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Welcome to the July issue of the GARFIELD in Focus newsletter, a bimonthly communication from the
Thrombosis Research Institute (TRI), bringing you data and insights from our Global Anticoagulant
Registry in the Field (GARFIELD) registries, GARFIELD-AF and GARFIELD-VTE. The theme of this issue
is ‘Methods Matter’, and we examine how the GARFIELD registries have minimised some of the
potential limitations of observational studies through careful design.
Our guest editors for this edition are Professor David Fitzmaurice and Professor Walter Ageno.
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OUR FOCUS: AF & VTE

The challenges facing registries and
how GARFIELD has overcome them
While randomised clinical trials (RCTs) remain the trusted standard and are of critical importance to the scientific,
regulatory and healthcare communities, there is increased understanding that their findings can and need to be
validated by real-world evidence (RWE), using data that describe what is happening in everyday clinical practice.
Registries analysing RWE can fill the knowledge gap between clinical trials and actual clinical practice due to their
potential to capture treatment practices and outcomes in populations beyond highly specified clinical trial settings.
They play a key role in identifying opportunities to improve quality of care as well as sub-optimal implementation
of approved therapies.
Importantly, the outcomes of real-world medical practice are becoming more widely recognised for their scientific
and practical relevance. Results from RWE, for example, tell us more about what works for different patients,
depending on their individual characteristics, and what happens to patients over a longer period of time, ultimately
supporting advancements towards better care for patients.
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However, registries are not without their limitations.
The key challenges associated with observational studies are:
• Capturing the burden of disease
• Ensuring high data quality
• Accurately representing current clinical practice
• Enrolling representative patient populations
At TRI, we understand that methodology matters, and
we have worked with some of the leading academics in
the field of cardiovascular medicine globally to overcome
these challenges by refining our methodology and by
appropriate adjustments to the design of our GARFIELD
registries. For example, we follow patients within six
weeks of diagnosis for atrial fibrillation (AF) and 30 days for
venous thromboembolism (VTE) to ensure we are capturing disease burden very early on. The large numbers of
patients recruited globally and their long-term follow-up also provide a breadth and depth of data, which is often
not recorded in other studies. We have recruited over 57,000 newly diagnosed AF patients and over 10,000
symptomatic VTE patients, and we are following them for 3 and 8 years, respectively.
To be truly useful, RWE must be based on rigorous data quality standards, which is often difficult to achieve in
registries due to the costs associated with maintaining those standards. To ensure that the GARFIELD registries
meet – and in fact exceed – these standards, we have implemented 20% source data verification of all patients’
records. This exceeds the standard for RCTs and our audits are conducted under the supervision of an
independent audit committee. We have also introduced an ongoing training programme across sites to enhance
the quality of our data.
In order to ensure that what we are describing is everyday clinical practice, we undertook a comprehensive site
selection process across 40 countries that made sure that the mix of sites was representative of national care settings.
Our registries have very few inclusion criteria, meaning patients are not excluded due to comorbidities or treatment.
Our efforts to tackle these challenges and maintain high standards is delivering valuable insights that can optimise the
management of AF and VTE through robust multinational prospective observation of patients, their comorbidities,
their management and outcomes.

INSIGHT AF & VTE

The growing role of RWE:
the rationale for our registries
The ability to understand patterns of atrial fibrillation (AF) and venous thromboembolism (VTE) prevention
worldwide is of great benefit to physicians and patients alike. Take the example of stroke prevention: an analysis
we published in December 2017 which revealed an increase in the proportion of patients newly diagnosed
with AF who are receiving guideline-recommended therapy – borne out by the fact that oral anticoagulant use
increased, with a decrease in antiplatelet monotherapy over the same period of 2010–2016.
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Registries and RWE are of
increasing importance in
evaluating clinical effectiveness
of such treatments across the
spectrum of patients managed
in every day practice.
The GARFIELD registries have
the opportunity and responsibility to
bridge the gap between clinical practice and
research. They can help increase awareness of
thrombosis through analysis of high-quality RWE,
ultimately leading to a better understanding of
the patterns of stroke prevention in AF and the
treatment of VTE, worldwide. Therefore we have
ensured the credibility of our GARFIELD registries through purposeful design and the generating of rigorous
data that can complement the data collected in RCTs. Three of the design features of the GARFIELD registries
are covered below.

