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BAC KG ROU N D RES U LTS XEN496 is compatible with pediatric dosing, including common feeding devices
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XEN496 was comparable to compounded Potiga® tablets in rats

Table 1: Chemical Stability Evaluation of Ungranulated Prototype Formulations

* While the tablet formulation was used off-label in the KCNQ2-DEE pediatric population, a * XEN496 was compared to crushed Potiga® tablets (mimic of compounding/previous pediatric clinical practice) in a rat
pediatric formulation was not marketed. Moreover, ezogabine has never been studied in a cross-over PK study.
formal clinical trial in this population. Superior release of ezogabine was found with adding a super-disintegrant at an optimal drug load of 20% * N =6, male Sprague-Dawley rats, dose level 10 mg/kg
* In view of our development plans for ezogabine in KCNQ2-DEE, we undertook the Composition (% w/w) A Test articles suspended (1 mg/mL) in 0.02% w/v aq. CMC (viscosity-matched to infant formula) and dosed by oral gavage.
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P y ’ ’ Figure 2: Plasma Concentrations of Ezogabine after PO Dosing of XEN496 (Pediatric Granules) and Crushed Potiga® (Powdered Ezogabine Tablets) in
Rats
* A modified quality-by-design approach was implemented in the formulation development of * Incorporation of Polyplasdone® XL (crospovidone, USP/NF) as a super-disintegrant led to significant improvements in the
this Biopharmaceutical Classification System Class 2 (low water solubility, high permeability) dissolution profile (Blend 4 vs. Blend 1). ) _
drug. In addition, a risk-based matrix was developed to guide the advancement of different Superior results were obtained using a 20% w/w API loading (Blend 4 vs. Blend 8). C O N C L U S I O N S
prototypes * Blend 4 was progressed into dry granulation/roller compaction to afford XEN496.
' * Following granulation, the dissolution profiles of ezogabine (neat API) and of XEN496 were determined in USP pH 1.2
* Excipient compatibility for ezogabine was established through an accelerated-condition (40°C, buffer at 37 °C. XEN496’s dissolution profile is consistent with an immediate-release drug product. * XEN496, a pediatric formulation of ezogabine (granu|e5
75% relative humidity) stability study of mixtures of ezogabine and excipients. Lead blends _ suitable for dispersal in breast milk, infant formula or soft
within the compatibility space were then designed and their in vitro dissolution profiles : foods, packaged in single-use sachets or sprinkle capsules
determined. 1007 of varying fill weights) was developed and progressed into
_ o _ , _ A clinical development.
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employed in feeding bottles and nasogastric feeding tubes. 0 — XEN496 in KCNQ2-DEE.
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* The candidate formulation was then advanced to rat pharmacokinetic (PK) studies in order to Time (min) * XEN496 has promising in vitro and in vivo properties Figure 3: XEN496 & XEN496 Sprinkle Capsules
ime (Min

confirm its biopharmaceutical performance in vivo and placed on long-term stability studies. consistent with marketed pediatric drug products.

Figure 1: Dissolution Profile of XEN496
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