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Cardiometabolic disease: the new challenge?
Reaven’s hypothesis
The pathophysiology of type 2 diabetes and its relationship with cardiovascular disease remains incompletely
understood, and controversial! In his 1988 Banting
lecture Gerry Reaven drew together pathophysiological
and epidemiological observations on the possible role of
insulin resistance.1 He noted that resistance to insulinmediated glucose uptake was present in the majority of
people with impaired glucose tolerance and type 2
diabetes, as well as one-quarter of non-obese individuals
with normal glucose tolerance. He suggested that deterioration of glucose tolerance could only be prevented if
the beta cell was able to increase insulin secretion and
maintain chronic hyperinsulinaemia, and when this
could not be achieved gross decompensation of glucose
tolerance occurs, i.e. type 2 diabetes. He specifically
suggested that the relationship between insulin resistance, plasma insulin level and glucose tolerance was
mediated by changes in free fatty acid concentrations,
which normally can be surpassed by small increments in
insulin concentration, and that if hyperinsulinaemia
cannot be maintained increased free fatty acids would
lead to increased hepatic glucose production. This in
turn would cause hyperglycaemia because of peripheral
resistance to insulin-stimulated glucose uptake.1
Furthermore, he suggested that the ‘compensatory’
hyperinsulinaemia may lead to hypertension, and the
relationship between hypertension, insulin resistance
and hyperinsulinaemia might be causal.1 He raised the
possibility that insulin resistance and hyperinsulinaemia
were involved in the aetiology and clinical course of
type 2 diabetes, hypertension and coronary heart
disease. As epidemiological support for this pathophysiological hypothesis he observed that there was often clustering of risk factors for coronary heart disease in the
one individual, including insulin resistance, glucose
intolerance, hyperinsulinaemia, increased plasma triglycerides, decreased HDL cholesterol and hypertension. He
termed the cluster ‘Syndrome X’, later called ‘Reaven’s
syndrome’ by others. Interestingly, obesity was not a part
of the cluster, probably reflecting the time when these
observations were made.
Definitions of the metabolic syndrome
The following two decades have seen an explosion in
research into both the pathophysiology and epidemiology of what has subsequently been called ‘the insulin
resistance syndrome’ or ‘the metabolic syndrome’,
depending on whether insulin resistance or central
adiposity is believed to be the main abnormality. Several
other risk factors, including measures of obesity, have
been added, and various expert bodies have tried to
put numerical values on these factors to enable
standardisation between studies and comparisons
between populations. The WHO definition, a by-product
of the committee that met to define and classify diabetes,
combined factors that were thought would give useful
pathophysiological and epidemiological data.2
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In the US, the National Cholesterol Education
Program Expert Panel (ATPIII) met to decide which
patients should be treated with lipid lowering therapy.
This was predominantly to give advice to family
doctors on the use of statins and other lipid lowering therapies.3 They offered the metabolic syndrome as a secondary target after the primary target of lowering of LDL
cholesterol. The management of the metabolic syndrome
was given two objectives: to reduce the causes (obesity and
lack of physical activity) and to treat associated non-lipid
and lipid factors. They defined the metabolic syndrome
pragmatically using factors that would be easy to measure
in an office practice, including abdominal obesity. As the
ATPIII definition of the metabolic syndrome was easier to
apply in clinical practice than the WHO definition it was
also widely used in clinical research. Additionally, several
studies compared the utility of the different definitions in
different geographical populations.
Reflecting advances in the understanding of the
pathophysiology the International Diabetes Federation
(IDF) convened an expert panel that placed central
obesity (race-specific) as a key component along with two
out of four other factors,4 leading to a host of publications from various centres throughout the world comparing this new IDF definition with WHO and/or ATPIII
criteria in different populations. Shortly afterwards,
another expert panel, convened by the American
Diabetes Association (ADA) and the European
Association for the Study of Diabetes (EASD), dropped
the bombshell that was summarised in an editorial in
Diabetologia as ‘the myth of the metabolic syndrome’.5

