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Editorial comment: 
Computer-based psychological treatment for comorbid depression and problematic alcohol and/or cannabis use: a randomized controlled trial of clinical efficacy, Kay-Lambkin et al, Addiction  

Ist es schon soweit, kann in Zukunft auf eine aufwendige Psychotherapie bei Personen mit Depression und mindestens problematischem Konsum von Alkohol und anderen Substanzen verzichtet werden? Diese australische Untersuchung an 97 Personen mit diesen Diagnosen verglich eine computer-basierte Therapiestrategie mit einer kognitiven Therapie und motivationaler Gesprächsführung, also einem „herkömmlichen“ Vorgehen, nachdem die Betroffenen zunächst mit einer Kurzintervention behandelt wurden. Die Katamneseuntersuchung nach 12 Monaten wies dann hinsichtlich der Besserung von Depression und Substanzmittelkonsum mindestens gleich gute Ergebnisse für die computer-basierte Therapie auf, im Vergleich zur sicher aufwändigeren Psychotherapie. 

In Zeiten des erheblichen ökonomischen Drucks auf das Gesundheitssystem wird dieses Ergebnis die Kostenträger sicherlich freuen. Denkt man die Konsequenzen dieser Studie weiter, dann lassen sich gleiche Ergebnisse, zumindest mittelfristig (nach 12 Monaten), mit einer Therapieform erreichen, die sicherlich weniger personalintensiv ist. Psychotherapeuten im weitesten Sinne sind für den Fall, dass ein solches Vorgehen bei dieser Gruppe von Betroffenen in den entsprechenden Leitlinien aufgenommen wird, ja durchaus im bisherigen Umfang verzichtbar. 
Andererseits sind, nicht nur in Australien, sondern auch in Europa, so viele Personen von entweder problematischem Substanzmittelkonsum und/oder affektiven Störungen betroffen, dass es ein Millionenheer von Fachleuten bräuchte, alle mit einer kognitiven Therapie über mehrere Wochen oder Monate zu behandeln. Dafür sprechen auch die immer länger werdenden Wartelisten für jegliche  Psychotherapien für jegliches Störungsbild in Deutschland. Tragen Computer- oder Internet- basierte „Psychotherapien“ dann nicht doch zu einer rationaleren und zeitnäheren Therapie bei, so dass die Betroffenen möglichst schnell eine effektive Behandlung bekommen? 

Nun ist eine Studie alleine sicherlich noch nicht der Weisheit letzter Schluss. Ob die in dieser Untersuchung angewandte Strategie auch unter den Bedingungen des hiesigen Gesundheitssystems einsetzbar und wirksam ist, bleibt noch zu untersuchen. Aber sich inhaltlich und in Studien mit solchen Therapieansätzen in der Behandlung von Abhängigen auseinanderzusetzten und diese (kritisch) zu prüfen ist allemal wichtig. Ansonsten kann es sehr schnell passieren, dass die bisherige Psychotherapie, so wirksam sie auch bei Depression und Substanzmittelkonsum ist, sehr schnell auf dem ökonomischen Abstellgleis endet. 
1. Grundlagenforschung, Genetik, Molekularbiologie 
Beide Neurotransmitter, Glutamat und GABA, werden seit langem mit der Ätiologie der Alkoholabhängigkeit in Verbindung gebracht. Eine wichtige Funktion nimmt die Glutamat-Decarboxylase im Stoffwechsel beider Neurotransmitter ein. Ziel dieser Assoziationsuntersuchung an einer irischen Geschwisterstudie war es, anhand zahlreicher Marker von zwei Isoformen des Genes einen Zusammenhang mit der Alkoholabhängigkeit zu belegen. Während kein direkter Zusammenhang mit der Alkoholabhängigkeit gefunden werden konnte, waren doch verschiedene Varianten der 1. Isoform mit initialer Sensitivität auf Alkohol und dem Ersterkrankungsalter der Abhängigkeit assoziiert. 

Associations of glutamate decarboxylase genes with initial sensitivity and age-at-onset of alcohol dependence in the Irish Affected Sib Pair Study of Alcohol Dependence
Po-Hsiu Kuo, Gursharan Kalsi, Carol A. Prescott, Colin A. Hodgkinson, David Goldman, Jeffry Alexander, Edwin J. van den Oord, Xiangning Chen, Patrick F. Sullivan, Diana G. Patterson, Dermot Walsh, Kenneth S. Kendler, Brien P. Riley 

Drug and Alcohol Dependence
Volume 101, Issue 1, Pages 80-87

Abstract 

Background  The relation of γ-aminobutyric acid (GABA) to alcohol dependence (AD) has been widely studied. Several previous studies suggest that GABA may be involved in alcohol withdrawal, tolerance, and the symptoms that form an AD diagnosis. The genes coding for glutamate decarboxylase (GAD), the rate-limiting enzyme in GABA synthesis, are of potential interest for their association to ethanol consumption and AD. There are two isoforms of GAD, GAD1 and GAD2, which were reported to be associated with AD in males of Han Taiwanese (GAD1) and Russian (GAD2) ancestry. The present study examined the association of the two GAD isoforms with AD and relevant alcohol-related traits in the Irish Affected Sib Pair Study of Alcohol Dependence [Prescott, C.A., Sullivan, P.F., Myers, J.M., Patterson, D.G., Devitt, M., Halberstadt, L.J., Walsh, D., Kendler, K.S., 2005. The Irish Affected Sib Pair Study of Alcohol Dependence: study methodology and validation of diagnosis by interview and family history. Alcohol.-Clin. Exp. Res. 29 (3) 417–429]. 
Methods Participants were recruited in Ireland, including 575 independent cases who met DSM-IV AD criteria and 530 controls, screened for heavy drinking. We first conducted case-control analyses of the GAD genes with AD and, within the cases, examined associations with age at onset of AD, withdrawal symptoms, and two quantitative measures: initial sensitivity and tolerance (based on scales from the Self-Rating of the Effects of Ethanol) [Schuckit, M.A., Smith, T.L., Tipp, J.E., 1997. The self-rating of the effects of alcohol (SRE) form as a retrospective measure of the risk for alcoholism. Addiction 92, 979–988]. A total of 29 SNPs were genotyped for GAD1 and GAD2 using the Illumina GoldenGate protocols. Statistical procedures were implemented to control for false discovery rates (FDR).

Results Nine of 29 markers with minor allele frequencies less than 0.01 were removed from standard analysis; the remaining 20 markers were all in Hardy-Weinberg equilibrium. Three markers in the intronic regions of GAD1 were associated with initial sensitivity to alcohol (P[image: image1.png]
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=0.002); the associations remained significant after a FDR based correction for multiple testing. In addition, one marker located 3[image: image2.png]


kb upstream of GAD1 exhibited association with age at onset of AD (P[image: image3.png]
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0.0001). Gender specific effects were observed in results of both single marker and haplotype analyses.

Conclusion We found no evidence for the association of GAD genes with AD but significant association of GAD1 with initial sensitivity and age at onset of AD. Our findings suggest that the underlying pathophysiology regulated by genes like GAD1 may be more directly related to the component processes that form AD than to the clinical disorder.

