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Introduction
QRL-101 is a novel Kv7.2/7.3 modulator small molecule in a unique chemical class from ezogabine. QRL-101 is designed to enhance Kv7.2/7.3 selectivity and to strongly reduce GABA-A activity for the treatment of epilepsy. Enhancement of Kv7.2/7.3 activity, and thus K+ M-current, is a tractable potential mechanism for regulating neuronal hyperexcitability and susceptibility to seizure propagation. KCNQ2 mutation is the leading cause of neonatal epilepsy and may result in other severe disabilities requirung lifelong care. There is currently therapy available for this population that targets enhanching Kv7.2/7.3 activity.
Methods
A proof of concept hybrid randomized, double-blind, placebo controlled Ph1b study will be initated in n=9 12-65yo with a KCNQ2/Q3 pathogenic mutation randomized 2:1 (QRL-101:placebo). A 4-week observational baseline period, to assess seizure frequency, will be followed by enrollment, randomization, 1-month dose adjustment period, 3-month treatment, then a 1-week taper or enrollment into extended dosing for 2 years. KCNQ2/Q3 related epilepsy diagnosis is dependent on a Diagnostic Review Committee in which loss-of-function mutations and a seizure frequency of ≥2 seizures/month is required for enrollment into the study. 
Results
Primary endpoints are safety, tolerability, and pharmakokinetics. Key secondary endpoints are efficacy measures determined by reduction in seizures, additional efficacy secondaries include assessment of seizure trends, CDD-SA, CGI and PGI.
Conclusions
Aktiva7e will determine the safety, tolerability, PK, andearly insight on the effiacy of QRL-101 in KCNQ2/Q3 related epilepsy. QRL-101 has the potential to be a disease modifying precision medicine for the KCNQ2/Q3 LoF community.
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