The myth of the metabolic syndrome?
This joint statement from the ADA and EASD, published
in both Diabetes Care and Diabetologia, takes a critical look at
the ‘metabolic syndrome’ and concludes that it should not
be designated as a syndrome.6,7 It is a thorough, if onesided, review of the literature and concludes that clinicians
should evaluate and treat all cardiovascular disease (CVD)
risk factors without regard as to whether the patient meets
the criteria for the diagnosis of the metabolic syndrome.8
It is extraordinary that this has been put out on behalf of
these two organisations without any chance for the opposing position to be put that there is indeed clinical usefulness for the concept of the metabolic syndrome.
The continuing need for the concept of the metabolic syndrome has been robustly defended, in journals
and on-line, by Paul Zimmet and George Alberti.9,10
They point out that the concept of the metabolic syndrome has attracted much interest in the cardiovascular
field, and the cardiologists have recognised that the clustering of risk factors is a pattern of risk increasingly
observed in persons exhibiting CVD. In my opinion the
stance adopted by the ADA and EASD may be scientifically correct but is politically naïve, and in effect it has
handed over the concept of the metabolic syndrome and
all of the research funding that goes along with it to the
cardiology community.
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Zimmet and Alberti also comment that the nomenclature has posed a problem, and identify several other
terms that have been used to describe the syndrome,
including the deadly quartet – dysmetabolic syndrome,
hypertriglyceridaemic waist, cardiometabolic syndrome
and cardiometabolic risk.9