Wenn genetische Assoziationsstudien einen signifikanten Zusammenhang zeigen, was kann dies für die Behandlung der Betroffenen bedeuten? Anhand von Varianten verschiedener Kandidatengene, vor allem des serotonergen Systems, wird in dieser Studie versucht, mögliche Faktoren für die Rückfälligkeit bei Alkoholabhägnigen zu finden. Dies gelingt bei 154 Patienten über ein Jahr mit einer funktionellen Variante des Brain-Derived Neurotrophic Faktors (BDNF).  
Association Between Val66Met Brain-Derived Neurotrophic Factor (BDNF) Gene Polymorphism and Post-Treatment Relapse in Alcohol Dependence

Marcin Wojnar, Kirk J. Brower, Stephen Strobbe, Mark Ilgen, Halina Matsumoto, Izabela Nowosad, Elzbieta Sliwerska, and Margit Burmeister

Alcoholism: Clinical and Experimental Research
Volume 33 Issue 4, Pages 693 - 702
ABSTRACT

Background: The purpose of this study was to examine relationships between genetic markers of central serotonin (5-HT) and dopamine function, and risk for post-treatment relapse, in a sample of alcohol-dependent patients.

Methods: The study included 154 patients from addiction treatment programs in Poland, who met DSM-IV criteria for alcohol dependence. After assessing demographics, severity of alcohol use, suicidality, impulsivity, depression, hopelessness, and severity of alcohol use at baseline, patients were followed for approximately 1 year to evaluate treatment outcomes. Genetic polymorphisms in several genes (TPH2, SLC6A4, HTR1A, HTR2A, COMT, and BDNF) were tested as predictors of relapse (defined as any drinking during follow-up) while controlling for baseline measures.

Results: Of 154 eligible patients, 123 (80%) completed follow-up and 48% (n = 59) of these individuals relapsed. Patients with the Val allele in the Val66Met BDNF polymorphism and the Met allele in the Val158Met COMT polymorphism were more likely to relapse. Only the BDNF Val/Val genotype predicted post-treatment relapse [odds ratio (OR) = 2.62; p = 0.019], and time to relapse (OR = 2.57; p = 0.002), after adjusting for baseline measures and other significant genetic markers. When the analysis was restricted to patients with a family history of alcohol dependence (n = 73), the associations between the BDNF Val/Val genotype and relapse (OR = 5.76, p = 0.0045) and time to relapse (hazard ratio = 4.93, p = 0.001) were even stronger.

Conclusions: The Val66Met BDNF gene polymorphism was associated with a higher risk and earlier occurrence of relapse among patients treated for alcohol dependence. The study suggests a relationship between genetic markers and treatment outcomes in alcohol dependence. Because a large number of statistical tests were conducted for this study and the literature on genetics and relapse is so novel, the results should be considered as hypothesis generating and need to be replicated in independent studies.

Für aggressives Verhalten wird seit langem eine Dysfunktion des serotonergen Systems mitverantwortlich gemacht. Darüber hinaus gibt es Hinweise dafür, dass für genetische Varianten eines wichtigen Bestandteils dieses Systems, der Mono-Amin-Oxidase (MAO Version A), eine signifikante Gen-Umweltinteraktion besteht, die dissoziales und aggressives Verhalten beeinflusst. Wie in dieser Untersuchung belegt, war eine genetisch veränderte Variante dieses Enzyms mit vermehrt aggressiven Verhaltensweisen assoziiert, zusammen mit vermehrtem Alkoholkonsum. 
Effects of MAOA-Genotype, Alcohol Consumption, and Aging on Violent Behavior

Roope Tikkanen, Rickard L. Sjöberg, Francesca Ducci, David Goldman, Matti Holi, Jari Tiihonen, and Matti Virkkunen
Alcoholism: Clinical and Experimental Research

Volume 33 Issue 3, Pages 428 - 434
Effects of MAOA-Genotype, Alcohol Consumption, and Aging on Violent Behavior
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ABSTRACT

Background: Environmental factors appear to interact with a functional polymorphism (MAOA-LPR) in the promoter region of the monoamine oxidase A gene (MAOA) in determining some forms of antisocial behavior. However, how MAOA-LPR modulates the effects of other factors such as alcohol consumption related to antisocial behavior is not completely understood.

Methods: This study examines the conjunct effect of MAOA-LPR, alcohol consumption, and aging on the risk for violent behavior. Recidivism in severe impulsive violent behavior was assessed after 7 to 15 years in a sample of 174 Finnish alcoholic offenders, the majority of whom exhibited antisocial or borderline personality disorder or both, and featured impulsive temperament traits.

Results: The risk for committing new acts of violence increased by 2.3% for each kilogram of increase in yearly mean alcohol consumption (p = 0.004) and decreased by 7.3% for every year among offenders carrying the high activity MAOA genotype. In contrast, alcohol consumption and aging failed to affect violent behavior in the low activity MAOA genotyped offenders. MAOA-LPR showed no main effect on the risk for recidivistic violence.

Conclusions: Violent offenders carrying the high activity MAOA genotype differ in several ways from carriers with the low activity MAOA risk allele previously associated with antisocial behavior. Finnish high activity MAOA genotyped risk alcoholics exhibiting antisocial behavior, high alcohol consumption, and abnormal alcohol-related impulsive and uncontrolled violence might represent an etiologically distinct alcohol dependence subtype.

Diese methodisch ausgerichtete Arbeit aus Australien unternimmt den Versuch, Ergebnisse von genomweiten Assoziationsstudien mit den Ergebnissen früherer Forschung aus Kopplungsstudien zu vergleichen. Erfreulicherweise gelingt es den Autoren, ähnliche Kandidatengene und –regionen zu identifizieren wie die vorangegangene Forschung, auch wenn spezielle Stichprobeneigenschaften erheblichen Einfluss auf die Stärke des Zusammenhanges haben können. 
Can We Identify Genes For Alcohol Consumption In Samples Ascertained For Heterogeneous Purposes?

Narelle K. Hansell, Arpana Agrawal, John B. Whitfield, Katherine I. Morley, Scott D. Gordon, Penelope A. Lind, Michele L. Pergadia, Grant W. Montgomery, Pamela A. F. Madden, Richard D. Todd, Andrew C. Heath, and Nicholas G. Martin
Alcoholism: Clinical and Experimental Research
Volume 33 Issue 4, Pages 729 - 739
ABSTRACT

Background: Previous studies have identified evidence of genetic influence on alcohol use in samples selected to be informative for alcoholism research. However, there are a growing number of genome-wide association studies (GWAS) using samples unselected for alcohol consumption (i.e., selected on other traits and forms of psychopathology), which nevertheless assess consumption as a risk factor. Is it reasonable to expect that genes contributing to variation in alcohol consumption can be identified in such samples?

Methods: An exploratory approach was taken to determine whether linkage analyses for heaviness of alcohol consumption, using a sample collected for heterogeneous purposes, could replicate previous findings. Quantity and frequency measures of consumption were collected in telephone interviews from community samples. These measures, and genotyping, were available for 5,441 individuals (5,067 quasi-independent sibling pairs). For 1,533 of these individuals, data were collected on 2 occasions, about 8.2 years apart, providing 2 datasets that maximize data collected at either a younger or an older age. Analyses were conducted to address the question of whether age and heavier levels of alcohol consumption effects outcome. Linkage results were compared in the younger and older full samples, and with samples in which approximately 10, 20, and 40 of drinkers from the lower end of the distribution of alcohol consumption were dropped.

Results: Linkage peaks varied for the age differentiated samples and for percentage of light drinkers retained. Larger peaks (LOD scores >2.0) were typically found in regions previously identified in linkage studies and/or containing proposed candidate genes for alcoholism including AGT, CARTPT, OPRD1, PIK3R1, and PDYN.

