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STATEMENT OF COMPLIANCE 
The study will be carried out in accordance with the protocol, ICH-GCP guidelines, and 
applicable regulatory requirements. 

The protocol, ICF(s), recruitment materials, and all subject materials will be submitted to the 
EC/IRB for review and approval. Approval of both the protocol and the consent form must be 
obtained before any subject is enrolled. Any amendment to the protocol will require review and 
approval by the EC/IRB. In addition, all changes to the consent form will be EC/IRB-approved; 
a determination will be made regarding whether a new consent needs to be obtained from 
subjects who provided consent, using a previously approved consent form. 
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INVESTIGATOR AGREEMENT 
STUDY TITLE: A Phase 3 Study of Adjunctive XEN496 in Pediatric Subjects With KCNQ2 
Developmental and Epileptic Encephalopathy 

 

By signing below, I agree that: 

I have read this protocol. I approve this document and I agree that it contains all necessary details 
for carrying out the study as described. I will conduct this study in accordance with the design 
and specific provisions of this protocol and will make a reasonable effort to complete the study 
within the time designated. I will provide copies of this protocol and access to all information 
furnished by Xenon Pharmaceuticals Inc. (Xenon) to study personnel under my supervision. I 
will discuss this material with them to ensure they are fully informed about the study drug and 
study procedures. I will let them know that this information is confidential and proprietary to 
Xenon and that it may not be further disclosed to third parties. I understand that the study may be 
terminated or enrollment suspended at any time by Xenon, with or without cause, or by me if it 
becomes necessary to protect the best interests of the study subjects. 

I agree to conduct this study in full accordance with applicable local regulations, EC/IRB 
regulations, and ICH-GCP guidelines. 

 
 

  

Investigator’s Signature  Date 
 
 

  

Investigator’s Printed Name   
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Study Population: Approximately 40 subjects diagnosed with KCNQ2-DEE, aged 1 month to 
less than 6 years. 

Study Duration: Subjects will undergo: 

• Screening/Baseline period – Minimum of 2 or 4 weeks duration 
(based on seizure frequency). 

− Additional time (2 weeks) may be added to the 
screening/baseline period at the discretion of the 
investigator to ensure adequate establishment of baseline 
seizure frequency (see Establishment of Baseline Seizure 
Frequency below). 

• Treatment period – Up to approximately 15 weeks (titration 
and maintenance). 

− Titration period – 24 days. 

− Maintenance period – 12 weeks. 

• Taper period – Up to 15 days. 

The study drug should be tapered over a period of up to 
15 days at any point a decision is made that a subject will 
discontinue study dosing, for any reason. This includes: 

−  

  
 

• Follow-up – Approximately 4 weeks after subjects have 
tapered off of study drug. 

Total study duration per subject is estimated to be: 

• Approximately 17 to 21 weeks for subjects who complete the 
maintenance period and enroll in the OLE. 

• Approximately 23 to 27 weeks for subjects who complete the 
maintenance period and do not enroll in the OLE. 

Study Design: Design: Randomized, double-blind, placebo-controlled, parallel group. 
Allocation: Randomization 1:1 (XEN496: placebo). 
Intervention: Parallel assignment. 
Blinding: Including subject, parents/guardians, caregivers, outcomes 
assessors/adjudicators, investigators, and sponsor. Designated pharmacy 
staff may be unblinded as appropriate. 
Baseline Period: 
Screening: Subjects will be screened (Visit 1) prior to entering the study 
and starting the baseline period. The parent(s)/guardian(s) of each subject 
will receive verbal and written information followed by signing of the ICF 
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global brain malformation. Brain MRI changes that are 
described as being associated with the KCNQ2-DEE and 
presumed to be secondary to the disease itself, will not be 
exclusionary. 

• Must have had focal tonic or other countable motor seizures 
in the month (28 days) prior to screening, documented by 
caregiver report or investigator medical notes. 

• Subjects will be taking 1 and no more than 4 concomitant 
ASMs. All doses must be stable for at least 1 week prior to 
screening and expected to be maintained throughout the 
duration of the study (until the end of the treatment period). 

• VNS is allowed and will not be counted as a concomitant 
ASM. The VNS device must be implanted for at least 6 months 
before screening, and the device settings must be stable for at 
least 6 weeks prior to screening and throughout the duration of 
the study. Use of the VNS device magnet is allowed. 

• Ketogenic diet is allowed and will not be counted as a 
concomitant ASM. The subject must be on a stable dietary 
regimen that produces ketosis for at least 6 weeks prior to 
screening and is expected to maintain the regimen throughout 
the study. 

Main Criteria for Exclusion: 

• Presence of a pathogenic or likely pathogenic variant in an 
additional gene associated with other epilepsy syndromes. 
(Variants in other epilepsy-associated genes that are not known 
to be pathogenic or are not likely to be pathogenic based upon 
adjudication review will not be a basis for exclusion.) 

• Presence of a known gain-of-function variant in the KCNQ2 
gene, or clinical characteristics consistent with previously 
reported pathogenic gain-of-function variants in the KCNQ2 
gene, such as subjects with infantile spasms without a history 
of neonatal-onset seizures. 

• Seizures secondary to infection, neoplasia, demyelinating 
disease, degenerative neurological disease, or central nervous 
system disease deemed progressive, metabolic illness, or 
progressive degenerative disease. 

• Confirmed diagnosis of infantile spasms within the past month 
prior to screening. 

• History or presence of any significant medical or surgical 
condition or uncontrolled medical illness at screening 
including, but not limited to, cardiovascular, gastrointestinal, 











XEN496 

29 
Confidential 

Protocol XPF-009-301 
SAP

   STATISTICAL ANALYSIS PLAN

Available upon request.




