
Hyperekplexia Secondary to Novel SLC6A5 Homozygous Deletion 

Masquerading as Neonatal Seizures

• Hyperekplexia (HPX) also known as stiff baby syndrome or 

startle disease is a rare genetic disease.

• It is characterized by episodes of generalized stiffness 

(hypertonia or tonic spasms), nocturnal myoclonus, and an 

exaggerated myoclonic startle reflex.1 

• Episodes of hypertonia or tonic spasms can occur upon 

awakening or in response to auditory/tactile/sensory stimuli, 

strong emotion or stress. They gradually improve and 

resolve as the child grows.

• The tonic spasms can interfere with breathing and result in 

hypoxic brain injury or death in severe cases.2,3

• The startle response may persist throughout the life.

• It can be hereditary or sporadic and has been associated 

with a variety of gene mutations affecting the glycine 

receptor (Table 1).4 

• A 1-day old newborn baby boy was consulted by NICU for 

seizure activity. Baby was born at 37+1 weeks via normal 

vaginal delivery. No pregnancy or delivery complications 

noted. APGAR scores were 8 and 9. 

• Initial work up included CSF evaluation and head CT which 

were negative. Genetic epilepsy panel was ordered.

• Clinically, events consisted of rhythmic, generalized upper 

and lower extremity stiffening and clonic activity associated 

with cyanosis and desaturation. The events appeared 

atypical given generalized motor activity as opposed to 

focal activity, which is more common for neonatal seizures.

• The events were captured on continuous video EEG with 

initial EEG findings of muscle artifact associated with the 

movements but no clear EEG correlate. However, given 

clinical concerns for seizure due to cyanosis and 

desaturation with the events, patient was given 

phenobarbital bolus and started on phenobarbital 

maintenance.

• While on phenobarbital, there was improvement in the events but concern for sedation 

resulting in increased apneic and desaturation events, so phenobarbital was weaned off 

and other seizure medications were tried including Levetiracetam, Lacosamide and Fos-

phenytoin. The events recurred and were refractory to these medications which 

prompted re-initiation of phenobarbital. 

• As of most recent out patient follow up at 6 weeks of age, phenobarbital dose was 

increased due to breakthrough events post discharge from NICU.

• Genetic epilepsy panel came back positive for two novel pathogenic variants identified 

in SLC6A5 gene (refer to Table 1) associated with autosomal recessive hyperekplexia. 

• Hyperekplexia is a rare and underdiagnosed disorder that 

manifest immediately after birth and improves with age. 

• Associated features of hyperekplexia include recurrent 

neonatal/infantile apnea, developmental delay (delayed 

motor milestones/speech delay), learning difficulties and 

epilepsy (estimated prevalence of 7 to 12%).5

• Hyperekplexia management includes medications (i.e., 

Clonazepam, Phenobarbital, Phenytoin, Diazepam and 

Sodium Valproate), physical and cognitive therapy and 

Vigevano maneuver – to temporarily stop episodes of 

hypertonia/tonic spasms in neonates/infants (Table 2).4,6
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CONCLUSION
• Hyperekplexia with episodes of hypertonia/tonic spasms in 

neonates can masquerade as neonatal seizures. 

• The association of hyperekplexia with sudden neonatal and 

infant death syndrome underlines the importance for early 

diagnosis and treatment. 

Table 1. Genetics of hereditary hyperekplexia (HPX)  

Table 2. Management of hyperekplexia

Type of management Description

Medications 
Clonazepam, Phenobarbital, Phenytoin, Diazepam, and 

Sodium Valproate. 

Therapy

Physical and cognitive therapy can help reduce the fear of 

falling from sudden startle reflex and thereby improve 

walking in children. 

Vigevano maneuver – 

Forced flexion of the head 

and legs towards the trunk in 

neonates/infants. 

Can help stop episodes of hypertonia/tonic spasms. 

Gene
Proportion of HPX 

attributed to gene mutation
Mode of inheritance

GLRA1 61 - 63% AD or AR

GLRB 12 - 14% AD or AR

SLC6A5 25% AR (rarely AD)

GLRA1 (Glycine receptor alpha 1), GLRB (Glycine receptor beta), SLC6A5(Solute carrier 

family 6 member 5 encoding presynaptic glycine transporter), AD (Autosomal dominant) 

and AR (Autosomal recessive). 
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