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Introduction

Suzetrigine (VX-548) is a first-in-class, orally bioavailable selective
inhibitor of the NaV1.8 voltage-gated sodium channel, which is
expressed almost exclusively in peripheral dorsal root ganglion (DRG)
nociceptors and provides the majority of the depolarizing current
required for repetitive action-potential firing in these neurons. FDA
approval in January 2025 was based solely on pivotal Phase 3 trials in
acute nociceptive, postoperative pain following abdominoplasty and
bunionectomy; this remains suzetrigine's only approved indication.

Given NaV1.8's role in dorsal root ganglion nociceptor excitability,
suzetrigine has since been investigated off-label in several peripheral
neuropathic pain conditions, with divergent early results. No systematic
synthesis of this expanding neuropathic pain evidence base exists. We
conducted a review to map available clinical evidence, identify research
gaps, and provide practical guidance for PM&R and pain physicians.

Search Engines: MEDLINE, EMBASE, Cochrane Library, and
PubMed.

Keywords: ("suzetrigine" OR "VX-548") AND ("neuropathic pain")
paired with 11 conditions (DPN, LSR, PHN, TN, CRPS, PLP, SFN,
CIPN, CPSP, SCI, MS).

Exclusion: Acute nociceptive trials excluded.
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Condition

DPN

LSR

HSN

Other (6
conditions)

Study / Design

Freeman et al.

(2025)

Phase 2 RCT
(n=192)

Vertex / Zeng

(2025/26)

Phase 2 RCT
(n=218)

Nimma et al.

(2025)

Case Report
(n=1)

Systematic Gap
Analysis

Intervention

Suzetrigine (3 doses)
vs. Pregabalin ref.

Suzetrigine vs.
Placebo

Suzetrigine Postop
regimen

PHN, TN, CRPS, CPSP,
SCI, MS

Key Findings & Outcomes

Significant pain score reduction
at all doses; efficacy comparable
to pregabalin.

Did NOT achieve statistical
superiority over placebo
(primary endpoint missed).

Successful postop pain control
in adolescent with hereditary
sensory neuropathy.

Zero clinical data published to
date. Classified as unproven /
experimental.

These findings suggest suzetrigine's efficacy tracks peripheral versus
central sensitization: DPN, a peripheral process, responded favorably,
while LSR, which often involves central sensitization from nerve root
compression, did not separate from placebo. Since NaV1.8 is expressed
primarily in peripheral dorsal root ganglion neurons with minimal CNS
distribution, biological plausibility is stronger for peripherally-driven
conditions (postherpetic neuralgia, trigeminal neuralgia, CRPS) than
centrally-mediated ones (post-stroke, spinal cord injury, multiple sclerosis
pain); none of these six have been studied directly.

Clinically, a tiered approach is warranted. Suzetrigine's only FDA-
approved indication is acute postoperative pain (abdominoplasty,
bunionectomy); neuropathic use is off-label. DPN has evidence-backed
support from a positive Phase 2 trial. LSR carries a negative pivotal trial,
tempering expectations. The remaining conditions, postherpetic
neuralgia, trigeminal neuralgia, CRPS, central post-stroke pain, spinal cord
injury pain, and MS pain, have zero suzetrigine-specific data and should
be considered experimental, warranting explicit informed consent or trial
referral. Further study is needed to define suzetrigine's role across these
conditions.
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