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ABSTRACT
Introduction: Preclinical studies have reported that flavonoid chrysin, like diazepam, exhibits anxiolytic and
antidepressant-like effects by acting on the GABAa/benzodiazepine receptor when administered acutely /7.
Chronic treatment with diazepam produces pharmacological tolerance, apparently due to the modification of
subunits in the GABA/benzodiazepine receptor >3/, However, it is unknown whether chronic treatment with
chrysin maintains the same effects reported when it is administered acutely, which remains to be explored /477,
Objective: To evaluate the GABAAa/benzodiazepine receptor activity in a pharmacological challenge with a
sedative dose of diazepam in rats chronically treated with different anxiolytic doses of chrysin and diazepam.
Methods: Thirty-five male Wistar rats were assigned to 5 independent groups (n=7), vehicle group, three groups
treated with chrysin (1, 2.5, and 5 mg/kg, respectively), and a group treated with an anxiolytic dose of diazepam
(2 mg/kg), as a pharmacological control. The treatments were administered for 28 days. On day 28 the anxiolytic
effect of the treatments was evaluated in the elevated plus maze test (5min) and locomotor activity (5min). On
day 29, training on the rota-rod apparatus was started for 3 days. On day 32 the pharmacological challenge with
a sedative dose of diazepam (5 mg/kg i.p.) was performed. All experimental groups received a sedative dose in
order to identify the GABAAa/benzodiazepine receptor pharmacological response in the subjects chronically
treated with chrysin or diazepam. They were immediately evaluated in the sedative scale (30 min) and in the rota-
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rod test to determine the level of motor coordination (5min). Results: The treatment with the different doses of
chrysin (1, 2.5 and 5 mg/kg) maintained its anxiolytic-like effect in the elevated plus maze test, without any motor
alteration, which was not observed in the diazepam-treated group. After pharmacological challenge with
diazepam, the animals chronically treated with chrysin (1 and 2. 5 mg/kg) had motor incoordination and higher
level of sedation, like observed in control group; while the animals chronically treated with diazepam in anxiolytic
dose did not present alterations in motor coordination or sedation, remaining alert and showing normal
ambulation. Conclusion: Chronic treatment with chrysin does not modify the pharmacological response of the
GABAA/benzodiazepine receptor when challenged with a sedative dose of diazepam, as occurs with the anxiolytic
dose of diazepam, suggesting that chrysin could be an alternative for the long-term control of anxiety, without
producing pharmacological tolerance as observed with benzodiazepines.
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RESUMEN

Introduccion: En estudios preclinicos se ha identificado que el tratamiento agudo con el flavonoide crisina, al
igual que el diazepam, ejerce efectos tipo ansiolitico y antidepresivo por acciones sobre el receptor
GABAAa/benzodiacepinas /. El tratamiento cronico con diazepam genera tolerancia farmacologica,
aparentemente por la modificacion de la respuesta farmacoldgica del receptor GABA a/benzodiacepinas 2/, sin
embargo, se desconoce si el tratamiento cronico con crisina ejerce este mismo efecto, lo cual ha sido escasamente
estudiado /47/. Objetivo: Evaluar la respuesta conductual regulada por el receptor GABA a/benzodiacepinas ante
el desafio farmacoldgico con una dosis sedante de diazepam en ratas tratadas crénicamente con diferentes dosis
de crisina y diazepam. Método: Se incluyeron 35 ratas macho de la cepa Wistar asignadas aleatoriamente a 5
grupos independientes (n=7), un grupo vehiculo, tres grupos tratados con crisina (1, 2.5 y 5 mg/kg,
respectivamente) y un ultimo grupo tratado con diazepam (2 mg/kg), como control farmacolédgico de actividad
ansiolitica. Los tratamientos fueron administrados durante 28 dias consecutivos, al final de la ultima
administracion se evalud el efecto ansiolitico de los tratamientos en el laberinto de brazos elevados (5min) y la
prueba de actividad locomotora (5min). El dia 29 se inici6 el entrenamiento en la prueba de rota-rod durante 3
dias. El dia 32 se realiz6 el desafio farmacolégico con diazepam (5 mg/kg i.p.), administrando una dosis sedante
a todos los grupos con la finalidad de identificar la respuesta del receptor GABAa/benzodiacepinas en los sujetos
tratados cronicamente con crisina y diazepam. inmediatamente fueron evaluados en la escala de sedacion (30
min) y en la prueba de rota-rod para determinar el grado de coordinacion motora (5min). Resultados: El
tratamiento con las diferentes dosis de crisina (1, 2.5 y 5 mg/kg) mantienen su efecto ansiolitico en la prueba de
laberinto de brazos elevados, sin ninguna alteracion motora, lo cual no se observé en el grupo tratado con
diazepam (2 mg/kg). Ante el desafio farmacologico con la dosis sedante de diazepam (5 mg/kg), los animales
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tratados cronicamente con crisina (1 y 2.5 mg/kg) tuvieron incoordinacién motora y mayor sedacion, semejante
a la presentada en el grupo control; mientras que los animales tratados crénicamente con diazepam no presentaron
alteraciones en la incoordinacién motora ni en la sedacion, manteniéndose alerta y mostrando una coordinaciéon
motora normal. Conclusion: El tratamiento cronico con crisina, no modifica la respuesta farmacolédgica del
receptor GABAa/benzodiacepinas, ante el desafio farmacologico con una dosis sedante de diazepam, como ocurre
con la dosis ansiolitica de diazepam, sugiriendo que crisina pudiera ser una alternativa para el control de la
ansiedad a largo plazo, sin producir tolerancia farmacolégica como se observa con las benzodiacepinas.
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