Dates for Your Diary

International Diabetes Federation
Western Pacific Congress -
Bangkok

22-26 October
http://www.idfwpr2005.org/

American Heart Association
Scientific Session 2005 - Dallas
13-16 November
http://scientificsessions.americanheart
.org/portal/scientificsessions/ss/

View from the FIELD

The FIELD trial is
impressively
broad in its scope.
Which element of
the data in

particular, do you
believe will be
most eagerly awaited by healthcare
professionals?

Clearly the result that will be of greatest interest
will be whether treatment with fenofibrate will
reduce cardiovascular events in people with type
2 diabetes and whether it will be possible to
define which subgroups will benefit most. The
possibility that fenofibrate might have a positive
effect on the microvascular complications of
type 2 diabetes is also an outcome of interest. As
well as the results of the fenofibrate treatment,
we expect that Fenofibrate Intervention and
Event Lowering in Diabetes (FIELD) will provide
us with a lot of information on prognostic
factors for heart disease and stroke in type 2
diabetes, based on the large number of people
participating.

In your opinion, what will be the most
significant changes to clinical practice
if the FIELD results are positive?

FIELD should lead to clearly defined guidelines
for the use of fenofibrate in the management of
people with type 2 diabetes. Positive results
from FIELD will also create greater awareness of
the importance of diabetic dyslipidaemia as a
risk factor for cardiovascular disease.

How important do you think it is that
FIELD includes such a wide range of
‘typical’ type 2 diabetes patient types?

Most patients who joined the FIELD trial were
receiving community based care from their local
doctors and we did not require them to have
other cardiovascular risk factors. For these
reasons we consider the FIELD trial patients to
be more representative of people with type 2
diabetes in the community than those included
in previous large studies.

What contribution do you think
studies like FIELD will make to
generating greater understanding of
the growing burden of type 2
diabetes?

Studies like FIELD, which focus on patients with
type 2 diabetes, do highlight the importance of
type 2 diabetes as a risk factor for heart disease
and stroke. Other data gathered during the
study will highlight the ‘burden of disease’
associated with having type 2 diabetes.

Compounds within the fibrate class
have markedly different profiles. What
particular features of fenofibrate
make it so appropriate for the FIELD
study?

The factors that make fenofibrate appropriate
for a large-scale intervention study in people
with type 2 diabetes are its effectiveness in
triglyceride and raising HDL-
cholesterol, with some reduction of LDL-
cholesterol, and its ability to reduce fibrinogen.
In addition, its once daily dosing and its lack of
interference with statin metabolism make it the
ideal fibrate for the FIELD study.
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Introduction

Welcome to the third
edition of the FIELD
Gazette. In this edition
we will be keeping you
up to date with the
landmark FIELD study
which is scheduled to
launch on 14 November
in Dallas. We will also be
providing you with more
information on FIELD
and how it differs from
other trials. Once again
we hope you enjoy this
newsletter and of course
welcome any feedback
that you may have.
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Over the past decades,
considerable trial data
has been generated
demonstrating the
cardiovascular benefits
of lowering low-density
lipoprotein  cholesterol
(LDL-C) with statins in a

- wide range of patient

groups, including those with diabetes.’

Patients with type 2 diabetes, particularly those with
features of the metabolic syndrome, typically have
lipoprotein profiles of population average LDL levels, low
high-density lipoprotein (HDL) levels and raised
triglycerides (TG). Additionally,—although LDL-C s
quantitatively normal in/ diabetic subjects, the LDL-C
particles are considered more atherosclerotic because they
tend to be smaller and, denser than in non-diabetic
subjects.? Whereas statins effectively lower LDL levels, they
do not effectively correct this dyslipidaemia. Fibrates
improve HDL levels and lower triglycerides, however they
have been used in only a few studies to date that have
been designed to show benefit through cardiovascular
event rate reductions.**> Furthermore, these studies have
included very few subjects with diabetes mellitus.

