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Treatment of Pathological Gambling
with Naltrexone Pharmacotherapy and

Brief Intervention: A Pilot Study

By Tuuli Lahti, Jukka 1. Halme,
Maziju Pankakoski, David Sinclair, Hannu Alho

ABSTRACT ~ We explored the efficacy of the opiate antagonist, naltrexone, as a treatment
Jfor pathological gambling. Treatment seeking pathological gamblers (n = 39) (according
to both South Oaks Gambling Screen and a screen based on the Diagnostic and Statistical
Manual of Mental Disorders) participated into our treatment study. during 2009. The
subjects were instructed to use 50 mg of naltrexone before gambling or when feeling crav-
ing towards gambling.

The protocol contained one initial doctor visit with motivational brief intervention.
During period that were free of gambling, thesubjects were instructed fo practice other
healthy behavioral alternatives to gambling. The primary outcome measure was the Yale
Brown Obsessive Compulsive Scalé adapted for Pathological Gambling. The other out-
come measurements were the EQ-5D quality of life survey, the Alcobhol Use Disorders
Ldentification Test, and the Beck Depression Inventory.

The average age of the subjects was 39 years; 80% were men. Highly significant
(p < 0.01) decreases in reported obsessive-compulsive gambling and depressive
symptoms and increases in the subjective quality of life developed in the study.

These positive changes suggest that this simple, inexpensive treatment helps pathological
gamblers. The role of naltrexone in the treatment effect, however, needs to be determined with
a larger, placebo-controlled study. Psychopharmacology Bulletin. 2010;43(3):35-44.

INTRODUCTION

Pathological gambling (PG) is characterized as an impulse control disorder

according to the Diagnostic and Statistical Manual of Mental Disorders (DSM-1V)
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[APA 1994]. PG is characterized by frequent gambling episodes and
thoughts governed by gambling. Gambling replaces other activities of
the pathological gambler and causes financial, social and emotional
problems. PG shares many of the same diagnostic criteria as substance
use disorders: repeated unsuccessful attempts to quit, disturbing impacts
on life, tolerance, and withdrawal effects. The primary difference is that
in PG no substance is present. Thus research on PG provides us a pure
insight to the neurophysiologic features of addictive behavior and may
guide the development and testing of effective treatments for other
addictions, too.

The pathological gambling prevalence rate in the US is approximately
1%.! Similarly, in Finland approximately 1% of the adult population is
estimated to be pathological gamblers.? Untreated PG can impair func-
tioning at many levels; validated, effective treatments are, therefore,
needed. Psychosocial treatment options are usually the first choice when
treating PG’s.3~® Alongside with the psychosocial methods, pharmaco-
logical treatment may benefit the patient. Although'PG is'a relatively

36 common disorder, only limited information‘on pharmacotherapy for

Labti, Halme, PG exists. Changes in opioid, noradrenalin, serotonin, dopamine and
Pankakoski etal.— glutamate neural systems seem to.be related to PG, and most pharma-
cological approaches have been based on the hypothesis that balancing
dysfunctional neurotransmission “especially during the withdrawal
process will reduce.the urge to gamble.””12 Mood stabilizers have also
been tested in.the treatment of PG.1371°
Since endogenous opioids are important mediators of the reinforce-
ment process of the nervous system, the blocking of opioid receptors
withiantagonists such as naltrexone and nalmefene may be a promising
new form of pharmacological treatment option for PG.1¢ Despite their
well-demonstrated efficacy in the treatment of alcohol dependence, few
randomized controlled trials with naltrexone or nalmefene have evalu-
ated their efficacy for the treatment of PG.17 In the naltrexone trials,
the antagonist was administered on daily basis. However, some recent
data indicates that targeted use—taking the antagonist only when
drinking alcohol—may be effective for the treatment of heavy alcohol
consumption.’ 1% Our novel approach herein is to use the opiate
antagonist naltrexone in a targeted manner in PG treatment, i.e., tak-
ing naltrexone only before the gambling or only when the patient feels
craving for gambling. It has been suggested that the benefits from nal-
trexone in treating opiate addiction and alcoholism come primarily
from the mechanism of extinction produced after the patient makes the
response of taking opiates or drinking alcohol while reinforcement is
blocked by the antagonist. We hypothesized similarly that naltrexone
blocks the reinforcement that the patient gets from gambling and thus,
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extinguishes the gambling behavior and the desire to gamble. Another
novel idea herein was to motivate the patient to practice healthy alter-
native behaviors during the periods when they are not gambling and
thus are not taking naltrexone.

