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Abstract 

The histamine H1 receptor antagonist (antihistamines) are an important class of  commonly used  medications  for the relief 

of  symptoms associated with common cough and cold  occurring in children . We report two cases of antihistaminic induced 

febrile seizure in children below five year. We consider importance of reporting such cases in view of their common usage 

and propensity to provoke seizure in susceptible children.  
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Introduction 

 Febrile convulsions are the commonest provoked seizures 

in childhood, occurring in 3-5% of children younger than 

5 years of age1. They are defined as seizures during fever 

occurring between 6 months to 5 years of age, in the 

absence of infection of central nervous system in a 

neurologically normal child. The peak age of onset is 

approximately 14–18 months. A strong family history of 

febrile convulsions in siblings and parents suggests a 

genetic predisposition2. 

 

The pathogenesis of febrile convulsions is not clear even 

today. Viral infections of the upper airways, acute otitis 

media, infection of the urinary tract, and febrile reactions  
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after vaccination are the most frequent precipitating 

factors3. 

           

 There is some case reports describing the association 

antihistaminic and febrile seizures in susceptible children.  

It has been demonstrated that increased histamine levels 

elevate the seizure threshold and reduce the severity and 

duration of seizures4, whereas decreased histamine levels 

have the opposite effect5. Of the four histamine receptors, 

the histamine-1 (H1) and histamine-3 (H3) receptors are 

suggested to be of importance in decreasing seizure 

activity. The first-generation H1 receptor antagonists, 

such as schlorpheniramine elicit epileptiform activity6. 

             

 Seizures have been very well reported in the literature 

with some first-generation antihistamines  
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(chlorpheniramine, diphenhydramine, pheniramine, and 

pyribenzamine) as well as with some of the newer 

generation antihistaminic (astemizole, cetirizine, 

fexofenadine, loratadine, and terfenadine7,8. 

 

Case Report 

 

Case 1:  A four years old male child of a doctor couple 

presented in emergency department with history of one 

episode of vomiting followed by sudden onset of up-

rolling of eye balls, clinching of teeth, frothing and 

unconsciousness for few seconds followed by drowsiness 

for few minutes while returning back from school in 

school bus. His seizure episode was documented by the 

teacher in the bus. There was no history of fever. Patient 

had only mild common cold for which only cold remedy 

containg chlorpheneramine was given in the morning. 

There was no history of febrile seizure or any 

neurological disorder to the patient or first or second 

degree of relatives. In the emergency department child 

was conscious, oriented and having fever 104 0F. 

Neurological examination was normal except equivocal 

planters; pupils were normal in size and reacting to light.  

 All basic investigations were within normal limit. Total 

leukocyte counts was 8700/mm3, CRP-Negative, Serum 

Na-142 mEq/L, Serum K- 4.2 MEq/L, Random blood 

sugar- 98 mg %, Serum Ca-9.2 mg % . MRI brain was 

also normal. Final diagnosis for this child was Simple 

febrile seizure. 

 

Case 2:  After 2 days of above mentioned kid getting 

discharged from hospital his younger brother of  9 month 

who had mild cold and fever,  had a similar  episode  of 

clinching of teeth, generalized tonic clonic seizure and  

unconsciousness for few seconds followed by drowsiness 

for few minutes  which was observed by his father and 

was brought to hospital. This kid was treated 

symptomatically and was discharged same day after 

observation of few hours. When the detailed history was 

taken, parents revealed history of the usage of same cold 

remedy containing chlorpheneramine in morning. Final 

clinical diagnosis was was febrile seizure. 

 

 Hence we assume that this particular antihistaminic drug 

was responsible for precipitating febrile seizure in both 

the siblings.      

 

Discussion 

                  

 Antihistamines are widely used drug in the community 

for intercurrent common cold of childhood. The two cases 

which we reported here is for the purpose of spreading 

awareness in the medical community regarding potential 

of antihistaminic to lower the seizure threshold and their 

association with the occurrence of febrile seizure. Both of 

our patient were less than 5 years and both of them 

received the same antihistaminic agent; Chlorpheramine 

which might be responsible for the febrile seizure in both 

the patients. Both patients recovered with conservative 

measures and were not started on any long term 

antiepileptic drugs.   

     

 Many studies conducted recently shows that time from 

fever detection to seizure onset was significantly shorter 

in antihistamine groups compared with the non-

antihistamine group2. Seizure duration was also 

significantly longer in the first-generation antihistamine 

group than in the non-antihistamine group. 

              

Kiviranta et al9evaluated the possible role of histamine in 

the pathological mechanism of febrile seizures by 

measuring histamine concentrations in the cerebrospinal 

fluid. Febrile children without seizures had a significantly 

higher histamine concentration than children with febrile 

seizures, while nonfebrile children with seizures and 

without seizures had similar histamine concentrations. 

        

Churchill JA and Gammn GD 10 also found in their study 

that use of histamine H1 antagonists was significantly 

higher in patients with febrile seizures than in the  
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controls. Miyata et al11 reported in clinical observation 

that clinical doses of histamine H1 antagonists have the 

potential to modify seizures adversely in children.  

Two other recent studies Tankano T et al (2010)12 & 

Kulkarni R (2010)(13) also reported that time from fever 

detection to seizure onset was significantly shorter in the 

antihistamine group than that in the nonantihistamine 

group, and that seizure duration was significantly longer 

in the antihistamine group than that in the 

nonantihistamine group. 

 

Conclusion 

Due to their central nervous system effects on decreasing 

seizure threshold, H1 antagonists should not be 

administered to patients with history febrile seizures and 

epilepsy. Caution should also be exercised regarding the 

use of histamine H1 antagonists in infants and children 

below five year because these drugs could potentially 

disturb the anticonvulsive central histaminergic system 

and hence precipitate febrile seizures in genetically 

predisposed patients. Since both of our patients were from 

same family an element of genetic predisposition may 

exist in them. These cases are reported to spread 

awareness and execute caution while prescribing 

antihistamic drugs to children below five years. 
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