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Early 2010 was notable for the publication of two studies

examining adjunctive therapy to statins in patients at

high cardiovascular risk. Despite significant risk

reduction with statins, evidence suggests considerable,

residual cardiovascular risk in statin-treated patients

[1–3]. In light of this, investigators of both the Action

to Control Cardiovascular Risk in Diabetes Lipid Trial

(ACCORD Lipid) [4��] and the Arterial Biology for the

Investigation of the Treatment Effects of Reducing

Cholesterol: HDL and LDL Treatment Strategies in

Atherosclerosis study (ARBITER 6-HALTS) [5��]

explored the efficacy of add-on therapy.

In ACCORD Lipid, 5518 high-risk diabetic patients

receiving open label simvastatin were randomized to

either placebo or masked fenofibrate and monitored for

the primary outcome of major fatal or nonfatal cardio-

vascular events. After mean follow-up of 4.7 years, there

were 291 events (2.2%) with fibrate compared to 310

events (2.4%) with placebo, a hazard ratio of 0.92 (0.19–

1.08, P¼ 0.32). Additionally, there were no statistically

significant differences among secondary outcomes.

The ARBITER 6-HALTS study compared the effects of

open label niacin/statin and ezetimibe/statin combi-

nations on atherosclerotic progression in a population

of patients with established coronary disease or the

equivalent. The study was originally stopped after

planned interim analysis showed niacin to be superior

to ezetimibe with regard to the primary end point of

change in carotid intimal medial thickness (CIMT) [6].

The most recent report includes an additional 107

patients who completed a mean treatment of 7 months

and confirms that in this larger cohort (n¼ 315), patients

receiving niacin had significant regression in CIMT

(�0.01� 0.003, P< 0.001), whereas those receiving eze-

timibe did not (�0.002� 0.002, P< 0.88).

Although fibrates have well established cardiovascular

benefits [7] and ezetimibe is known to beneficially modu-

late lipid parameters [8], the results of ACCORD Lipid
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and ARBITER 6-Halts add to the growing body of litera-

ture suggesting limited utility of these agents in statin-

treated patients. Polypharmacy is well known to increase

the risk of adverse effects [9], and reducing statin dosage to

accommodate one of these agents is currently not sup-

ported by evidence. In fact, recent analyses further

strengthen the role of high-dose statins in such patients

[10,11]. Unfortunately, statin adherence remains a signifi-

cant obstacle to therapy, but one which could provide

substantial benefit (including reduction of cardiovascular

death) [12] if it could be overcome. Such support for statin

monotherapy is important, particularly in light of recent

studies suggesting the development of insulin resistance

and even frank diabetes with statin use [13�,14�].

Interestingly, ARBITER 6 showed atherosclerotic

regression with the addition of niacin, suggesting that this

old stalwart still has an important role to play in ameliorat-

ing the residual risk that statins do not address. Augment-

ing therapy with niacin should therefore be considered in

patients at high cardiovascular risk who are already com-

pliant with an intensive statin regimen. Clearly though, as

we continue to investigate mechanisms to diminish cardi-

ovascular risk, statins should remain the mainstay of any

pharmacologic intervention.
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