METHODS

The volunteer participants in this study were recruited by announce-
ments in gambling-related internet sites (www.ray.fi, www.pakkopeli.fi,
www.a-klinikka.fi, www.peluuri.fi, www.suomi24.fi, www.paihdelinkki.fi)
and by two announcements in a giveaway newspaper (Metro) during the
first quarter of 2009. In the announcements, those who experienced gam-
bling as a problem were advised to visit the study webpage (www.ktl.peli.fi)
and fill in validated Finnish version of the South Oaks Gambling Screen
(SOGS-R)?® and DSM-1V screen for diagnostic criteria of PG.2! SOGS-R
includes 16 questions about problems associated with gambling and 1s used
to measure the pathology of gambling. The total score on. the,SOGS-R
ranges from 0 to 20 (higher values are indicative of worse psychopathologic g+

states: a value of 5 or more indicates probable pathological gambling). The 7z Haime,
lifetime version of SOGS-R was used in the present study. The DSM-IV ~ Pankakoski, et al.
screen for pathological gambling includes 107 questions of persistent and

recurrent maladaptive gambling behavior. The total score of the DSM-IV

ranges from 0 to 10 (higher values are indicative of worse gambling-related

problems; a value of 5.or more indicates pathological gambling).

Those respondents who scored five or more on both SOGS-R and
DSM-1V were informed about the possible suitability for the study and
given the e-mail address to contact the research team. Those who con-
tacted the research team were invited for a visit with study doctor where
the suitability of the subject for the research was assessed. The inclusion
criteria were: scores of 5 or more from SOGS-R and DSM-1V and abil-
ity to use internet and e-mail. The exclusion criteria were: acute hepati-
tis, severe liver or kidney dysfunction, suicide risk or severe depression or
other untreated mental health problem, participation to other gambling
research at the same time, the use of drugs (especially opiates), preg-
nancy; prisoners, retarded and mentally ill patients were also excluded.
The ethics board of the Helsinki and Uusimaa hospital district gave per-
mission for this study (permission # EudraCT # 2008-004102-14 and
ethical permission # 259/13/03/00/2008).

All participants had to be able to read and understand the patient
information sheet and sign the informed consent. All participants were
free to stop being in the study whenever they wanted. The patients were
not paid or reimbursed for participation. At the study visit, the subjects
were given written instructions for the proper use of naltrexone. Subjects
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were advised to take 50 mg naltrexone approximately one hour before
gambling or feeling urges to gamble (and to refrain from taking naltrex-
one at other times). In this study the maximal daily dose was 50 mg of
naltrexone. The medication was free for the subjects. The subjects were
also given written instructions for practicing healthy alternative behav-
iors (physical exercise, reading etc.) at times when they were not gam-
bling. The participants were given one visit including motivational brief
intervention to reduce gambling along with a brief intervention booklet
“Winning Within, a self help guide to changing gambling behaviors”
(Finnish version edited by permission of Nova Scotia Health Promotion,

Canada).

MEASURING THE TREATMENT OUTCOME

The study period consisted altogether 19 weeks: 3 weeks of retrospec-
tive gambling disquisition, and 16 weeks of the treatment period. At
baseline the patients were interviewed by the study‘doctor with a time-

38 line follow back method for determining the gambling quantity and

Labti, Halme, quality during the last three weeks. The participants filled out the Yale
Pantakoski, etal.— Brown Obsessive Compulsive Scale.adapted for Pathological Gambling
(PG-YBOCS),?? the EQ-5D,%<the”Beck Depression Inventory
(BDI),24 and the Alcohol Use Disorders Identification Test (AUDIT)?>
self-report measures. These standardized questionnaires were used to
measure the severity'of gambling problem and different health variables
among the subjects. After the baseline period, the subjects filled out the
tollow-up diaries and questionnaires via the internet using a secured
software service Digium (Digium Oy, Helsinki, Finland). The primary
outcome measure was the PG-YBOCS (questionnaire on weeks 0, 4, 8,
12 and 16) and the secondary outcome measures were the BDI (ques-
tionnaire on weeks 0, 8, 16), EQ-5D (questionnaire on weeks 0 and 16)
and the AUDIT (questionnaire on weeks 0 and 16). No physical exam-
ination (blood tests, urine samples etc.) was done during the study
period.