Conclusions: The results suggest that GWAS assessing alcohol consumption as a covariate for other conditions will have some success in identifying genes contributing to consumption-related variation. However, sample characteristics, such as participant age, and trait distribution, may have substantial effects on the strength of the genetic signal. These results can inform forthcoming GWAS where the same restrictions apply.

2. Pharmakologie, Zellstoffwechsel 

Eine Substanz wie D-Cycloserin, das auf die Aktivität des Glutmatsystems wirkt, ist immer auch ein Kandidat, der alkoholkonsum-assoziierte Störungen beeinflussen kann, hat aber bisher eher bei Studien zur Behandlung von schizophrenen Psychosen eine Rolle gespielt. Diese Studie an männlichen DBA/2J Mäusen belegt zumindest, dass die Wiederaufnahme von Alkoholsuchverhalten bei diesen Tieren beeinflusst wird. 
Effects of d-Cycloserine on Extinction and Reconditioning of Ethanol-Seeking Behavior in Mice

Peter A. Groblewski, K. Matthew Lattal, and Christopher L. Cunningham
 Alcoholism: Clinical and Experimental Research
Volume 33 Issue 5, Pages 772 - 782
not, however, due to nonspecific interference with learning because repeated DCS pre-exposures did not impair initial conditioning of ethanol CPP.

ABSTRACT

Background:  d-Cycloserine (DCS), a partial N-methyl-d-aspartate receptor agonist, has been shown to enhance the extinction of both cocaine and amphetamine-induced conditioned place preference (CPP). However, there have been no reports of the effects of DCS on the extinction of ethanol-conditioned behaviors in mice. Thus, the current experiments examined the effects of DCS on the extinction and subsequent reconditioning of ethanol-induced CPP in mice.

Methods: Male DBA/2J mice received either 2 or 4 pairings of ethanol (2 g/kg) with a conditioned stimulus (CS+) floor cue (and an equal number of saline pairings with a CS− floor cue on alternate days) resulting in either a weak or strong ethanol CPP, respectively. Following conditioning of a strong ethanol CPP mice received saline or 30 mg/kg DCS prior to each of the twelve 30-minute choice extinction trials administered at 48-hour intervals. Mice that had received conditioning of a weak ethanol CPP received saline, 30 or 60 mg/kg DCS immediately before each of the six 30-minute choice extinction trials. Following successful ethanol CPP extinction, mice received reconditioning trials similar to the initial conditioning trials. A final experiment examined the effects 12 DCS pre-exposures (15, 30, and 60 mg/kg) on initial conditioning of ethanol CPP.

Results: First, we showed that 2 doses of DCS (30 and 60 mg/kg) did not have aversive properties that could confound the effects on extinction of CPP (Experiment 1). Second, we showed that DCS (30 and 60 mg/kg) had no effect on the rate of extinction of either strong (Experiment 2) or weak (Experiment 3) ethanol-induced CPP. Interestingly, DCS administered during extinction interfered with reconditioning of ethanol-induced CPP—an effect specific to reconditioning, as DCS pre-exposure did not influence initial ethanol CPP conditioning (Experiment 4).

Conclusions: These experiments show that although DCS showed no effect on extinction behavior, when given during extinction it interfered with subsequent reconditioning of ethanol CPP. The mechanisms of this effect were not, however, due to nonspecific interference with learning because repeated DCS pre-exposures did not impair initial conditioning of ethanol CPP.

3. Verhaltensneurobiologie, Umweltfaktoren und Konsum 

Einen völlig neuen Ansatz unternimmt diese Forschungsgruppe aus den USA zum subjektiven Rauscherleben an 2 Stichproben von Universitätsstudenten. Dabei fand sich eine Beziehung zwischen der verwendeten Terminologie zum Rauscherleben und der konsumierten Alkoholmenge, um eine leichte oder moderate Intoxikationen zu erreichen. 
The Language of Intoxication: Preliminary Investigations

Ash Levitt, Kenneth J. Sher, and Bruce D. Bartholow
Alcoholism: Clinical and Experimental Research

Volume 33 Issue 3, Pages 448 - 454
ABSTRACT

Background: The extensive vocabulary individuals use to describe alcohol's subjective effects has largely gone unexamined in contemporary alcohol research. The present study examined the language drinkers use to describe their own intoxication. It is argued that this language can provide a more complete characterization of alcohol's subjective effects than is available from existing objective and subjective measures of alcohol use and can inform future self-report research.

Method: Toward this goal, a preliminary, cross-sectional, web-based study of the familiarity and usage of current intoxication-related words was conducted in 2 different samples (n = 290 and 146, respectively) of university undergraduates.

Results: Exploratory factor analyses using data from the first sample and confirmatory factor analyses using data from the second sample similarly showed that commonly used terms loaded onto 2 factors, which directly reflected the number of drinks required to be considered moderately or heavily intoxicated, respectively. Gender differences were also found in the familiarity and self-use of some terms across both samples.

Conclusions: The findings suggest that alcohol researchers include multiple intoxication-related terms in future self-report research, and to periodically assess current intoxication-related vocabulary considering demographic, generational, and socio-cultural differences.

Alkohol führt in vielerlei Situationen zu einem erhöhten Risiko für aggressive Verhaltensweisen. Dieser experimenteiele Ansatz an 56 Personen unternimmt den Versuch, 20mg Paroxetin (einem Serotonin-Wiederaufnahme-Hemmer, Antidepressivum) zu Alkohol (bis 0.1% BAK) oder Plazebo zu verabreichen und aggressives Verhalten zu messen (Vergabe von Elektroschocks an einen Probanden, der bei einem Reaktionsspiel Fehler simulierte, Provokationsmaß). Alkohol erhöhte dabei die Aggressionsrate bei geringen Provokationen, hingegen milderte der SSRI aggressives Verhalten bei stärkeren Provokationen. 
Effects of Acute Alcohol Intoxication and Paroxetine on Aggression in Men

Michael S. McCloskey, Mitchell E. Berman, David J. Echevarria, and Emil F. Coccaro
Alcoholism: Clinical and Experimental Research

Volume 33 Issue 4, Pages 581 - 590
ABSTRACT

Background: The purpose of this study was to examine the role of the serotonin (5-HT) system in alcohol-related aggression.

Methods: Specifically, we experimentally examined the effects of 5-HT augmentation on alcohol-related aggression in men (n = 56). After consuming either alcohol (mean blood alcohol concentration of 0.10%) or a placebo (no alcohol) drink, and taking either 20 mg of paroxetine (Paxil®) or a placebo pill, participants were provided the opportunity to administer electric shock to a (faux) opponent during a task disguised as a reaction-time game. Aggression was defined as the intensity of shock chosen and the frequency with which an extreme (clearly painful) shock was chosen. We predicted that 5-HT augmentation would be associated with lower aggressive behavior overall, and also reduce the aggression facilitating effects of acute alcohol intoxication.

Results: The results indicated that alcohol intoxication increased aggression, particularly under low provocation. Paroxetine decreased aggression, particularly during high provocation. These effects, however, occurred independently of each other.

Conclusions: The effect of alcohol on extreme aggression was moderated by previous aggression history, with more aggressive individuals showing greater alcohol-related increases in extreme aggression.

