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Decision-making has been shown to rely on at least two neuro-
biologically and behaviourally distinct systems: A flexible goal-
directed system, which helps choosing actions prospectively 
based on anticipated action-outcome contingencies, and a rather 
inflexible, but fast, habitual system that is based on previously 
learned stimulus-response contingencies (Daw et al., 2005, 2011; 
Daw and O’Doherty, 2014; Dickinson and Balleine, 2010; Dolan 
and Dayan, 2013; Huys et al., 2012). Both systems share com-
monalities with dual-process models of substance use proposing 
that explicit and implicit processes guide drinking behaviour 
(Ostafin et al., 2008; Stacy and Wiers, 2010). However, ‘explicit’ 
here often refers to linguistic reasoning, which is why it is diffi-
cult to use dual-process models of substance use to explain ani-
mal behaviour (Daw and O’Doherty, 2014). On a computational 
level, the goal-directed and habitual systems have been suggested 
to rely on model-based and model-free reinforcement learning, 
respectively (Dolan and Dayan, 2013; Huys et al., 2014; Rangel 
et  al., 2008; Redish et  al., 2008). Goal-directed, model-based 
decisions are cognitively demanding, because they depend on the 
anticipation of possible future states and consequences of the 
own behaviour (Daw et al., 2005; Dolan and Dayan, 2013; Huys 
et al., 2012). Faced with the choice of having a drink before driv-
ing home by car, for example, the goal-directed system would be 
sensitive to local driving laws, while the habitual, model-free 
system would be driven by past enjoyments of drinking. In the 

present study, both systems were operationalised using the two-
step task, in which a choice at a first task-stage (step 1) induced a 
common (or rare) transition to one of two second-stage states, 
where a second choice resulted in a win of money or no win. In 
this task, control by the habitual, model-free system predicts that 
step 1 choices are repeated in the next trial if they were followed 
by a win, irrespective of transition type, whereas the goal-
directed, model-based system predicts that step 1 choices are 
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repeated only if a common transition was followed by a win or if 
a rare transition was followed by no win.

The extent to which individuals rely on goal-directed and habit-
ual decision-making varies substantially, and the factors determin-
ing the tradeoff have attracted great interest. Goal-directed, 
model-based decisions, for example, are promoted by high work-
ing memory capacity (Otto et al., 2013) and fast processing speed 
(Schad et al., 2014), but they are impaired in disorders involving 
compulsive behaviour, such as obsessive-compulsive disorder, 
binge eating and addiction (Gillan et al., 2016; Voon et al., 2015a). 
Chronic alcohol abuse is known to have toxic effects on the frontal 
cortex (Guillot et al., 2010), which is thought to be important for 
goal-directed decision-making. In addition, alcohol-dependent 
patients were found to act more habitually than non-dependent 
controls by showing a greater bias to approach alcohol cues (Wiers 
et al., 2014) and being less able to adapt responses after errors in 
stop signal tasks (Lawrence et  al., 2009). A pilot study of our 
research consortium also suggested that there is poor engagement 
of goal-directed decisions after losses in alcohol-dependent 
patients compared to controls (Sebold et al., 2014). Further studies 
(Gillan et al., 2016; McKim et al., 2016; Vanes et al., 2014) pro-
vided evidence for a similar shift in addiction, while others failed 
to find differences between controls and alcohol-dependent or 
obsessive-compulsive patients (Sebold et  al., 2017; Voon et  al., 
2015a, 2015b).

None of the above mentioned studies examined acute alco-
hol effects. Since chronic effects are thought to result from the 
accumulation of acute effects, we tested whether acute alcohol 
administration would result in a shift from goal-directed to 
habitual decision-making. Indeed, rats showed aversion-resist-
ant lever pressing for alcohol after three to four months of vol-
untary, intermittent alcohol consumption (Hopf et  al., 2010). 
With respect to healthy, socially drinking humans, low alcohol 
doses were found to increase habitual responses for chocolate 
in the extinction phase (Hogarth et  al., 2012) and to impair 
planning and adaptive thinking in a virtual reality task 
(Montgomery et  al., 2011). Low and high alcohol doses 
impaired the detection of performance errors in the anterior 
cingulate cortex (Ridderinkhof et al., 2002). Further, moderate 
alcohol doses reduced the ability to adapt responses to chang-
ing prospective rewards (George et al., 2005), impaired instru-
mental learning from punishment (Loeber and Duka, 2009), 
decreased training effects on set-shifting tasks (Korucuoglu 
et al., 2017), impaired stop signal and go/no-go performance 
(Gan et  al., 2014; Ramaekers and Kuypers, 2006), disrupted 
working memory functions (Saults et al., 2007) and promoted 
self-reported trait impulsivity (McCarthy et al., 2012). Finally, 
moderate and high alcohol doses increased perseverative errors 
in set switching tasks (Guillot et al., 2010). However, whether 
acute alcohol administration actually promotes habits or 
merely impairs goal-directed decisions in humans is unknown.

Another important question is whether or not drinking prob-
lems moderate the impact of alcohol on decision-making. So far, 
there has only been one field study that investigated low-risk, haz-
ardous and harmful drinkers with blood alcohol levels ranging 
between 0 and 150 mg% (Lyvers and Tobias-Webb, 2010). While 
perseverative errors increased with alcohol dose, the authors 
observed no effect of self-reported drinking problems on these 
errors. However, they did not test for an interaction, although 
drinking problems might mark pre-existing decision-making 
impairments, which would show up only in sober subjects. In line 

with that concept, Malone et al. (2014) found that drinking prob-
lems of adolescent twins were associated with poorer performance 
in the Iowa Gambling Task and a reduced volume of the left lateral 
orbital-frontal cortex. Besides that, drinking problems might 
reflect an increased vulnerability towards ethanol, as some people 
are less able to inhibit prepotent, habitual responses after alcohol 
intake (Quinn and Fromme, 2016). Such an alcohol-induced disin-
hibition has been identified as potential risk factor for drinking in 
18–19-year-olds (Gan et al., 2014) and was linked to greater expe-
riences of stimulating alcohol effects (Quinn and Fromme, 2016), 
another risk factor for drinking (King et al., 2016). Finally, drink-
ing problems might as well reflect a lower vulnerability towards 
ethanol, as higher real-life alcohol intake has been associated with 
lower sensitivity towards the functional, metabolic and reinforcing 
effects of alcohol (Gilpin and Koob, 2008), and a low level of 
response towards the effects of alcohol is a known risk factor for 
drinking (Quinn and Fromme, 2011; Schuckit et al., 2008).

The present study was designed to bridge the gap between 
research in patients and animals suggesting that chronic alcohol 
intake promotes habits. We examined the impact of acute alcohol 
administration on decision-making in the two-step task (Daw 
et al., 2011), which examines the relative contribution of habitual 
and goal-directed choices using subtle valuation shifts. In order 
to eliminate biological differences in alcohol pharmacokinetics 
and control for environmental factors, alcohol was administered 
intravenously (O’Connor et al., 1998; Zimmermann et al., 2013). 
We tested adolescents, who, owing to less life-time alcohol expo-
sure, are less affected by neuropsychological deficits in basic 
decision-making than older samples. Our first hypothesis was 
that alcohol administration would promote habitual, model-free 
decisions and reduce goal-directed, model-based behaviour. 
Secondly, higher scores in the Alcohol Use Disorders 
Identification Test (AUDIT) (Babor et al., 2001) were expected 
to weaken the effects of ethanol on decision-making, due to 
lower sensitivity towards the effects of alcohol.

