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Introduction ST-503 IT-L administration shows persistent and significant repression of SCN9A in
* Peripheral neuropathies are estimated to affect several million patients worldwide with no long-lasting therapy currently DRGs 6 months fOIIOWIng treatment, with no related clinical chemlstry/hematology

available. changes, and AAV-class related microscopic findings in DRGs and spinal cord

* In humans, the Navl.7 sodium channel, encoded by the SCN9A gene, is involved in a spectrum of inherited neuropathies, and
has emerged as a promising target for analgesic drug development.
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Dose-dependent repression of SCN9A in multiple DRG levels one month after Conclusions
IT-L administration in NHPs The potency and selectivity of ST-503 in preclinical studies supported its development as a one-time
treatment for intractable and chronic neuropathic pain
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°\§ 0 0- 0 * hZFR potently and selectively repressed SCN9A and Nav|l.7 function in human iPSC-derived neurons.
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\\é@" NN Rl & * AAV9 mediated delivery of an Scn9a-targeted ZFR rescued the pain hypersensitivity in mouse neuropathic pain model.

hZFR

* AAV9 mediated delivery of hZFR in NHPs provided a-potent, selective, and durable repression of SCN9A up to 6 months in
NHP DRGs.

e ST-503 investigational product was well tolerated with no dose-limiting effects.

A) Overview and timeline of the I-month NHP study evaluating potency and safety of hZFR. (B) Normalized average mRNA

expression of SCN9A in NHP lumbar, thoracic, and cervical DRGs. (€C) Normalized average mRNA expression of SCNSA

(Nav1.6), SNCI0A (Navl.8),and SCN/IIA (Navl.9) in Lumbar DRG following hZFR treatment (D) Single-cell analysis illustrating administration to NHPs.

the reduction of Scn9a mRNA in AAV9-hZFR expressing nociceptors.

e ST-503 did not induce changes in nerve conduction velocity, heart rate or blood pressure at 6 months after IT-L
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