This lack of clinical outcome data for fibrate treatment in
diabetes is to be addressed later in the year, with the
eagerly awaited release of results from the FIELD
(Fenofibrate Intervention and Event Lowering in Diabetes)
study. This is the largest ever trial in patients with type 2
diabetes and is designed to provide the first fully
randomised evidence as to whether treatment with
fenofibrate confers clinical benefit on cardiovascular
events in type 2 diabetes mellitus. The relative risk of CHD
is increased 2-4 times® in patients with type 2 diabetes
and CHD is the leading cause of death.

All guidelines, however identify HDL as a major risk factor,
and although statin treatment effectively reduces event
rates by 30-35% over 5 years, the absolute risk for CHD in
treated patients with low HDL levels still remains higher
than in those without dyslipidaemia but who have been
untreated with statins.' Fibrates such as fenofibrate,

Exploring FIELD

however, are effective in increasing levels of HDL-C and
decreasing plasma TG,” the predominant lipid
abnormalities found in patients with type 2 diabetes and
in patients with the metabolic syndrome.
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The FIELD study will thus provide invaluable information
and unequivocal data on the effect of fenofibrate on CHD
event rates in patients with type 2 diabetes. The trial
results should thus finally cement the place of this fibrate
as an important therapeutic approach for reducing further
the unfavourably high CHD risk associated with type 2
diabetes mellitus.

Russell Scott - Clinical Professor of Medicine and Director of
Lipid and Diabetes research, Christchurch School of
Medicine, New Zealand.
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Diabetic Dyslipidaemia

Dyslipidaemia is extremely common
among patients with type 2
diabetes. Typically diabetic dyslipi-
daemia is characterised by elevated
triglycerides (TG), reduced high-
density lipoprotein cholesterol
(HDL-C) levels, and normal levels of
low-density lipoprotein cholesterol
(LDL-C) but the LDL particles are small and dense.’” This
lipid profile is also associated with metabolic syndrome.

Current European guidelines recommend that patients with diabetes
should have LDL-C levels below 2.5 mmol/l, yet about 84% of men and
89% of women with type 2 diabetes have LDL-C greater than 2.6
mmol/l.* Furthermore, almost 50% of people with type 2 diabetes have
triglyceride levels above 1.7 mmol/l and about 25% have a TG level
above 2.3 mmol/l.* Triglyceride levels >1.7mmol/l are regarded as
markers of increased cardiovascular risk.

An issue of concern with many current guidelines for diabetic
dyslipidaemia is that although they recognise elevated triglycerides and
lowered HDL-C as powerful markers that should be used to guide
therapy, they do not set treatment goals related to these specific
indicators.? Support to formalise indicators as treatment goals has been
growing, and in April 2005, the International Diabetes Federation (IDF)
published a global consensus statement presenting a new worldwide
definition of the metabolic syndrome. For the first time globally, this lists
the specific primary aims of therapy in metabolic syndrome - to lower TG
(as well as lowering ApoB and non-HDL cholesterol), raise HDL-C levels,
and reduce LDL-C levels.*

Therapeutic options

Six principal treatment options exist for diabetic dyslipidaemia:
cholesterol absorption inhibitors, anion-exchange resins, nicotinic acid,
fish oils, HMG CoA reductase inhibitors (statins) and fibrates. In practice
statins and fibrates are the mainstays of treatment, and these are
listed as the primary options for therapy in the new IDF consensus
statement.’

However, despite the widespread use of statins, a large number of
clinical coronary events still occur® and many patients with diabetic
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dyslipidaemia are considered to be at high risk.® Stratification of
coronary events according to patients’ baseline HDL-C levels indicates
that more events occur (irrespective of whether patients receive a statin
or placebo) in those with lower concentrations of HDL-C.’

The future of therapy

This situation may soon change, with the release of results from the
landmark FIELD trial, which is examining the effect of fenofibrate on
coronary mortality and morbidity in a wide range of diabetic
populations.® Based on studies such as the Diabetes Atherosclerosis
Intervention Study,” it has been speculated that fenofibrate is a highly
appropriate choice in diabetic dyslipidaemia, as it specifically targets
HDL-C and TG, and a positive result from FIELD will undoubtedly add
weight to the argument that current targets for therapy should include
these markers. FIELD has become one of the most eagerly awaited
outcomes trials of recent years, and could transform both treatment and
outcomes for patients with diabetic dyslipidaemia.