Sicherlich verminderte Alkohol, bereits in niedrigen Konzentrationen konsumiert, die Fähigkeit, am Straßenverkehr teilzunehmen. Dies ist insbesondere der Fall, wenn ein Autofahrer zusätzlich noch weitere Handlungen („sekundäre Aktivitäten“) während der Fahrt unternimmt (bspw. Telefonieren). In diesem Experiment mussten die Lenker während der simulierten Autofahrt zusätzlich ein Oddball Paradigma (Unterscheidung von Zielreizen) unter 2 Dosierungen von Alkohol in einem Kernspintomographen (FRMI) unternehmen. Die Hirnaktivität (gemessen mittel Blutoxygenierung) nahm dabei bei zunehmendem Alkoholspiegel besonders in limibischen Regionen, dem anterioren Cingulum und dorsolateralen präfrontalen Hirnregionen ab, die für Aufmerksamkeits- und Kontrollfunktionen eine besonders wichtige Rolle spielen. Ebenso nahm die Reaktionszeit zu, zusätzlich erhöhten die Probanden das Fahrttempo nach den visuellen Stimuli des Odd-ball Paradigmas. Alles zusammen weist auf den erhöhten Gefährdungsgrad von Fahrern unter Alkohol und Ablenkung hin. 
Effects of Alcohol on Performance on a Distraction Task During Simulated Driving

Allyssa J. Allen, Shashwath A. Meda, Pawel Skudlarski, Vince D. Calhoun, Robert Astur, Kathryn C. Ruopp, and Godfrey D. Pearlson
Alcoholism: Clinical and Experimental Research

Volume 33 Issue 4, Pages 617 - 625
ABSTRACT

Background: Prior studies report that accidents involving intoxicated drivers are more likely to occur during performance of secondary tasks. We studied this phenomenon, using a dual-task paradigm, involving performance of a visual oddball (VO) task while driving in an alcohol challenge paradigm. Previous functional MRI (fMRI) studies of the VO task have shown activation in the anterior cingulate, hippocampus, and prefrontal cortex. Thus, we predicted dose-dependent decreases in activation of these areas during VO performance. 

Methods: Forty healthy social drinkers were administered 3 different doses of alcohol, individually tailored to their gender and weight. Participants performed a VO task while operating a virtual reality driving simulator in a 3T fMRI scanner.

Results: Analysis showed a dose-dependent linear decrease in Blood Oxygen Level Dependent activation during task performance, primarily in hippocampus, anterior cingulate, and dorsolateral prefrontal areas, with the least activation occurring during the high dose. Behavioral analysis showed a dose-dependent linear increase in reaction time, with no effects associated with either correct hits or false alarms. In all dose conditions, driving speed decreased significantly after a VO stimulus. However, at the high dose this decrease was significantly less. Passenger-side line crossings significantly increased at the high dose.

Conclusions: These results suggest that driving impairment during secondary task performance may be associated with alcohol-related effects on the above brain regions, which are involved with attentional processing/decision-making. Drivers with high blood alcohol concentrations may be less able to orient or detect novel or sudden stimuli during driving.

Insgesamt sind neuropsychologische und auch strukturelle Schäden bei Alkoholkonsumenten rückläufig, wenn sie über längere Zeit völlig abstinent leben. Diese französische Untersuchung bestätigt diese Annahme, da bereits nach 6 Monaten unter Alkoholkarenz exekutive Funktionen und episodisches Gedächtnis bei Abstinenten gegenüber Rückfälligen deutlich gebessert waren. 
Changes in the Episodic Memory and Executive Functions of Abstinent and Relapsed Alcoholics Over a 6-Month Period

Anne Lise Pitel*, Julia Rivier*, Hélène Beaunieux, François Vabret, Béatrice Desgranges, and Francis Eustache

Alcoholism: Clinical and Experimental Research

Volume 33 Issue 3, Pages 490 - 498
ABSTRACT

Background: It is still unclear whether episodic memory and executive functions capacities can return to normal in abstinent patients over a 6-month period. Furthermore, the role of interim drinking in cognitive recovery is still not well known. Finally, further research is required to specify the predictive value of cognitive abilities at initial testing in the treatment outcome (abstinence or relapse). The aims of the present study were therefore to measure changes in episodic memory and executive functions over a 6-month period in abstinent and relapsed alcoholics and to ascertain whether neuropsychological results at treatment entry can predict treatment outcome at follow-up.

Methods: Fifty-four alcoholic patients and 54 matched control subjects performed baseline neuropsychological tasks assessing episodic memory, executive functions, the slave systems of working memory and attentional abilities. At the follow-up session (i.e., 6 months later), episodic memory and 3 executive functions (inhibition, flexibility, and updating) were re-examined in the alcoholic patients.

Results: Results showed that over the 6-month interval, the abstainers' episodic memory and executive performances had returned to normal, whereas the relapsers performed lower than before in the flexibility task. Episodic memory and executive functions recovery was correlated, in abstainers, with drinking history and age respectively. Finally, there was no significant difference regarding neuropsychological scores at baseline between abstainers and relapsers.

Discussion: Over the 6-month interval, abstainers normalized episodic memory and executive performances whereas relapsers obtained executive results which were more severely impaired, emphasizing the influence of interim drinking on cognitive changes. Episodic memory, executive functions, the slave systems of working memory and attentional abilities did not appear to be reliable predictors of treatment outcome over a 6-month interval.

Fortgesetzter Alkoholkonsum und erhöhte Rate an Alkoholkonsum weisen möglicherweise Zusammenhänge zu implizitem Lernen und der ausgeübten kognitiven Kontrolle auf. Diese experimentelle Untersuchung an 71 Studenten weist nach, dass implizite („unbewusste“) Annahmen über den Alkoholkonsum dann nicht zu Trinkverhalten führen, wenn die kognitive („explizite“ oder „reflexive“) Kontrolle ausreichend arbeitet. Gerade diese kognitive Kontrolle (response inhibition) ist jedoch bei Alkoholabhängigen beeinträchtigt und damit mögliches Ziel von Behandlungsstrategien. 
Response Inhibition Moderates the Relationship Between Implicit Associations and Drinking Behavior

Katrijn Houben and Reinout W. Wiers

Alcoholism: Clinical and Experimental Research
Volume 33 Issue 4, Pages 626 - 633
ABSTRACT

Background: Contemporary dual-process models of alcohol abuse propose that alcohol abuse develops because of dysfunctions in the impulsive system, which generates automatic impulses to drink alcohol, and disruptions in the reflective system, which becomes unable to inhibit the influence of these automatic impulses. Based on these insights, this study investigated whether individual differences in the ability of the reflective system to exert response inhibition moderate the relationship between automatic cognitive processes and drinking behavior. Specifically, it was examined whether the interaction between implicit alcohol-related associations and response inhibition predicted drinking behavior.

Methods: Seventy-one university students completed the study online via the Internet. Implicit alcohol associations with positive affect and with arousal were assessed with variants of the Implicit Association Test. Response inhibition was measured using the original Stroop task. Participants also reported their weekly alcohol use and alcohol-related problems.

Results: As predicted, implicit associations were unrelated to drinking behavior when response inhibition was high. In contrast, when response inhibition was low, stronger implicit associations between alcohol and positive affect predicted increased alcohol use and alcohol-related problems.

