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A Paradigm Shift Highlights the Need to Reduce  
CV Risk in Diabetes

THE 2019 Standards of Medical Care in 
Diabetes, recently published by the American 
Diabetes Association (ADA), marks a 
milestone that few might have imagined a 
decade ago. Given the discovery in recent 
years that diabetes medications differ 
significantly in how they affect cardiovascular 
disease, the American College of Cardiology 
(ACC) endorsed a chapter on cardiovascular 
disease and diabetes care, just weeks after the 

ADA had similarly endorsed the ACC’s new consensus pathway on 
the care of patients with type 2 diabetes (T2D) and atherosclerotic 
cardiovascular disease (ASCVD).1,2 

Such collaboration shows that preventing heart attacks, 
strokes, chronic kidney disease, heart failure, and early death 
from cardiovascular causes is no longer something we hope 
for in diabetes management. As outlined in this issue, we 
expect to see more collaboration between endocrinologists and 
cardiologists in the management of cardiovascular risk. We at 
Joslin Diabetes Center have begun a series of discussions with 
the local cardiology community on how to best co-manage 
these patients and ensure they get this needed treatment. This 
is something that physicians and people living with diabetes 
should expect, thanks to the arrival of new therapeutic classes—
the glucagon-like peptide-1 (GLP-1) receptor agonists and the 
sodium glucose cotransporter 2 (SGLT2) inhibitors. The Joslin 
clinical guidelines (published in June in Evidence-Based Diabetes 
Management™) reflect that these are the preferred agents for 
patients with T2D and established cardiovascular disease; GLP-1 
receptor agonists are advised for patients with ASCVD, while 
SGLT2 inhibitors have been shown to reduce hospitalization and 
mortality for patients with a history of heart failure.3 

We understand the value of these therapies because in 2008, the 
FDA acted in the interest of patient safety and required manufac-
turers to undertake cardiovascular outcomes trials (CVOTs). CVOTs 
are large, highly regulated studies aimed at ensuring the safety of 
diabetes drugs but have fortuitously demonstrated reductions in 
cardiovascular events for these 2 drug classes. It has taken time 
for those unexpected benefits to make their way into clinical 
guidelines, but now that they have, diabetes management has a new 
normal: Not only is it important that glucose-lowering therapies 
help a patient achieve a glycated hemoglobin target, but how the 
patient gets there also matters. We want to know that the medica-
tion provides benefits that align with the patient’s overall risk profile. 

For some stakeholders, the FDA’s recent review of its 2008 CVOT 
guidance concerned whether the trials should continue, given 
their cost. Certainly, there are legitimate concerns here. CVOTs 
are hardly the only reason new drugs are expensive, but the cost 
of giant trials like FOURIER and ODYSSEY Outcomes factored 
into the original price tag of the cholesterol-fighting proprotein 
convertase subtilisin/kexin type 9 (PCKS9) inhibitors, which 
were initially priced at $14,000 a year before significant cuts in 
2018. Many patients with diabetes also have elevated low-density 
lipoprotein cholesterol, which these drugs can lower by up to 
60%.4 But the cost of PCSK9s has kept them from reaching all 
who could benefit.

Could the next wave of CVOTs be done more efficiently? The 
answer is likely yes, but that may not be the most important ques-
tion. The better question is, Where do we go from here? Mikhail 
Kosiborod, MD, FACC, FAHA, of Saint Luke’s Mid America Heart 
Institute, is correct when he suggests it is time for a “new goalpost” 
in our clinical trials. With so many therapies demonstrating a 
cardiovascular benefit, the time has come to design studies with 
cardiovascular benefit as a new starting point so that the next wave 
of drug development can move the bar even further for patients, 
with perhaps less of a leap in cost. Offering patients more choices 
earlier on, before diabetes does irreversible damage, will create 
value for every stakeholder in the system. ◆
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