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GARFIELD
in Focus
EDITION 5
Welcome to edition 5 of the GARFIELD in Focus newsletter, a communication from the Thrombosis Research
Institute (TRI), bringing you data and insights from our Global Anticoagulant Registries in the Field (GARFIELD),
GARFIELD-AF and GARFIELD-VTE.
The Application of Clinical Experience
The theme of this issue is ‘clinical effectiveness’: the application of the best knowledge, derived from
research, clinical experience and patient preferences to achieve optimum treatment protocols and outcomes of care for
patients. The process involves a framework of informing, changing and monitoring practice (UK National Health Service).
The Importance of the GARFIELD Registries
With new data and commentary fresh from two major congresses in July and August 2018, we explain how our
Registries are contributing to improved clinical effectiveness.
Our Guest Editors
Our guest editors for this edition are Professor Sylvia Haas, Emeritus Professor of Medicine, Technical University of
Munich, Germany and Professor Graham Turpie, Professor of Medicine at McMaster University, Canada.
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OUR FOCUS:

Registries, clinical effectiveness,
outcomes and the patient’s perspective
Both clinicians and policy makers frequently distinguish between the efficacy and the effectiveness of a particular intervention.
Randomised controlled trials (RCTs or efficacy trials) determine whether an intervention produces the expected results
under ideal circumstances, in a highly selected, homogenous population. Conversely, the goal of clinical registries (or
effectiveness trials) is to assess the performance of an intervention in ‘real-world’ clinical settings with a diverse population.
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Both are of critical importance when evaluating interventions and each type of study
is designed for distinct purposes. Arguably however, it is the data from registries
that are more pertinent to routine clinical practice. RCTs are not a true reflection of
“real-world” conditions as they typically exclude patients who are non-compliant, have
comorbidities, or receiving polypharmacy. Registries however, include a variety of
patients from a range of locations with a wide variety of baseline characteristics.

While registries are not designed to be a substitute for RCTs – and nor should they
be – their importance is becoming increasingly recognised. When the evidence is
both accurate and rigorously obtained, as with our GARFIELD studies, it can be
truly valuable – allowing the full range of clinical evidence to be explored in terms of
patient types, clinical settings and outcomes. Capturing the patient’s perspective is a key element of the GARFIELD Registries
as it provides a complete picture of treatment impact, allowing physicians to respect the patient’s preferences, include them
in decision-making and provide information to support self-care.

HIGHLIGHT: AF
News from ESC Congress 2018
The Thrombosis Research Institute had another outstanding year at
the European Society of Cardiology (ESC) Congress 2018, which
took place in Munich, Germany from 25th to 29th August. In addition
to meeting many of the GARFIELD-AF investigators at the TRI booth,
2018 highlights included the following:

Eight years of clinical learnings
celebrated at the Satellite Symposium
In the opening presentation at the Satellite Symposium entitled
GARFIELD-AF: New light shed on atrial fibrillation and its management,
Rt Hon Professor the Lord Kakkar, Professor of Surgery, University
College London, UK and Director of the Thrombosis Research
Institute, reported on the breadth of evidence collected since the establishment of the Registry in 2009 to a packed room.
Many more delegates were gathered around a screen outside the room to which the proceedings were relayed. The event
was also broadcast live on the Registry’s Twitter feed, extending the reach of the learnings.

GARFIELD-AF risk calculator showcased
Rt Hon Professor the Lord Kakkar announced the availability of the GARFIELD-AF risk calculator as a web-based resource.
This is the culmination of work first announced in 2016, when Professor Keith Fox, Professor of Cardiology at the University
of Edinburgh, UK and colleagues published results on the use of the tool for assessing the risk of stroke/systemic embolism,
major bleeding and death in patients over the first year after the diagnosis of atrial fibrillation (AF).

Improving patient assessment
The risk calculator tool, which has superior predictive value compared to CHA2DS2-VASc for determining the likelihood of
stroke and death, and was at least as good as HAS-BLED for assessing the possibility of major bleeding in patients who had
received anticoagulation (AC) for stroke prevention, is now being made available to the GARFIELD-AF research community
and will be made more widely available early next year.

