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There are a number of  different approaches to the treatment of  pathological
gambling. Some examples include educational interventions (WAGER 11(4)), talk
therapy, 12-step programs, support groups, cognitive and behavioral therapies,
and medications (WAGER articles 9(15), 8(21)). This week’s WAGER introduces a
new addition to the available treatment approaches and discusses the findings
from  a  recent  multicenter,  randomized  controlled  trial  of  the  medication
nalmefene  for  the  treatment  of  pathological  gambling  (Grant  et  al.,  2006).

Grant et al. recruited 207 eligible study subjects (i.e., 18 years or older with a
primary  DSM-IV  diagnosis  of  pathological  gambling  and  recent  gambling
behavior) through newspaper advertisements and referrals. Researchers excluded
subjects with diagnoses of certain psychiatric disorders (e.g., DSM-IV diagnosis of
bipolar disorder, schizophrenia, substance abuse or dependence, score of > 17 on
Hamilton  Depression  Inventory),  who  received  treatment  for  pathological
gambling (other than Gamblers Anonymous) during the last six months, or who
were currently using psychotropic medications. Researchers randomly assigned
eligible  study subjects  to  receive nalmefene or  placebo using intent  to  treat
analysis regardless of whether subjects discontinued the medication during the
16-week  study  period.  Researchers  conducted  the  trial  at  15  outpatient
psychiatric centers throughout the United States between March 2002 and April
2003. During outpatient visits, researchers blind to subjects’ group assignment
administered  the  Yale-Brown  Obsessive  Compulsive  Scale  Modified  for
Pathological  Gambling  (Y-BOCS)1  to  assess  subjects’  pathological  gambling
symptoms.  Researchers  analyzed  Y-BOCS scores  using  a  linear  mixed-effects
model that included terms for treatment group (i.e., nalmefene or placebo), time
(i.e., weeks since randomization), and site.

Figure 1: Change in mean Y-BOCS scores during a placebo-controlled trial
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of nalmefene for the treatment of pathological gambling (adapted from
grant et al., 2006) 

As Figure 1 shows, the mean Y-BOCS scores for both the nalmefene and placebo
groups decrease during the study period. However, nearly two thirds of subjects
discontinued  medication  before  the  end  of  the  study  period.  The  nalmefene
group’s mean Y-BOCS score was significantly less than the placebo group’s mean
score (p = 0.006) with an estimated difference of -4.64 points (95% confidence
interval  -7.75  to  -1.53)  by  week  16.  These  results  suggest  that  nalmefene
treatment reduces the symptoms associated with pathological gambling during
the 16-week study period. It seems from the dropout rate that nalmefene might
work even in low doses or with poor compliance. It is also possible the adverse
effects of the nalmefene motivate people to reduce gambling or respond positively
on the Y-BOCS.

This study has several limitations. First, this study only investigates nalmefene
treatment  for  a  16-week period.  Because  pathological  gambling  is  a  chronic
disorder  that  might  require long-term treatment,  there is  a  need for  further
investigation  of  longer-term  effects.  Second,  because  researchers  recruited
medication treatment seekers it is possible that the results suffer from subject
selection bias.  In addition, exclusion of subjects with psychiatric disorders or
receiving  psychotherapy  limits  the  generalizability  of  findings  to  the  larger
population of people with pathological gambling. Third, the high rate of subjects
who discontinued medication (i.e., 66%) might compromise the conclusions drawn
from  this  study.  This  rate  is  consistent  with  published  rates  of  treatment
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continuation for pathological gambling; however, the most common reason for
subjects’ discontinuation in this study was adverse medication side effects (e.g.,
nausea,  dizziness,  insomnia).  Elevated  rates  of  side  effects  among  subjects
receiving  nalmefene in  comparison  to  placebo also  might  have  compromised
researchers’  blinding  of  subjects’  treatment  group.  Fourth,  there  was  no
investigation of confounders such as social circumstances that might have led to
symptom improvement among subjects over the study period.

Despite  these  limitations,  nalmefene  shows  promise  as  a  treatment  for
pathological gambling. Nalmefene in tablet form is an investigational drug in
many countries (e.g., United States) and not yet approved for general clinical use.
There is a need for further research to evaluate lower doses and slower titration
on treatment initiation to try to minimize side effects. Given the importance of
behavioral and psychosocial therapies in managing pathological gambling, there
is a need for further studies that include these therapies and medications.

What do you think? Comments on this article can be addressed to Allyson Peller.

Notes

1. The Y-BOCS modified for pathological gambling is a valid and reliable 10-item
clinician administered scale used to rate gambling symptoms during the last 7
days (Pallanti, Decaria, Grant, Urpe, & Hollander, 2005)
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