M»sm From Alrway to Axon: Repurposing Ambroxol as a Nav1.8-Preferring Blocker for
WIS Chronic Neuropathic Pain 7 Corewell

T .

.. Annual - HealthM

Pain Medicine Meeting Milap Joshi DO1, Daniel Pan MD?, Patricia Moesner MD?

ﬂI} rlorida

" mASmaRALLZE IDepartment of Physical Medicine & Rehabilitation, Corewell Health East
’Department of Physical Medicine & Rehabilitation, University of Michigan

THE PROBLEM WHY TOPICAL MAKES SENSE

WHAT 20 PATIENTS SHOWED
e Chronic neuropathic pain affects 7-10% of adults e Minimal CNS penetration: mechanism that typically limits systemic agents

e Fewer than half of patients reach meaningful relief on first-line systemic TO p | Ca_l a_m b rOXOI 20% d rO p pEd pa| N at higher doses would not apply to Ambroxol

agents e Greater potency at actively firing channels means the drug works hardest

e Centrally acting agents can cause sedation, cognitive slowing, and other by 2_8 p OINn tS N as Ilttl € as 5 where pain is being generated
dose-limiting CNS effects : . e Reductions met the clinically significant 2-point threshold
minutes — with no adverse events etons metine e _

THE TARGET e Relief persisted with continued use with 5 of 7 reported fewer attacks over

reported! up to 4 years

WHAT WE CANNOT SAY

Nav1.8 (SCN10A) is a voltage-gated sodium channel expressed in peripheral

nociceptors and a validated non-opioid analgesic target. | |
All 20 patients come from three uncontrolled case series. No

randomized trial of topical ambroxol exists. Efficacy Is not established.

Blocking it at the nerve terminal should quiet pain signaling without touching the e Evidence is uncontrolled and non-standardized

brain. e No randomized trial of topical ambroxol was identified
THE CANDIDATE e Efficacy remains unestablishec
Ambroxol blocks the current that keeps Patient’s response, across three case
Ambroxol, an inexpensive oral mucolytic used for airway disease, blocks neurons firing: Series: WHAT WOULD SETTLE I1
Nav1l.8 in a use-dependent manner. Applied topically, it concentrates where IC,, against Nav1.8, uM: lower means more potent Filled circles representing improved symptoms o Astandardized formulation

nociceptors are localized, and has minimal penetration into the CNS.

Refractory neuropathic pain e Randomized, double-blinded trials
NRS fell 2—-8 points - relief 3-8 h ‘ ‘ ‘ ‘ ‘ ’ ’ _ _ _ _ o _ _
HOW WE LOOKED Persistent current l49 M 70f 7 e Standardized patients with intact, sensitized nociceptors confirmed on
. . o . Complex regional pain syndrome uantitative sensory testin
. L . | 70f8 e Structured application-site monitoring
e Topical administration only, oral ambroxol data was excluded Transient peak 279 pM o |
Trigeminal neuralgia 00000
e Extracted: sample size, concentration, treatment length, onset and duration Fewer attacks - relief 4-6 h cor e
of relief, prior failed topical therapy, and adverse events ~6x more potent against persistent current Scan for full abstract and supplemental information.
o . . . . | - | Consists of complete abstract and supplemental information with
o RegIStI‘IeS quened for Comp eted or OngO|ng randomized trials Block is Sta’[e-dependent; strongest IN neurons that are 4 of 7 refractory patients had already falled lidocaine 5%, regards to Ambroxol’s structural rationale and theoretical analogueS.
actively firing, and inhibition stays peripheral with minimal and 1 failed capsaicin 8%. 2 trigeminal patients reduced
CNS involvement. oral pain medication. 1 reported resolution.
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