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	Resumen
	Recreational use of (+/-)-3,4-methylenedioxymethamphetamine (MDMA, ecstasy) is often associated with other drugs, among which ethanol (EtOH) is one of the most common. However, little is known about how neurochemical sensitization produced by MDMA can modulate EtOH abuse. In this study we used EtOH operant self-administration tasks to investigate the effect of several low doses (0.33, 1.0 and 3.0 mg/kg) of MDMA in Dark Agouti rats. Motor activity was recorded after each MDMA administration. Changes in extracellular dopamine in the nucleus accumbens following a single EtOH injection (1.5 g/kg i.p.) were measured using intracerebral microdialysis in vivo after 1 wk of abstinence from EtOH, in order to mimic the dopaminergic response associated with reinstatement into EtOH consumption. Animals exposed to higher doses of MDMA (1.0 and 3.0 mg/kg) showed significantly enhanced EtOH self-administration during reinstatement and an increased EtOH-induced dopamine efflux. MDMA treatment acutely elevated motor activity after each administration in a dose-dependent manner. These findings suggest that repeated administration of MDMA, a relatively common drug of abuse, even at low doses, can alter subsequent vulnerability to EtOH consumption. 
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	Resumen
	OBJECTIVE: To describe the hangover phenomenon and briefly review its main explanatory factors. DESIGN: Bibliographic research on main databases (Medline and Psychinfo). RESULTS: Alcohol hangover is characterized by adverse physical and mental effects that occur the next morning after the intake of toxic doses of alcohol. This phenomenon is a very frequent experience among alcohol-consuming people and it has been associated to high socio-economic costs, mainly due to absenteeism and poor performance in academic and work settings. Multiple theories exist to explain the appearance and severity of hangover, such as direct or indirect effects of alcohol, alcohol withdrawal, and toxic effects of alcoholic beverage congeners or of alcohol metabolites. In addition, a number of intervening factors have been identified, such as vulnerability to alcohol dependence or psychological factors. CONCLUSIONS: Although several studies analyze and describe hangover, it is still poorly understood. Further well-designed studies with a unitary methodology and clear operational criteria to define hangover are necessary in order to clarify such a phenomenon. We suggest some future working ideas that should be pursued in order to address the current shortcomings. 
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	Resumen
	El consumo de MDMA y metanfetamina se produce en el contexto de un claro patrón de policonsumo de tal forma que los consumidores de estas anfetaminas emplean otras sustancias con una frecuencia elevada, entre ellas destaca el etanol. La administración de MDMA ó de metanfetamina en el ratón produce, a largo plazo, un efecto neurotóxico selectivo sobre el sistema dopaminérgico. El daño neuronal se manifiesta como una disminución de la concentración de dopamina y una reducción en la densidad del transportador de dopamina en estriado y núcleo accumbens. Datos recientes obtenidos en nuestro laboratorio indican que los ratones pre-expuestos a una dosis neurotóxica de MDMA muestran un aumento en el consumo y preferencia por etanol en comparación con aquellos inyectados con suero salino. Estos ratones son menos sensibles a los efectos hipnótico/sedantes del etanol y muestran alteraciones en el desarrollo de tolerancia rápida al efecto hipotérmico del etanol. El aumento en el consumo y preferencia por etanol parece estar relacionado con la disminución en la actividad dopaminérgica (neurotoxicidad) que induce la MDMA sobre el sistema dopaminérgico. Datos procedentes de la literatura indican que diversas manipulaciones farmacológicas que producen hipoactividad dopaminérgica originan alteraciones en la concentración cerebral de endocannabinoides. Además, ambos sistemas cannabinoide y dopaminérgico participan en las propiedades de refuerzo de las drogas de abuso incluyendo el etanol. Parece razonable pensar que la administración de una dosis neurotóxica de MDMA ó de metanfetamina produzca, además de una hipoactividad dopaminergica, una alteración en las vías de señalización del receptor cannabinoide CB1 que contribuya al aumento en el consumo y preferencia por etanol y a la mayor resistencia a los efectos agudos del etanol. Los objetivos generales de este proyecto de investigación son los siguientes: 1) Evaluar si la administración de dosis neurotóxicas de metanfetamina (4 y 8 mg/kg, i.p., cada 3 h, 3 veces consecutivas) produce un aumento en el consumo y preferencia por etanol en el ratón, de manera similar al efecto que se observa tras la administración de MDMA. 2) Evaluar si la neurotoxicidad que induce la metanfetamina sobre las neuronas dopaminérgicas produce un aumento en las vías de señalización del receptor cannabinoide CB1 en el cerebro límbico anterior del ratón. 2) Evaluar la neurotoxicidad inducida por metanfetamina en ratones carentes (knockout) del gen que codifica para el receptor cannabinoide CB1 ó para la enzima amidohidrolasa de ácidos grasos (FAAH) y determinar el consumo y preferencia por etanol en ambos knockout. Comparar los resultados con los obtenidos en ratones knockout CB1 ó FAAH no tratados con metanfetamina. 3) Se evaluará también si el aumento en el consumo y preferencia por etanol es evidente tras la lesión de neuronas dopaminérgicas producida por neurotoxinas que carecen de efectos psicotropos como el MPTP. 
