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USE OF PCSK9 INHIBITORS IN STATIN INTOLERANT PATIENTS: ROLE FOR THE FUTURE?
S.L. Kopecky
Division of Cardiovascular Diseases, Mayo Clinic, Rochester, MN, USA
While the HMG-CoA reductase inhibitors have been lifesaving drugs for many millions of patients, intolerance to these agents has estimated to be 5-10% of patients, and may approach 20% in certain populations.  The new PCSK9 inhibitors (Proprotein Convertase Subtilisin/Kexin Type 9) will soon be reviewed for approval in United States and Europe and may play a significant role in patients with previously demonstrated SAMS (Statin-Associated Muscle Symptoms) in that they lower LDL cholesterol via a different pathway.  PCSK9 affects the ability of the LDL Receptor to separate from the LDL after delivering LDL to the hepatocyte; PCSK9 inhibitors allow the LDL Receptor to recycle thus be more effective in lowering the total LDL level. The first drugs (manufacturers) to apply for approval are anticipated to be alirocumab (Sanofi/Regeneron), evolocumab (Amgen) and  bococizumab (Pfizer).  All are expected to apply to the FDA for the indication of “statin intolerance”.  Effectiveness studies have shown a differential response likely based on the underlying level of PCSK9 in individual patients, along with a variable response in tolerance, including myalgias, when compared to standard therapy. These will be discussed along with anticipated role for the PCSK9s in statin intolerant patients. Conclusion: PCSK9 inhibitors offer a different mechanism than the HMG-CoA reductase inhibitors to lower LDL cholesterol and may provide an opportunity to achieve LDL goals even in patients intolerant to HMG-CoA reductase inhibitors due to SAMS.
