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Introduction

1. Apabetalone reduces expression of the acute phase response (APR) pathway
in primary human hepatocytes

3. Apabetalone downregulates APR expression in primary human hepatocytes at
steady state (A) and in inflammatory conditions (B and C)
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Microarrays, real-time PCR and ELISA were performed on primary human
hepatocytes (PHH). SOMAscan™ proteomic analysis was performed on
plasma from the phase 2b ASSERT (12 weeks; n=55) and ASSURE (26
weeks; n=94) clinical trials. SOMAscan™ uses aptamers (short DNA
sequences with "protein-like" side chains), each of which is highly specific
for its cognate protein, to measure approximately 1300 protein analytes.
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Ingenuity Pathway Analysis Legend:

Turquoise = downregulation

Yellow = upregulated
Orange: predicted upregulation
Gray = no data or change <1.3-fold

4. Downregulation of the APR pathway in CVD patients treated with apabetalone

Bioinformatics (IPA) Analysis of the Plasma Proteome (SOMAscan™)

Trial

Acute Phase Response pathway

ASSERT phase 2b trial
12 weeks of apabetalone treatment
200mg daily (n=25) vs. placebo (n=30)

Rank: 2nd out of 320 pathways
IPA z-score: -2.1 (predicted downregulation)

ASSURE phase 2b trial
26 weeks of apabetalone treatment
200mg daily (n=47) vs. placebo (n=47)

Rank: 1st out of 351 pathways
IPA z-score: -2.0 (predicated downregulation)

5. Apabetalone treatment reduces levels of circulating APR proteins in CVD patients




