wendim Alemayehu

Controversy exists regarding the benefit of multi-vessel
percutaneous coronary intervention (PCI) across the
spectrum of acute coronary syndromes (ACS).
Using a large population-based cohort of ACS patients
with multi-vessel disease undergoing PCI, the authors
compared demographics, comorbidities, evidence-based
medication use, and long-term clinical outcomes in
patients with complete and incomplete revascularization.
They identified patient factors associated with complete
revascularization, and examined the relationship between
the extent of incomplete revascularization and long-term
outcome.

Dr. Kevin Bainey

Congratulations to Drs. Kevin Bainey, Wendim
Alemayehu, Paul Armstrong, Cindy Westerhout, Padma
Kaul, and Robert Welsh on the publication of their article
Long-term Outcomes of Complete Revascularization with
Percutaneous Coronary Intervention in Acute Coronary
Syndromes in JACC: Cardiovascular Interventions.

The results from this large angiographic disease-based
registry of ACS patients with multi-vessel disease
undergoing PCI suggest complete revascularization occurs
commonly and is associated with improved clinical
outcome at five years, including a 21% reduction in
all-cause mortality. Until further randomized data
becomes available, these data support complete revascularization following ACS.
The accompanying editorial by Mehta et al. can be read
here.
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