Methods
Study procedures (Project 4: Acute Effects of Alcohol on Learning 
and Habitization in Healthy Young Adults (LeAD_P4); 
NCT01858818; https://clinicaltrials.gov/ct2/show/NCT01858818) 
were approved by the ethics committee of the Technische 
Universität Dresden (EK 227062011) and fully complied with the 
World Medical Association Declaration of Helsinki as revised in 
2013.

Participants

Our study was part of a bi-centric research consortium investigat-
ing Learning and Alcohol Dependence (LeAD; funded by Deutsche 
Forschungsgemeinschaft, Forschergruppe 1617). Adolescents 
were recruited by mailing invitation letters to 1100 18-year-old 
citizens of Dresden, whose addresses were provided by the local 
registration office.

All subjects had undergone another two assessment days as 
part of the LeAD research consortium some weeks earlier. During 
this part of the study, subjects had already given written informed 
consent, had been interviewed using the computerised Composite 
International Diagnostic Interview (CIDI; Jacobi et  al., 2013; 
Wittchen and Pfister, 1997), and had completed several learning 

https://clinicaltrials.gov/ct2/show/NCT01858818


Obst et al.	 3

paradigms including the two-step task (Nebe et al., 2017), partly 
during functional magnetic resonance imaging (fMRI). Only par-
ticipants of the Dresden study centre were involved in the here 
described procedures after completing an additional telephone 
screening for drinking behaviour and health problems since the 
fMRI session. The first infusion session was carried out 44–381 
days after the fMRI session (median=94 days).

We tested 18–19-year-old native German-speaking males 
who reported two or more drinking days per month during the 
last three months. Adolescents were excluded if they had a cur-
rent or past substance dependence except nicotine dependence; 
current or past severe major psychiatric or neurologic disorders; 
elevated liver enzymes indicating excessive alcohol use; a posi-
tive drug screening; current medication that could interact with 
alcohol; reported alcohol consumption at the test day or the day 
before; were left-handed.

Figure 1 displays the sample size in each recruitment step.
The final sample consisted of 53 adolescents, aged 18 (n=43) 

to 19 (n=10) years, who drank their first alcoholic beverages at 
ages 10–16 (median=14), 40% scored eight or higher in the 
AUDIT (mean (M)=7.7, standard deviation (SD)=4.3), suggest-
ing risky alcohol use (Babor et al., 2001), and 21% were regular 
smokers. In the past year, they drank 27–207 g per occasion 
(M=76, SD=41) on either ‘1–3 days a month’ (38%), ‘1–2 days a 
week’ (51%) or ‘3–4 days a week’ (11%). Table 1 displays the 
sample characteristics of low-risk drinkers (AUDIT<8) and inter-
mediate-risk drinkers (AUDIT≥8). Five low-risk and seven inter-
mediate-risk drinkers fulfilled one Diagnostic- and Statistical 
Manual (DSM-IV) alcohol abuse criterion (American Psychiatric 
Association, 2000). None fulfilled any dependence criterion. 

General experimental procedure

Participants underwent two infusion sessions (day 1 and day 2), 
separated by 6-22 days (median=7), that involved infusion of 

placebo (0.9% saline) or alcohol (6.0% (v/v) ethanol in saline) in 
random order. Adolescents were misinformed that they would 
receive ‘different alcohol dosages’ in order to uphold alcohol-
expectancy during both sessions. At 12:45, participants reported 
to the laboratory and provided a urine sample to screen for 
amphetamines, benzodiazepines, barbiturates, cannabinoids, 
cocaine, ecstasy, tricyclic antidepressants and opiates using a Nal 
von Minden Multi 12TF (Moers, Germany). A brief history of 
drinking behaviour and health problems covering the time since 
the fMRI session was obtained, and we ensured that baseline 
arterial blood alcohol concentration (aBAC) was zero using an 
Alcotest 6810 med breathalyser (Draeger Sicherheitstechnik, 
Lübeck, Germany). Participants sat in a comfortable arm chair 
facing a 32-inch video monitor at a viewing distance of 1.5 m. 
Here, they rated subjective alcohol effects at baseline (0 min), 25 
min, and 120 min.

At 13:40, an 18G intravenous (i.v.) line was established using 
a cubital fossa vein of the non-dominant arm, and at 13:50, the 
Computer-assisted Alcohol Infusion System (CAIS) was started 
(O’Connor et al., 1998). aBAC was linearly increased up to the 
predefined target of 80 mg% within 25 min and then held stable 
at this level for two hours.

Once the target aBAC was reached at 14:15, participants 
moved to a swivel chair facing a computer monitor and com-
pleted a Pavlovian conditioning and a lexical decision task, both 
of which were reported in Jünger et al. (2017), followed by the 
two-step task. Thereafter, they completed an approach-avoidance 
task, which was also reported in Jünger et al. (2017). At 16:00, 
the i.v. line was removed, and participants were paid their task 
winnings. To avoid unblinding of the infusion condition, partici-
pants had to wait for two hours, while their aBAC fell below 45 
mg%, before being picked up by car (e.g. paid taxicab). At the 
end of the second experimental day, participants were debriefed 
and received full compensation (100 €).

Alcohol administration methods

We used two volumetric infusion pumps (Infusomat fms, BBraun, 
Melsungen, Germany) for i.v. administration. Participant’s age, 
gender, height and weight were used as parameters for the 
Physiologically-Based PharmacoKinetic (PBPK) model 
(Plawecki et al., 2012; Ramchandani et al., 1999). By that, CAIS 
controlled for all inter-individual differences in pharmacokinet-
ics and allowed us to keep aBAC stable throughout the experi-
ment (Zimmermann et al., 2013; O’Connor et al., 1998). Breath 
alcohol readings were obtained at 11 time-points (6, 12, 18, 24, 
27, 35, 45, 85, 90, 105, 125 min) during alcohol and placebo infu-
sion. The breathalyser converted these readings into units of 
aBAC by applying a 1:2100 air/blood partition coefficient. These 
data were entered in real time to improve the individual pharma-
cokinetic model and adapt prescribed infusion rates accordingly. 
The mean of all breath alcohol readings shortly before the two-
step task at 35 min was 83 mg% (SD=4).

Two-step task

The two-step task (Daw et  al., 2011) was programmed in 
MATLAB 2010b (MathWorks) with the Psychophysics Toolbox 
3beta extension. In the separate fMRI session, which was carried 
out before both infusion sessions, we used the task version 

Figure 1.  Recruitment flowchart. N=Number; *One participant fell 
asleep during the two-step task and missed 42 trials.
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described by Sebold et al. (2014). In both infusion sessions, par-
ticipants again completed the 35 min experimental block with 
201 trials, but we used two different sets of random walks and 
two different sets of stimuli, which were presented in random 
order across both days (see Figure 2). Participants were instructed 
to choose one of two stimuli at step 1, followed by another stimu-
lus pair at step 2. Step 2 choices were either rewarded (20 cents) 
or unrewarded (0 cents) with changing reward probabilities over 
time according to independent random walks (see Figure 2(b)). 
Step 1 choices led to a given pair with a fixed probability of 70% 
(common transition) or to another pair with 30% (rare transition). 
Subjects were also informed that one-third of the total amount 
they earned (minimum of three and maximum of 10 €) was paid 
out at the end.

