Response to “Should Target Glycemic Range Be Exactly the Same for Patients with Acute Myocardial Infarction Versus Without Diabetes?”
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Main Text
To the Editor,

We read with interest the recent letter by Koracevic (1) regarding the target glycemic range for patients with and without diabetes mellitus (DM) during acute myocardial infarction (MI). We thank the author for his insight into this important, relatively poorly researched area of acute management. 
As stated in the article, the association between hyperglycemia during MI and adverse outcomes in both those with and without DM during MI is well documented (2,3). The relationship between serum glucose and mortality in these two populations is interesting and the proposed explanations of this are quite clearly logical and founded in evidence. 
We would however, like to clarify several of the interpretations of the article from a cardiovascular perspective, in order to ensure that the message provided is in keeping with the current evidence base and is applicable to a wider readership. For example, whilst there is some early evidence to suggest that glucose, insulin and potassium infusion in these populations may confer some benefit (4), it is not in keeping with the wider body of research (5,6) and therefore may be implemented with caution. Particularly for the international audience, we feel it is important to reiterate that this is not considered current best practice, at least within the UK (7).
It is also stated that hyperglycemia without insulin is much more dangerous than with during MI. This is of course true for those with DM who may be at risk of either hyperglycemic hyperosmolar state or diabetic ketoacidosis. Although stress hyperglycemia without the aforementioned complications during MI is a poor prognostic indicator in both those with and without DM, it is as yet unclear whether stress hyperglycemia itself is a causal factor, or simply a correlate of worse prognosis (8, 9). In fact, increased endogenous insulin secretion during MI has been reported within the literature (10). Therefore, we would like to highlight to the readership, that it may be the case that a lack of endogenous insulin production may influence cardiovascular outcomes, however the true effect of exogenous insulin infusion is less clear. Whilst the meta-analyses cited within Koracevic’s letter to support this assertion are comprehensive and the authors cite evidence which provides valid mechanisms of the damage caused by glycemia on the myocardium (2, 11), they do not provide randomised controlled trial evidence of the true benefit of intervention via insulin infusion on reduction on mortality or other patient outcomes. As Koracevic correctly states, it would be unethical to perform a placebo-controlled trial in order to validate these assumptions, but as yet we are unable to confidently state that exogenous insulin infusion positively improves mortality. It is logical and in keeping with current guidance to provide insulin infusion to these patients. However, current blood glucose targets and effects on mortality are poorly evidenced.
As found in our recent, as yet unpublished systematic review on the management of stress hyperglycemia during MI, and as expressed in our recent letter on the subject (12), we agree that there is differing guidance on the target glucose levels in those presenting with MI. Similarly, we agree that despite evidence of different prognoses in those with and without DM suffering stress hyperglycemia during MI, guidance tends not to differentiate between these populations. The stated increased mortality at lower glucose concentrations during MI (13) is one that should be reflected in guidance and has been observed in studies which attempt to tightly control blood glucose in these populations (14,15). However, the proposition that there should be different target values for those with and without DM is one that is not yet founded in evidence. It is true that there is evidence to suggest that tight control of, and lower target values for those with DM experiencing stress hyperglycemia during MI may lead to dangerous hypoglycemic events (14,15). Yet, there is no sufficiently validated evidence to suggest that keeping the higher blood glucose target for those without DM is dangerous. One may even propose that in an acute setting where limited past medical history is available, trying to identify those with and without DM in order to differentiate guidance may lead to increased risk of error.
As we proposed in our most recent letter (12), it is likely that these populations have different glycemic requirements. That being said, as current guidance, at least in the UK (7), is based on such a limited number of studies of varying quality more research is needed to confirm this proposition and provide enough evidence to support a change in practice.
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