Professor George Steiner - Professor of Medicine and Physiology at
University of Toronto and Director of the Lipid Research Clinic at Toronto
General Hospital.
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Trials on Trial

Fibrates have been a mainstay of
lipid management for many years.’
They decrease plasma trigylcerides
(TG), increase high density lipoprotein
-cholesterol (HDL-C),? and exert anti-
atherogenic effects by regulating
fibrinolysis, vascular inflammation
and haemostasis.’ As a result, fibrates

are seen as the treatment of choice for those patient
populations who have dyslipidaemia characterised by
high TG levels and low levels of HDL-C, such as those
with type 2 diabetes and the metabolic syndrome.

Recently, fibrates have been attracting increasing
attention for their potential in greater cardiovascular
risk reduction, above and beyond those demonstrated
by the statin class.

Lessons from LDL-C

The effect of statins on diabetic dyslipidaemia has been studied
extensively over the years, and data from a number of pivotal studies
including West of Scotland Coronary Prevention Study (WOSCOPS),
Scandinavian Simvastatin Survival Study (4S) and Heart Protection Study
(HPS) have shown broadly that the number of coronary events in
diabetics could be reduced with statin therapy, largely due to its effect
on low-density lipoprotein cholesterol (LDL-C).“*¢ As a consequence,
statins have become very widely used in clinical practice. However, it has
become clear that simply reducing LDL-C does not eliminate coronary
events, and that low levels of HDL-C predicts an increased CAD risk
regardless of LDL-C level.’

Beyond LDL-C: the impact of fibrates

Fibrates have also been examined in diabetic sub-populations of major
large-scale studies including the Helsinki Heart Study (HHS), Veterans
Affairs High-Density Lipoprotein Cholesterol Intervention Trial (VA-HIT), and
Bezafibrate Infarction Prevention Trial (BIP), all of which confirmed the
importance of raising HDL-C and lowering TG as targets in reducing risk.**

HHS showed that over the five years of the study, treatment with a
fibrate (gemfibrozil) increased the concentration of HDL-C by a mean of
11%, decreased serum total cholesterol by 10%, and lowered LDL-C
and TG by 11% and 35% respectively (Fig.2). Increased HDL-C and
decreased LDL-C were shown to be predictive of cardiac deaths.® A
particularly significant finding was that the main benefits of gemfibrozil
treatment were seen in those who had one or more features of the
metabolic syndrome.’

Similar results were obtained from BIP and VA-HIT. In BIP the frequency
of the primary end point (fatal or nonfatal myocardial infarction or
sudden death) was 13.6% on bezafibrate versus 15.0% on placebo.’ In
VA-HIT the primary end point (fatal or non-fatal MI) was reduced from
21.7% in the placebo group to 17.3% in the fibrate group.”

In all three studies it was clearly shown that those with higher baseline TG
concentrations derived an especially large benefit from fibrate treatment.!

Helsinki Heart Study: combined effects of low HDL-C and
elevated triglycerides on response to treatment

Total TG>200, HDL-C<40

Tenkanen et al, i
Circulation, 1995 pOpU|atlon

Fig. 2

Looking ahead to FIELD

As these studies have shown, fibrates effectively target HDL-C and TG,
and are considered highly appropriate for patients with these types of
lipid abnormalities, such as those with type 2 diabetes or the metabolic
syndrome. However, although many of the larger fibrate studies have
included diabetic subgroups, until the Fenofibrate Intervention and
Event Lowering in Diabetes (FIELD) study, no large scale trials of these
agents had been conducted specifically in diabetes." FIELD will build on
the positive results from the previous fibrate trials, and further clarify the
role for fenofibrate in a very broad range of diabetic patient types.

The FIELD trial will generate clinical data on similar numbers of people
with diabetes to statin trials and enlarge the range of lipid profiles
studied and the number of events in such populations.

The FIELD trial will also help physicians determine how effective and
how cost-effective lipid-modifying therapy with fenofibrate is for people
with type 2 diabetes.

Professor Juan Carlos Pedro-Botet Montoya - The University Hospital of
Barcelona
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