There are two theoretical response patterns for entirely 
habitual, model-free and entirely goal-directed, model-based 
choice behaviour (Figure 2(c)). Subjects showing perfect habit-
ual behaviour will repeat step 1 choices that led to a reward at 
step 2 on the preceding trial, irrespective of transition, causing 
a main effect of reward. Perfect goal-directed behaviour 

requires knowledge of the task structure and produces an inter-
action between reward and transition. Goal-directed subjects 
will repeat step 1 choices only if they experienced a reward 
within a common transition or a loss within a rare transition at 
the preceding trial. In both other cases, they will switch to the 
other step 1 stimulus because this strategy maximises gained 
rewards.

Self-reported drinking measures

Drinking problems were assessed with the AUDIT questionnaire 
(Babor et al., 2001). Age of drinking onset, drinking frequency and 
quantity were assessed within the CIDI interview. Age of drinking 
onset was determined by asking participants how old they were 
when they had their first alcoholic drink. To measure drinking fre-
quency, we asked participants to indicate how often they drank at 
least one alcoholic drink during the past 12 months by choosing 
one of four options: ‘(almost) daily’=5, ‘3–4 days a week’=4, ‘1–2 
days a week’=3, ‘1–3 days a month’ =2, ‘less than once a month’=1. 

Table 1.  Sample characteristics of low-risk and intermediate-risk drinking adolescents.

n=53 Low-risk drinkers
AUDIT<8
(n=32)

Intermediate-risk drinkers
AUDIT≥8
(n=21)

p (Wilcoxon test)

AUDIT 5.1 (1.4) 11.6 (4.4)  
Age of drinking onset 14.7 (0.8) 13.5 (1.6) 0.003
% Smokers 13 33 0.27a

Drinking frequency 0.02a

1–3 days a month 50 19  
1–2 days a week 47 57  
3–4 days a week 3 24  
Drinking quantity
(g per occasion)

69 (37) 86 (45) 0.19

A: Placebo infusion
aBAC (mg%) 0 (0) 0 (0) 1b

Estimated aBAC (mg%) 33 (25) 35 (16) 0.39
Stimulation 11 (18) 20 (25) 0.41
Sedation 15 (24) 25 (23) 0.04
Negative effects 1 (5) 0 (0) 0.16
Feeling drunk 8 (12) 11 (18) 0.84
B: Alcohol infusion
aBAC (mg%) 84 (4) 83 (5) 0.43b

Estimated aBAC (mg%) 88 (50) 98 (52) 0.42
Stimulation 53 (27) 56 (26) 0.78
Sedation 40 (26) 42 (23) 0.66
Negative effects 9 (15) 3 (6) 0.25
Feeling drunk 51 (27) 51 (24) 0.94
C: Difference alcohol - placebo
Stimulation 42 (30) 36 (28) 0.56
Sedation 25 (33) 18 (22) 0.26
Negative effects 8 (14) 3 (6) 0.32
Feeling drunk 43 (27) 40 (22) 0.75

aBAC: arterial blood alcohol concentration; AUDIT: Alcohol Use Disorders Identification Test.
aBAC was measured via breathalyser before the two-step task at 35 min; subjective alcohol effects were measured before the two-step task at 25 min. The table displays 
means and standard deviations in parentheses.
aPearson’s Chi-squared test for count data; bWelch two sample t-test.
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To assess drinking quantity, participants used pictures of beverages 
to indicate what exactly they drank on an average drinking day. 
Their answers were then converted into grams (g) of pure alcohol.

Subjective alcohol effects

We used visual analogue scale ratings of four statements to meas-
ure: (a) stimulation: ‘Right now, I am experiencing stimulating 
alcohol effects, e.g. cheerful, excited, full of energy, full of zest for 
action…’; (b) sedation: ‘Right now, I am experiencing sedating 
alcohol effects, e.g. relaxed, tired, sluggish…’; (c) negative effects: 
‘Right now, I am experiencing negative alcohol effects, e.g. nausea, 
dizziness, ringing in the ear…’; (d) feeling drunk: ‘I am feeling 
drunk right now’. Statements were programmed in Presentation 
(Neurobehavioural Systems), presented sequentially on the video 
screen, and answered using a computer mouse on vertical visual 
analogue scales anchored at zero (not at all) and 100 (extremely).

As manipulation check, we asked participants to estimate 
their actual BAC (estimated aBAC) shortly after the i.v. line was 
removed.

Data analysis

Behavioural data were analysed using individual stay probabilities, 
which coded whether each step 1 choice was a repetition of the 
preceding step 1 choice. Further, we coded the previous trial’s step 
2 reward (rewarded vs unrewarded) and transition (common vs 

rare). A significant main effect of reward would indicate habitual, 
model-free decision-making, whereas a reward x transition interac-
tion would indicate goal-directed, model-based decision-making 
(Figure 2(c)). For analyses, we used R 3.4.3 (https://www.r-project.
org/). A binomial (logit) mixed-effects model (glmer, package: 
lme4) was used to predict trial-by-trial stay probabilities (0=change 
vs 1=stay) out of reward (0.5=reward vs −0.5=no reward) and tran-
sition (0.5=common vs −0.5=rare), as well as treatment (0.5=alco-
hol infusion vs −0.5=placebo infusion). To reach convergence, we 
removed the treatment factor from the maximum random effects 
structure (Barr et al., 2013).

We explored whether self-reported drinking problems moder-
ated alcohol effects on decision-making by adding the fixed factor 
AUDITbinomial (score <8=low-risk drinker vs ≥8= intermediate-
risk drinker; coded as −0.5 vs 0.5) to the above described model. 
We repeated that procedure for raw AUDIT scores. To display the 
strength of reward main effects and reward x transition interac-
tions, we computed the following differences in stay probabilities: 
individual model-free scores (% rewarded common+% rewarded 
rare–% unrewarded common–% unrewarded rare) and model-
based scores (% rewarded common–% rewarded rare–% unre-
warded rare+% unrewarded common) as described by Sebold 
et  al. (2014). We then subtracted individual model-free from 
model-based scores to estimate each adolescent’s weight of goal-
directed relative to habitual decision-making (Smittenaar et  al., 
2013). Differences in theses relative weights were then analysed 
using a type-III analysis of variance (ezANOVA, package: car) 
with treatment and AUDITbinomial as factors.

Figure 2.  Two-step task: (a) procedure and timing; (b) step 1 stimuli led to step 2 stimuli in either 70% (common transition) or 30% (rare 
transition) of all trials. Step 2 stimuli were either rewarded or not with a given probability that changed over time (from trial 1–201); (c) theoretical 
example of stay probability patterns for purely model-free (left) and model-based (right) behaviour.

https://www.r-project.org/
https://www.r-project.org/
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Spearman’s rank correlations between AUDIT scores and age of 
drinking onset, drinking quantity as well as drinking frequency were 
obtained (cor.test, package: stats). Further, we used Welch two sam-
ple t-tests (t.test, package: stats) for differences in breath alcohol 
readings of (aBAC), Wilcoxon rank sum tests (wilcox.test, package: 
stats) for differences between low-risk and intermediate-risk drink-
ers with respect to estimated aBACs, age of drinking onset, drinking 
quantity, and subjectively experienced alcohol effects. Pearson’s 
Chi-squared tests (chisq.test, package: stats) for count data were 
used for differences in drinking frequency and smoking status.