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	Resumen
	The Pax6 transcription factor is a key element along brain development in both the visual and olfactory systems. The involvement of Pax6 in neural fate is well documented in the visual system, whereas in the olfactory system, and in particular in the olfactory bulb (OB), its expression during adulthood has only begun to be elucidated. In the OB, the modulation of primary sensory information is first performed by periglomerular cells (PG). A considerable body of information has unveiled the neurochemical heterogeneity of these neurons. Thus it is well known that Pax6 coexists with dopaminergic/GABAergic mouse PG. However, the presence of this transcription factor in other mouse PG subpopulations has not been studied. Here, we analyzed whether Pax6 is expressed in PG containing the calcium-binding proteins neurocalcin and parvalbumin, and the neuropeptide cholecystokinin. Our results show that Pax6 is not expressed by these PG subpopulations, suggesting that it is mainly restricted to GABAergic PG populations. These findings provide new data in the chemical characterization of mouse Pax6-positive PG. 
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	Resumen
	MDMA (3,4-Methylenedioxymethamphetamine) is an amphetamine derivative widely used for recreational purposes. We have recently shown that repeated treatment with high doses of MDMA-induced impairments in the acquisition and recall of an active avoidance task in mice. In this study, we examined whether the endogenous peroxisome proliferator-activated receptor-alpha (PPAR-alpha) agonist, oleoylethanolamide (OEA) protects against these MDMA-induced deficits. Mice were pretreated twice a day with OEA (0, 5, and 25 mg/kg) 30 min before an injection of MDMA (30 mg/kg) or saline during four consecutive days. Twenty-four hours after the last treatment, animals were trained in an active avoidance task for two consecutive weeks. After a 5-day resting period, a recall session was performed. Mice treated with MDMA showed reduced learning and recall of the task when compared with saline-treated controls. OEA at 5 mg/kg ameliorated and at 25 mg/kg worsened this deficit. Dopamine transporter (DAT)-binding sites significantly decreased 4 days after the last MDMA administration and pretreatment with both doses of OEA prevented this effect. In immunohistochemical studies, coexpression of tyrosine-hydroxylase and PPAR-alpha receptors was observed in the striatum and substantia nigra pars compacta of mice. These results suggest that OEA administration can modulate the cognitive deficits induced by MDMA in a DAT-independent manner. 
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	Resumen
	BACKGROUND: In recent years, fatty acid ethyl esters (FAEEs) in meconium emerged as reliable, direct biological markers for establishing gestational ethanol exposure. Among the minor nonoxidative products of ethanol metabolism, there are ethyl glucuronide (EtG) and ethyl sulfate (EtS). OBJECTIVES: The aim of the study was to analyse meconium specimens from two different Mediterranean cohorts to check for the presence of EtG and EtS, and to investigate the eventual correlation between meconium FAEEs and these two metabolites and their possible application as direct biomarkers of gestational ethanol exposure. METHODS: FAEEs, EtG and EtS were quantified by liquid chromatography tandem mass spectrometry in meconium samples obtained from the Neonatal Intensive Care Unit of Arcispedale Santa Maria Nuova, Reggio Emilia, Italy (N= 96) and from the Pediatric Service of the Hospital del Mar in Barcelona, Spain (N=81). RESULTS: EtG was present in more than 80% meconium samples while EtS only in 50% specimens Although the samples from Spain and Italy originated from similar socio-demographic cohort, EtG values in the Barcelona samples (median value: 101.5 ng/g) were statistically higher than those from Reggio Emilia ones (median value: 15.6 ng/g). In the Barcelona cohort, EtG values could differentiate between samples with FAEEs below and those equal or above 2 nmol/g - the cut-off used to differentiate heavy maternal ethanol consumption during pregnancy from occasional or no use. CONCLUSION: For the first time the presence of EtG and EtS in meconium has been proven, with EtG concentration likely to discriminate heavy maternal ethanol consumption during pregnancy disclosed by FAEEs concentration in this matrix. Further investigations are needed to verify the use of these two ethanol metabolites as alternative biomarkers of chronic in utero exposure to ethanol. 
