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- - *BIS reductions were observed following ganaxolone administration (Figure 2A, B, and * Across all cohorts, deep sedation (defined as an MOAA/S score 0-1), was reported in a
Pharmacokinetic Measures Assessed C) single patient 5 minutes post-administration of a 30 mg IV bolus over 5 minutes with

return to baseline alertness 15 minutes post-administration

Introduction

- Serial blasma aanaxolone concentration samolina throuah 48 hours pbost- » After administration of an IV bolus over 2 or 5 minutes, or 60-minute infusion, time . . o .
— adminﬁ)stratior? PINg 2 P to maximal BIS reduction was a median (range) 8 minutes (5, 15), 15 minutes (5, 60), ° MOAdA/S did not appear to discriminate between ganaxolone doses and administration
. Ganaxolone (3a-hydroxy-3B-methyl-5a-pregnan-20-one) is a neuroactive steroid . o _ , o and 65 minutes (30, 120), respectlvely. With a Iower.6 Mg bolus followed by 20 mg/hr Paradigms
anticonvulsant and a synthetic methyl analog of allopregnanolone’ IQﬁCZﬁteggglna_%ﬁelr:j(graded subjects who received at least 1 dose and had sufficient infusion, time to maximal BIS reduction was 148 minutes (35, 220) - Rapid changes in qEEG parameters were more pronounced after administration of an

» Ganaxolone acts as a potent modulator of synaptic and extrasynaptic GABA, IV bolus over 2 or 5 minutes

receptors to potentiate dual inhibitory signaling; ie, transient (phasic) and continuous * Non-compartmental analysis in Phoenix WinNonLin (Pharsight Corporation, St. Louls,

MO) was used to analyze ganaxolone PK

(tonic)*> Figure 2. BIS Response after administration of ganaxolone or placebo as Safety
» At low concentrations, ganaxolone acts as a positive allosteric modulator by * PKanalyses with adjusted r-square <0.8 were excluded an IV bolus over 2 or 5 minutes (A), IV infusion over 60 minutes (B), or IV
Increasing the frequency and duration of channel opening bolus over 5 minutes followed by continuous infusion for 4 hours (C) - Eight subjects out of 36 (22.2%) in this study reported at least one adverse event (AE), 7

Pharmacodynamic Measures Assessed

* At high concentrations, ganaxolone acts as a direct agonist out of these 8 AEs were considered treatment emergent AE (TEAE)

* TEAES reported after receiving ganaxolone included headache (n=1), elevated lipase

* Ganaxolone binds to a unique neuroactive site, distinct from that of benzodiazepines
(n=1), and abdominal pain (n=1), whereas TEAESs reported after receiving vehicle control

. - Quantitative electroencephalography (QEEG) measures
or barbiturates, to modulate GABA, receptors*

A BIS Response after after Administration of A . . . . . .
IV Ganaxolone or Vehicle Control Over 2 or 5 Minutes iIncluded constipation (N=1), nhausea (n=1), decreased appetite (n=1), hypertriglyceridemia

(n=1), and contact dermatitis (n=1)

- Relative alpha power, alpha/delta ratio, spectral edge frequency

- Ganaxolone is a lipophilic drug with brain to plasma exposure 3:1in pre-clinical studies

(Figure 1)° * Bispectral index (BIS) T
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Figure 1. Brain to Plasma Levels of Ganaxolone Safety Assessments 0 .o " A ° * No cardiovascular or respiratory AEs were reported, and no clinically significant findings
e *m were reported for other laboratory values, vital signs, ECG data, physical examinations, or
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© 500 * Thirty-six subjects were enrolled; one subject withdrew from the study during Stage | Time from Administration (minutes)
e * Ganaxolone was rapidly detected in plasma after administration of IV
S Plasma Ganaxolone * Other than sex and age (Stage 1: 80% male, mean age 33.5 years; Stage 2: 66.7% bolus pidly P
= female, mean age 30.5 years), there were no notable differences in demographic B BIS Response after Administration of
(@) i IV Ganaxolone or Vehicle Control Over 60-Minutes .
O variables between the two groups * More pronounced BIS and gEEG changes were observed following
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The objective of this study was to assess the pharmacokinetics (PK), pharmacodynamics Table 2. Key Pharmacokinetic Parameters Following IV Administration of - . U
(PD), and safety of IV ganaxolone in healthy volunteers 3 B
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Bolus 30 mg/5 min 30 mg 2 3 T__ reported as median (minimum, maximum) 2
°n=1 removed from designated groups for analysis of AUC,__ ., t1/2, k_, CL, and V, due to adjusted R? value <0.80 or %AUCextrap >20% 60
1 . cOne subject in this group withdrew consent after missing the Day 3 visit and was excluded from the pharmacokinetic and statistical
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%AUCextrap, percentage of extrapolated area under the concentration-time curve; AUC . , area under the concentration-time curve 50
. from time zero to infinity; AUC_ , area under the concentration-time curve from time zero to t hours; CL, total body clearance; C__,
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) /h ) elimination half-life; T__ , time to reach maximum concentration; V , volume of distribution 10 < @ 6mgbolus +2§0 e G oS (=5
Infusion 10 mg/h x 1 10 mg - 6 20 |
B I 6 /5 . 0-60 -A:O -2IO (I) 2I0 4I0 6I0 8I0 1(I)0 150 1:10 1&0 150 2(I)0 250 2:10 2;50 ZEI!O 3(I)0
olus + mg min + Time from Administration (minutes)
2 . 86 mg - 6
Infusion 20 mg/hx4h

'Controls received vehicle dosing similar to the respective ganaxolone group. @ M A R I N ' ' S
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