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Results

Background

- AMPA receptors (AMPARSs) are d clinically validated therapeutic target for epilepsy! RAP-219 treatment raised the seizure threshold and provided seizure protection Figure 3. A. RAP-219 RO EC50 of 3.3 ng/mL Cp in Rat (4 h) and B. Maximal RTX-1738 RO EC_ value of 3.2 ng/mL
— Broad AMPAR inhibition is associated with undesirable hindbrain-related adverse Protection With RAP-219 at Predicted Human RO (~70% RO and Corresponding
events (AEs) such as somnolence and gait disturbance? Cp ~7 ng/mL)

- Compared to vehicle, RAP-219 at 0.1 and 1 mg/kg was associated with a significantly higher
threshold to both first twitch and onset of sustained clonus in the pentylenetetrazol (PTZ)

- No differences in locomotor activity were observed between vehicle and any RTX-1/38 dose

- Transmembrane AMPAR regulatory proteins (TARPs) are anatomically specific mediators model (P<0.01) Figure 4. Efficacy of RAP-219 Analog, RTX-1738, Remains Similar in CK Model
of AMPAR trafficking, subcellular localization, and gating; TARPYS8 is enriched in regions A. Over /7 Days
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- RAP-219 is a potent, selective AMPAR/TARPy8 negative allosteric modulator (NAM) offering , , ,
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- To examine the efficacy and tolerability of RAP-219 in established preclinical seizure models o : o
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- To examine toleration of seizure protection after chronic dosing of a RAP-219 analog, RTX-1/38 E E 20 °
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Table 1. Seizure Threshold and Protection Tested in Adult Male CF-19 Mice F;gtetvgic?w:SEgzofO.Oz £g7ié;?2cj0:§9 r\:\g/cml_(?n()nzgfifCs)uz‘?gir?elr(]jec|(§:nCL)J|2;uESDV:Oe:r§.(;JQS?ngﬁg;eEgzzzlgéeL r]ge/mL; RArng]% ED5(ZSﬁo§r().e()C1205 rT?S/E;,Tv?‘Eh Maximal protection was observed for RTX-1738 with RO ~90%, and Cp ~10 ng/mL; Acute: ED,, of 0.05 mg/kg with a corresponding plasma EC,, of
a corresponding plasma EC,, of 2.3 ng/mL. 4.7 ng/mL; Chronic: ED,, of 0.01 mg/kg and a corresponding plasma EC,, of 3.6 ng/miL.
m Treatment GI‘OUpS mm PTZ — pentylenetetrazol. B CK - corneal kindling; Cp — plasma concentration; QD — once daily; RO — receptor occupancy.
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dose, p.o. ol o e aiores . e >150 5 8 2 60- =3 RAP-219, a novel and selective AMPAR/TARPy8 NAM currently in Phase 2 development
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°Following a 2-week washout period. 5 o o C
PTZ RAP-219 doses: 0.01, 01, and 1.mg/kg.; CK RAP-219 doses: 0.01,0.02, 0.03, 1, and 3mg/kg; RTX-1738 doses: 0.003, 0.01, 0.03, 0.1, and 0.3 mg/kg; * 20- 3 407 9 - 30 @ - Exposures that produced antiseizure effects did not impoir motor function, yielding
Phenotypic secondarily generalized seizures at Racine scale score of b. @) 20— . o
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- Efficacy was plotted as a function of the mean plasma concentration (Cp) determined by R/]AP—219 - (:10 ) 100 2 & = RAP-219 Plasma Concentration (ng/mL) - These results are consistent with targeted inhibition of AMPARS based on the
oharmacokinetic (PK) analysis in naive mice P9 g 9 neurospecificity of TARPy8 expression (hippoccmpus, cortex, omygdolo) while
— Data were ﬁtted to HI” fUﬂCtiOﬂS to eStimGte EDSO Clﬂd p|08m0 ECSO “Data on file, Rapport Therapeutics, Inc, bhttps://pqnoche.ninds.nih.gov °Metcalf CS et al. Epilepsia 2017:58(6):1073-84; dRowley NM et al. Epilepsy CK — corneal kindling: Cp — plasma concentration: QD — once daily: RO — receptor occupanc GVOIdIhg. AES C.JSSOCIOted Wlth hmdbrgm AMPAR mhlbltlon SUCh oS SOmﬂOleﬂCe,
Res. 2010,92(2-3)163-9. o ' ' ' o PP ’ v P paney motoric impairment, and falls

a Receptor occupancy (RO) as a function of Cp N rat (eX VIVO Outoradlogrophy) WAS ondlyzed CBZ — carbamazepine; CLB — clobazam; CK — corneal kindling; Clon — clonazepam; EZO — ezogabine; GABA — gabapentin; LCM — lacosamide; LTG —
to demonstrate the Correspondence of the CK efﬁcgcy and RO as a function of Cp lamotrigine; LEV — levetiracetam; PHT — phenytoin; TIA - tiagabine; TPM — topiramate; VPA - valproate.
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