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Table 2: EPGP Inclusion and Exclusion Criteria 

All Participants with Epilepsy 
• Current age 4 weeks and older.  No restriction on upper age limit 
• Two or more UNPROVOKED seizures. (Febrile seizures, acute symptomatic seizures, seizures from 

alcohol, metabolic seizures, or toxic seizures are allowed, in addition to unprovoked seizures) 
• One unprovoked seizure with epileptiform EEG with clear diagnosis of epilepsy type: send for 

adjudication 
• No identified antecedent cause of epilepsy (i.e., a structural or metabolic insult to the CNS prior to the 

first unprovoked seizure, such as stroke, brain tumor, severe head trauma, etc., or a progressive 
neurodegenerative disorder) 

• Head circumference <2.5 standard deviations from normal at the time of enrollment 
• Age at first unprovoked seizure <45 y.o.  If age of onset is ≥45 y.o.: send for adjudication 
• No recognized genetic syndrome, chromosomal abnormality or pathogenic mutation in a previously 

identified epilepsy gene.  If positive genetic result: send for adjudication 
• High quality clinical and laboratory data (medical records, MRI file or EEG file or report, or reference in 

the medical record of EEG and/or MRI results for the past 2 years, or from seizure onset if <2 years).  If 
medical records are not available, site PI is to obtain details from the participant regarding eligibility, and 
history is sent for adjudication 

Idiopathic Generalized Epilepsy (IGE) 
• Clinical seizures consistent with IGE 
• Subject has affected full sibling, a biological parent, or a biological child with non-symptomatic epilepsy 

willing to enroll in EPGP 
• Sibling is not an identical twin of participant (fraternal twin is allowed) 
• Brain MRI optional: results of MRI normal, if done 
• EEG or video EEG required: shows generalized epileptiform activity and a normal posterior dominant 

rhythm for age 
• If normal EEG, clear and compelling clinical history required: send for adjudication 
• No history of premature birth before 32 weeks gestation 
• No evidence of moderate to severe developmental delay prior to the onset of seizures and medication 

(severe delay is characterized by 50% or more delay in any area: motor, social, language, cognition, or 
activities of living; or global delay). Cases with Attention Deficit Disorder, Attention Deficit Hyperactivity 
Disorder, Learning Disorders, etc. are not excluded. 

• No history of Autism or clear signs of autistic function (decreased eye contact, social interactiveness, 
moderate to severe language delay in a child who subsequently develops autism). Asperger’s syndrome 
okay for inclusion 

Localization-related Epilepsy (LRE) 
• Clinical seizures consistent with LRE 
• Subject has affected full sibling, a biological parent, or a biological child with non-symptomatic epilepsy 

willing to enroll in EPGP 
• Sibling is not an identical twin of participant (fraternal twin is allowed) 
• Brain MRI required: results of MRI were normal, show focal cortical dysplasia, or show mesial temporal 

sclerosis 
• Brain MRI optional: results of EEG consistent with Benign Rolandic Epilepsy 
• If normal MRI, EEG or video EEG required: shows inter-ictal focal abnormality OR clinical or electrographic 

seizures on ictal EEG 
• If normal MRI, normal inter-ictal EEG, and no or normal ictal EEG, clear and compelling clinical history, 

required: send for adjudication 
• No history of premature birth before 32 weeks gestation 
• No evidence of moderate to severe developmental delay prior to the onset of seizures and medication 

(severe delay is characterized by 50% or more delay in any area: motor, social, language, cognition, or 
activities of living; or global delay). Cases with Attention Deficit Disorder, Attention Deficit Hyperactivity 
Disorder, Learning Disorders, etc are NOT excluded. 

• There is no Autism or clear signs of autistic function (decreased eye contact, social interactiveness, 
moderate to severe language delay in a child who subsequently develops autism).  Asperger’s syndrome 
ok for inclusion. 