What is cardiometabolic disease?
‘Cardiometabolic disease’ is a term initially used by
Pescatello in exercise physiology literature, and is essentially a simplification and modernisation of Reaven’s
hypothesis.11 She described a clustering of disorders
(abdominal adiposity, hypertension, dyslipidaemia,
hyperinsulinaemia and glucose intolerance) that
together lead to CVD and type 2 diabetes. She observed
that there had been a sudden increase in overweight and
obesity but only a slight increase in food intake, suggesting that physical activity was more important than calorie
intake in causing obesity. She hypothesised that increases
in low to moderate physical activity may result in significant health gains, including the prevention of CVD and
the prevention of diabetes, without preventing overweight or obesity, and that this might be a more realistic
public health target than unrealistic reductions in energy
intake. This provocative view of the problem from an
exercise physiology perspective may well upset dietitians
but will please the food industry!
More recently, the term ‘cardiometabolic disease’ has
been extended to describe the interface between cardiology and diabetes, and to describe pharmacological
interventions that would reduce cardiovascular and
metabolic endpoints.
What is the ideal cardiometabolic
intervention?
The ideal cardiometabolic intervention would reduce
weight and abdominal adiposity, lower LDL cholesterol
and triglycerides, increase HDL cholesterol, lower blood
pressure, reduce insulin resistance and improve glucose
tolerance. The gold standard would be proven reduction of cardiovascular events in a double-blind, placebo
controlled trial, proven reduction in the development of
diabetes and/or sustained reduction in HbA1c. For
maximum applicability it should have no side effects or
contraindications.
Of currently available medications metformin has
been proven to reduce myocardial infarctions in an open
study (UKPDS)12 and to reduce the development of diabetes in a double-blind study (DPP),13 although the
effects were not as prominent as changes in lifestyle, and
side effects were common. In STOP-NIDDM, acarbose
reduced the development of diabetes14 and reduced the
development of a composite cardiovascular outcome,15
but again side effects were common and tolerability a
problem. Pioglitazone has been shown to reduce cardiovascular outcomes in the PROactive study,16 and to
reduce the development of diabetes in the PIPOD
study.17 At present, however, its licence is for the treatment of patients with type 2 diabetes, and it is not yet
approved for cardiovascular risk reduction or the prevention of diabetes.
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How effective should an intervention be?
Pioglitazone and metformin each reduce HbA1c by
around 1%, and drugs that reduce the HbA1c by a lesser
amount would generally be deemed ineffective as treatments for type 2 diabetes by the licensing authorities.
Pioglitazone has modest effects in reducing systolic and
diastolic blood pressure, but would not be considered as
a treatment for hypertension. Several new agents have
beneficial effects on multiple components of the metabolic syndrome. Rimonabant is a selective CB1 blocker
that reduces weight, waist circumference and triglycerides, with increases in HDL cholesterol.18 Data for
patients with diabetes were presented at the ADA last
year and showed a 0.6% drop in HbA1c in addition to the
above beneficial effects. Drug licensing authorities will
have a difficult decision to define the exact clinical place
for these novel therapies.
Cardiometabolic risk assessment
A recent sophistication has been the concept of extending routine systematic assessment from cardiovascular
risk to cardiometabolic risk, i.e. the risk of developing
CVD and/or diabetes. Previous risk assessment tools concentrated on coronary heart disease risk, and more
recent risk tools have expanded to include total cardiovascular risk. This is estimated by factoring in the recognised cardiovascular risk factors into a risk engine, e.g.
based on the Framingham equation. Yet the risk of developing diabetes is currently estimated in clinical practice
using a single estimation – blood glucose. Vasudevan and
Ballantyne suggest that the components of the metabolic
syndrome could be used to assess the absolute risk for
the development of diabetes with a similar equation or
risk algorithm, and that this could be used to identify
individuals at the highest risk of developing diabetes who
might most benefit from expensive lifestyle modification
programmes and/or pharmacotherapy.19
Conclusions
While arguments rage on the existence of the metabolic
syndrome, clinicians will continue to treat multiple
cardiometabolic risk factors. The extended benefits or
disbenefits of the treatment on other aspects of risk will
be considered when making treatment choices, e.g. beta
blockers will be less used for the treatment of hypertension because of the increased risk of developing diabetes.
Lifestyle changes and new drugs will have a role in
improving multiple cardiometabolic risk factors.
Dr Miles Fisher, MD, FRCP, Diabetes Centre,
Glasgow Royal Infirmary, Glasgow, Scotland
References
1. Reaven GM. Role of insulin resistance in human disease.
Diabetes 1988; 37: 1595–1607.
2. Alberti K, Zimmet P. Definition, diagnosis and classification
of diabetes mellitus and its complications. Part 1: diagnosis
and classification of diabetes mellitus provisional report of a
WHO consultation. Diabetic Med 1998; 15: 539–553.
3. Expert Panel on Detection, Evaluation, and Treatment of
High Blood Cholesterol in Adults. Executive summary of

Copyright © 2006 John Wiley & Sons, Ltd.

Ldr Fisher 27.06.qxp

6/4/06

12:36 pm

Page 3

L EADER

the third report of the National Cholesterol Education
Program (NCEP) Expert Panel on detection, evaluation,
and treatment of high blood cholesterol in adults (Adult
Treatment Panel III). JAMA 2001; 285: 2486–2497.
4. International Diabetes Federation. The IDF consensus
worldwide definition of the metabolic syndrome. April 14,
2005. http://www.idf.org/webdata/docs/Metac_syndrome
_def.pdf (accessed 22 March 2006).
5. Gale EAM. The myth of the metabolic syndrome.
Diabetologia 2005; 48: 1679–1683.
6. Kahn R, Buse J, Ferrannini E, et al; American Diabetes
Association; European Association for the Study of
Diabetes. The metabolic syndrome: time for a critical
appraisal: joint statement from the American Diabetes
Association and the European Association for the Study of
Diabetes. Diabetes Care 2005; 28(9): 2289–2304.
7. Kahn R, Buse J, Ferrannini E, et al. The metabolic syndrome: time for a critical appraisal. Joint statement from the
American Diabetes Association and the European
Association for the Study of Diabetes. Diabetologia 2005; 48:
1684–1699.
8. Ferrannini E. Does the metabolic syndrome exist? (interview). Pract Diabetes Int 2006; 23: 50.
9. Alberti KGMM, Zimmet P, Shaw J, for the IDF Epidemiology
Task Force Consensus Group. The metabolic syndrome – a
new worldwide definition. Lancet 2005; 366(9491): 1059–1061.
10. Zimmet PZ, Alberti G. The Metabolic Syndrome: Perhaps
an Etiologic Mystery but Far From a Myth – Where Does the
International Diabetes Federation Stand? http://www.
medscape.com/viewarticle/514211 (accessed 22 March
2006).
11. Pescatello LS, vanHeest JL. Physical activity mediates a
healthier body weight in the presence of obesity. Br J Sports
Med 2000; 34: 86–93.

