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Addendum: Safety data 
This document is an addendum for the following sections of the briefing document: 

• Section 9.9.4 – Adverse Events of Special Interest: Neurocognitive Events  

• Section 9.11 – Cardiovascular Events Confirmed by Adjudication. 

The original Advisory Committee briefing document includes data for neurocognitive events and 
CV events as of the data cut-off date of 31 December 2014.  This was the cut-off date that we 
had used for the FDA 4-month safety update report (SUR). We chose this SUR data set so that 
the data provided in the briefing document would be consistent with the final LONG TERM 
study data published earlier this year in the New England Journal of Medicine by Robinson et al.  
However, the FDA has since informed us that they will restrict their presentation at the Advisory 
Committee meeting to the safety data initially submitted in the BLA application.  To avoid 
confusion, we have decided to do the same.  This addendum provides the neurocognitive event 
and CV event data as of 31 August 2014 as initially submitted in the BLA.   

For reference, data as of 31 December 2014 provided in the original advisory committee briefing 
document are provided in this addendum along with the data as of 31 August 2014.  As you will 
see, the differences are small and do not change any of the conclusions in the original briefing 
document. 

Addendum: Indication 
We are also providing a revision to the proposed indication based on the FDA’s comment in their 
briefing book that alirocumab monotherapy could be used in patients who cannot tolerate statins 
(see Section 2.1 – Indication).  
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2.1 Proposed Indication 
A revision to the proposed indication in the original briefing document is provided below. The 
change made is indicated by blue, strikethrough text.  

Therapy with lipid-altering agents should be only one component of multiple risk factor 
intervention in individuals at increased risk for atherosclerotic vascular disease due to 
hypercholesterolemia. Drug therapy is indicated as an adjunct to diet when the response 
to diet and other non-pharmacologic measures has been inadequate. 

Alirocumab (PRALUENT) is indicated for long-term treatment of adult patients with 
primary hypercholesterolemia (non-familial and heterozygous familial) or mixed 
dyslipidemia, including patients with type 2 diabetes mellitus, to reduce low-density 
lipoprotein cholesterol (LDL-C), total cholesterol (Total-C), non-high-density lipoprotein 
cholesterol (non-HDL-C), apolipoprotein B (Apo B), triglycerides (TGs), and lipoprotein 
(a) [Lp(a)], and to increase high-density lipoprotein cholesterol (HDL-C) and 
apolipoprotein A-1 (Apo A-1). 

Alirocumab is indicated in combination with a statin (HMG-CoA reductase inhibitor), 
with or without other lipid-modifying therapy (LMT). 

Alirocumab is indicated as monotherapy, or as add-on to other non-statin LMT, 
including in patients who cannot tolerate statins. 

Limitations of Use 
The effect of alirocumab on cardiovascular morbidity and mortality has not been 
determined. 
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Figure 33 – SUR data (original in the briefing document): 

Forest Plot of Hazard Ratio for Treatment-Emergent MACE versus Control by Study in 
Phase 3 Placebo-controlled and Ezetimibe-controlled Studies (data as of 31 December 2014 
provided in the 4-month SUR) 

 
Figure 33A – BLA data (Addendum): 

Forest Plot of Hazard Ratio for Treatment-Emergent MACE versus Control by Study in 
Phase 3 Placebo-controlled and Ezetimibe-controlled Studies (data as of 31 August 2014 
provided in the initial BLA) 
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Figure 34 – final data (correction to briefing document): 

MACE Confirmed by Adjudication in LONG TERM Study (final data) – Kaplan-Meier 
Analysis (Post-hoc Analysis)  

   

 

Figure 34A – BLA data (Addendum): 

MACE Confirmed by Adjudication in LONG TERM Study – Kaplan-Meier Analysis 
(Post-hoc Analysis) (interim data as of 31 August 2014 provided in the initial BLA) 

 