PG-YBOCS has been developed to measure the severity and change
in severity of pathological gambling symptoms. PG-YBOCS includes
10 questions measuring the severity of PG over time. Each question is
rated from 0 (no symptoms) to 4 (extreme symptoms). The total score
of PG-YBOCS ranges from 0 to 40 (0-7 is subclinical, 8-15 is mild,
16-23 is moderate, 24-31 is severe, and 32—40 is extreme symptoms).
Patients scoring in the mild range or higher should consider profes-
sional help to alleviate the symptoms. In our study PG-YBOCS was
used as a self-report scale, which was filled out by the subjects them-
selves (not as a clinician-administered assessment tool).
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EQ-5D is a standardised instrument for use as a measure of health
outcome. The EQ-5D questionnaire includes 5 dimensions: mobility,
self-care, usual activities pain/discomfort and anxiety/depression. Each
dimension can be graded on three levels, reflecting “no health prob-
lems,” “moderate health problems,” and “extreme health problems.” The
values for the five dimensions can be combined to describe the respon-
dent’s overall health state ranging from 0 “Worst health state” to 1 “Best
health state”.

The BDI is used to measure the severity of depression. The BDI
includes 21-questions relating to symptoms of depression such as hope-
lessness and irritability, cognitions such as guilt or feelings of being
punished, as well as physical symptoms such as fatigue, weight loss, and
lack of interest in sex. The total score of the BDI ranges from 0 to 63
(0~13 is the minimal range, 14-19 is mild, 20-28 is moderate, and
29-63 is severe depressive symptoms).

The AUDIT is a self-report screening tool sensitive to early detection
of risky and high risk (or hazardous and harmful) drinking: It has three

questions on alcohol consumption, three questions ont drinking behav- g9

ior and dependence, and four questions on the Consequences or prob- 7 Haime,
lems related to drinking. The total score.of the AUDIT ranges from  Pankakoski et al
0 to 40 (0-7 is low risk, 815 is risky or hazardeus level, 16-19 is high-

risk or harmful level, 20 and oyer is-high-risk/almost certainly alcohol

dependent).

STATISTICAL ANALYSIS

By the end.of the study as much as 51 percent of the participants had
dropped out from the study. We used multiple imputation to deal with
this problem.?® Missingness at random (MAR) is the principal
assumption for multiple imputation: it assumes that the pattern of
missing data can be explained by observed values in the sample but it
is not dependent on any unobserved values. Changes in the imputed
score variables (BDI, PG-YBOCS, EQ-5D, AUDIT) were examined
using linear random effects modelling with restricted maximum likeli-
hood estimation.?’>*® The model is appropriate for the analysis of lon-
gitudinal data because it allows the existence of individual
heterogeneity in the variables under examination, and thus provides
subject specific inferences. Our models included a random intercept to
account for individual differences in the mean levels of the sum score
variables. A time indicator was used as a categorical variable, with
dummy variables representing each time point. Logarithmic transfor-

mations were conducted for BDI, AUDIT and PG-YBOCS scores to

reduce non-normality. Preliminary analyses and graphical examination

PsycHorPHARMACOLOGY BuLLETIn: Vol. 43 - No. 3

o



HOITO 12/4/10 8:38 PM Page 40 $

NALTREXONE TREATMENT OF PATHOLOGICAL GAMBLING

suggested that the change in the PG-YBOCS score was non-linear,
declining quite dramatically until 8 weeks before stabilizing to a more
constant level (see Figure 1). Hence, for the PG-YBOCS-variable, we
estimated a piecewise linear random effects model with two slopes rep-
resenting weeks 8 and 16, assuming that the change inside these time
frames was linear. All analyses were performed in R statistical lan-
guage?’ (version 2.9.2) by using the package “mi”(version 0.08-06) for
the imputation process and “nlme” (version 3.1. -93) for the incom-
plete data random effects modelling.?® A probability level of P < 0.05

was considered significant.

