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Figure 3A

Milling Slurry
25% ganaxolone

v

Milling Dispersion
25% ganaxolone

{

Diluted Dispersion
20% ganaxolone

\

Stabilized Dispersion
19.9% ganaxolone

/\

Intermediate Suspension Dilution
8% ganaxolone

Coating Feed Dispersion
10.9% ganaxolone

l

|

Final Suspension Dilution
4.9% ganaxolone

IR Coated Bead
45% ganaxolone

l

l

Filling & Bottling
50 mg/ml Suspension

Encapsulation
225 mg capsule
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Vessel mixing of ganaxolone in aqueous stabilizer
solution to form ganaxolone slurry

Recirculation of ganaxolone siurry through NanoMill to
reduce particle size of Milled Dispersion {0 approx.150nm

Dilution of Milled Dispersion

Addition of stabilizing agents to stabilize particie
size at approx. 300nm

Initial dilution of suspension to approx. 8% ganaxolone

Final dilution of suspension to 50 mg/mL

Drug product packaging

Figure 3B
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Vessel mixing of ganaxolone in aqueous siabilizer

lurry Preparation .
Slurry Prep solution to from ganaxolone slurry

Dispersion Recirculation of ganaxolone slurry through NanolMill to
NanoMilling reduce particle size of Millad Dispersion to
approx. 150nm

Dispersion Dilution Dilution of Milied Dispersion

Dispersion Addition of stabilizing agents {0 stabilize particle size
Stabilization at approx.300nm

Coating Feed Addition of ceating excipients to form ganaxolone
Dispersion Preparation Coating Feed Dispersion

Fluid Bed Coating of ganaxolone Coating Feed
Dispersion onto microcrystalline cellulose spheres to
form Immediate Release (IR) Beads

IR Bead Fluid Bed
Coating

Encapsulation Encapsulation of ganaxolone lImmediate Beads into
hard gelatin capsules

Figure 3C



Figure 3D

Particle Size Stability of Ganaxolone Nanomilled Suspension
................ batch 161M-144, bullc IR beads {hatch 1683M-221] and
sncapsulated IR beads {163M-345}, Horiba LA-910 vs. LA-980,
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Figure 3E

Curing Curve of Ganaxolone Particles Containing
Parabens
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Figure 4

PCDH19 (N=11)
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Ganaxolone Conceniration (ng/mL)
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Figure 13
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