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Blocking growth hormone or insulin-like growth 
factor 1 (IGF-1) are possible treatments for 
diabetic retinopathy (DR). Maria B. Grant, MD, 
University of Florida, Gainesville, FL, explained 
that GH and IGF-1 antagonists can produce 
significant reduction in neovascularization and 
reduction in the number of patients progressing 
to blindness. Diabetics with DR hypersecrete GH, 
while those with a GH deficiency have a lower 
risk of developing DR. The mitogenic effects of 
GH are mediated by IGF-1, explained Dr. Grant. 

Octreotide, a somatostatin agonist (SSTR), also 
offers potential benefits in the fight against DR. 
Octreotide works by blocking growth hormone 
secretion, and a dose of 200-5000 μg/day for 15 
months has been shown to reduce progression 
to high-risk proliferative DR (PDR). Octreotide 
may also retard DR progression and delay time 
to laser surgery (Grant et al. Diab Care 2000). 

Study 802 and Study 804 are two randomized 
controlled Phase 3 trials with octreotide in DR. 
Both were designed to determine the efficacy 
of octreotide in delaying time to progression of 
DR. The subjects in Study 802 had more severe 
DR compared to those in 804, who were at 
baseline. Study 804 showed that octreotide 30 
mg IM delayed time to progression of DR, with 
a statistically significant difference between 
active treatment and placebo (p=0.0430). The 
major secondary endpoints of macular edema 
and visual acuity did not show a statistically 
significant difference between active treatment 
and placebo in either study.

Is the eye a risk marker for CV morbidity 
and mortality?

According to Gabriella Tikellis, BSc, PhD, 
University of Melbourne, Melbourne, Australia, 
yes it is. She believes that there is a strong bio-

logical basis for performing retinal exams. 
“Retinal circulation is the window to systemic 
circulation,” she explained. “Recognized and 
unrecognized risk factors impact directly on 
vascular structure and function. Retinal vessels 
share similar anatomy, physiology and pathology 
to brain and heart circulation, in people with 
hypertension. The retina offers a unique 
opportunity to non-invasively investigate the 
relationship of arteriolar/venular characteristics 
to the development of cardiovascular disease.”

M.V. van Hecke, MD, PhD, VU Medical Center, 
Amsterdam, The Netherlands, however, main-
tains that the eye is not a risk marker for CV 
morbidity and mortality.  “Today, there is limited 
and conflicting evidence about the relationship 
of retinal microvascular abnormalities with 
macrovascular disease,” he said. 

As evidence of his claim, Dr. van Hecke noted 
that the ARIC Trial (Klein, et al. ATVB 2000) found 
that general arterial narrowing is not associated 
with preventing cardiovascular disease or stroke, 
and that the severity of DR is not associated with 
stroke or coronary heart disease. He cited his own 
study, the Eurodiab Study (van Hecke, et al. Diab 
Care 2005), which determined that proliferative 
retinopathy led to a higher mortality risk than 
non-proliferative retinopathy, a finding that was 
upheld by the Valpolicella Heart Diabetes Study 
(Taugher, et al. Diab Care 2006).

“Retinal microvascular disease is not associated 
with large arterial endothelial dysfunction or 
subclinical atherosclerosis. No evidence is 
provided that retinal microvascular disease is a 
marker of microvascular dysfunction that causes 
large artery endothelial dysfunction and/or early 
atherosclerosis,” he concluded.

Metabolic Syndrome: The Great Debate

Is the metabolic syndrome a useful tool for clinicians 
or is it clinically irrelevant? Two noted diabetes experts 
squared off on opposite sides to debate the merits of 
this collection of symptoms.

George Alberti, MD of the Imperial College in London 
gave the “pro” side of the metabolic syndrome 
debate. The metabolic syndrome has historically 
had many sets of criteria. In 2005, the International 
Diabetes Federation (IDF) developed the following 
consensus criteria to assist clinicians: central obesity, 

plus two of the following four factors: elevated triglycerides (>150 mg/dL or  
>1.7mmol/L), low HDL cholesterol (<40 mg/dL or <1.03 mmol/L), high blood 
 pressure (systolic ≥ 130 mmHg and diastolic ≥ 85 mmHg), or elevated fasting 
plasma glucose level (≥ 100 mg/dL or ≥ 5.6 mmol/L). Waist circumference was 
used as the measure of central obesity, with cutoffs for both gender and ethnicity. 

“This is a tool for picking out people at very high relative risk” for cardiovascular 
disease (CVD) and diabetes, said Dr. Alberti. It should be used in conjunction with 
other risk markers such as family history, smoking, and LDL cholesterol. In doing 
this, clinicians will have an overall “cardiometabolic” risk for a patient. Dr. Alberti 
stressed that this is a simple thing to be used by clinicians to easily assess patients, 
and he feels the American Diabetes Association/European Association for the 
Study of Diabetes critique of the metabolic syndrome (Diabetologia 2005) ignored 
the new IDF criteria.  He argued that the concept of metabolic syndrome has led 
to many people being evaluated and treated simply because of the attention being 
paid to it. 

Richard Kahn PhD, the ADA Chief Scientific and Medical Officer, presented 
the opposing viewpoint. “The rules have virtually no scientific basis…it’s an  
algorithm looking for a purpose,” said Dr. Kahn. His argument is that there is no 
evidence that this diagnosis improves outcomes, and it does not change how 
clinicians treat patients. He does not think it is a simple tool, since new guide- 
lines appear approximately every two years, and there are currently 7 definitions 
of the metabolic syndrome in existence. 

He emphasized that the presence or absence of the syndrome can be misleading, 
and that very important risk factors for CVD such as smoking, sex, family history, 
inflammation, and hypercoagulation are therefore underestimated. “This 
only serves as a distraction,” said Dr. Kahn. Instead he suggests that clinicians 
perform and fasting plasma glucose or possibly an oral glucose tolerance test to 
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