Conclusions: These findings indicate that the relationship between automatic cognitive processes, originating in the impulsive system, and drinking behavior depends on individual differences in response inhibition exerted by the reflective system. As prolonged alcohol abuse is known to impair response inhibition, alcohol abusers may benefit from interventions that increase response inhibition, thereby restoring inhibitory control over automatic impulses

4. Diagnose und Behandlung 
Eine verminderte psychophysiologische Response auf den initalen Konsum von Alkohol ist als möglicher Risikofaktor für alkohol-assoziierte Störungsbilder zwischenzeitlich gut etabliert und kann mittels zweier Verfahren (direkte Alkohol-Belastung) und mittels eines Fragebogens (SRE, Self-Report of the Effects of Ethanol) erfasst werden. Beide Verfahren korrelieren miteinander und weisen eine große Überlappung auf hinsichtlich der Prognose von zukünftigem Alkoholkonsum. 
The Overlap in Predicting Alcohol Outcome for Two Measures of the Level of Response to Alcohol

Marc A. Schuckit, Tom L. Smith, Ryan Trim, Tsutomu Fukukura, and Rhonda Allen

Alcoholism: Clinical and Experimental Research
Volume 33 Issue 3, Pages 563 - 569
ABSTRACT

Background: Two different measures have been used to establish a person's level of response (LR) to alcohol as a risk factor for alcohol use disorders. LR values established by the alcohol challenge protocol and the Self-Report of the Effects of Ethanol (SRE) questionnaire usually correlate at 0.3 to 0.4, up to 0.6. However, it is not clear how this correlation relates to the ability of each measure to predict alcohol outcomes. This paper evaluates that overlap.

Methods: Sixty-six Caucasian males (mean age = 22 years) from 2 protocols participated in alcohol challenges with 0.75 ml/kg of ethanol, filled out the SRE, and were followed with a structured interview ∼5 years later. The relationship between the subjective feelings of intoxication at the time of peak breath alcohol levels from the alcohol challenge and the SRE score for a time early in the drinking career were evaluated regarding predicting the drinks per occasion in the 6 months prior to follow-up.

Results: Cross-sectional correlations between alcohol challenge and SRE LR's ranged from −0.25 (p < 0.05) to −0.32 (p = 0.02) for the full sample, and the 2 LR measures correlated with drinking at follow-up (−0.26 and 0.41, respectively). The SRE measure was more robust than the challenge in a regression analysis predicting the outcome in the context of other baseline predictors (e.g., drinking at baseline). As much as 60% of the ability of the more well established (gold standard) alcohol challenge LR to predict outcome was shared with the SRE. The alcohol challenge accounted for as much as 44% of the ability of the SRE to predict outcome.

Conclusions: The SRE-generated LR overlapped considerably with the alcohol challenge LR in the ability to predict future heavier drinking.

Nach Erfassung von Alkohol über die Atemluft und Körperflüssigkeiten gibt es nun auch die Möglichkeit der Messung des Alkoholgehaltes über die Haut mittels transdermalen Elektrosensoren (Schulter oder Handgelenk). Beide Verfahren haben spezifische Nachteile, allerdings ist es durchaus möglich, damit den Alkoholgehalt im Körper über die Haut zu messen. 
Field and Laboratory Alcohol Detection With 2 Types of Transdermal Devices

Paul R. Marques and A. Scott McKnight

Alcoholism: Clinical and Experimental Research
Volume 33 Issue 4, Pages 703 - 711
ABSTRACT

Background: Two types of transdermal electrochemical sensors that detect alcohol at the skin surface were evaluated. One, the AMS SCRAM™ device, is locked onto the ankle and is based on a fuel cell sensor; the other, a Giner WrisTAS™ device, worn on the wrist, is based on a proton exchange membrane. SCRAM is used by several court systems in the United States to monitor alcohol offenders, WrisTAS, a research prototype, is not commercially available.

Methods: The 2 devices were worn concurrently by 22 paid research subjects (15 men, 7 women), for a combined total of 96 weeks. Subjects participated in both laboratory-dosed drinking to a target of 0.08 g/dl blood alcohol concentration (BAC), and normal drinking on their own; all subjects were trained to use and carry a portable fuel-cell breath tester for BAC determinations. Overall 271 drinking episodes with BAC ≥ 0.02 g/dl formed the signal for detection—60 from laboratory dosing, and 211 from self-dosed drinking, with BAC ranging from 0.02 to 0.230 g/dl (mean 0.077 g/dl).

Results: False negatives were defined as a transdermal alcohol concentration response equivalent <0.02 g/dl when BAC ≥ 0.02 g/dl. The overall true-positive hit rate detected by WrisTAS was 24%. The low detection rate was due to erratic output and not recording during nearly 67% of all episodes; reportedly a chipset, not a sensor problem. SCRAM correctly detected 57% across all BAC events, with another 22% (total 79%) detected, but as <0.02 g/dl. When subjects dosed themselves to BAC ≥ 0.08 g/dl, SCRAM correctly detected 88% of these events. SCRAM devices lost accuracy over time likely due to water accumulation in the sensor housing. Neither unit had false-positive problems when true BAC was <0.02 g/dl.

Conclusions: Each device had peculiarities that reduced performance, but both types are able to detect alcohol at the skin surface. With product improvements, transdermal sensing may become a valuable way to monitor the alcohol consumption of those who should be abstaining.

Die Menge des konsumiertem Alkohol ist ein Risikofaktor für das Entstehen von Folgeschäden. Dennoch hängen Art und Ausmass der Folgen von der Art des konsumierten Alkohols ab, wie diese Studie an stationär behandelten Patienten in Allgemeinkrankenhäusern zeigt.  Nicht überraschend ist allerdings, dass Bier- und Weintrinker diesbezüglich weitaus besser abschneiden, als Konsumenten „härterer“ Alkoholika.  
Reported Beverage Consumed and Alcohol-Related Diseases among Male Hospital Inpatients with Problem Drinking 

Beate Coder, Jennis Freyer-Adam, Katharina Lau, Jeannette Riedel, Hans-Jürgen Rumpf, Christian Meyer, Ulrich John, and Ulfert Hapke
Alcohol Alcohol. 2009 44: 216-221;

	Abstract


Aims: The aim of this study was to examine if problem drinkers have varying risks of having alcohol-related diseases according to their reported beverage consumed. Methods: In a cross-sectional study all consecutive inpatients aged 18– 64 years from four general hospitals of one catchment area were systematically screened for alcohol use. A total of 1011 men with problem drinking were used for this study. Routine treatment diagnoses for all participants were provided by hospital physicians and were classified into three categories according to their alcohol-attributable fractions (AAF; AAF = 0; AAF < 1; AAF = 1). Results: According to their reported beverage consumed, 53.0% of the participants were identified as exclusively beer drinkers, 14.1% exclusively spirits drinkers, 26.0% mixed beer and spirits drinkers and 6.9% individuals drinking wine exclusively or in combination with one or two other beverages (mixed wine drinkers). Compared to spirits drinkers and controlling for possible confounders (i.e. alcohol-associated characteristics, demographic variables), multinomial regressions revealed that beer drinkers, mixed beer and spirits drinkers, and mixed wine drinkers had lower odds of having diseases with AAF = 1 than spirits drinkers (e.g. for AAF = 1: beer versus spirits drinkers: OR = 0.42, CI: 0.25–0.72). Beer drinkers and mixed wine drinkers also had lower odds of having diseases with AAF < 1 than spirits drinkers (e.g. mixed wine versus spirits drinkers: OR = 0.36, CI: 0.18–0.72). Conclusions: These data suggest an association between the reported beverage consumed and alcohol-related diseases. Among hospitalized problem drinkers, spirits drinkers had the greatest risk of having diseases with AAF < 1 and with AAF = 1. 
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Diese finnische Untersuchung belegt, dass „herkömmlich” verwendete Labormarker (Leber-Transaminasen, Ferrin und Albumin) ausreichend zwischen schweren Trinkern, sozialen Konsumenten und Abstinenten (ohne Lebererkrankungen) differenzieren können. 
Päivikki Alatalo, Heidi Koivisto, Katri Puukka, Johanna Hietala, Petra Anttila, Risto Bloigu, and Onni Niemelä
Biomarkers of Liver Status in Heavy Drinkers, Moderate Drinkers and Abstainers
Alcohol Alcohol. 2009 44: 199-203;