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	Resumen
	The term 'Foetal Alcohol Spectrum Disorders (FASD)' refers to the range of disabilities that may result from prenatal alcohol exposure. This article reviews the effects of ethanol on the developing brain and its long-term structural and neurobehavioural consequences. Brain imaging, neurobehavioural and experimental studies demonstrate the devastating consequences of prenatal alcohol exposure on the developing central nervous system (CNS), identifying specific brain regions affected, the range of severity of effects and mechanisms involved. In particular, neuroimaging studies have demonstrated overall and regional volumetric and surface area reductions, abnormalities in the shape of particular brain regions, and reduced and increased densities for white and grey matter, respectively. Neurobehaviourally, FASD consists of a continuum of long-lasting deficits affecting multiple aspects of cognition and behaviour. Experimental studies have also provided evidence of the vulnerability of the CNS to the teratogenic effects of ethanol and have provided new insight on the influence of risk factors in the type and severity of observed brain abnormalities. Finally, the potential molecular mechanisms that underlie the neuroteratological effects of alcohol are discussed, with particular emphasis on the role of glial cells in long-term neurodevelopmental liabilities. 
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	Resumen
	Resumen. Objetivo. Recientes estudios sobre las bases neurobiológicas del alcoholismo sugieren que el sistema cannabinoide endógeno pudiera desempeñar un papel importante en las acciones del etanol. El objetivo de esta revisión es mostrar las evidencias más novedosas que implican al sistema cannabinoide endógeno en los efectos farmacológicos y comportamentales del etanol. Material y métodos. Este trabajo presenta los principales hallazgos científicos obtenidos en los últimos años acerca de la implicación del sistema cannabinoide endógeno en el desarrollo del alcoholismo. Resultados. El sistema cannabinoide endógeno es un extenso sistema de señalización que posee al menos dos receptores asociados a proteínas G ya clonados: CB1 y CB2. Los cannabinoides y el etanol activan los mismos sistemas de recompensa. En este contexto, evidencias bioquímicas, comportamentales y genéticas apoyan el papel del sistema cannabinoide endógeno en el alcoholismo. Así, se ha demostrado que la administración de etanol produce cambios en los diferentes componentes del sistema cannabinoide endógeno. Además, se han descrito también alteraciones de este sistema en el cerebro de pacientes alcohólicos. Finalmente, varios ensayos clínicos han valorado la eficacia de fármacos bloqueadores de los receptores cannabinoides en la prevención de las recaídas en pacientes alcohólicos en fase de desintoxicación. Conclusiones. Numerosas evidencias sugieren que el sistema cannabinoide endógeno podría estar implicado en el desarrollo de abuso y dependencia al alcohol. Así, la modulación farmacológica de esta vía de señalización podría convertirse en una nueva diana para el tratamiento del alcoholismo. 
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	Resumen
	Oleoylethanolamide (OEA), agonist of nuclear PPAR-alpha receptors and antagonist of vanilloid TRPV1 receptors, has been reported to show cytoprotective properties. In this study, OEA-induced neuroprotection has been tested in vitro and in vivo models of 6-OHDA-induced degeneration of substantia nigra dopamine neurons. First, PPAR-alpha receptors were confirmed to be located in the nigrostriatal circuit, these receptors being expressed by dopamine neurons of the substantia nigra, and intrinsic neurons and fibers bundles of the dorsal striatum. In the substantia nigra, their location was confined to the ventral tier. The in vitro study showed that 1 microM OEA exerted a significantly neuroprotective effect on cultured nigral dopamine neurons, effects following U-shaped dose-response curves. Regarding the in vivo study, rats were locally injected with OEA into the right striatum and vehicle into the left striatum 30 min before 6-OHDA-induced striatal lesion. In the short term, signals of heme oxygenase-1 (oxidation marker, 24 and 48 h post-lesion) and OX6 (reactive microglia marker, 96 h post-lesion) were found to be significantly less intense in the striatum pretreated with 5 microM OEA. In the long term (1 month), reduction in striatal TH and synaptophysin was less intense whether the right striatum was pretreated with 5 microM OEA, and nigral TH+ neuron death was significantly reduced after pretreatment with 1 and 5 microM OEA. In vivo effects also followed U-shaped dose-response curves. In conclusion, OEA shows U-shaped partial and dose-dependent neuroprotective properties both in vitro and in vivo models of substantia nigra dopamine neuron degeneration. The occurrence of U-shaped dose-response relationships normally suggests toxicity due to high drug concentration or that opposing intracellular pathways are activated by different OEA doses. 