To control for real-life alcohol intake, we added the factors 
age of drinking onset, drinking frequency, and drinking quantity 
to the above described models after standardising all three of 
them by creating z-scores (scale, package: base). To control for 
order effects of treatment we created an extra fixed factor order 
(–0.5=alcohol at day 1 vs 0.5=alcohol at day 2) and added it to 
the above described models.

For each choice at step 1, we measured the time between stim-
ulus onset and response in seconds. Alcohol effects on these 
response latencies were analysed using a linear mixed-effects 
model testing the same effects as described above. We interpreted 
|t-values|>2 as significant (Kliegl et al., 2010).

A priori power and observed effect size calculations were carried 
out using G*Power (http://www.gpower.hhu.de/), based on previous 
work reporting learning parameters that were measured after drink-
ing moderate alcohol doses in humans (George et al., 2005; Guillot 
et  al., 2010; Loeber and Duka, 2009; Ramaekers and Kuypers, 
2006). Observed effect sizes ranged between 0.2 and 2 (M=0.9). 
Then, we computed the required sample size for repeated-measures 
analysis of variance with an effect size of 0.4 for treatment (alcohol 
vs placebo), an alpha level of 0.05, and a power of 0.8, which was 52 
people. Further, we performed a power analysis to find a between-
within interaction (treatment x AUDITbinomial) with the same 
parameters, resulting in a sample size of 54 people. During analyses, 
we switched to mixed-effects models, because they allowed us to 
use trial-by-trial data and can properly account for within-subject 
correlations and unbalanced data (Gueorguieva and Krystal, 2004).

Graphics were created using ggplot (package: ggplot2) and 
the GNU Image Manipulation Program (GIMP; https://www.
gimp.org/). Standard errors (SEs) of the mean were corrected for 
repeated measures according to Morey (2008) using summarySE-
within (package: Rmisc).

Results

Manipulation check

Self-assessment of current aBAC (in mg%) by the adolescents 
was significantly lower after placebo than alcohol administration 
(Mplacebo=34 (SD=22)<Malcohol=92 (SD=51); p<0.001), without 
any difference between low-risk and intermediate-risk drinkers 
(see Table 1). Four low-risk drinkers and one intermediate-risk 
drinker correctly guessed that their aBAC was 0 mg% after being 
infused with placebo, but this difference was not significant.

Alcohol effects on stay probabilities

Figure 3 displays stay probabilities observed during both treat-
ment conditions.

Collapsing both treatment conditions, we observed habitual, 
model-free components of decision-making: Choices were more 
likely to be repeated after rewarded than unrewarded trials 

(Estimatereward=0.45, SE=0.07, z=6.5, p<0.001). There were also 
goal-directed, model-based components across treatment condi-
tions, as indicated by a significant reward x transition interaction 
(Estimatereward x transition=1.51, SE=0.24, z=6.3, p<0.001).

Alcohol significantly reduced the size of both the reward 
effect (Estimatereward x treatment=−0.14, SE=0.07, z=−2.0, p=0.047; 
Figure 3(c)) and the reward x transition interaction  
(Estimatereward x transition x treatment=−0.30, SE=0.14, z=−2.1, p=0.036; 
Figure 3(d)), suggesting that alcohol administration impaired 
both model-based and model-free components of decision-mak-
ing. Combining all four task conditions, overall stay probabilities 
were also reduced during alcohol compared to placebo adminis-
tration (Estimatetreatment=−0.11, SE=0.04, z=-2.9, p=0.004).

Alcohol effects on decision-making remained significant after 
controlling for order of treatment when adding this factor as 
fixed main effect to the above described model and when allow-
ing order to interact with all other factors.

AUDIT as moderator for the alcohol effects 
on decision-making

We tested whether self-reported drinking problems moderated 
the effects of ethanol on decision-making by adding the binary 
AUDIT factor to the above described models. Just like in the pre-
vious model, we observed significant effects of reward, treat-
ment, their interaction and the reward x transition interaction (all 
p-values<0.041). Besides that, AUDITbinomial moderated the 
alcohol effect on model-based decision-making. Compared to 
intermediate-risk drinkers, low-risk drinkers showed signifi-
cantly stronger alcohol-induced impairments in model-based 
decisions (EstimateAUDITbinomial x reward x transition x treatment=1.2, 
SE=0.29, z=4.0, p<0.001). AUDITbinomial did not significantly 
moderate alcohol effects on model-free decisions (p=0.34). 
Figure 4 depicts that alcohol administration numerically reduced 
model-based behaviour in low-risk drinkers (Figure 4(c)), while 
increasing it in intermediate-risk drinkers (Figure 4(d)).

For raw AUDIT scores, we found a similar four-way interac-
tion (EstimateAUDIT x reward x transition x treatment=0.6, SE=0.14, z=4.2, 
p<0.001), again indicating that a lower number of self-reported 
drinking problems was associated with stronger impairment of 
model-based decision-making during alcohol administration.

To examine the relative contribution of goal-directed and 
habitual decision-making, we analysed differences between 
model-based and model-free scores. In an analysis of variance, 
we tested whether these differences were affected by treatment 
and AUDITbinomial. A significant interaction between both fac-
tors indicated that low-risk drinkers showed an alcohol-induced 
relative shift towards model-free choices, whereas intermediate-
risk drinkers made a shift in the opposite direction, towards 
model-based choices (F(1,51)=4.3, p=0.044, see Figure 4(e) and 
(f)), with an observed effect size f=0.29.

Comparing each individual bar with any other bar using 
paired and unpaired Wilcoxon tests (Figure 4(a)–(d)) or t-tests 
(Figure 4(e) and (f)), we found no significant differences (all 
p-values>0.12).

AUDIT, real-life drinking, and subjective 
alcohol effects

Raw AUDIT scores correlated negatively with age of drinking 
onset (Spearman’s ρ=−0.40, p=0.003) and positively with 

http://www.gpower.hhu.de/
https://www.gimp.org/
https://www.gimp.org/
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drinking quantity (Spearman’s ρ=0.28, p=0.039), drinking fre-
quency (Spearman’s ρ=0.35, p=0.011), and sedation during pla-
cebo administration (Spearman’s ρ=0.29, p=0.038).

With respect to AUDITbinomial, we found that intermediate-
risk drinkers reported an earlier age of drinking onset, higher 
drinking frequency and stronger sedation during placebo infusion 
(p-values<0.05) than low-risk drinkers (see Table 1). Both groups 
did not significantly differ in any other experience of subjective 
alcohol effects.

