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Naltrexone and Cognitive Behavioral Therapy
for the Treatment of Outpatient Alcoholics:

Results of a Placebo-Controlled Trial
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Objective: The opiate antagonist drug naltrexone has been shown in a few studies with
limited sample sizes to be effective when combined with psychosocial therapies for the
treatment of alcohol dependence. The goal of this study was to obtain additional informa-
tion regarding its efficacy in pertinent alcoholic populations and with a well-defined therapy.
Method: In this study, 131 recently abstinent alcohol-dependent outpatients were treated
with 12 weekly sessions of manual-guided cognitive behavioral therapy and either 50 mg/
day of naltrexone (N=68) or placebo (N=63) (with riboflavin added as a marker of compli-
ance) in a double-blind, randomized clinical trial. Alcohol consumption, craving, adverse
events, and urinary riboflavin levels were assessed weekly. Levels of blood markers of al-
cohol abuse were also ascertained during the trial. Results: The study completion, therapy
participation, and medication compliance rates in the trial were high, with no differences
between treatment groups. Naltrexone-treated subjects drank less, took longer to relapse,
and had more time between relapses. They also exhibited more resistance to and control
over alcohol-related thoughts and urges, as measured by a subscale of the Obsessive
Compulsive Drinking Scale. Over the study period, 62% of the naltrexone group did not re-
lapse into heavy drinking, in comparison with 40% of the placebo group. Conclusions:
Motivated individuals with moderate alcohol dependence can be treated with greater effec-
tiveness when naltrexone is used in conjunction with weekly outpatient cognitive behavioral
therapy. Naltrexone increases control over alcohol urges and improves cognitive resistance
to thoughts about drinking. Thus, the therapeutic effects of cognitive behavioral therapy
and naltrexone may be synergistic. 

(Am J Psychiatry 1999; 156:1758–1764)

A few well-controlled clinical trials with limited
sample sizes have suggested that the opiate antagonist
naltrexone is an efficacious adjunctive medication in

the treatment of alcoholism (1, 2). Volpicelli and col-
leagues (1) treated 70 male alcoholics with 50 mg/day
of naltrexone or placebo for 12 weeks while they re-
ceived a multimodal “standard rehabilitation treat-
ment.” The naltrexone-treated individuals had a re-
duced relapse rate, a lower overall number of drinking
days, and a reduction of craving in comparison with
the placebo-treated individuals. Generalization from
this trial was limited, since subjects received a rela-
tively intensive psychosocial intervention during the
early at-risk relapse period, which likely aided in med-
ication compliance.

O’Malley and colleagues (2) randomly assigned male
and female alcoholics, who were primarily self-re-
ferred for outpatient treatment, to receive 50 mg/day
of naltrexone or placebo and to concomitantly receive
either a coping skills therapy or a therapy supportive
of abstinence. Naltrexone decreased relapse rates, the
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percentage of drinking days, and the total number of
drinks during the study in comparison with placebo,
irrespective of the type of therapy received. In addi-
tion, there appeared to be an interaction between ther-
apy and medication such that individuals treated with
naltrexone and supportive therapy had greater contin-
uous abstinence than the other treatment groups, while
coping skills therapy appeared to reduce the relapse
rate for the subjects who consumed alcohol (“slip”
drinking) during the treatment evaluation. Reduction
in craving was evidenced most strongly in the subjects
who received naltrexone and coping skills therapy and
who completed the trial.

Subsequently, Volpicelli and colleagues found that
compliance with medication played a crucial role in
the observed increased efficacy of naltrexone over pla-
cebo (3). In that study, 97 male and female alcoholics
who had just completed a medical detoxification for
alcohol withdrawal received either 50 mg of naltrex-
one or placebo daily plus relapse prevention therapy.
Even though the dropout rate in that study group was
only 27%, the main effects of naltrexone (less relapse,
fewer drinking days) could only be found in those in-
dividuals who, according to pill counts, had taken
over 90% of their medication. Of interest, although
craving was assessed as in the previous study (1), there
was no significant difference in craving between the
naltrexone-treated and the placebo-treated subjects in
either the intent-to-treat group or the maximally com-
pliant group.

