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Welcome to the March 2020 edition of GARFIELD in Focus, published by the
Thrombosis Research Institute (TRI), bringing you data and insights from our
Global Anticoagulant Registry in the FIELD (GARFIELD) studies, GARFIELD-AF
and GARFIELD-VTE.
This issue explores an interesting paradox in VTE and AF patient outcomes, the launch of a
unique CRO backed by a global network of research sites, the mechanics behind the close out
of the GARFIELD-VTE study, as well as marking our 30 years at our building in London.

AF and VTE – Perspectives on BMI
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Body Mass Index and AF
Although BMI is clearly associated with
AF risk, the effect of BMI on AF outcomes
is not as clear-cut, with conflicting results
from a number of cohorts.
Body mass index (BMI) is a common method for
assessing an individual’s size. It is calculated by
taking weight (kg) and dividing by height (m)
squared. By indexing weight to height, BMI provides
a measure of body fat in adult men and women.

BMI has been associated with the risk of atrial
fibrillation (AF) in many prospective cohorts.
Meta-analysis of available data has suggested that
each 5kg/m2 higher BMI (the equivalent of the
difference between normal and overweight or
overweight and obese) is associated with ~30%
higher risk of AF.
The mechanisms by which higher BMI contributes
to AF risk are not clearly established. 
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Higher BMI is associated with a number of classical AF risk factors
including hypertension and coronary heart disease. It is possible that
much of the effect of BMI on AF risk is through these pathways.
Alternatively, BMI may be a proxy for other related adiposity or
lean mass phenotypes. Higher BMI is associated with epicardial fat,
which has also been shown to be a risk factor for AF.

It has been suggested that higher BMI may be associated
with lower risk of stroke and death in those with AF and
conversely BMI may be associated with heart failure
in AF. We have started to examine BMI in GARFIELD-AF
and the relationship appears to be more complex than
previously suggested.

Article contributed by: Dr C. Fielder Camm

IN FOCUS
Sample VTE and AF questions relating to BMI
under investigation by our statisticians
VTE
With more than 10,000 registered
participants, GARFIELD-VTE offers an
excellent data set to assess disease
progression and evaluation of BMI
influence on patient outcomes.

This study will help to
determine whether
available anticoagulation
treatment has the same
effect on outcomes across
BMI categories.

To explore the association between BMI
and outcomes in patients with AF we used
data from the GARFIELD-AF registry.
Multivariable Cox models with restricted
cubic splines were used to assess non-linear
relationships between BMI and outcomes.
Cox Models describe the relationship
between the event incidence (BMI in this
case) and a set of covariates (patient
characteristics). Restricted cubic splines are
a simple way for statisticians to test and
model non-linear relationships.

The impact of BMI on all-cause
mortality and heart failure appears to
have a “U” shape relationship such
that underweight or overweight are
at higher risk. For non-haemorrhagic
stroke and major bleeding there is no
association with an increase in BMI
over 25 kg/m2.

The primary aim of a current study is to
examine the association between WHO
BMI categories with treatment patterns and
2-year clinical outcomes in VTE patients.
Our secondary aim is to fully describe the
three obese BMI subcategory classes
(‘moderate’, ‘severe’, and ‘very severe’)
and determine whether clinical outcomes
differ across them.
In addition, this study will help to determine
whether available anticoagulation treatment
(PAR: parenteral, VKA: vitamin K antagonist, or
DOAC: direct anticoagulation) has the same
effect on outcomes across BMI categories.

AF
Obesity is a major risk factor for AF. But
while AF risk appears to follow a linear
pattern with increasing BMI, the obesity–AF
relationship is complex and multifactorial.
Thanks to Saverio Virdone and Alfredo Farjat for contributing these pieces. The results of their work will be presented later this year.
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GARFIELD-VTE
Closeout phase
The vital closeout phase of a major
study like GARFIELD-VTE involves
care, persistence and a diligent team.
Fortunately, TRI has the experience
and aptitude in house; our team will
ensure the legacy of the registry is a
bank of rich, accessible data. So how
does this work?

On the ground

Reporting the findings

Closeout involves ensuring that all
study-related activities are appropriately
completed, reconciled, recorded,
and reported in accordance with the
protocol, SOPs, GCP, and applicable
regulatory requirements.

Following the closeout visit, local
authorities and/or ethics committees
are informed about completion of the
site’s participation in the study. Each site
is contractually required to archive the
study records according to GCP and/or
local requirements, for a minimum
period of 5 years.

After study end and site closeout, the Thrombosis
Research Institute (TRI) will continue to analyse the
data according to its publication plan.
Scale and timeline
The GARFIELD-VTE closeout phase, which
began in August 2019, entered its final,
standalone period with the last patient-last
visit at a study center in USA on 4 January
2020. All 10,864 GARFIELD-VTE patients
have now completed their participation in
the study and 8,074 reached the milestone
of 36 months’ follow-up. So far, 228 of 453
study sites have been closed. At least one
site has been closed in all 28 participating
countries. Closeout is expected to
complete in by the end of March 2020.