	Abstract


Aims: Although a wide variety of biomarkers reflecting liver status are known to be influenced by excessive ethanol consumption, the dose–response relationships between ethanol intake and marker changes have remained less understood. Methods: Serum gamma-glutamyltransferase (GGT), aspartate aminotransferase (AST), alanine aminotransferase (ALT) activities, and ferritin and albumin protein concentrations were compared in a large population of heavy drinkers (105 men, 28 women), moderate drinkers (781 men, 723 women) and abstainers (252 men, 433 women), who were devoid of apparent liver disease. Results: In heavy drinkers, serum GGT, AST, ALT, ferritin and albumin were all significantly higher than in moderate drinkers or abstainers (P < 0.001 for all comparisons). The highest incidences of elevated values were found for GGT (62%) followed by AST (53%), ALT (39%), ferritin (34%) and albumin (20%). Serum GGT (P < 0.001), ALT (P < 0.01) and ferritin (P < 0.05) in moderate drinkers were also higher than the levels observed in abstainers. When the study population was further divided into subgroups according to gender, significant differences between moderate drinkers and abstainers in GGT and ALT were noted in men whereas not in women. Conclusions: The data demonstrate that biomarkers of alcohol abuse and liver function may respond to even rather low levels of ethanol intake in a gender-dependent manner, which should be implicated in studies on the early-phase interactions of ethanol and the liver and in the definition of normal ranges for such biomarkers. 
In Zeiten des Internet ist es wohl nur eine Frage der Zeit, bis computer-basierte Therapien für Abhängigkeitserkrankungen und andere psychische Störungen entwickelt und evaluiert werden, wie in dieser Untersuchung aus Australien. Dabei schneidet die Computer-basierte Therapiestrategie nach 12 Monaten keineswegs schlechter ab, als die Vergleichsgruppe mit motivationaler Gesprächsführung und kognitiver Therapie. (s. a. Editorial) 

Computer-based psychological treatment for comorbid depression and problematic alcohol and/or cannabis use: a randomized controlled trial of clinical efficacy

Frances J. Kay-Lambkin 1 , Amanda L. Baker 2 , Terry J. Lewin 3 & Vaughan J. Carr 4 

Addiction
Volume 104 Issue 3, Pages 378 - 388
ABSTRACT

Aims  To evaluate computer- versus therapist-delivered psychological treatment for people with comorbid depression and alcohol/cannabis use problems.

Design  Randomized controlled trial.

Setting  Community-based participants in the Hunter Region of New South Wales, Australia.

Participants  Ninety-seven people with comorbid major depression and alcohol/cannabis misuse.

Intervention  All participants received a brief intervention (BI) for depressive symptoms and substance misuse, followed by random assignment to: no further treatment (BI alone); or nine sessions of motivational interviewing and cognitive behaviour therapy (intensive MI/CBT). Participants allocated to the intensive MI/CBT condition were selected at random to receive their treatment 'live' (i.e. delivered by a psychologist) or via a computer-based program (with brief weekly input from a psychologist).

Measurements  Depression, alcohol/cannabis use and hazardous substance use index scores measured at baseline, and 3, 6 and 12 months post-baseline assessment.

Findings  (i) Depression responded better to intensive MI/CBT compared to BI alone, with 'live' treatment demonstrating a strong short-term beneficial effect which was matched by computer-based treatment at 12-month follow-up; (ii) problematic alcohol use responded well to BI alone and even better to the intensive MI/CBT intervention; (iii) intensive MI/CBT was significantly better than BI alone in reducing cannabis use and hazardous substance use, with computer-based therapy showing the largest treatment effect.

Conclusions  Computer-based treatment, targeting both depression and substance use simultaneously, results in at least equivalent 12-month outcomes relative to a 'live' intervention. For clinicians treating people with comorbid depression and alcohol problems, BIs addressing both issues appear to be an appropriate and efficacious treatment option. Primary care of those with comorbid depression and cannabis use problems could involve computer-based integrated interventions for depression and cannabis use, with brief regular contact with the clinician to check on progress.

Diese Adoptionsstudie aus Minnesota unterstützt die Annahme, dass Verhaltensenthemmung (bei der nächsten Generation) möglicherweise durch die Disposition für die Abhängigkeit von Alkohol beeinflusst ist. 

Parental alcohol dependence and the transmission of adolescent behavioral disinhibition: a study of adoptive and non-adoptive families

Serena M. King 1 , Margaret Keyes 2 , Stephen M. Malone 2 , Irene Elkins 2 , Lisa N. Legrand 2 , William G. Iacono 2 & Matt McGue 2 
Addiction
Volume 104 Issue 4, Pages 578 - 586
ABSTRACT

Aim  To examine the genetic and environmental influences of parental alcoholism on offspring disinhibited behavior.

Design  We compared the effect of parental alcoholism history on offspring in adoptive and non-adoptive families. In families with a history of parental alcohol dependence, we examined the effect of exposure to parental alcoholism symptoms during the life-time of the adolescent.

Setting  Assessments occurred at the University of Minnesota from 1998 to 2004.

Participants  Adolescents adopted in infancy were ascertained systematically from records of three private Minnesota adoption agencies; non-adopted adolescents were ascertained from Minnesota birth records. Adolescents and their rearing parents participated in in-person assessments.

Measurements  For adolescents, measures included self- reports of delinquency, deviant peers, substance use, antisocial attitudes and personality. For parents, we conducted DSM-IV clinical assessments of alcohol abuse and dependence.

Findings  A history of parental alcohol dependence was associated with higher levels of disinhibition only when adolescents were related biologically to their rearing parents. Within families with a history of parental alcoholism, exposure to parental alcohol misuse during the life-time of the adolescent was associated with increased odds of using alcohol in adopted adolescents only.

Conclusions  These findings suggest that the association between a history of parental alcohol dependence and adolescent offspring behavioral disinhibition is attributable largely to genetic rather than environmental transmission. We also obtained some evidence for parental alcohol misuse as a shared environmental risk factor in adoptive families.