RESuULTS

The subjects (n = 39) were Finnish Caucasian adults, aged 20-78
years (mean age 39 years), with 80% of the subjects being men (mean
age 36 years, SD 15.49 ) and 20% women (mean age 51 years, SD
13.55). Most of the subjects were married (59%),lived with their fam-

40 iy (64%), had at least a secondary education”degree. (69%), and were

Labti, Halme, employed (87%). All of the subjects were PG’s according to both SOGS
Pankakoski, etal. (score 5+) and DSM-IV (score 54). The mean scores were 14.0 for
SOGS and 8.0 for DSM-1IV. 49% of the subjects reported being smok-
ers. The drop-out rate was 51% at the end of the study. The main find-
ings of the study are shown in Figures 1 and 2. The primary outcome
measure, PG-YBOCS;, showed large positive changes in compulsive
gambling.and in the urge to gamble during the study period. According
to linear random effects modeling, the decrease in PG-YBOCS scores
compared to baseline was highly significant (p = 0.01).

The PG-YBOCS scores had decreased markedly already at study week
4; this decrease continued throughout the rest of the study period but at
a slower rate (see Figures 1 and 2). At baseline, 87% of the subjects had
moderate to severe obsessive-compulsive symptoms towards gambling
(PG-YBOCS 16+) whereas at the end of the study only 16% of the
patients suffered from such severe symptoms. The slope describing
change from baseline to week 8 was significant (coefficient = —0.99,
se = 0.21, p < 0.001). The slope estimated thereafter however was non-
significantly different from zero (coefficient = 0.16, se = 0.17,
p = 0.19), underlining a stabilization of the score at the second half of
the study period. In figures 1 and 2 the observed outcome variables are
represented graphically.

According to the EQ-5D measure of health outcome and the physi-
cal examination, the overall health condition of the subjects was good,
but over half (59%) of them reported suffering from depression and
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(FIGURE 1

INDIVIDUAL OBSERVED SUM SCORES FOR QUALITY OF HEALTH (EQ-5D),

HARrRMFUL USE OF ALCOHOL (AUDIT), DEPRESSION (BDI) AND OBSESSIVE-
CoMPULSIVE SYMPTOMS (PG-YBOCS) DURING THE STUDY PERIOD

EQ-5D sum score

BDI sum score

anxiety. At baseline, the EQ-5D sum score was 0.83 (Fig. 1) and by the
end of the study it had significantly improved to 0.93. Random effects
model estimated a positive slope for the score from baseline to week 16,
indicating that this decline was also significant (coefficient = 0.11,
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se = 0.02, p < 0.001).

Highly significant improvement was also seen in depressive symptoms
of the patients as measured with BDI (p < 0.01). The proportion of sub-
jects with BDI scores of 14 or more (Fig. 2) decreased from 46% to 28%
during the study period. According to the random effects model
the decline was significant throughout the study period (weeks 0—8: coef-
ficient = —0.64, se = 0.17, p < 0.01, weeks 8-16: coefficient = —0.46,

se = 0.22, p < 0.05).
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(FIGURE 2 D)

PERCENTAGE OF RESPONDENTS AT EACH TIME POINT HAVING OBSESSIVE-
CoMPULSIVE (PG-YBOCS) orR DEPRESSIVE (BDI) SympTOMS OR HARMFUL USE
OF ALCOHOL (AUDIT). * = p < 0.01 WHEN COMPARED TO BASELINE
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Only a small non-significant change was seen in AUDIT scores
during the study period (coefficient = —0.09, se = 0.15, p = 0.27). At
baseline, 54% of thesubjects scored at least 8 in AUDIT and were con-
sidered as hazardous or harmful drinkers. At the end of the treatment,
the AUDIT scores decreased slightly and 42% of the subjects were clas-
sified as hazardous or harmful drinkers at the end of the study.