The moderating effects of raw and binary AUDIT scores on stay 
probabilities at step 1 remained significant after controlling for age 
of drinking onset, drinking frequency, drinking quantity and order 
of treatment in four separate models. There were no additional 
interactions between real-life drinking and model-free or model-
based decision-making. With respect to order, the moderating effect 
of raw AUDIT scores on the alcohol effect on model-based learning 
was significantly weaker when alcohol was administered at day 2 
compared to day 1 (Estimateorder x AUDIT x reward x transition x treatment=−0.55, 
SE=0.28, z=−2.0, p=0.0496).

Alcohol effects on response latency

We predicted individual response latencies recorded at step 1 by 
reward, transition, treatment, AUDITbinomial, and their interac-
tions. Combining all four task conditions, alcohol generally slowed 
down choices at step 1 (Estimatetreatment=0.01, SE=0.004, t=3.1). This 
alcohol-induced slowing was stronger in intermediate-risk drinkers 
than low-risk drinkers at step 1 (EstimateAUDITbinomial x treatment=0.02, 
SE=0.008, t=2.9). Alcohol also slowed down model-based decisions 
(Estimatereward x transition x treatment=0.04, SE=0.02, t=2.3) at step 1. 
Model-free response times were not significantly affected by 
treatment.

Discussion
We examined the effects of acute alcohol administration on deci-
sion-making in the two-step task. Alcohol relative to placebo 
administration reduced both habitual, model-free and goal-directed, 
model-based decisions in the entire sample of healthy male 

Figure 3.  Mean stay probabilities and standard errors of the mean (error bars) as a function of reward and transition at the preceding trial during 
(a) placebo infusion and (b) alcohol infusion. Overall stay probabilities were significantly reduced during alcohol compared to placebo infusion 
(p<0.01). Lower panels display the strength of model-free (c) and model-based (d) components of decision-making as measured by differences in 
stay probabilities as described in the Data analysis section. *p<0.05.
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adolescents. Subdividing the sample based on individual AUDIT 
scores, we found that alcohol effects on goal-directed, model-based 
decisions varied as a function of drinking problems. Hence, adoles-
cents with intermediate compared to low risk for drinking problems 
showed an unexpected alcohol-induced shift from habitual towards 
goal-directed behaviour.

Concerning the entire sample, our first hypothesis was partly 
confirmed. Instead of reducing goal-directedness while promot-
ing habitual choices, alcohol reduced both components of deci-
sion-making. An increase in perseverative errors (Guillot et al., 
2010; Lyvers and Tobias-Webb, 2010) cannot explain these 
impairments, because alcohol significantly reduced stay proba-
bilities and therefore perseveration. The alcohol-induced decline 
in habitual decision-making was unexpected given the work of 
Hogarth et al. (2012), but might be explained by our higher alco-
hol dose and the more complex two-step task. Hoffman et  al. 
(2015) suggested that the effects of alcohol on cognitive perfor-
mance vary by dose, with beneficial effects for low doses and no 
effect for moderate doses. Consequently, our alcohol dose might 

have been sufficiently large to disrupt key aspects of habitual 
decision-making in the two-step task, such as memory for 
sequences of visual information (Saults et al., 2007), executive 
functioning and prospective planning (Montgomery et al., 2011), 
the detection of performance errors in the anterior cingulate cor-
tex (Ridderinkhof et al., 2002) or the ability to process motiva-
tionally salient outcomes (Euser et  al., 2011). In our sample, 
low-risk drinkers appeared to suffer most from such cognitive 
impairments. These adolescents might have simply switched 
more randomly between options in response to alcohol, which 
caused their decline in overall stay probabilities and goal-
directed choices.

Our primary finding that intermediate-risk drinkers’ goal-
directed choices were not impaired by alcohol was partly in line 
with our second hypothesis. We expected that intermediate-risk 
drinkers would be less sensitive towards the effects of alcohol 
due to more drinking experience. In line with that view, drinking 
problems were significantly associated with earlier age of drink-
ing onset, higher drinking frequency and quantity. However, 

Figure 4.  Differences in stay probabilities determining the absolute strength of model-free ((a), (b)) and model-based ((c), (d)) decision-making, 
and relative strength of model-based over model-free behaviour ((e), (f)) with standard errors of the mean (error bars). Alcohol generally reduced 
model-free decisions (p<0.05, (a) and (b)). Low-risk drinkers showed significantly stronger alcohol-induced impairments of model-based decisions 
than intermediate risk-drinkers (p<0.001, (c) and (d)). Low-risk drinkers showed an alcohol-induced relative shift towards model-free choices, 
whereas intermediate-risk drinkers made a shift in the opposite direction, towards model-based choices (p<0.05, (e) and (f)).
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compared to low-risk drinkers, intermediate-risk drinkers neither 
showed lower sensitivity towards the effects of alcohol (Gilpin 
and Koob, 2008) nor an increased level of stimulation (King 
et al., 2016), as subjectively experienced alcohol effects did not 
differ between groups during alcohol infusion. There were also 
no group differences in the changes of these experiences from 
placebo to alcohol infusion. The lack of group differences in sub-
jective responses might be explained by the fact that we adminis-
tered alcohol intravenously, which eliminates typical 
alcohol-related cues (e.g. taste, smell) that may evoke condi-
tioned responses. Besides that, alcohol administration seemed to 
improve decisions of intermediate-risk relative to low-risk drink-
ers, which would not be explained by lower sensitivity towards 
the effects of alcohol.

The shift towards goal-directed behaviour in intermediate-risk 
relative to low-risk drinkers came along with longer response 
latencies during alcohol administration, which suggests that we 
measured deliberation time instead of reaction time. In fact, par-
ticipants were not instructed to respond as fast and accurate as pos-
sible and there were no obvious error trials (Salthouse and Hedden, 
2002). Consequently, intermediate-risk relative to low-risk drink-
ers might have invested more mental effort at step 1 during alcohol 
administration, because goal-directed choices are cognitively 
demanding. This view is supported by computational accounts for 
the balance between goal-directed and habitual behaviour, which 
suggest that goal-directed behaviour relies on a speed-accuracy 
tradeoff, where goal-directed computations improve choice accu-
racy at the cost of deliberation time (Keramati et al., 2011).

The observation that alcohol improved intermediate-risk 
drinkers` performance more strongly at day 1 than day 2 suggests 
that alcohol might have served as negative reinforcer by neutralis-
ing unpleasant states. Quite a few participants spontaneously 
mentioned that they perceived the two-step task as ‘boring’ or 
‘exhausting’, and complained that it lasted up to 50 min. We 
assume that the task got more bothersome from session to session. 
As a result, intermediate-risk drinkers might have struggled most 
with it at day 2 during placebo administration, which boosted their 
goal-directed, model-based behaviour at day 1 during alcohol 
administration. In accordance with that idea, moderate alcohol 
intake has been found to facilitate non-drug-related behaviours by 
reducing stress, enhancing mood and improving cognitive perfor-
mance (Baum-Baicker, 1985; Müller and Schumann, 2011). Our 
own data further supports the role of alcohol as negative rein-
forcer, as drinking problems correlated positively with sedation 
during placebo administration and intermediate-risk drinkers felt 
more sedated than low-risk drinkers in that condition. These find-
ings might imply that intermediate-risk drinkers experienced the 
two-step task as more boring than low-risk drinkers. Indeed, bore-
dom susceptibility and the expectancy to escape from boredom 
are important risk factors for alcohol consumption in adolescence 
(Biolcati et al., 2016; Peltzer et al., 2012). Alternatively, alcohol 
may have reduced mental fatigue instead of boredom, since the 
former was shown to arise from sustained performance and to 
impair goal-directed behaviour by reducing executive control 
(van der Linden et al., 2003). However, we did not measure bore-
dom or subjectively perceived mental effort and can therefore 
only speculate whether the more sedated intermediate-risk drink-
ers felt less bored or mentally exhausted than low-risk drinkers 
during alcohol compared to placebo administration. An important 
question for future research is therefore, whether boredom and/or 

mental fatigue during the two-step task differentiate between low-
risk and intermediate-risk drinkers.