In Vorbereitung neuer Ausgaben psychiatrischer Klassifikationssysteme (hier DSM IV) führt diese US-Amerikanische Arbeitsgruppe Untersuchungen zu der bisherigen Einteilung (schädlicher Konsum, Abhängigkeit) durch, mit der Frage, ob das Phänomen “binge drinking” („Sturztrinken”) in zukünftige diagnostische Kriterien aufgenommen werden sollte. Dabei stellte sich heraus, dass möglicherweise eine Kombination von schädlichem Konsum („alcohol abuse“) und Abhängigkeit als ein möglicher Indikator für die Schwere einer „Alcohol use disorder“ eignen könnte.  
Dimensionality of lifetime alcohol abuse, dependence and binge drinking
Deborah S. Hasin, Cheryl L. Beseler
Drug and Alcohol Dependence
Volume 101, Issue 1, Pages 53-61

Abstract 

Questions relevant to DSM-V alcohol use disorders (AUD) include whether dimensional measures provide more information than categorical diagnoses, whether to combine abuse and dependence criteria, and whether to add a new diagnostic criterion, binge drinking. Binary and dimensional models of three versions of AUD criteria were investigated: (1) dependence criteria; (2) abuse and dependence criteria combined; and (3) abuse and dependence criteria combined with a binge drinking criterion added. In a national sample of lifetime drinkers (N[image: image6.png]
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27,324), these models of AUD criteria were investigated in relation to two well-established risk factors for AUD, family history and early drinking onset. Logistic or Poisson regression modeled the relationships between the validating variables and dependence in categorical, dimensional and hybrid forms; Wald tests were used to assess differences between the dimensional, categorical and hybrid models. Alcohol dependence criteria represented a single continuum (family history Wald[image: image8.png]
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9.93, p[image: image10.png]
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0.13; early drinking Wald[image: image12.png]
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0.27) with no support for a categorical or hybrid version of alcohol dependence. Adding four abuse criteria produced similar results for family history (Wald[image: image16.png]
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0.12) although with early drinking, this model showed a trend towards deviating from the data (Wald[image: image20.png]
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0.08). No support was found for any diagnostic threshold at 3, 4, 5, 6, or 7 criteria when abuse and dependence were combined. Adding binge drinking resulted in a significant departure from linearity for family history (Wald[image: image24.png]
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0.03) and early drinking (Wald[image: image28.png]
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0.01). The number of alcohol dependence and abuse criteria met should be explored further as a useful AUD severity indicator or phenotype.

5. Epidemiologie und Prävention 

Die oft beunruhigen Zahlen zu Alkohol- und Drogenkonsum bei Adoleszenten weisen auf die Wichtigkeit von präventiven Interventionen hinsichtlich bekannter Risikofakten für diesen Konsum hin. Diese Studie über schulische Intervention bei problematischem und störendem Verhalten erbrachte Hinweise dafür, dass zumindest bei 10-13jährigen ein größerer Effekt bei der Verminderung des Tabak-, in geringem Maße auch des Alkoholkonsums erreicht werden konnte. 

Impact of a preventive intervention targeting childhood disruptive behavior problems on tobacco and alcohol initiation from age 10 to 13 years
Pol A.C. van Lier, Anja Huizink, Alfons Crijnen
Drug and Alcohol Dependence
Volume 100, Issue 3; pages 228-233
Abstract 

The distal impact of a school based universal preventive intervention targeting disruptive behavior problems on tobacco and alcohol use from age 10 to 13 years was explored. Second grade classrooms (children aged 7 years) were randomly assigned to the intervention or a control condition. Tobacco and alcohol use from age 10 to 13 years was available for 477 children (72% of original sample). The impact of intervention on the initial level and growth in probability of substance use was explored. Results showed that intervention children had lower probabilities of tobacco use over the ages 10–13 years. This effect remains significant when controlling for (male) sex, pre-intervention levels of conduct problems, exposure to prenatal smoking or current parental smoking. For alcohol use, no effect of intervention during childhood was found. However, intervention children reported having a lower probability in alcohol use with age among those children reporting having used in the last week. The results underscore the importance of the early prevention of disruptive behavior problems substance use initiation. Implications for prevention and research are discussed.

Tabak- und Alkoholkonsum treten häufig gemeinsam auf und damit ist es auch nicht verwunderlich, dass Raucherentwöhnung bei Konsumenten größerer Alkoholmengen deutlich schwieriger ist, als bei Niedrigkonsumeten. Darauf weist diese Studie mit Teilnehmern aus 4 Ländern hin. 
Alcohol consumption and quitting smoking in the International Tobacco Control (ITC) Four Country Survey 

Christopher W. Kahler, Ron Borland, Andrew Hyland, Sherry A. McKee, Mary E. Thompson, K. Michael Cummings 


Drug and Alcohol Dependence
Volume 100, Issue 3; pages 214-220
Abstract 

Although greater alcohol consumption has been associated with decreased odds of quitting smoking in prospective studies, the aspects of drinking most strongly associated with quitting have not been fully explored and examination of potential confounder variables has been limited. Further studies are needed to inform efforts to enhance smoking cessation among the substantial portion of smokers who drink alcohol. The present study examines: (a) drinking frequency, average weekly quantity of alcohol consumption, and frequency of heavy drinking as prospective predictors of quit smoking behaviors, (b) difference across countries in this prediction, and (c) third variables that might account for the association between alcohol consumption and quitting smoking. Data were drawn from the International Tobacco Control Four Country Survey, a prospective cohort study of smokers in Australia, Canada, the UK, and the US. A total of 4831 participants provided alcohol data at one study wave and were re-interviewed 1 year later. Individuals who drank heavily (4+/5+ drinks for women and men, respectively) more than once a week had significantly lower rates of quitting smoking than all other participants, in part due to the fact that a significantly lower proportion of those making a quit attempt remained quit for more than 1 month at follow-up. The role of frequent heavy drinking did not differ by country or sex and was not accounted for by demographics, smoking dependence, or attitudes regarding quitting smoking. Neither drinking frequency nor weekly quantity of consumption showed robust associations with quitting behaviors. Results indicate further study of interventions to address heavy drinking among smokers is warranted.

6. Somatische Alkoholeffekte 

Wechselwirkungen zwischen der Funktionsweise der Immunsystems und Alkoholkonsum werden an dieser experimentellen Studie an C57BL/6 Mäusestämmen aufgezeigt. Dabei zeigt sich, dass Alkohol die peripheren natürlichen Killerzellen (in der Milz) reduziert und damit die Freisetzung dieser Zellen aus dem Knochenmark beeinträchtigt. 
Exogenous IL-15 in Combination With IL-15Rα Rescues Natural Killer Cells From Apoptosis Induced by Chronic Alcohol Consumption

Hui Zhang and Gary G. Meadows
Alcoholism: Clinical and Experimental Research

Volume 33 Issue 3, Pages 419 - 427
ABSTRACT

Background: Chronic alcohol consumption reduces the percentage and number of peripheral natural killer (NK) cells in mice and in humans. The underlying mechanism for these changes is only partly known. We recently found that chronic alcohol consumption inhibits NK cell release from the bone marrow (BM) and that this is associated with a decrease in splenic NK cells. The number of peripheral NK cells is tightly controlled by homeostatic proliferation. It is not known whether this mechanism is initiated in response to the reduction in splenic NK cells, or if so, why the steady state levels of NK cells are not restored.

Methods: To examine this mechanism, female C57BL/6 mice were given 20% w/v alcohol in the drinking water for 3 months. NK cell proliferation and apoptosis were determined before and after treatment with IL-15 alone or combined with its alpha receptor.

Results: Chronic alcohol consumption invoked homeostatic proliferation of splenic NK cells in an attempt to return NK cells to normal levels; however, this did not happen due to enhanced apoptosis of NK cells relative to proliferation. Chronic alcohol consumption decreased IL-15 producing cells in the spleen but not in the BM. The numbers of NK cells in the alcohol-consuming mice returned to normal levels in the spleen and were higher than normal in the BM after 2 daily injections of IL-15; however, the enhanced rate of apoptosis due to alcohol consumption was not decreased in the spleen or BM. Combined IL-15 and IL-15Rα treatment decreased apoptosis of NK cells from alcohol-consuming mice to levels similar to untreated water-drinking mice and greatly increased the percentage and number of NK cells in both the spleen and BM.

Conclusion: Chronic alcohol consumption causes a self-unrecoverable loss of NK cells in the spleen by compromising NK cell release from the BM and enhancing splenic NK cell apoptosis that can be reversed with IL-15/IL-15Rα treatment.