	Signatura topográfica
	02-310e 


	Anexos 
	






	Autor
	Bermúdez Silva F.J.   

	Título
	Papel de la oleiletanolamida y el receptor PPAR alfa como neuroprotectores contra la degeneración dopaminérgica inducida por éxtasis: diseño y evaluación de nuevos compuestos neuroprotectores. Memoria final 

	Publicación
	Málaga: Fundación IMABIS. Laboratorio de Medicina Regenerativa 

	País
	ESP   

	Año
	2009 

	Descripción física
	8 h.; 28 cm 

	Signatura topográfica
	02-364e 


	Anexos 
	






	Autor
	García Moreno L.M.   Expósito Torrejón J.   Sanhueza Guzmán C.   Gil Hernández S.   

	Título
	Rendimiento cognitivo y consumo de alcohol durante los fines de semana en mujeres adolescentes 

	País
	COL   

	Revista
	Rev Neuropsicol Neuropsiquiatr Neurocien 

	Numeración
	9(1): 75-91 

	Año
	2009 

	Signatura topográfica
	02-319e 


	Anexos 
	






	Autor
	García Moreno L.M.   Expósito Torrejón J.   Sanhueza Guzmán C.   Gil Hernández S.   

	Título
	Rendimiento neurocognitivo y alcoholismo de fin de semana en adolescentes 

	País
	ZZZ   

	Revista
	Rev Psicol Educ 

	Numeración
	1(3): 163-176 

	Año
	2009 

	Signatura topográfica
	02-320e 


	Anexos 
	






	Autor
	Pascual M.   Boix Reig J.   Felipo V.   Guerri Sirera C.   

	Título
	Repeated alcohol administration during adolescence causes changes in the mesolimbic dopaminergic and glutamatergic systems and promotes alcohol intake in the adult rat 