The alternative explanation that alcohol reduced withdrawal 
symptoms in intermediate-risk drinking adolescents is unlikely, 
since none of them fulfilled any DSM-IV alcohol dependence 
criterion. Compensatory strategies also fail to explain our results, 
because, just like low sensitivity, perfect compensation would 
predict no alcohol effect instead of a performance increase in 
intermediate relative to low-risk drinkers (Testa et al., 2006). One 
might argue that intermediate-risk drinkers overcompensated for 
the expected cognitive deficits in the alcohol condition, because 
they unmasked this condition more easily than low-risk drinkers, 
based on their longer drinking experience. However, analyses of 
participants’estimated aBACs indicated that the numbers of low-
risk and intermediate-risk drinkers, who successfully unmasked 
this condition, did not differ significantly.

On a neuronal level, higher AUDIT scores might have been 
associated with stronger striatal reward prediction error signals 
during alcohol compared to placebo administration. In line with 
that concept, Nebe et al. (2017) reported an association between 
earlier age of drinking onset and stronger blood oxygenation 
dependent responses to reward prediction errors, which were 
found to reflect both model-free and model-based predictions in 
the two-step task (Daw et  al., 2011). Further, intermediate-risk 
compared to low-risk drinkers might have benefited more strongly 
from the gamma-aminobutyric acid (GABA)-like effects of alco-
hol, since excitation of GABA(B) receptors in rats was shown to 
enhance set-switching performance (Beas et al., 2016).  Given the 
close link between cogntive abilities and goal-directed choices 
(Schad et al., 2014), this may have facilitated a shift towards goal-
directed control. Finally, intermediate-risk relative to low-risk 
drinkers might have released more dopamine in response to alco-
hol, as dopamine was found to promote goal-directed over habit-
ual choices (Wunderlich et  al., 2012). However, based on our 
behavioural data we can only speculate about neuronal mecha-
nisms, emphasising the need for future alcohol administration 
studies on decision-making using neurobehavioural methods.

Limitations of our findings include the lack of significant post-
hoc comparisons. The significant four-way interaction might 
therefore solely reflect alcohol-induced reductions in goal-direct-
edness in low-risk drinkers, while the numerical increase in inter-
mediate-risk drinkers occurred by chance. As mentioned above, 
our sample size was sufficiently large to detect main effects and 
interactions with a size of 0.4, given an α-level of 0.05 and a 
power of 0.8. Thus, our study was underpowered for detecting 
small or medium effects of alcohol in one of the two subsamples. 
To check the power of our four-way interaction, we used the web-
based tool Power ANalysis for GEneralised Anova designs 
(PANGEA; https://jakewestfall.shinyapps.io/pangea/), using the 
default experimental parameters and our number of intermediate-
risk drinkers (21) as number of subjects in each AUDIT group. We 
found a power of 0.83 for our four-way interaction, indicating that 
our sample size was sufficiently large to test four-way interac-
tions. Futher, all information provided by the four-way interaction 
was also covered by the significant two-way interaction between 
AUDIT and treatment on differences between model-based and 
model-free scores. We therefore think that the shift towards goal-
directed behaviour in adolescents with intermediate relative to 
low risk for drinking problems was a reliable result. In line with 
this possibility, the relative shift was no artifact of task training. 

https://jakewestfall.shinyapps.io/pangea/
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Although model-based performance should improve across ses-
sions and, by chance, the majority of intermediate-risk drinkers 
(13 out of 21) received alcohol at day 2 (compared to 13 out of 32 
low-risk drinkers), we found that the alcohol-induced improve-
ment in intermediate-risk drinkers was consistent when controling 
for treatment order, and that it was actually stronger when receiv-
ing alcohol at day 1 compared to day 2. Other limitations include 
the young male sample and the fact that we clamped aBAC at 80 
mg%. Thus, we can only speculate whether our results pertain to 
women, older participants and other alcohol doses. Finally, i.v. 
alcohol clamping is an extraordinary experience questioning the 
generalisability of our results to real-life drinking, where aBACs 
are permanently rising or falling. An oral alcohol administration 
study producing the same alcohol clamp would therefore be an 
important follow-up study to validate our results. Nevertheless, 
intravenous alcohol clamping yields several advantages compared 
to oral alcohol administration, as it eliminates biological differ-
ences in alcohol pharmacokinetics and reduces inter-individual 
variation in aBAC. It also minimises the impact of environmental 
factors, including alcohol-related contextual cues and social pres-
sure (O’Connor et al., 1998; Zimmermann et al., 2013). Our find-
ings therefore reflect pharmacological effects of alcohol on 
decision-making that are largely unbiased by the before-men-
tioned environmental or biological factors.

To fill the gap between research in patients and animals sug-
gesting that chronic alcohol intake promotes habits, we examined 
the effect of acute alcohol exposure on decision-making in the 
two-step task in a sample of healthy male adolescents. Instead of 
promoting habits, alcohol reduced habitual decision-making in 
the entire sample. At the same time, alcohol reduced goal-
directed choices in low-risk relative to intermediate-risk drink-
ers, possibly due to alcohol-induced disruptions of cognitive 
operations leading to rash choices at step 1. Intermediate-risk 
relative to low-risk drinkers, on the other hand, showed a shift 
away from habitual towards goal-directed decision-making, such 
that alcohol possibly even improved their performance. Based on 
the current results we speculate that intermediate-risk drinkers 
benefited from alcohol as negative reinforcer possibly displaying 
a novel risk factor for drinking in adolescence.

Acknowledgements
The authors would like to thank Lucia Hämmerl and Luise Olbricht for 
their outstanding assistance in recruitment, data acquisition and digitisa-
tion, quality checking and reorganising of the data. Further, they thank 
Lucie Scholl and Sören Kuitunen-Paul for recruitment, as well as Michael 
Schmidt for his essential technical support.

Declaration of conflicting interests
The author(s) declared the following potential conflicts of interest with 
respect to the research, authorship, and/or publication of this article: USZ 
declares that, over the past three years, he has received money from the 
Sächsische Landesärztekammer, Gewerkschaft für Erziehung und 
Wissenschaft, Parkkrankenhaus Leipzig, ABW Wissenschaftsverlag, 
Servier, Janssen and Lundbeck. The authors: EO, DJS, QJMH, MS, SN, 
CS and MNS declared no potential conflicts of interest with respect to the 
research, authorship, and/or publication of this article.

