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Efficacy and safety of the novel sodium channel Blocker CNV1014802 in Trigeminal Neuralgia and
Lumbosacral Radiculopathy

Mark Versavel
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NV1014802 is a novel small molecule state-dependent sodium channel blocker that exhibits potency and selectivity

against the Nav1.7 sodium channel. CNV1014802 was evaluated in two Phase 2 trials in neuropathic pain conditions.
Efficacy and safety were evaluated in a randomized withdrawal Phase II clinical trial in subjects with trigeminal neuralgia
(TGN). Following an initial 21 day open-label treatment period with CNV1014802 at a dose of 150 mg three times a day (tid),
subjects who showed a successful response in the final week of the period, defined as a 30% or more reduction in number or
severity of paroxysms relative to the run-in period, were then randomized to a 28 day double-blind treatment period with
either CNV1014802 150 mg tid or placebo. All subjects entering the study had to have a pre-specified number of paroxysmal
attacks of at least moderate severity. A total of 67 patients were recruited into the study and 69% of those patients completing
the open label period were randomized as responders into the double-blind phase of the study. CNV1014802 was well tolerated
and the study showed a consistent reduction of pain severity and number of paroxysms in all primary and secondary outcomes.
In the primary endpoint of the study there was a treatment failure rate of 33% for CNV1014802 vs 65% for placebo and a
favorable separation from placebo on the Kaplan Meier time to relapse. CNV1014802 showed a 2.3 unit decrease vs placebo
in the NRS scale for pain intensity, 60% reduction in paroxysms vs. 12% on placebo, and 55% decrease in pain severity vs.
18% on placebo, by the end of the study. There were no serious adverse events related to the drug and the adverse event profile
of the drug was similar to placebo in the double blind phase of the study. A second Phase 2 study was conducted in subjects
with lumbosacral radiculopathy (LSR). This was a randomized, double-blind, placebo-controlled cross-over study designed
to evaluate the efficacy and safety of orally administered CNV1014802 at a dose of 350 mg twice per day, in 81 subjects with
pain associated with LSR. There was a statistically significant difference of -0.43 (p=0.0265) between CNV101802 and placebo
in the primary endpoint, Pain Intensity-Numerical Rating Scale (PI-NRS) mean change from baseline to week 3. Additional
exploratory analyses showed that for the subset treated by ‘802 alone, comprising 60% of patients randomized, there was an
enhanced statistically significant reduction in pain (PI-NRS mean change at week 3, -0.72; p=0.0039). There were no serious
adverse events related to the drug in this trial and CNV1014802 was very well tolerated. In conclusion, clinical proof of concept
has been achieved with CNV1014802 in two Phase 2 trials and the compound was well tolerated without need for titration.
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