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Abstract

NLRP3  plays a role in the fulminant inflammation responsible for 
the pathology of gouty arthritis, pericarditis and myocardial 
infarction, as well as the chronic inflammation in many 
cardiovascular, metabolic and neurodegenerative diseases. We 
have developed VTX3232 as a potent, selective CNS-penetrant 
NLRP3 inhibitor active in peripheral (e.g, IC50 = 7.1 nM in LPS/ATP-
stimulated human monocytes) and central immune cells (e.g., IC50 = 
2.7 nM in BzATP-stimulated human microglia).  VTX3232 has an 
excellent pre-clinical profile and shows consistently high CNS levels 
with oral dosing in all species.  In pre-clinical work, including  diet-
induced obesity (DIO) mouse studies, inflammatory markers are 
consistently lowered peripherally as well as centrally, and in the DIO 
model, key metabolic parameters are positively affected.   

VTX3232 shows a high safety margin in toxicology studies (rat, 
dog) and is well tolerated in humans. In a Phase 1 clinical trial, 
single and multiple ascending doses show excellent exposure, 
target engagement,  lowering of inflammatory markers and 
distribution of the drug to the CNS (human Kp,u,u = 0.50).   This 
evidence supports planned clinical studies in Parkinson’s Disease 
and obese subjects with high hsCRP levels. 

VTX3232 Profile

Pharmacological properties

VTX3232 is a Potent NLRP3 Inhibitor

VTX3232 Has an Excellent PK profile and CNS Exposure

 VTX3232 Has Broad Protective Effects In a Mouse Model for Chronic Low-Grade 
Inflammation Induced by High-Fat Diet.

VTX3232 Limits Body Weight Gain and Reduces Inflammatory Markers and Acute Phase 
Proteins in Diet-Induced Obese (DIO) mice

VTX3232 Improves Liver Steatosis

VTX3232 Reduces Inflammation in Adipose Tissue VTX3232 Improves Insulin Resistance VTX3232 Reduces Gliosis in the Hypothalamus

VTX3232 Phase 1 PK/PD Safety Assessment

● VTX3232 was safe and well tolerated in 
Phase 1 SAD/MAD

● All treatment emergent adverse events 
considered mild or moderate (CTCAE 
Grade 1 or 2)

● No dose-limiting toxicities observed
● Safety profile supports wide therapeutic 

window

 Phase II Trials
Phase 2a Trial in Patients with Early Parkinson’s Disease:
● approximately ten patients 
● 28-day open-label treatment period.
● Primary endpoint: safety and tolerability
● Other outcome measures: pharmacokinetics and relevant biomarkers in plasma 

and cerebrospinal fluid.   
● Topline results  expected in 2025

12-week Phase 2 obesity and cardiometabolic trial  to evaluate the effect of VTX3232 
on key inflammatory biomarkers as well as on weight change when dosed as a 
monotherapy and in combination with a GLP-1 receptor agonist.  