Funding
The author(s) disclosed receipt of the following financial support for 
the research, authorship, and/or publication of this article: This work 
was supported by the German Research Foundation (Deutsche 

Forschungsgemeinschaft), DFG, FOR 1617 (grant numbers ZI 1119/4-
1, ZI 1119/3-1, ZI 1119/3-2, SCHA 1971/1-2, SM 80/7-1, SM 80/7-2, 
WI709/10-1, WI709/10-2) and Bundesministerium für Bildung und 
Forschung, BMBF (grant numbers 01ZX1311H, 01ZX1611H).

ORCID iDs
Elisabeth Obst  https://orcid.org/0000-0001-8841-3886
Stephan Nebe  https://orcid.org/0000-0003-3968-9557

References
American Psychiatric Association (2000) Diagnostic and Statisti-

cal Manual of Mental Disorders (4th ed, text rev). Arlington, VA: 
American Psychiatric Press Inc.

Babor TF, Higgins-Biddle JC, Saunders JB, et al. (2001) The Alcohol Use 
Disorders Identification Test. Geneva: World Health Organization, 
Department of Mental Health and Substance Dependence.

Barr DJ, Levy R, Scheepers C, et al. (2013) Random effects structure for 
confirmatory hypothesis testing: Keep it maximal. J Mem Lang 68. 
doi: 10.1016/j.jml.2012.11.001

Baum-Baicker C (1985) The psychological benefits of moderate alcohol 
consumption: A review of the literature. Drug Alcohol Depend 15: 
305–322.

Beas BS, Setlow B and Bizon JL (2016) Effects of acute administration 
of the GABA(B) receptor agonist baclofen on behavioral flexibility 
in rats. Psychopharmacology 233: 2787–2797.

Biolcati R, Passini S and Mancini G (2016) ‘I cannot stand the boredom.’ 
Binge drinking expectancies in adolescence. Addict Behav Rep 3: 
70–76.

Daw ND, Gershman SJ, Seymour B, et  al. (2011) Model-based influ-
ences on humans’ choices and striatal prediction errors. Neuron 69: 
1204–1215.

Daw ND, Niv Y and Dayan P (2005) Uncertainty-based competition 
between prefrontal and dorsolateral striatal systems for behavioral 
control. Nat Neurosci 8: 1704–1711.

Daw ND and O’Doherty JP (2014) Chapter 21 - Multiple systems for 
value learning. In: Fehr PWG (ed.) Neuroeconomics. 2nd ed. San 
Diego: Academic Press, pp. 393–410.

Dickinson A and Balleine BW (2010) Hedonics: The cognitive-motiva-
tional interface. In: Kringelbach ML and Berridge KC (eds) Plea-
sures of the Brain. New York, NY: Oxford University Press, pp. 
74–84.

Dolan RJ and Dayan P (2013) Goals and habits in the brain. Neuron 80: 
312–325.

Euser AS, Meel CS, Snelleman M, et  al. (2011) Acute effects of 
alcohol on feedback processing and outcome evaluation during 
risky decision-making: An ERP study. Psychopharmacology 217: 
111–125.

Gan G, Guevara A, Marxen M, et al. (2014) Alcohol-induced impairment 
of inhibitory control is linked to attenuated brain responses in right 
fronto-temporal cortex. Biol Psychiatry 76: 698–707.

George S, Rogers RD and Duka T (2005) The acute effect of alcohol 
on decision making in social drinkers. Psychopharmacology 182: 
160–169.

Gillan CM, Kosinski M, Whelan R, et al. (2016) Characterizing a psychi-
atric symptom dimension related to deficits in goal-directed control. 
eLife 5. pii: e11305.

Gilpin NW and Koob GF (2008) Neurobiology of alcohol dependence: 
Focus on motivational mechanisms. Alcohol Res Health 31: 185–195.

Gueorguieva R and Krystal JH (2004) Move over ANOVA: Progress in 
analyzing repeated-measures data and its reflection in papers pub-
lished in the Archives of General Psychiatry. Arch Gen Psychiatry 
61: 310–317.

Guillot CR, Fanning JR, Bullock JS, et al. (2010) Effects of alcohol on 
tests of executive functioning in men and women: A dose response 
examination. Exp Clin Psychopharmacol 18: 409–417.

https://orcid.org/0000-0001-8841-3886
https://orcid.org/0000-0003-3968-9557


Obst et al.	 11

Hoffman LA, Sklar AL and Nixon SJ (2015) The effects of acute alcohol 
on psychomotor, set-shifting, and working memory performance in 
older men and women. Alcohol 49: 185–191.

Hogarth L, Attwood AS, Bate HA, et al. (2012) Acute alcohol impairs 
human goal-directed action. Biol Psychol 90: 154–160.

Hopf FW, Chang S-J, Sparta DR, et  al. (2010) Motivation for alcohol 
becomes resistant to quinine adulteration after 3 to 4 months of 
intermittent alcohol self-administration. Alcohol Clin Exp Res 34: 
1565–1573.

Huys QJM, Eshel N, O’Nions E, et al. (2012) Bonsai trees in your head: 
How the pavlovian system sculpts goal-directed choices by pruning 
decision trees. PLoS Comput Biol 8: e1002410.

Huys QJM, Tobler PN, Hasler G, et  al. (2014) The role of learning-
related dopamine signals in addiction vulnerability. Prog Brain Res 
211: 31–77.

Jacobi F, Mack S, Gerschler A, et  al. (2013) The design and methods 
of the mental health module in the German Health Interview and 
Examination Survey for Adults (DEGS1-MH). Int J Methods Psy-
chiatr Res 22: 83–99.

Jünger E, Javadi A-H, Wiers CE, et al. (2017) Acute alcohol effects on 
explicit and implicit motivation to drink alcohol in socially drinking 
adolescents. J Psychopharmacol 31: 893–905.

Keramati M, Dezfouli A and Piray P (2011) Speed/accuracy trade-off 
between the habitual and the goal-directed processes. PLoS Comput 
Biol 7: e1002055.

King AC, Hasin D, O’Connor SJ, et al. (2016) A prospective 5-year re-
examination of alcohol response in heavy drinkers progressing in 
alcohol use disorder. Biol Psychiatry 79: 489–498.

Kliegl R, Masson MEJ and Richter EM (2010) A linear mixed model 
analysis of masked repetition priming. Vis Cogn 18: 655–681. 

Korucuoglu O, Sher KJ, Wood PK, et al. (2017) Acute alcohol effects on 
set-shifting and its moderation by baseline individual differences: A 
latent variable analysis. Addiction 112: 442–453.

Lawrence AJ, Luty J, Bogdan NA, et al. (2009) Impulsivity and response 
inhibition in alcohol dependence and problem gambling. Psycho-
pharmacology 207: 163–172.

Loeber S and Duka T (2009) Acute alcohol impairs conditioning of a behav-
ioural reward-seeking response and inhibitory control processes—
implications for addictive disorders. Addiction 104: 2013–2022.

Lyvers M and Tobias-Webb J (2010) Effects of acute alcohol consump-
tion on executive cognitive functioning in naturalistic settings. 
Addict Behav 35: 1021–1028.

Malone SM, Luciana M, Wilson S, et  al. (2014) Adolescent drinking 
and motivated decision-making: A cotwin-control investigation with 
monozygotic twins. Behav Genet 44: 407–418.

