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- Transmembrane AMPAR-associated regulatory proteins (TARPs) mediate AMPAR trafficking, subcellular - A responsive neurostimulator (RNS® System, NeuroPace, Inc.) continually monitors electrographic activity Pre-Treatment Period 8-week treatment with RAP-219 Follow-Up Period

localization, and gating' from electrodes (intracranial encephalogram; iEEG) placed directly into the seizure focus or foci and is
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- RAP-219 Is a novel, potent, and selective negative allosteric modulator that binds at the interface between - Analysis of retrospective . Clinical seizure
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- RAP-219 is well tolerated and efficacious in preclinical models of seizures (Figure 3) — Often represent electrographic seizures (EES) Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7
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N Table 1. POC Study Designs for Drug-Resistant FOS Key Inclusion Criteria Key End points
GIuA - 18-65 years old - Change in LE frequency per 28 days during the second 4-week interval of

Responsive

Neurostimulator Transcranial Magnetic open-label treatment period compared to frequency across retrospective and

Model Attributes (RNS® System) Photosensitivity Stimulation (TMS) -Medically refractory FOS prospective baselines
Uses focal epilepsy Vos NG NG * RNS® System implanted 215 months before screening and: - LE frequency responder analysis (percentage of patients who demonstrate >30%
patient population — Stable device configuration, stimulation, and detection settings, including reduction in LEs)
LE duration - Change in estimated EES, clinical seizure frequency, and additional IEEG
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g 20 S Receptor occupancy as d function of plasma seizure frequency reduction (250% reduction)*®
G | “_/\/\ 5 conoenmatonn il o tAn was used as a surogate | | | - This novel POC study will enable evaluation of RNS® System measures to provide efficacy signals (biomarkers) to inform later phases of clinical development
0 30 At idontog (oo pi L8 : - LE frequency reduction demonstrated the strongest correlation of the iEEG measures®
T y identical (mouse pIC_,=9.8; rat pIC_,=9.9). . i . .. . . . o ,
EE— SE— PTZ threshold, corneal kindling, and rotarod were - Analyses included in the POC study will offer insight into the efficacy of RAP-219, a novel treatment targeting TARPy8 as a precision approach for management of epilepsy
| 10 100 assessed in mouse. » A 30-40% reduction in LEs within 1-4 weeks of new ASM initiation was associated with >50% seizure reduction®
RAP-219 Plasma Concentration (ng/mlL) PTZ — pentylenetetrazol.
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