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Abstract

VTX2735 is a novel, potent and selective small-molecule 
inhibitor of wild-type NLRP3 and NLRP3 bearing common 
mutations associated with Cryopyrin-Associated Periodic 
Syndrome (CAPS).  We will present the discovery of VTX2735 
and its characterization through the recently completed Phase 
2a study in CAPS patients.  

VTX2735 potently inhibits wild-type NLRP3 in human 
monocytes (IC50 of 2 nM), major NLRP3 variants in CAPS 
patients’ monocytes (IC50 between 14-166 nM), and IL-1b 
release induced by LPS/ATP in a human whole blood assay 
(IC50 of 60 nM). In vivo, VTX2735 is active in mice challenged 
with LPS/ATP (ED50 of 0.2 mg/kg) and in a gouty rat model. 
VTX2735 is a BCS Class I compound, with excellent pre-clinical 
ADME attributes and high oral exposures in all species studied 
(mouse, rat, dog, monkey, human). The compound is 
peripherally restricted and does not permeate the blood-brain 
barrier. VTX2735 is well tolerated in humans and long-term 
toxicology studies support the efficacious human exposures.

In patients with CAPS, VTX2735 demonstrated durable target 
engagement that ameliorated the CAPS key symptom score, 
improved patient well-being and resolved elevated 
inflammatory markers. This evidence supports the use of 
VTX2735 in CAPS and other diseases driven by aberrant IL-1b 
signaling.
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VTX2735: Discovery and Pre-Clinical Studies

In Vivo PK in Preclinical Species

● VTX2735 potently and reversibly binds to 
the proximal NLRP3 Walker B motif and 
inhibits NLRP3 ATPase activity

 

● No inhibition of other inflammasomes
 

● Binding kinetics and physical properties 
translate to highly potent whole blood 
activity and  suitable preclinical PK profile

 

● No CYP inhibition, induction, or TDI
● No hERG inhibition; not genotoxic/

mutagenic
● High safety margins from 28d tox studies 

in rat, cyno

In Vivo Efficacy in Preclinical Species

VTX2735 Phase 1 SAD/MAD Study VTX2735 Phase 2 CAPS (FCAS) Trial Results

Clinical Proof of Concept 
Achieved in CAPS Patients

VTX2735 showed clinically-
meaningful effects on disease 
activity and relevant biomarkers
Dr. Hal Hoffman (UCSD): 
“Results similar to what we have 
seen in IL-1 inhibition studies”
VTX2735 was well-tolerated; all 
adverse events were mild or 
moderate and resolved without 
treatment interruption