At the end of the study period, we also asked the subjects to report
their own estimation on how the treatment had affected their gambling
behavior. 80% (n = 15) of the respondents reported that their gambling
reduced markedly during the study period.

DisCusSION

Both non-pharmacological psychosocial treatment or interventions
and pharmacological treatment options have been shown to be more
effective than no treatment/placebo in terms of changes from immedi-
ate pretreatment baselines to post-treatment outcomes.*!” However, it
still remains unclear whether the non-pharmacological treatment
options should be used alone or in conjunction with pharmacological
treatment options. As PG is associated with many devastating effects
such as financial, social and mental health problems, it is necessary to
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develop methods for the prevention and treatment of PG and to learn
to recognize those who are at increased risk to become PG's.

This pilot study (no control group) shows positive changes during the
16 weeks study period: the quality of life reported by the subjects was
increased, and their depressive symptoms measured by BDI were
decreased. Our primary efficacy measure, the obsessive-compulsive
gambling symptoms as measured with PG-YBOCS, decreased
markedly. Our results herein suggest that even a very “light” (one visit
with study doctor) and motivational brief intervention based treatment
together with targeted naltrexone) can improve the quality of life and
reduce the pathological gambling. However, the small sample size and
lack of placebo controlled peer group limit the interpretation of our
results. This study cannot determine which aspects of the treatment—
the brief intervention, the targeted naltrexone, or both—were responsi-
ble for the improvement. We also cannot evaluate the possible benefits
of encouraging the subjects to practice healthy alternative behaviors
when they are not gambling. The drop-out rate was also relatively high,
being 51% at the end of the study. Despite these limitations the results 43

are promising, and thus we are going to test targeted naltrexone treat- 7 Haime,
ment in a larger placebo-controlled clinical trial. < Pankakoski, et al.
ACKNOWLEDGEMENTS

We thank Clinical Research Associate Sirpa Piivinen for excellent
planning of the study internet diary and data filing.

REFERENCES

1. Shaffer HJ, Hall MN, Vander Bilt J. Estimating the prevalence of disordered gambling behavior in the
united states and canada: A research synthesis. American Journal of Public Health. 1999;89(9):
1369-1376.

2. Aho P, Turja T. Suomalaisten rahapelaaminen. Helsinki, Finland: Taloustutkimus Oy ja Sosiaali- ja
terveysministeri6 2007.

3. Gooding P, Tarrier N. A systematic review and meta-analysis of cognitive-behavioural interventions
to reduce problem gambling: Hedging our bets? Behaviour Research and Therapy. 2009;47(7):592-607.

4. Leung KS, Cottler LB. Treatment of pathological gambling. Current Opinion in Psychiatry.
2009;22(1):69-74.

5. Petry NM, Weinstock J, Morasco BJ, Ledgerwood DM. Brief motivational interventions for college
student problem gamblers. Addiction (Abingdon, England). 2009;104(9):1569-1578.

6. Petry NM, Weinstock J, Ledgerwood DM, Morasco B. A randomized trial of brief interventions for
problem and pathological gamblers. Journal of Consulting and Clinical Psychology. 2008;76(2):318-328.

7. Grant JE, Kim SW, Hartman BK. A double-blind, placebo-controlled study of the opiate antagonist
naltrexone in the treatment of pathological gambling urges. The Journal of Clinical Psychiatry. 2008;
69(5):783-789.

8. Grant JE, Kim SW, Odlaug BL. N-acetyl cysteine, a glutamate-modulating agent, in the treatment of
pathological gambling: A pilot study. Biological Psychiatry. 2007;62(6):652-657.

9. GrantJE, Kim SW, Potenza MN, et al. Paroxetine treatment of pathological gambling: A multi-centre
randomized controlled trial. International Clinical Psychopharmacology. 2003;18(4):243-249.

PsycHorPHARMACOLOGY BuLLETIn: Vol. 43 - No. 3

o



HOITO 12/4/10 8:38 PM Page 44 $

NALTREXONE TREATMENT OF PATHOLOGICAL GAMBLING

10. McElroy SL, Nelson EB, Welge JA, Kacehler L, Keck PE]J. Olanzapine in the treatment of pathological
gambling: A negative randomized placebo-controlled trial. The Journal of Clinical Psychiatry. 2008;
69(3):433-440.