REPRESENTATIVE PATIENT POPULATION
There is still significant geographic variability in the use of anticoagulation worldwide for the treatment of VTE and for
stroke prevention in AF. Depending on where a patient lives, the care pathway for patients and their management
can vary greatly.
Registries must therefore ensure that they feature representative patient populations, with the inclusion of underrepresented groups from all regions of the world.
The GARFIELD-AF registry now comprises 57,000 patients prospectively recruited over 6.5 years in 35 countries in
five successive cohorts. Investigator sites were selected randomly from a list of representative care settings in each
participating country, and treatment was neither mandated nor paid for. It is a truly non-interventional study with no
additional visits, tests or procedures required at entry or during the study. This has meant that both the spectrum
of patients as well as real-world practice is being recorded in our registries.

DATA QUALITY
Hand-in-hand with the growing significance of RWE is the increased understanding of the importance of quality
standards in registries. The value of data obtained is ultimately dependent on the accuracy of the data collected
and rigorous quality standards – features that are often absent from many registries when compared with RTCs.
To ensure the highest possible quality standards for our registries, we conduct regular audits. Any sites with
potentially sub-optimal data quality are identified using a risk-based algorithm and sites are visited by a Clinical
Monitor, and any gaps in understanding are addressed with corrections and additional training. The results
of each audit are reported to the steering and audit committees at pre-agreed milestones to ensure proper
oversight and management of the study.
The first-in-class quality standards of our GARFIELD registries, with an outstanding concordance rate of
>95% between the patients’ records and the electronic case report form, are setting a new benchmark for
registries moving forward.

To view the full newsletter on either of the GARFIELD websites, please select one of the above logos

GARFIELD NEWSLETTER

3

NEWSLETTER

JULY 2018

RETROSPECTIVE VS PROSPECTIVE
An issue which has long beset registries is the fact that, for the most part, the most common design
of registries is retrospective, where both the identification and outcomes of patients are recorded
retrospectively.
These retrospective studies are easier and more cost effective to set up compared with prospective studies,
but are more susceptible to bias in both data collection and analysis, and the influence of unidentified
confounders. Due to the fact that many patients die shortly after a diagnosis of AF, these patients are missing
from the data collected retrospectively, meaning the true burden of death is underestimated (survivorship
bias). Only through data collected prospectively from the time of diagnosis of AF can we show the true
burden of morbidity and mortality associated with AF.
Prospective studies, on the other hand, provide a more robust model for collecting data because they identify
patients with predefined characteristics and collect outcomes data as and when they occur during the study.
The study design is also more robust because it is informed by a protocol which includes predefined statistical
analyses plans and outcome measures.

SPOTLIGHT AF & VTE:
CONGRESS UPDATES

In this special round-up, we look at three
congresses where data relevant to AF and VTE feature

HF and AF:
News from the
Heart Failure
Association (HFA)
Atrial fibrillation (AF) and heart failure (HF) are
common cardiovascular conditions that often
co-exist, resulting in significant morbidity and
mortality. The reported prevalence of AF in HF
ranges from 13% to 27%. Although the causative
relationship between the two conditions has
not been fully determined, their coexistence can
be explained to some degree by the presence
of common risk factors. AF and HF also share
common mechanisms and treatment strategies;
consequently, therapies directed toward HF may
protect the heart against AF.
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In news from the European Society of Cardiology’s HFA congress, which took place in May 2018, Dr Kelley
Branch (University of Washington, USA) commented on a sub-study of COMPASS, a large randomised,
multicentre, multinational trial of rivaroxaban plus aspirin in over 5,000 patients with coronary artery disease
(CAD) and/or peripheral artery disease (PAD). The new analysis sought to look more closely at the data on
the 22% of patients in the study with heart failure (HF) as a comorbidity.
Dr Branch commented: “The absolute risk reduction in MACE achieved with rivaroxaban plus aspirin
compared with aspirin was more than doubled in patients with HF (2.4%) compared with those without (1.0%).”
He added that this suggests “a combination of HF with CAD and/or PAD may be a useful marker for identifying
patients who not only have a greater risk of MACE but who are also likely to derive a larger degree of absolute
benefit from rivaroxaban/aspirin, compared with those without HF.”
The HFA congress also featured primary data from an international prospective HF registry, REPORT HF. In
a late-breaking trial presentation, Professor Sean Collins (Vanderbilt University, Nashville, Tennessee, USA)
commented: “We saw inter-regional differences in the hospital entry point, comorbidities and precipitants.
So, for example, ischaemia was a common precipitant in South East Asia, the Western Pacific and the Eastern
Mediterranean and Africa, whereas non-adherence to diet and medication was more common in North America.”
“What REPORT HF doesn’t tell us,” continued Professor Collins, “is why there is such variability in treatment
patterns across the globe despite similar presenting characteristics.” However time to treatment did not impact
mortality or length of hospital stay.
These two presentations provide a useful perspective on HF, and it will be interesting to see how data from
GARFIELD-AF looking at AF patients with HF builds on this picture.

