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BACKGROUND Assessments » Patients treated with NE3107 and C/L experienced greater improvements (3+ points) in Safety and PK

Safety and tolerability endpoints their MDS-UPDRS Part Il Score than patients treated with placebo and C/L at the 2- and * No drug-related adverse events were observed

* Disrupting the feed-forward loop formed by neuroinflammation, insulin resistance, * Incidence and temporal profile of TEAEs (including those leading to withdrawal of 3-hour marks (Figure 2)
and oxidative stress may be an effective strategy to limit PD progression® study drug)

* NE3107 is an oral, blood-brain-permeable molecule that binds ERK and has anti-

* NE3107 did not affect the PK profile of levodopa
* Patients <70 years old treated with NE3107 and C/L experienced improvements that

* Incidence of SAEs were ~6 points better than those who received placebo and C/L (Figure 2)

inflammatory and insulin-sensitizing activities via inhibition of inflammation-stimulated
ERK and NF-kB activation and TNF-a signaling, without disrupting homeostasis’ * Suicidality, measured by the C-SSRS ° NE3107-treated patients <70 years old had lower morning OFF state Part Ill scores prior m

* NE3107 has an excellent safety profile and was shown to improve insulin sensitivity and * Changes in physical examination, vital signs, and laboratory data to medication administration (t=0) compared to those treated with C/L alone

glucose metabolism and reduce CRP and HbAlc in obese and inflamed patients with pjourphaseZplaceposeantiotedidonesil Cle el Rl e A AR
impaired glicoseltolerance orT2bT Clinical endpoints - changes between visit 1 and visits 2, 5, and 6 and between Figure 2. Improvement in MDS-UPDRS Part Ill Scores PK of NE3107 in patients with PD met both of its objectives

. . . visit 2 and visits 5 and 6 S : WA o .
* Ina marmoset PD model, NE3107 was associated with improved mobility, enhanced s MDS-UPDRS assessments Day 28 improvement in motor control vs day 1 » NE3107-levodopa combination treatment was associated with clinically meaningful®

levodopa activity, and decreased neuronal death in the substantia nigra; it also . . . . and superiorimprovements (3+ points) on the motor examination part (Part Ill) of the
alleviated levodopa-induced dyskinesia, a side effect of long-term exposure to levodopa® ° Change in MDS-UPDRS Part Il Score from baseline (practically defined OFF) to MDS-UPDRS

- We conducted a phase 2, double-blind, placebo-controlled study to assess the safety, postdose timepoints each day
tolerability, and exploratory efficacy of NE3107 in levodopa-treated PD participants and ° Average MDS-UPDRS Part Il Score when ON

the effects of NE3107 on the PK profile of carbidopa/levodopa (C/L) ° MDS-UPDRS Part | Score
* At the end of the study, only patients who received NE3107, and not levodopa alone,

° MDS-UPDRS Part Il Score
OBJECTIVES T S N O
otor state ime during study visits were assessed as being in the morning ON state before receiving their morning

* The objectives of this phase 2, double-blind, placebo-controlled, 28-day trial were to * Motor state ON time with or without dyskinesia during study visits . L . medication, an improvement in motor function that is clinically meaningful for patients

assess the safety, tolerability, and exploratory efficacy of NE3107 in levodopa-treated . Time to onset of ON time Hours postsad?ninistratlon with PD

PD participants and examine the effects of NE3107 on the PK profile of concomitantly —*— NE3107 +CG/L  -#-Placebo + G/L : :
ST E—— » Non-Motor Symptom Assessment Scale for Parkinson’s Disease (NMSS) * The observed pro-motoric effects of NE3107 were not the result of increased plasma

levodopa concentrations

* Patients <70 years of age experienced greater motor control with NE3107, suggesting
that younger patients, presumably with less PD progression, may benefit more from an
anti-inflammatory, NE3107 intervention

MDS-UPDRS Part lll Score

Improvement

* Here we report the safety, tolerability, and exploratory efficacy of NE3107 in * Dyskinesia severity and troublesome/non-troublesome status during study visits

° 0) i i -
vedspEe s e it FE 26% (5/19) of patients treated with NE3107, compared to none (0/19) of the placebo

trgated patle.n.ts, whhg REelE I.oaselmde.of mornlnngFerBXPrer'ﬁnczed Sl I SR activity of NE3107 that is consistent with data from animal models and support further
METHODS RESULTS et L e eicat D sioniday 2s)(Table 2] clinical investigation of NE3107 in late-phase trials
° This difference was statistically significant (P=0.046)
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BID, twice per day; BMI, body mass index; CRP, C-reactive protein; C-SSRS, Columbia-Suicide Severity Rating Scale; ERK, extracellular signal-regulated kinase; HbA1c, hemoglobin A1C; IR C/L, immediate release carbidopa/levodopa; MDS-UPDRS, Movement Disorder Society-Unified Parkinson’s Disease Rating Scale; NF-kB, nuclear factor kappa B; PD, Parklnsomg disease; | arma Kine iCs; SAE,.serlous adverse event; T2D, type %dlabetes TEAE, treatment-emergent adverse event;
TNF-a, tumor necrosis factor alpha. o - - e T.
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