12. UK Prospective Diabetes Study (UKPDS) Group. Effect of
intensive blood-glucose control with metformin on complications in overweight patients with type 2 diabetes (UKPDS
34). Lancet 1998; 352(9131): 854–865.
13. Diabetes Prevention Program Research Group. Reduction
in the incidence of Type 2 diabetes with lifestyle or metformin. N Engl J Med 2002; 346: 393–403.
14. Chiasson J-L, Josse RG, Gomis R, et al, for the STOP-NIDDM
Trial Research Group. Acarbose for prevention of type 2
diabetes mellitus: the STOP-NIDDM randomised trial.
Lancet 2002; 359(9323): 2072–2077.
15. Chiasson J-L, Josse RG, Gomis R, et al, for the STOP-NIDDM
Trial Research Group. Acarbose treatment and the risk of
cardiovascular disease and hypertension in patients with
impaired glucose tolerance. The STOP-NIDDM Trial. JAMA
2003; 290: 486–494.
16. Dormandy JA, Charbonnel B, Eckland DJ, et al. Secondary
prevention of macrovascular events in patients with type 2
diabetes in the PROactive study (PROspective pioglitAzone
Clinical Trial In macroVascular Events): A randomised controlled trial. Lancet 2005; 366(9493):1279–1289.
17. Xiang AH, Peters RK, Kjos SL, et al. Effect of pioglitazone on
pancreatic beta-cell function and diabetes risk in Hispanic
women with prior gestational diabetes. Diabetes 2006; 55:
517–522.
18. Van Gaal LF, Rissanen AM, Scheen AJ, et al, for the RIOEurope Study Group. Effects of the cannabinoid-1 receptor
blocker rimonabant on weight reduction and cardiovascular
risk factors in overweight patients: 1-year experience from
the RIO-Europe study. Lancet 2005; 365(9468): 1389–1397.
19. Vasudevan AR, Ballantyne CM. Cardiometabolic risk assessment: an approach to the prevention of cardiovascular disease and diabetes mellitus. Clinical Cornerstone 2005; 7(2/3):
7–16.

DIABETES IN PREGNANCY - ONE DAY SYMPOSIUM
Organised by the University of Warwick, Masters in Diabetes Team
FRIDAY 19 MAY 2006
Warwick Medical School (Lecture Theatre GLT3), Gibbet Hill Campus, University of Warwick

Guest Lecturers include:
Jo Modder - Obstetric Lead CEMACH, Robert Fraser - Consultant Obstetrician 'Gestational diabetes
ACHOIS - The investigator's perspective', Anne Dornhurst - Consultant Diabetologist 'The baby,
diabetes and adulthood'.
This meeting aims to bring together all healthcare professionals involved in the care of women with
diabetes who become pregnant. The meeting will allow discussion and debate of service design,
research and clinical care.
Cost: £20
For further information and to register please contact:
Caroline Jackman, Tel: +44 (0)247 657 5670
e-mail: c.jackman@warwick.ac.uk