McCarthy DM, Niculete ME, Treloar HR, et  al. (2012) Acute alco-
hol effects on impulsivity: Associations with drinking and driving 
behavior. Addiction 107: 2109–2114.

McKim TH, Bauer DJ and Boettiger CA (2016) Addiction history asso-
ciates with the propensity to form habits. J Cognitive Neurosci 28: 
1024–1038.

Montgomery C, Ashmore KV and Jansari A (2011) The effects of a mod-
est dose of alcohol on executive functioning and prospective mem-
ory. Hum Psychopharmacol 26: 208–215.

Morey RD (2008) Confidence intervals from normalized data: A correc-
tion to Cousineau (2005). Tutor Quant Methods Psychol 4: 61–64.

Müller CP and Schumann G (2011) Drugs as instruments: A new frame-
work for non-addictive psychoactive drug use. Behav Brain Sci 34: 
293–310.

Nebe S, Kroemer NB, Schad DJ, et al. (2017) No association of goal-
directed and habitual control with alcohol consumption in young 
adults. Addict Biol 23: 379–393.

O’Connor S, Morzorati S, Christian J, et  al. (1998) Clamping breath 
alcohol concentration reduces experimental variance: Application to 
the study of acute tolerance to alcohol and alcohol elimination rate. 
Alcohol Clin Exp Res 22: 202–210.

Ostafin BD, Marlatt GA and Greenwald AG (2008) Drinking without 
thinking: An implicit measure of alcohol motivation predicts failure 
to control alcohol use. Behav Res Ther 46: 1210–1219.

Otto AR, Raio CM, Chiang A, et al. (2013) Working-memory capacity 
protects model-based learning from stress. Proc Natl Acad Sci USA 
110: 20941–20946.

Peltzer K, Siviroj P, Pengpid S, et al. (2012) Drinking motives, sensa-
tion seeking, and alcohol use among Thai high school students. Soc 
Behav Pers 40: 1255–1262.

Plawecki MH, Zimmermann US, Vitvitskiy V, et  al. (2012) Alcohol 
exposure rate control through physiologically based pharmacoki-
netic modeling. Alcohol Clin Exp Res 36: 1042–1049.

Quinn PD and Fromme K (2011) Subjective response to alcohol chal-
lenge: A quantitative review. Alcohol Clin Exp Res 35: 1759–1770.

Quinn PD and Fromme K (2016) Individual differences in subjective 
alcohol responses and alcohol-related disinhibition. Exp Clin Psy-
chopharm 24: 90–99.

Ramaekers JG and Kuypers KP (2006) Acute effects of 3,4-methyl-
enedioxymethamphetamine (MDMA) on behavioral measures of 
impulsivity: Alone and in combination with alcohol. Neuropsycho-
pharmacology 31: 1048–1055.

Ramchandani VA, Bolane J, Li T-K, et  al. (1999) A physiologically-
based pharmacokinetic (PBPK) model for alcohol facilitates rapid 
BrAC clamping. Alcohol Clin Exp Res 23: 617–623.

Rangel A, Camerer C and Montague PR (2008) A framework for study-
ing the neurobiology of value-based decision making. Nature Rev 
Neurosci 9: 545–556.

Redish AD, Jensen S and Johnson A (2008) A unified framework for 
addiction: Vulnerabilities in the decision process. Behav Brain Sci 
31: 415–437; discussion 437–487.

Ridderinkhof KR, Vlugt Yd, Bramlage A, et  al. (2002) Alcohol con-
sumption impairs detection of performance errors in mediofrontal 
cortex. Science 298: 2209–2211.

Salthouse TA and Hedden T (2002) Interpreting reaction time measures 
in between-group comparisons. J Clin Exp Neuropsychol 24: 858–
872.

Saults JS, Cowan N, Sher KJ, et al. (2007) Differential effects of alcohol 
on working memory: Distinguishing multiple processes. Exp Clin 
Psychopharmacol 15: 576–587.

Schad DJ, Jünger E, Sebold M, et al. (2014) Processing speed enhances 
model-based over model-free reinforcement learning in the presence 
of high working memory functioning. Front Psychol 5: 1450.

Schuckit MA, Smith TL, Hesselbrock V, et al. (2008) Clinical implica-
tions of tolerance to alcohol in nondependent young drinkers. Am J 
Drug Alcohol Abuse 34: 133–149.

Sebold M, Deserno L, Nebe S, et al. (2014) Model-based and model-free 
decisions in alcohol dependence. Neuropsychobiology 70: 122–131.

Sebold M, Nebe S, Garbusow M, et al. (2017) When habits are danger-
ous: Alcohol expectancies and habitual decision-making predict 
relapse in alcohol dependence. Biol Psychiatry 82: 847–856.

Smittenaar P, FitzGerald THB, Romei V, et al. (2013) Disruption of dor-
solateral prefrontal cortex decreases model-based in favor of model-
free control in humans. Neuron 80: 914–919.

Stacy AW and Wiers RW (2010) Implicit cognition and addiction: A 
tool for explaining paradoxical behavior. Annu Rev Clin Psychol 6: 
551–575.

Testa M, Fillmore MT, Norris J, et  al. (2006) Understanding alcohol 
expectancy effects: Revisiting the placebo condition. Alcohol Clin 
Exp Res 30: 339–348.

van der Linden D, Frese M and Meijman TF (2003) Mental fatigue and 
the control of cognitive processes: Effects on perseveration and plan-
ning. Acta Psychol 113: 45–65.

Vanes LD, van Holst RJ, Jansen JM, et  al. (2014) Contingency learn-
ing in alcohol dependence and pathological gambling: Learning and 
unlearning reward contingencies. Alcohol Clin Exp Res 38: 1602–
1610.



12	 Journal of Psychopharmacology 00(0)

Voon V, Baek K, Enander J, et al. (2015a) Motivation and value influ-
ences in the relative balance of goal-directed and habitual behaviours 
in obsessive-compulsive disorder. Transl Psychiatry 5: e670.

Voon V, Derbyshire K, Rück C, et al. (2015b) Disorders of compulsiv-
ity: A common bias towards learning habits. Mol Psychiatry 20: 
345–352.

Wiers CE, Stelzel C, Park SQ, et al. (2014) Neural correlates of alcohol-
approach bias in alcohol addiction: The spirit is willing but the flesh 
is weak for spirits. Neuropsychopharmacology 39: 688–697.

Wittchen H-U and Pfister H (1997) DIA-X-Interviews: Manual für Screen-
ing-Verfahren und Interview; Interviewheft Längsschnittuntersuchung 

(DIA-X-Lifetime); Ergänzungsheft (DIA-X-Lifetime); Interviewheft 
Querschnittuntersuchung (DIA-X-12 Monate); Ergänzungsheft  
(DIA-X-12 Monate); PC-Programm zur Durchführung des Interviews 
(Längs- Und Querschnittuntersuchung); Auswertungsprogramm, 
Frankfurt: Swets & Zeitlinger.

Wunderlich K, Smittenaar P and Dolan Raymond J (2012) Dopamine 
enhances model-based over model-free choice behavior. Neuron 75: 
418–424.

Zimmermann US, O’Connor S and Ramchandani VA (2013) Modeling 
alcohol self-administration in the human laboratory. Curr Top Behav 
Neurosci 2013: 315–353.


