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Statement of the Problem: Homozygous familial hypercholesterolemia (HoFH) is ultra-rare and hard to treat, with high LDL-C 
and premature major adverse cardiovascular events (MACE). No randomized trials, few real-world studies, and no published 
lomitapide (LOM) studies address MACE in HoFH, despite LOM being indicated as an adjunct therapy to diet and other lipid-
lowering treatments for HoFH. This study presents for the first time MACE rates in LOM-treated patients. Methodology & 
Theoretical Orientation: Optum claims data (2012-2016, ~25 million covered lives) were combined with LDL-C from Optum 
and a pharmaceutical patient support program. LDL-C, and rates of MACE and hospitalization were assessed in HoFH patients 
for 1 year before drug initiation, during LOM treatment, and 1 year after LOM discontinuation (in those who discontinued). 
Patients were stratified based on LDL-C response to LOM. Findings: 62 patients started LOM and had baseline and follow-up 
LDL-C. LOM use was associated with LDL-C reductions and a trend to lower hospitalizations and MACE rates. Nearly 2/3 of 
patients (40 of 62) had a sustained response to LOM (>10% LDL-C reduction for >60 days), of whom 27 later discontinued 
LOM, with the expected subsequent worsening of outcomes. Conclusion & Significance Consistent with clinical trials, LOM 
significantly reduces LDL-C in real-world HoFH patients. Although data are limited by the rarity of HoFH, there was clinically 
meaningful (albeit not statistically significant) decrease in MACE and hospitalization with LOM treatment, and, as expected, 
there was a trend toward loss of LDL-C and MACE/hospitalization benefits after LOM discontinuation.
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