
COGNITIVE IMPAIRMENT IN THE WISTAR ALBINO GLAXO/RIJ-RAT (WAG/RIJ) ABSENCE MODEL IS 
SECONDARY TO ABSENCE SEIZURES AND DEPRESSIVE-LIKE BEHAVIOR
Antonio Leo1, Martina Tallarico1, Luigi Francesco Iannone1, Carmen De Caro1, Rita Citraro1, Emilio Russo1, 
Giovambattista De Sarro1

1University Magna Graecia of Catanzaro, School of Medicine, Science of Health Department, Catanzaro - Italy 

Introduction: To date, comorbidities remain an urgent unmet need in epilepsy field. Experimental animal models of epilepsy 
represent a valid tool not only to study epilepsy but also its associated comorbidities. The Wistar Albino Glaxo/Rij-rat (WAG/Rij) 
is a well-established genetically-based model of absence epilepsy with depressive-like comorbidity, in which recently was also 
detected cognitive impairment. Based on this background, the aim of this study was to clarify whether this cognitive decline is 
secondary or not to absence seizures and/or Depressive-like behavior. 

Materials and methods: The behavioral performance of untreated and Ethosuximide-treated (300mg/Kg; 17days) WAG/Rij 
rats at 6and 12months of age were assessed in several tests: forced swimming test (FST), novel objects recognition test (nORT), 
social recognition test (SRT), Morris water maze (MWM) and passive avoidance (PA). Aged matched Wistar rats were subjected 
to the same tests and treatment protocol.

Results: WAG/Rij rats, at 6and 12months of age, presented an increased depressive-like behavior in comparison to age-
matched Wistar rats. The depressive-like behavior, in WAG/Rij rats of both ages, was rescued after sub-chronic treatment with 
Ethosuximide. Regarding cognitive performance, at 6months of age any significant difference was detected, in MWM and PA, 
between WAG/Rij and age-matched Wistar rats. At odds, at 12months of age, WAG/Rij rats have shown a cognitive decline in 
comparison to Wistar rats. The sub-chronic treatment with Ethosuximide was able to rescue these cognitive alterations. 

Discussion and conclusions: This study confirms an age-dependent memory impairment in WAG/Rij rats in comparison to age-
matched Wistar rats. However, these cognitive deficits were rescued after Ethosuximide treatment. Therefore, we can conclude 
that cognitive impairment is secondary to absence seizures in this animal model. 