Fresh clinical effectiveness insights shared
During the Satellite Symposium, members of the GARFIELD-AF Steering Committee presented a variety of results that shed
light on real-world clinical outcomes:
•

Professor Keith Fox spoke to the clinical effectiveness of routine care for stroke prevention, confirming the superiority of
non-vitamin K antagonist oral anticoagulants (NOACs) vs. vitamin K antagonists (VKAs), NOACs vs. antiplatelets (AP) and
oral anticoagulants (OACs) vs. no OACs, particularly in higher risk patients (CHA2DS2-VASc score ≥2)
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•

Professor John Camm, Professor of Clinical Cardiology at St George’s Hospital, London, UK spoke about temporal
changes in the quality of stroke prevention in AF, reporting that inappropriate dosing of NOACs and dose discontinuation
related to AP use are associated with adverse outcomes

•

Professor Freek Verheugt, Professor of Cardiology at the Heart-Lung Centre of the University Medical Centre of
Nijmegen, The Netherlands presented an analysis of trends in outcomes since 2010 in patients with AF, highlighting that
an increase in the use of NOACs, and a decrease of VKA and AP, in line with AF Guidelines, was significantly correlated
with a decrease in cardiovascular death, stroke/systemic embolism, major bleeding and acute coronary syndromes, but
not with all-cause death or non-cardiovascular death

The symposium concluded with a panel discussion led by Professors Jean-Pierre Bassand, Professor of Cardiology at the
University of Franche-Comté, France and Samuel Z. Goldhaber, Professor of Medicine at Harvard Medical School, U.S., and
closing remarks from Rt Hon Professor the Lord Kakkar.

Eight data presentations in four days
During the first four days of the congress, GARFIELD-AF data was presented as posters, oral presentations and at the LateBreaking science session on Clinical Registries – a total of eight sessions exploring a range of areas including the burden
attributable to AF in nine European countries, clinicians’ prescribing tendencies, and how the reliability of stroke prevention
has changed over time. In their late breaking presentations, Professor Camm highlighted significant differences in the risk of
mortality in favour of OACs vs. no OAC and NOACs vs. VKAs even after adjustment for baseline variables, while Professor
Fox presented findings that challenge the use of combined OAC+AP therapy, particularly among those without a clear
indication for AP therapy.

Best Paper award and media profile raised
In other news at ESC Congress 2018, GARFIELD-AF was presented with an award for being a Finalist for Best Paper in
Heart in 2017, for the seminal publication Evolving quality standards for large-scale registries: the GARFIELD-AF experience.
The certificate was received by one of the paper’s co-authors Dr Frank Cools.
Additionally, this year’s GARFIELD-AF press materials were made available to journalists on-site at the congress and
the data distributed to key medical titles and on the GARFIELD-AF Twitter page, further raising the Registry’s profile
around the globe.

INSIGHT: AF
The latest data
insights on clinical
effectiveness
Delegates at ESC Congress 2018 had the
opportunity to hear about three new analyses which
provide confirmation on the clinical effectiveness of
AF therapies.

Superiority of NOACs vs.
VKAs in reducing mortality
A new analysis confirms that NOACs are superior
to VKAs in reducing 2-year mortality in higher risk
patients with newly diagnosed AF (CHA2DS2-VASc
score ≥2).
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In this study of 19,134 patients, there were 19% fewer deaths in patients initiated on NOACs than VKAs at the time of
diagnosis of AF (adjusted Hazard Ratio [HR] 0.81 [95% confidence interval (CI) 0.71, 0.92]; p<0.001). In a Late-Breaking
presentation, Professor John Camm observed that these data show the results from randomised controlled trials with
NOACs can be translated to the broader cross-section of patients treated in the real world. “These real-world data may
reflect the impact of poor VKA control, which was found to be associated with a high risk of events according to our
previous research,” he said.
Professor Camm also reported that there were 17% fewer deaths (adjusted HR 0.83 [95% CI: 0.75, 0.93; p<0.001])
and 27% fewer strokes/systemic emboli (adjusted HR 0.73 [95% CI: 0.59, 0.90]; p=0.003) with ACs compared with no
AC therapy in higher risk patients with a CHA2DS2-VASc score ≥2: “This new evidence in 26,742 GARFIELD-AF patients
analysed over 2 years suggests that AC therapy has a beneficial effect beyond stroke prevention,” he said.