GARFIELD-VTE
at APSTH 2018
The 10th Congress for the Asian-Pacific
Society on Thrombosis and Hemostasis
(APSTH) took place in Sapporo, Japan in
June. Data from the GARFIELD-VTE registry
was presented that explored differences between Asia and the rest of the world, covering around 10,000 patients
across over 400 centres in 28 countries. Enrolling patients from diverse care settings provides increased clarity on
adherence to national and international guidelines, identifies good practice as well as treatment deficiencies, and
relates patient outcomes to clinical management.
The main objectives of the registry are to capture the treatment patterns for acute VTE (either conventional
anticoagulation therapy, non-vitamin K oral anticoagulant therapy or other treatment modalities); and the rate and
nature of VTE recurrence, VTE complications (including post-thrombotic syndrome and chronic thromboembolic
pulmonary hypertension), bleeding complications, and all-cause mortality. The registry also explores the
assessment of the rates of stroke and acute coronary syndrome, health-related quality of life and other patientreported outcomes.
What is evident so far is the sometimes notable difference in treatment approaches in Asian and non-Asian
countries, with non-anticoagulant treatments such as thrombolytics, surgical and mechanical) more frequently
used in Asia than non-Asian countries. For example, in the first 30 days after VTE diagnosis, 85.1% of patients in
Asia were treated with anticoagulant (AC) therapy only, with the remainder of patients treated with compression,
surgery or catheters, ± AC therapy. In contrast, 92.8% of patients outside Asia were treated solely with AC.
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Exploring the initial data further, we see that Asian patients were less likely to receive what was until recently the
standard VTE treatment of a parenteral anticoagulant (usually low-molecular-weight heparin) and a vitamin K
antagonist (VKA) than those patients outside Asia (20.1% compared to 27.3%). Interestingly, follow-up outcomes
after six months indicate a higher rate of all-cause mortality among patients in Asia (23.1 per 100 person-years),
compared to those outside Asia (7.5 per 100 person-years).
Events like APSTH are a valuable and welcome opportunity to share insights from our registries, as well as a
chance to connect with some of the leading figures in thrombosis and haemostasis.

See you in Munich!
Learn about our plans for ESC 2018
The European Society of Cardiology
(ESC) Annual Congress 2018
will take place from 25 to 29
August in Munich, Germany. The
largest congress concerned with
cardiovascular medicine, ESC is
expected to attract over 31,000
healthcare professionals from
around the world.
TRI will again have a major
presence at ESC, with data
submitted as posters, oral
presentations and at the late breaking science session on clinical registries. You can view our scheduled sessions at
ESC on the GARFIELD-AF website here: http://af.garfieldregistry.org/news-events/garfield-in-focus
One of the highlights will be our satellite symposium, “GARFIELD-AF: A real-world record of change”, which will
take place on Saturday 25 August from 15.30h to 17.00h. At this year’s satellite symposium, we are celebrating
the wealth of evidence collected since 2010. Highlights include:
• GARFIELD-AF risk score and its online application
• New insights on the quality of stroke prevention and its clinical effectiveness in routine care
• Presentations on the real-world record of change in prescribing practice and outcomes
The symposium will also include a panel discussion led by Professors Jean-Pierre Bassand (France) and Samuel Z.
Goldhaber (USA).
The TRI team will be on hand at Booth B600 in Village 1, so if you are on-site please stop by. You can also follow
the GARFIELD-AF registry on Twitter (@GARFIELD_reg) throughout the congress to learn more about our data.

To view the full newsletter on either of the GARFIELD websites, please select one of the above logos
Visit the GARFIELD websites
@ www.garfieldregistry.org and
follow us on Twitter @GARFIELD_reg
© TRI 2018
GARFIELD in Focus is published six times a year by the Thrombosis Research Institute (TRI). We hope you enjoyed receiving this newsletter.
However, if you’d rather not receive future e-mails of this sort from the TRI please click here to unsubscribe.

GARFIELD NEWSLETTER

6