11. Kim SW, Grant JE, Adson DE, Shin YC, Zaninelli R. A double-blind placebo-controlled study of the
efficacy and safety of paroxetine in the treatment of pathological gambling. The Journal of Clinical
Psychiatry. 2002;63(6):501-507.

12. Kim SW, Grant JE, Adson DE, Shin YC. Double-blind naltrexone and placebo comparison study in
the treatment of pathological gambling. Biological Psychiatry. 2001;49(11):914-921.

13. Blanco C, Petkova E, Ibanez A, Saiz-Ruiz J. A pilot placebo-controlled study of fluvoxamine for
pathological gambling. Annals of Clinical Psychiatry : Official Journal of the American Academy of Clinical
Psychiatrists. 2002;14(1):9-15.

14. Dannon PN, Lowengrub K, Gonopolski Y, Musin E, Kotler M. Topiramate versus fluvoxamine in the
treatment of pathological gambling: A randomized, blind-rater comparison study. Clinical
Neuropharmacology. 2005;28(1):6-10.

15. Pallanti S, Quercioli L, Sood E, Hollander E. Lithium and valproate treatment of pathological gam-
bling: A randomized single-blind study. The Journal of Clinical Psychiatry. 2002;63(7):559-564.

16. Spanagel R, Herz A, Shippenberg T'S. Opposing tonically active endogenous opioid systems modulate
the mesolimbic dopaminergic pathway. Proceedings of the National Academy of Sciences of the United States
of America. 1992;89(6):2046-2050.

17. Pallesen S, Molde H, Arnestad HM, et al. Outcome of pharmacological treatments of pathological
gambling: A review and meta-analysis. Journal of Clinical Psychopharmacology. 2007;27(4):357-364.

18. Karhuvaara S, Simojoki K, Virta A, et al. Targeted nalmefene with simple medicalmanagement in the
treatment of heavy drinkers: A randomized double-blind placebo-controlled multicenter study.
Alcoholism, Clinical and Experimental Research. 2007;31(7):1179-1187.

19. Heinala P, Alho H, Kiianmaa K, Lonnqvist J, Kuoppasalmi K, Sinclair JD. Targeted use of naltrexone

44 without prior detoxification in the treatment of alcohol dependence: A factorial double-blind, placebo-

Lahéi. Halme controlled trial. Journal of Clinical Psychopharmacology. 2001;21(3):287=292.

Panta ko; 4i ot a [’ 20. Lesieur HR, Blume SB. The south oaks gambling sereen (SOGS): A new instrument for the identifi-

’ ' cation of pathological gamblers. The American Journal of Psychiatry. 1987;144(9):1184-1188.

21. American Psychiatric Association. Diagnostic.and statistical manual of mental disorders (4th edition).
Washington DC, United States: American Psychiatric Association 1994.

22. Goodman WK, Price LH, Rasmussen SA, et al. The yale-brown obsessive compulsive scale. I. devel-
opment, use, and reliability. 4rch Gen Psychiatry. 1989;46(11):1006-1011.

23. The EuroQol Group. EuroQol-a-new facility for the measurement of health-related qualiy 1990.

24. Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J. An inventory for measuring depression.
Archives.of General Psychiatry. 1961;4:561-571.

25. Babor TF, Higgins-Biddle JC, Saunders JB, Monteiro M. AUDIT—the Alcohol Use Disorder
Identification Test: guidelines for use in primary health care; 2001. WHO, Geneva, Switzerland.

26." Little R], Rubin DB. (Eds.). Statistical analysis with missing data. (1st ed.). New York: John Wiley
1987.

27. Pinheiro |, Bates D, DebRoy D, Sarkar D. the R Core team. Linear and nonlinear mixed effects models.
New York, United States 2009.

28. Laird NM, Ware JH. Random-effects models for longitudinal data. 1982;38(4)(Biometrics):963-974.

29. R Development Core Team (2009). R: 4 language and environment for statistical computing. R founda-
tion for statistical computing. http://www.R-project.org

PsycHorPHARMACOLOGY BuLLETIN: Vol. 43 - No. 3

o




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


