d BACKGROUND Table 2. Summary Statistics of LP352 12 mg, 15 mg, and 18 mg BID Plasma and * In the CSF, LP352 concentrations generally exceeded the Ki value (~14 ng/mL) for 5-HT,c agonism by ~2-fold
CSF PK Parameters in both the 18 mg BID and 12 mg TID dosing groups (Figure 3)
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ALTE RNATE DOSI N G i . — LP352 elicits a greater response than serotonin at the 5-HT,- receptor and has no detected activity at Figure 3. CSF Average (A) and Maximum Concentration (B) of LP352 12 mg TID

receptors associated with significant adverse side effects: 5-HT,, (psychiatric: insomnia, hallucinations, 12mg BID L= 162.7 0.973 and 18 mg BID
euphoria)l and 5-HT,g (valvular heart disease and pulmonary arterial hypertension)23

R EG I M E N S FO R AN » Relative to dosing 3 times a day (TID),* dosing twice daily (BID) in patients with DEEs may lower the 15mg BID 175.6 200.4 0.876 A 40- B 40—

therapeutic burden by increasing patient adherence to treatment and easing delivery of treatment
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» To evaluate the pharmacokinetics (PK) and pharmacodynamics (PD) of TID and BID doses of LP352

CSF Average Concentration
of LP352 (ng/mL)
CSF Maximum Concentration
of LP352 (ng/mL)

° o O- O-
_ i , Figure 1. AUC,,, (A) and C,,,.x (B) of LP352 12 mg, 15 mg, and 18 mg BID in Plasma Cohort 2 Cohort 4B Cohort 2 Cohort 4B
ON PHARMACOKINETICS ' S samples cmerm BT e A
‘ % © 12 mg BID ® 15mgBID ® 18 Mg BID
(P LAS MA AN D o * This was a phase 1, open-label, multiple-dose study Iin healthy adults between 18 and 55 years of age A T 3507 Ruvaluezo087
S0 (n =25; Table 1) % °
Sy . o L . 3007 i
CE R E B ROS PI NAL Lol * Following an initial 2 to 4 days of up-titration (depending on target dose), volunteers were dosed for £ Pharmacodynamics
e T @ l:j":}. 5 6 to 8 days at the target doses of 12 mg, 15 mg, or 18 mg BID L 250- * Similar to TID dosing, the QEEG data across multiple spectral bands for BID dosing of LP352 was consistent,
FLU I . < : F]) A T o » Serial plasma samples were obtained after a single dose and after multiple doses on days 8, 9, and 10 ‘c’ with successful receptor engagement in the brain,* and as observed previously, there was evidence of time and
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