Naltrexone is reported to reduce the high after al-
cohol consumption (4) and to decrease the level of in-
toxication and “incentive to drink” after slip drink-
ing (5). Naltrexone-mediated reduction of craving
and incentive to drink, although not consistently re-
ported, does have some similarity to findings in ani-
mals which suggest that opiate antagonist pretreat-
ment leads to a lower incentive or motivation to
consume alcohol (6, 7).

Cognitive behavioral therapy has been shown to be
an effective treatment for alcoholism (8) and was one
of the therapies used during Project MATCH, a large
multisite study of 1,726 alcoholics that attempted to
match alcoholic characteristics to therapy response (9).
In that study, in which our group participated, man-
ual-guided cognitive behavioral therapy (10) was
found to lead to a marked reduction in both drinking
days and drinks per drinking occasion for up to 15
months after the initiation of treatment. It was rea-
soned that cognitive behavioral therapy, which ad-
dresses issues of craving, management of slip drinking,
reduction of relapses, and other similar techniques
would be particularly amenable to augmentation with
naltrexone as suggested previously (2).

The goal of the present study was to replicate and
extend the reported data on the efficacy of naltrexone
in the treatment of alcohol dependence (1, 2, 11). To
maximize the internal validity of this study, particular
attention was given to study group size, subject selec-
tion, measurement of compliance (12), craving (13,

14), biological markers (15), and the use of a manual-
guided cognitive behavioral therapy approach (10).
This report presents the findings in a randomized, dou-
ble-blind 12-week trial of the efficacy of naltrexone or
placebo added to cognitive behavioral therapy for out-
patient alcoholics.

METHOD

The study subjects were persons seeking outpatient treatment for
alcoholism who were either referred to our clinical service or re-
sponded to advertisements for the research study. Approximately
1,094 individuals were screened over the telephone, and 440 were
invited for in-person screening. Of these, 338 were screened in per-
son, 190 gave written informed consent, and 132 entered the study.
The inclusion criteria were 1) age 21–65 years, 2) meeting the DSM-
III-R criteria for alcohol dependence, including criterion 2 (loss of
control over drinking), 3) consumption, on average, of five or more
drinks per day in the last 30 days, 4) residence within 1 hour’s drive
of the clinic, 5) a stable living situation and availability of a collat-
eral reporter, and 6) ability to maintain sobriety for at least 5 days
before study entry (during the evaluation period). The exclusion cri-
teria were 1) a previous inpatient detoxification in which medication
was taken, 2) other current drug abuse or dependence (including
marijuana), 3) ever having abused opiates, 4) a current major psychi-
atric disorder as determined by the Structured Clinical Interview for
DSM-III-R (SCID [16]), 5) a serious or unstable medical condition,
6) current use of psychotropic or antiseizure medications or disul-
firam, 7) pending legal charges except for driving while intoxicated,
and 8) liver function test results (alanine aminotransferase and as-
partate aminotransferase) greater than 2.5 times normal.

Reasons for nonparticipation (N=206) among the 338 individuals
screened in person included the following: 55 (27%) chose not to
participate, 42 (20%) did not meet the alcohol use or 5-day sobriety
criteria, 39 (19%) had other psychiatric diagnoses, 20 (10%) had
other substance abuse, 17 (8%) had exclusionary medical condi-
tions, 17 (8%) lacked social stability, and 16 (7%) had had previous
inpatient treatment or treatment with naltrexone.

Of the 132 subjects randomly assigned to treatment, 131 returned
for at least one evaluation visit and were considered evaluable for
the intent-to-treat analysis.