	País
	GBR   

	Revista
	J Neurochem 

	Numeración
	108(4): 920-31 

	Año
	2009 

	Resumen
	Adolescence is a developmental period which the risk of drug and alcohol abuse increases. Since mesolimbic dopaminergic system undergoes developmental changes during adolescence, and this system is involved in rewarding effects of drugs of abuse, we addressed the hypothesis that ethanol exposure during juvenile/adolescent period over-activates mesolimbic dopaminergic system inducing adaptations which can trigger long-term enduring behavioural effects of alcohol abuse. We treated juvenile/adolescent or adult rats with ethanol (3 g/kg) for two-consecutive days at 48-h intervals over 14-day period. Here we show that intermittent ethanol treatment during the juvenile/adolescence period alters subsequent ethanol intake. In vivo microdialysis demonstrates that ethanol elicits a similar prolonged dopamine response in the nucleus accumbens of both adolescent and adult animals pre-treated with multiple doses of ethanol, although the basal dopamine levels were higher in ethanol-treated adolescents than in adult-treated animals. Repeated ethanol administration also down-regulates the expression of DRD2 and NMDAR2B phosphorylation in prefrontal cortex of adolescent animals, but not of adult rats. Finally, ethanol treatment during adolescence changes the acetylation of histones H3 and H4 in frontal cortex, nucleus accumbens and striatum, suggesting chromatin remodelling changes. In summary, our findings demonstrate the sensitivity of adolescent brain to ethanol effects on dopaminergic and glutamatergic neurotransmission, and suggest that abnormal plasticity in reward-related processes and epigenetic mechanisms could contribute to the vulnerability of adolescents to alcohol addiction. 
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	Resumen
	One of the sexual dimorphic differences in adult rodents is neural proliferation. Here we demonstrate that physiological hormone stages can modulate this proliferation in the adult forebrain. Female mice, both pregnant and synchronized in oestrus, exhibited higher proliferating cell percentages than males in both the rostral migratory stream (RMS) and the olfactory bulb (OB). Moreover, although the hormonal component also influenced the subventricular zone (SVZ), no differences in proliferation were observed in this region. In addition, both groups of females had higher numbers of serotonergic fibres in these regions. Serotonin may therefore be related to the mechanism of action by which hormones can affect cell proliferation of this brain region. We also evaluated cell death in the SVZ in males and females, finding that this was higher in the former. Taken together, our results support the idea that in female rodents more neuroblasts are able to reach the RMS and then proliferate, apoptosis being an additional mechanism affecting the low proliferation of cells in the RMS and OB in males. Thus, proliferation in the RMS is influenced by sexual dimorphism. 
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	Resumen
	3,4-Methylenedioxymethamphetamine (MDMA, 'ecstasy') is a selective 5-HT neurotoxin in rat brain which has been shown to produce acute neuroinflammation characterized by activation of microglia and release of interleukin-1beta (IL-1beta). We aimed to determine whether or not minocycline, a semi-synthetic tetracycline antibiotic capable of inhibiting microglial activation, could prevent the inflammatory response and reduce the toxicity induced by MDMA. Adult male Dark Agouti rats were given minocycline twice a day for 2 days (45 mg/kg on the first day and 90 mg/kg on the second day; 12-h apart, i.p.). MDMA (12.5 mg/kg; i.p.) was given after the third minocycline injection and animals were killed either 1 h later for the determination of NFkappaB binding activity, 3 h later for the determination of IL-1beta, 24 h later for the determination of microglial activation or 7 days later for the determination of [(3)H]-paroxetine binding as a measure of 5-HT neurotoxicity. MDMA increased NFkappaB activation, IL-1beta release and microglial activation both in the frontal cortex and in the hypothalamus and 7 days later produced a reduction in the density of 5-HT uptake sites in both these brain areas. Minocycline prevented the MDMA-induced increase in NFkappaB activation, IL-1beta release and microglial activation in the frontal cortex and prevented the 5-HT neurotoxicity 7 days later. However, in the hypothalamus, in spite of preventing MDMA-induced microglial activation, minocycline failed to prevent MDMA-induced NFkappaB activation, IL-1beta release and neurotoxicity. This suggests that the protective mechanism of minocycline against MDMA-induced neurotoxicity in frontal cortex involves inhibition of MDMA-induced NFkappaB activation possibly through a reduction in IL-1beta signalling. 
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	Resumen
	To describe the prevalence of recent use of alcohol, medication, and illegal drugs among patients who attended emergency departments (EDs) as a result of suffering an injury due to any external mechanism and to identify factors associated with alcohol and drug use. METHODS: A cross-sectional study was conducted in eight university hospitals in Spain. Participants were adult patients admitted to a trauma ED. Oral fluid was used to test for psychoactive substances analyzed by gas chromatography-mass spectrometry. Socio-demographic data and information on circumstances of the injury were collected through interviews. RESULTS: The analysis included 1579 patients admitted to the EDs (56.4% men). Among young people (< 40 years), 21.4% of men and 8.5% of women were positive for any illegal substance, primarily cannabinoids or cocaine; 24.7% of men and 14.8% of women were positive for alcohol. Among patients > or = 40 years, 7.4% of men and 1.6% of women were positive for any illegal substance, and 16.3% and 11.0% respectively for alcohol. Prevalence of substance detected varied across mechanism of injury, gender and age group. Night-time injury was associated with substance use. CONCLUSIONS: A high proportion of injured patients who were treated in an EDs tested positive for psychoactive drugs. Routine testing at trauma departments would maximize the identification of patients who may benefit from referral to specialized addiction treatment centers, or brief interventions. 
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	Resumen
	OBJECTIVE: To describe the prevalence of recent psychoactive substance use and associated factors among road traffic casualties admitted to emergency departments. METHODS: A cross-sectional study was carried out, including adults injured in road traffic crashes admitted to the emergency department (ED) of eight hospitals in Catalonia (Spain), during three cross-sections, each of 4 days duration (2005-2006). Information sources were an interview, an oral fluid specimen and the patient's clinical record. Dependent variables were presence of alcohol, cannabis, cocaine, ecstasy, opiates or benzodiazepines. Independent variables were socioeconomic characteristics and circumstances of the injuries and admission. Prevalence and exact 95% confidence intervals were estimated for men and women. Bivariate analyses and multivariate binomial regression modelling were carried out to study factors associated with substance use in male drivers and pedestrians. RESULTS: The prevalence of substance use was higher in men (n = 226) than in women (n = 161) for any substance (34.4% and 16.2%), any illegal substance (19.3% and 7.6%), alcohol (18.5% and 9.2%) and cannabis (17.0% and 3.8%), respectively. In male drivers and pedestrians, alcohol use was associated with being in the 25-30-year age group, being injured at night and the weekend, and arriving at the ED by ambulance; cannabis use was only associated with being in the 18-30-year age group. CONCLUSIONS: A high prevalence of recent psychoactive substance use, especially alcohol, cannabis and cocaine, was observed in all age groups. The results indicate the need to screen for substance use and to give simple advice to casualties at EDs. 
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