Worse prognosis with AC+AP versus AC alone
In another Late-Breaking presentation which was pre-selected for distribution as an official ESC Congress 2018 press
release, Professor Keith Fox challenged the use of AC plus add-on antiplatelet (AP) therapy among those without a clear
indication for AP therapy. “In this analysis of 25,815 patients with new onset AF and no prior AP or AC, those who receive
AC and AP therapy at the time of diagnosis of AF have a worse prognosis than those on AC alone,” said Professor Fox.
Overall, treatment with AC+AP compared to AC alone was associated with increased risks of major bleeding (adjusted HR
1.45 [95% CI: 0.94, 2.23]) and all-cause mortality (adjusted HR 1.31 [95% CI: 1.05, 1.62]) without a reduction in stroke
(adjusted HR 1.60 [95% CI: 1.08, 2.35]).

The detrimental effects of non-recommended NOAC dosing
The global scope of GARFIELD-AF in patients with newly diagnosed AF also provides an opportunity to evaluate whether
the actual dosing of NOACs in real-life conforms to the approved dosing regimen (based on country-specific guidelines for
each NOAC for stroke prevention). In a Rapid Fire session, Professor John Camm reported that more than 70% of the
10,417 patients received the correct dose of NOAC. Dosing above the recommended dose was relatively rare (3.6%,
overall), and largely confined to cases where dose-modification was not heeded for moderate-to-severe chronic kidney
disease. For those patients who received non-recommended low-dose NOAC, all-cause mortality increased by 51%
over the first year of follow-up (adjusted HR: 1.51% [95% CI: 1.16-1.96]), compared with patients who received the
recommended dose of NOAC for stroke prevention.

INSIGHT: VTE
Clinical effectiveness and VTE: What
we have learned from GARFIELD so far
The prospective non-interventional GARFIELD-VTE Registry observes routine VTE treatment practices worldwide, and
the data it is generating has already and will continue to provide clinical effectiveness insights. Results presented to date
have highlighted that over two thirds of VTE patients received initial parenteral anticoagulation therapy (68.8%) within 30
days of diagnosis, typically low molecular weight heparin (83.8%). Patients received parenteral AC either alone (14.6%),
as a bridge to a VKA (29.2%) or prior to switching to a NOAC (25.0%).
In the first 6 months after diagnosis, death was the most frequent major adverse outcome in VTE patients (9.7 per 100
person-years), over half of which (54.3%) were cancer-related. Recurrent VTE and major bleeding occurred at a rate of 3.6
and 2.2 per 100 person-years, respectively. A total of 17.0% of all bleeds were considered major. Over 6 months, there
were 195 new cases of cancer diagnosed, equivalent to a rate of 4.1 per 100 person-years.
Separate manuscripts detailing the acute treatment patterns and 12-month clinical outcomes of
GARFIELD-VTE using the latest data cut are currently in development.
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GARFIELD-VTE provides an opportunity not only to observe how clinicians are treating people with VTE globally, but it
will also give insights into how treatment impacts the lives of those most affected – the patients themselves. One of the
registry’s identified branches of study is patient-reported outcomes.

The Importance and Clinical Value of PROMs
A patient-reported outcome (PRO) is any report of the status of a patient’s health, quality of life, or functional status
associated with health care or treatment, that comes directly from the patient without any interpretation of the patient’s
response by a clinician. A PRO measure or PROM is a questionnaire used to elicit these reports from patients. It enables the
assessment of patients from multiple unbiased angles, and therefore enables the assessment of patient-reported health status
for physical, mental and social well-being.
A useful PROM should reliably document a patient’s current experience as well as any changes from a
previous measure.
PROMs may be used to evaluate treatment effectiveness, safety, and effects on quality of well-being from a patient’s
perspective1. Moreover, they may assist in clinical decision making in situations where alternative options that offer similar
survival outcomes exist1.
For simple concepts such as pain intensity, a single item questionnaire may be appropriate. For more complex cases, such as
functional disorders, a more detailed questionnaire evaluating the effects of treatment on different signs and symptoms would
be appropriate2.
With patient-centricity being so vital to modern medicine, such detailed analysis of the patient perspective is an invaluable tool.
A GARFIELD-VTE task force is being established to review how best to analyse and present PROM data and we will
continue to update you on this in future editions of GARFIELD in Focus.
1
2