Zu den vielen Folgen, die chronischer und hochdosierter Alkoholkonsum haben kann, zählt die erhöhte Rate an Infektionen des respiratorischen System, wie etwa Bronchitiden. Dies hängt möglicherweise mit der alkoholbedingt erhöhten Freisetzung von Proteinen zusammen, die die Infektion durch Gram-Negative Keime modulieren. 
Alcohol Functionally Upregulates Toll-Like Receptor 2 in Airway Epithelial Cells

Kristina L. Bailey, Todd A. Wyatt, Debra J. Romberger, and Joseph H. Sisson
Alcoholism: Clinical and Experimental Research

Volume 33 Issue 3, Pages 499 - 504
ABSTRACT

Background: Alcoholics are known to have more severe airway diseases of the lung, such as bronchitis. Little is known about why this phenomenon is observed. We hypothesized that alcohol may modulate Toll-like receptor 2 (TLR2), which regulates inflammation caused by gram-positive bacteria.

Methods: Airway epithelial cells [primary bronchial epithelial cells (NHBE) and 16HBE 14o-] were exposed to 0 to 100 mM alcohol for 0 to 24 hours. Real time PCR was used to quantify TLR2 mRNA. Protein levels of TLR2 were determined using Western blots and fluorescence activated cell sorting (FACS) on cells exposed to 0, 50, and 100 mM alcohol. Finally, cells were "primed" with alcohol, stimulated with a TLR2 agonist (peptidoglycan), and interleukin 8 (IL-8) release was measured.

Results: Alcohol, at biologically relevant concentrations (25 to 100 mM), caused a 2 to 3-fold time- and concentration-dependent increase in TLR2 mRNA in normal human bronchial epithelial cells and 16HBE 14o- cells. Western blots for TLR2 revealed a qualitative increase in TLR2 protein in cells exposed to 100 mM alcohol. FACS showed that TLR2 was quantitatively increased on the surface of airway epithelial cells that were exposed to alcohol. Airway cells that were primed with alcohol produced nearly twice as much IL-8 in response to 40 ng of peptidoglycan than naive cells.

Conclusions: Alcohol upregulates TLR2 message and protein in the airway epithelium. This leads to exaggerated inflammation in response to environmental stimuli that would normally be well tolerated in airway epithelial cells. This may be a partial explanation of why alcoholics have more severe airway disease than nonalcoholics.



Wahrscheinlich über die toxischer Wirkung seines Abbauproduktes Azetaldehyd ist chronischer Alkoholkonsum einer Risikofaktor für colorektale Tumoren. Genetische Varianten des alkoholabbauenden Enzyms ADH1C (Alkoholdehydrogenase 1C) verursachen nach Alkoholkonsum erhöhte Konzentrationen des Abbauproduktes und lassen das Risiko für Tumorerkrankungen weiter ansteigen, so dass dieser genetische Variante als möglicher Risikomarker gelten kann. 
Alcohol and Colorectal Cancer: The Role of Alcohol Dehydrogenase 1C Polymorphism

Nils Homann, Inke R. König, Michael Marks, Monika Benesova, Felix Stickel, Gunda Millonig, Sebastian Mueller, and Helmut K. Seitz

Alcoholism: Clinical and Experimental Research

Volume 33 Issue 3, Pages 551 - 556
ABSTRACT

Background: Chronic alcohol consumption is a risk factor for colorectal cancer. Animal experiments as well as genetic linkage studies in Japanese individuals with inactive acetaldehyde dehydrogenase leading to elevated acetaldehyde concentrations following ethanol ingestion support the hypothesis that acetaldehyde may be responsible for this carcinogenic effect of alcohol. In Caucasians, a polymorphism of alcohol dehydrogenase 1C (ADH1C) exists resulting in different acetaldehyde concentrations following ethanol oxidation.

Methods: To evaluate whether the association between alcohol consumption and colorectal tumor development is modified by ADH1C polymorphism, we recruited 173 individuals with colorectal tumors diagnosed by colonoscopy and 788 control individuals without colorectal tumors. Genotyping was performed using genomic DNA extracted from whole blood followed by polymerase chain reaction.

Results: Genotype ADH1C*1/1 was more frequent in patients with alcohol-associated colorectal neoplasia compared to patients without cancers in the multivariate model controlling for age, gender, and alcohol intake (odds ratio = 1.674, 95% confidence interval = 1.110–2.524, 2-sided p from Wald test = 0.0139). In addition, the joint test of the genetic effect and interaction between ADH1C genotype and alcohol intake (2-sided p = 0.0007) indicated that the difference in ADH1C*1 polymorphisms between controls and colorectal neoplasia is strongly influenced by the alcohol consumption and that only individuals drinking more than 30 g ethanol per day with the genotype ADH1C*1/1 had an increased risk for colorectal tumors.

Conclusions: These data identify ADH1C homozygosity as a genetic risk marker for colorectal tumors in individuals consuming more than 30 g alcohol per day and emphasize the role of acetaldehyde as a carcinogenic agent in alcohol-related colorectal carcinogenesis.

7. Editorials, Übersichten 

Diese Übersicht stellt mögliche psychosoziale Interventionen gegen Alkoholkonsum am Arbeitsplatz dar, wobei auffällt, dass die Zahl der Untersuchungen zu diesem Thema bisher eher spärlich ist und deren Qualität noch deutlich gebessert werden kann.  

REVIEW

A systematic review of work-place interventions for alcohol-related problems

Gloria Webb 1 , Anthony Shakeshaft 2 , Rob Sanson-Fisher 1 & Alys Havard 2 
Addiction
Volume 104 Issue 3, Pages 365 - 377
ABSTRACT

Aims  The aims of this study were to (1) gauge any improvement in methodological quality of work-place interventions addressing alcohol problems; and (2) to determine which interventions most effectively reduce work-place-related alcohol problems.

Methods  A literature search was undertaken of the data bases, Ovid Medline, PsychINFO, Web of Science, Scopus, HSELINE, OSHLINE and NIOSHTIC-2 for papers published between January 1995 and September 2007 (inclusive). Search terms varied, depending on the database. Papers were included for analysis if they reported on interventions conducted at work-places with the aim of reducing alcohol problems. Methodological adequacy of the studies was assessed using a method derived from the Cochrane Collaboration guidelines.

Results  Ten papers reporting on work-place alcohol interventions were located. Only four studies employed randomized controlled trials (RCT), but all these had methodological problems. Weaknesses in all studies related to representativeness of samples, consent and participation rates, blinding, post-test time-frames, contamination and reliability, and validity of measures used. All except one study reported statistically significant differences in measures such as reduced alcohol consumption, binge drinking and alcohol problems.

Conclusions  The literature review revealed few methodologically adequate studies of work-place alcohol interventions. Study designs, types of interventions, measures employed and types of work-places varied considerably, making comparison of results difficult. However, it appears from the evidence that brief interventions, interventions contained within health and life-style checks, psychosocial skills training and peer referral have potential to produce beneficial results.

Zurecht weist dieses Editorial auf den Zusammenhang zwischen Infektionsrisiken und erhöhtem Alkoholkonsum hin. 
EDITORIAL

Alcohol and infectious diseases: an overlooked causal linkage?

CHARLES PARRY 1 , JÜRGEN REHM 2 , VLADIMIR POZNYAK 3 & ROBIN ROOM 4 
Addiction
Volume 104 Issue 3, Pages 331 - 332
Kein Abstract. 
