CVI Pharmaceuticals has discovered a series of novel PCSK9 small
molecule modulators that can reduce PCSK9 gene expression and
iIncrease LDLR abundance by PCSK9 dependent and independent
mechanisms Iin hepatocytes. Among them, the lead compound CVI-
LMOO1 is advanced to Phase 2 stage to treat hypercholesterolemic
patients. Here we report that in hyperlipidemic hamsters, treatment with
CVI-LMO0OO1 (40, 80 and 160 mg/kg, QD) for 4 weeks dose-dependently
Increased liver LDLR protein levels up to 3.5-fold and decreased
circulating PCSK9 levels to 10% of control at the highest dose, this was
accompanied by significant reductions in serum LDL-C. In a double-

CVI-LMO0O01, a First-in-class Novel Oral PCSK9 Modulator, Lowers Plasma LDL-C and Reduces Circulating

PCSKO9 In Preclinical Animal Models and in Hyperlipidemic Human Subjects

Figure 1. Significant reductions of serum TC, LDL-C, TG and hepatic
cholesterol and triglycerides by oral treatment of HFHCD-fed golden
Syrian hamsters with 40 mg/kg, 80 mg/kg and 160 mg/kg CVI-LMOO1 or
vehicle for 4 weeks (n=10-12 per group). Fenofibrate at 100 mg/kg was
used as a reference compound (A). HPLC separations of lipoprotein-
cholesterol (B) or triglyceride (C) fractions of pooled serum samples from
vehicle or CVI-LM001 40 mg/kg treatment group further confirmed the
reductions of LDL-C and TG by CVI-LM001 treatment. Statistical
significance was assessed by comparing each treatment group with
vehicle by one-way ANOVA.

Phase 1la Healthy subjects MAD Results

Figure 4. CVI-LMO0O1 Phase la Clinical Highlights:

* Excellent safety profile of SAD (100-800 mg QD) and MAD (100-300
mg QD) studies and good plasma exposure (SAD: A-D; E: MAD) were
observed,

« Ten day treatment with CVI-LMOO1 led to substantial reduction of blood
PCSK9 levels (F), indicating target engagement and validated the
MOA of PCSK9 Inhibition. The first-in-human PK data supports the
once a day (QD) dosing regime in late stage of clinical development
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—igure 5. CVI-LMO001 28-Day Phase Ib summary: Randomized, double-
nlind and placebo-controlled trial design (A); benign safety and tolerability
orofile, no SAEs; Statistically significant reductions in LDL-C, TC and
ApoB by 300 mg daily dose (B); CVI-LM001 200 mg dose showed trend
In LDL-C and TC reductions; CVI-LM001 300 mg dose reduced PCSK9
serum levels in hyperlipidemic subjects which were consistent with LDL-C
lowering (C); Results support a Phase 2 12 week proof-of-concept (POC)
study In hyperlipidemic subjects, which is currently undergoing.
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