Acquadro C & Reqnault A. Hematol Am Soc Hematol Educ Program 2015;2015:496–500.
FDA 2009. Available at: https://www.fda.gov/downloads/drugs/guidances/ucm193282.pdf

HIGHLIGHT: VTE
The changing clinical landscape in
VTE management
The important role registries play in elucidating clinical effectiveness was highlighted recently during a presentation at the
International Society on Thrombosis and Haemostasis Scientific and Standardization Committee meeting in Dublin, Ireland. In
an education session entitled “Are the direct oral anticoagulants (DOACs) changing the landscape in the management of VTE?”,
GARFIELD-VTE Steering Committee member Professor Graham
Turpie focused on the correct interpretation of the real-world
data from observational studies on the use of the NOACs for the
treatment of VTE. He commented:
“The randomised trials comparing NOACs with standard
parenteral anticoagulants transitioning to VKAs in the treatment
of VTE demonstrate that the NOACs are at least as effective
as the old standard with less major bleeding. NOACs have the
added advantage of being orally active without a requirement
for anticoagulant monitoring. A Phase IV non-interventional
programme of VTE treatment with rivaroxaban, XALIA,
demonstrated that the results of the randomised EINSTEIN
VTE trials showing the efficacy and safety of rivaroxaban can be
translated into clinical practice.
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“The impact of NOACs on current practice of VTE management has been extensively studied in both global and regional
registries including the RIETE Registry, the Danish Nationwide Study and the GARFIELD-VTE Registry. These studies
show that NOACs are becoming the new standard for the initial and long-term management of VTE. Thus, although
methodologically different, real world studies complement and augment data from randomised clinical trials.”
Indeed, data from the GARFIELD-VTE Registry has shown that within 30 days of diagnosis, NOACs, either alone or
in combination with parenteral therapy (25.9% and 25.0%, respectively) are widely used instead of ‘conventional’
anticoagulation therapy (parenteral therapy overlapped with and followed by a vitamin K antagonist) (29.2%).
Future analyses from the Registry will investigate how VTE management affects clinical outcomes in
patients from a wide range of countries and care settings.

SPOTLIGHT
World Thrombosis Day – marking five
years of educating patients and physicians
Officially marked annually on 13 October, World Thrombosis Day (WTD) plays a key role in highlighting the impact of
thrombosis and TRI is supportive of the campaign’s objectives. Now marking its fifth year, WTD offers extensive resources
to educate both patients and physicians around thrombosis not just on the day itself, but all year long. As we consider clinical
effectiveness in this edition of GARFIELD in Focus, we place a spotlight on two WTD resources that provide useful insights:
Personal stories: As highlighted earlier in this edition, documenting the patient perspective is key to increasing our
understanding of clinical effectiveness in VTE. One of the most powerful tools on the WTD website is the suite of compelling
personal testimonies from those with direct experience of thrombosis – either as a survivor or loved one of someone
with thrombosis. These stories provide valuable perspectives on life with VTE, just as PROMS do, and demonstrate the
importance of listening to the patient’s voice.
Webinar: One of the highlights of this year’s WTD initiative was a webinar for physicians entitled “Hospital-Associated
Venous Thromboembolism: What You Need to Know”, and hosted by scientific experts, including GARFIELD-VTE Steering
Committee member Dr Jeffrey Weitz.
At TRI, we understand the value of offering fresh insights into the clinical characteristics, treatment patterns and outcomes
of VTE patients from diverse
countries and care settings,
including hospitals. The
GARFIELD-VTE Registry is
capturing all hospitalisations
as well as 36 months of
follow-up. Both physician and
patient-reported outcomes
are being collated in order
to gauge health status,
patient treatment satisfaction,
cost-effectiveness of treatment
and burden of disease.
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