Each site will receive a closeout ‘visit’
(in practice a remote call). Closing the sites
entails two main activities:
1. Final data cleaning and
2. Final review of the site’s
essential documents.
Data cleaning reviews the gathered data for
completeness and accuracy. The principal
investigator completes this process and signs
off. A final review is also conducted of the site’s
essential documents such as the study protocol,
informed consent forms and contracts.
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After study end and site closeout,
the Thrombosis Research Institute
(TRI) will continue to analyse the
data according to its publication plan.
This will include preparation of a
Final Study Report, to be shared with
Regulatory Bodies across the world,
expected in December 2020.
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TRI/CYTE PARTNERSHIP
A CRO powered by a global network
With 30 years’ leadership in
thrombosis research, including
multidisciplinary innovative science,
clinical trials, and large patient
registries, the Thrombosis Research
Institute (TRI) is proud to launch
CYTE, a clinical research organisation
powered by a global network.

Partners benefit from
efficient study setup
and performance and
reduced costs
CYTE was formed independently to assist
researchers in academia and industry in the
design and conduct of clinical studies using
CYTE/TRI’s extensive network of investigator
sites (nearly 3000 sites in 40 countries),
long-term working relationships with leading
clinicians, and expert in-house ops teams
and technical infrastructure.

CYTE partners can also avail
themselves of services offered
by TRI’s in-house teams, such as
events organisation, medical writing
and data sciences.

For partners

For sites

CYTE’s offering is threefold:

In addition, new research sites can
opt to join the CYTE network.

1. Housing studies (CYTE Locate)
2. Full study coordination
(CYTE Accelerate) and
3. An integrated platform for 		
managing your study
(CYTE Connect).
Partners benefit from efficient study
setup and performance, reduced
costs both per site and per patient,
and better collaboration between
sites, sponsors and CROs.

The benefits include real-time data
capture systems, support for data
dissemination and peer-reviewed
publications, training on topics such
as GCP and ethics in research, and
access to global steering committees
and KOLs in cardiovascular research.
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Should you wish to learn more,
please contact Stephen Mulvey
(smulvey@tri-london.ac.uk)
who can connect you with the
CYTE team and provide a full
breakdown of the services offered.
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SPOTLIGHT
Celebrating 30 years of innovation in thrombosis
2020 marks 30 years since our home in the heart of Chelsea,
London, was opened by then Prime Minister Margaret
Thatcher. We are looking back, and looking forward...

TRI now has a substantial amount of data (70,000 patients
and over 150,000 patient-years of results across the three
registries). This data sheds light on crucial clinical questions
regarding burden of disease, short-term and long-term
treatment patterns, clinical outcomes, geographical
differences, risk stratification, and health economics.

Prior to the opening of our current HQ our Founder,
Professor Vijay Kakkar led our research program from nearby
King’s College. Professor Kakkar established TRI as a
multidisciplinary research organisation enabling scientists from
several different areas to work together with clinicians to
develop new research strategies. To this day TRI’s laboratory
research continues, focussing on the mechanisms involved in
blood coagulation, inflammation and atherogenesis, and the
development of therapies that save lives.

TRIs ambition is to go beyond
traditional methodologies and
data sources...

Leadership

The future

TRI strives to lead in the field of real-world outcomes research,
developing and executing remarkable global programmes.
In 2009, TRI launched the Global Anticoagulant Registry in the
FIELD – Atrial Fibrillation (GARFIELD-AF) with great success,
following up with two further global registries, GARFIELD-VTE
and RIVER (Rivaroxaban Evaluation in Real Life Setting).

TRI is currently investigating emerging health technologies
such as AI/machine learning to develop new models for
effective care. TRIs ambition is to go beyond traditional
methodologies and data sources to explore the potential
of clinical, genetic and phenotypic data in the era of digital
technology and personalised medicine.

5

GARFIELD IN FOCUS

MARCH 2020

SPOTLIGHT

ISTH

2020 vision

The TRI Symposium is on:
Saturday 11th July, 11.30 - 12.45

Our next GARFIELD in Focus issue will preview our
presence at the International Society of Thrombosis
and Haemostasis (ISTH) and the European Society
of Cardiology (ESC) congresses in depth. We thought
we would hint at what you can expect...

The GARFIELD-VTE team have prepared four abstracts
for presentation (the first presentation of 24-month
follow-up data from the registry):
• Investigating the influence of BMI in patients with VTE
• Pregnancy associated VTE
• Anaemia related VTE, and
• Inferior vena cava thrombosis

ESC
The TRI Symposium is on:
Saturday 29th August, 15.30 - 17.00
The GARFIELD-AF team submissions for ESC include:
• The role of BMI in patients with AF
• The effect of discontinuation of anticoagulation on
outcomes, and
• The impact of statin therapy on major bleeding
The TRI team will be on hand at the exhibition centre for
the duration of both events, so do stop by and say hello!
You can follow us at @GARFIELD_reg on Twitter for
regular updates about our work.
PLEASE NOTE:
The ACC congress 2020 has been cancelled owing to the
C-19 virus outbreak. More information can be found on
their website, including virtual plans, refund procedures, etc.
As of our publication date, the ISTH and ESC are still
scheduled to go ahead as planned. We will continue to
monitor the situation and put out word should the events
be cancelled.
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Visit the GARFIELD websites www.garfieldregistry.org • Follow us
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@GARFIELD_reg