Infantile Spasms (IS)/Lennox-Gastaut Syndrome (LGS) – Cryptogenic 
• Clinical seizures and EEG consistent with IS or LGS 
• No history of congenital TORCH infection, premature birth before 32 weeks gestation, neonatal hypoxic 
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ischemic encephalopathy with or without neonatal seizures, meningitis/encephalitis, stroke, intra-cranial 
hemorrhage, or significant head trauma 

• No evidence of severe (50% or more delay in any area: motor, social, language, cognition, or activities of 
living; or global delay) developmental impairment prior to the onset of spasms  

• Both biological parents available and willing to enroll in EPGP 
• EEG required: results consistent with IS (hypsarrhythmia or hypsarrhythmia variant OR electrodecremental 

discharge) or LGS (slow or disorganized background, and slow spike and wave activity less than 2.7Hz or 
generalized paroxysmal fast activity-GPFA) 

• Brain MRI required: normal, mild atrophy, or steroid-induced atrophy 
• If present, Autism/signs of autism developed after the onset of seizures 

Infantile Spasms (IS) / Lennox-Gastaut Syndrome (LGS) – Focal Cortical Dysplasia (FCD) 
• Clinical seizures consistent with IS or LGS 
• Both biological parents available and willing to enroll in EPGP 
• EEG required: results are consistent with IS (hypsarrhythmia or hypsarrhythmia variant OR 

electrodecremental discharge) or LGS (slow or disorganized background, and slow spike and wave activity 
less than 2.7Hz or generalized paroxysmal fast activity-GPFA) 

• Brain MRI required: shows focal cortical dysplasia 
• If present, Autism/signs of autism developed after the onset of seizures 

Polymicrogyria (PMG) / Bilateral Periventricular Nodular Heterotopia (PVNH) 
• Clinical seizures consistent with GE, LRE, IS, LGS (mixed permitted) 
• Both biological parents available and willing to enroll in EPGP 
• No family history of X-linked PVNH, if known 
• Filamin A sequence analysis for PVNH is negative 
• Normal karyotype: no confirmed genetic syndrome or metabolic disease (Chromosome work up strongly 

suggested) 
a) If chromosomal analysis has been done and results show normal chromosomes, 

person can be enrolled 
b) If chromosomal analysis has been done and results show an abnormality, enrollment depends on 

the abnormality: send for adjudication 
c) If not yet done, chromosomal analysis is encouraged but not required prior to enrollment 

• EEG not required for inclusion 
• Brain MRI required: shows PMG (of any type) or bilateral PVNH (but NOT neural tube defects or 

schizencephaly or band heterotopia) 
• Autism/signs of autism developed after the onset of seizures 

Parent Controls 
• No history of epilepsy (toxic/metabolic seizures and/or febrile seizures okay to include) 
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Figure 1: EPGP enrollment, phenotyping and data review process. EEG: 
electroencephalogram; MRI: magnetic resonance imaging; AED: antiepileptic drug 
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Table 3.  Activities Included in Data Collection Protocol, by Participant Type 

Activity Name 
IGE 

Participant 
LRE  

Participant 
IS/LGS  

Proband 
PMG/PVNH  

Proband 
Parent 

Controls 
Eligibility Checklist Yes Yes Yes Yes Yes 
Consent Yes Yes Yes Yes Yes 
Screening Interview Yes Yes Yes Yes Yes 
Specimen collection  Yes Yes Yes Yes Yes 
Subject Demographics Yes Yes Yes Yes Yes 
Diagnostic Interview Yes Yes       
Medical Record Abstraction Yes Yes Yes Yes   
Pharmacogenomics Form Yes Yes       
AED Web Form Yes Yes       
EEG Review Yes Yes Yes     
MRI Review MRI optional Yes Yes Yes   
Final diagnosis form Yes Yes Yes Yes   

Abbreviations: IGE – idiopathic generalized epilepsy; LRE – localization-related epilepsy; IS – 
infantile spasms; LGS – Lennox-Gastaut syndrome; PMG – polymicrogyria; PVNH – periventricular 
nodular heterotopia; AED – antiepileptic drug; EEG – electroencephalography; MRI – magnetic 
resonance imaging 
 

 

Figure 2: The EPGP organizational structure.  OSMB: Observational Study Monitoring 
Board 
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Figure 3: Workflow for the review of participant data by the EPGP Data Review Core 
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SUPPLEMENTARY (ON-LINE) MATERIAL 

 

Figure 1: Example of the planning timeline used by the EPGP Administrative Core 
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Figure 2: Example of the monthly EPGP newsletter (first two of three pages) 

 

 
 

 


