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Letter to the Editor re: JAMA Article on L-Arginine Therapy 
in Acute Myocardial Infarction

Editors,

In the January 4, 2006, issue of the Journal of the American Medical 
Association, Schulman and colleagues reported on their six-month study 
of 153 patients who had very recently experienced a myocardial infarction. 
These individuals were given up to 9 grams L-arginine daily or a placebo. 
Outcome measurements included plasma L-arginine, vascular elasticity, and 
acute cardiac events. The study was discontinued at six months due to the 
deaths of six individuals in the L-arginine group, compared to none in the 
placebo group.

The researchers deserve respect for their article1 for putting the dietary 
supplement L-arginine under the same rules for proof of efficacy as any 
medical therapy. However, their results, including an observed lack of change 
in measures of vascular stiffness as compared to placebo, require some 
comment.

There was no difference in L-arginine plasma levels between the two 
treatment groups, nor was there a dose-related difference in L-arginine 
plasma levels, at six months.1 The study used standard L-arginine dietary 
supplements, for which we previously determined the plasma half-life to be 
about one hour.2 Thus, there was little chance to induce a sustained elevation 
of L-arginine plasma levels in morning blood samples after evening dosing 
in this study. This lack of sustained elevation of L-arginine plasma levels 
is a reasonable cause for the lack of clinical effectiveness of the dietary 
intervention. Therefore, sustained-release L-arginine may be a better-suited 
alternative to provide sustained elevation of L-arginine plasma levels around 
the clock.3 

In correspondence with the data by Schulman et al,1 we found no 
improvement in endothelium-dependent vasodilation after two weeks of 
L-arginine ingestion (5 g tid) in patients with stable coronary artery disease 
(CAD),4 and Blum et al similarly found no improvement in vascular function 
after one month of L-arginine supplementation (9 g/d) in 30 CAD patients.5 
All of these patients were maximally treated with standard postinfarction 
medical therapy before the initiation of L-arginine supplements. There may 
have been little room for improvement in this setting, leading to negative 
study results. Moreover, patients with poor NO synthase activity are more 
likely to benefit from L-arginine supplementation. These patients can be 
identified by screening for elevated levels of the endogenous inhibitor of 
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NO synthase, asymmetrical dimethylarginine (ADMA). We have shown 
that patients with elevated ADMA levels demonstrated an approximately 
75-percent improvement in vascular compliance with sustained-release 
L-arginine supplementation.3 By contrast, several studies using unselected 
patients have failed to show benefit from L-arginine administration. 
Additionally, due to the lack of elevated L-arginine plasma levels or 
clinical efficacy of L-arginine in this study, one cannot reasonably argue 
that L-arginine supplementation contributed to the deaths observed. No 
previous oral L-arginine dietary supplementation study has demonstrated an 
increased risk of death.

Thus, future studies should be designed with care to select responders to 
this treatment. The deaths observed in the Johns Hopkins study1 will make 
this harder in the future, but as chance was not excluded, this finding should 
not preclude future research in this area.
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