After initial screening and a complete description of the study to
the subject, written informed consent according to the guidelines of
our institutional review board was obtained. Subjects were then as-
sessed over a 5- to 10-day period during which they returned to the
clinic on at least three occasions. On these visits they had to show ev-
idence, by verbal report (self and a collateral reporter) and a Breath-
alyzer test, of having maintained abstinence for at least 5 consecutive
days before random assignment to a study condition. During this as-
sessment period, the following were administered: the SCID (16), the
Addiction Severity Index (17), the Alcohol Dependence Scale (18),
the Obsessive Compulsive Drinking Scale (13, 14), four analog
scales measuring craving (amount, duration, frequency, and inten-
sity), and the Form 90 calendar method for charting daily drinking,
drug use, and service utilization (19). Subjects were instructed to
complete the Obsessive Compulsive Drinking Scale and analog crav-
ing scales for the last week of active drinking before study entry.
Blood was obtained for general health screening, liver function tests,
and measurement of the alcohol use markers γ-glutamyltransferase
and carbohydrate-deficient transferrin (CDTect; Avis-Shield, Oslo).
Urine for screening for illicit drugs was also obtained. All subjects
underwent a physical examination and provided a review of past
and current medical symptoms and conditions. Collateral infor-
mants were contacted to verify alcohol consumption, general health,
and other drug use information.

Subjects were randomly assigned to receive either naltrexone, 50
mg, or an identical-appearing placebo capsule daily for 12 weeks (84
days). Each capsule also contained 100 mg of riboflavin, added in
order to ascertain quantitative weekly urinary riboflavin levels,
which were measured by fluorescence assay (13) at the end of the



1760 Am J Psychiatry 156:11, November 1999

NALTREXONE AND COGNITIVE BEHAVIORAL THERAPY

study. All subjects were required to attend 12 weekly sessions of in-
dividual manual-guided cognitive behavioral therapy (12). The ther-
apists were supervised by one of us (L.R.W.), who reviewed cases
and ensured quality control over the delivery of the manual-guided
therapy. Emergency sessions and/or spousal attendance could be al-
lowed on a maximum of two occasions, as directed by the manual.

Subjects were seen by the research assistant weekly for outcome
assessment and by study physicians at the end of weeks 1–4, 8, and
12 for reports of adverse events, physical evaluation, and medication
checks. Weekly assessments included the timeline follow-back calen-
dar method for daily estimation of drinking (20), the Obsessive
Compulsive Drinking Scale, the analog craving scales, and a physical
symptom checklist. The assessments obtained at baseline were re-
peated at the end of week 12 or at study termination. Blood for de-
termining liver function and γ-glutamyltransferase and carbohy-
drate-deficient transferrin levels was obtained at the end of study
weeks 4, 8, and 12. If a subject terminated earlier than 12 weeks, a
“reason for termination” checklist was filled out with the use of all
data available to the research group and the study therapists. If a
subject terminated early, every attempt was made to gather week-12
data in order to have a continuous record of drinking over the course
of the study and to obtain end point measures. All but two subjects
had week-12 data collection, leading to an end point data collection
rate of 98.5%.

Baseline variables were examined for differences between groups
with the use of analysis of variance or chi-square tests where appro-
priate (SPSS analytic package [21]). All outcome analyses were con-
ducted under an intent-to-treat analysis plan. Time-to-relapse sur-
vival analyses used the Kaplan-Meier statistic. Group outcome
differences in percentage of days abstinent and drinks per drinking
day were analyzed by an analysis of covariance (ANCOVA) with the
baseline measures of these variables as covariates. The biological
drinking markers, carbohydrate-deficient transferrin and γ-
glutamyltransferase levels, were evaluated by both repeated mea-
sures and end point ANCOVA with baseline levels as covariates.

Group differences on the analog craving scales and the Obsessive
Compulsive Drinking Scale and its factors were analyzed by re-
peated measures ANCOVA with baseline values on the respective
scales used as covariates. Analog craving measures were averaged,
and the mean for each subject at each time point was used in the
analysis. In a similar fashion, the Obsessive Compulsive Drinking
Scale, when previously factor analyzed (22), showed a three-factor

solution that was better than the two-factor subscale discrimination
previously described (13, 14). Therefore, the focus of the analysis
was on three factors: obsessive thinking about drinking (items 1, 2,
4, 11, and 13), resistance/control impairment factor (items 5–8, 12,
and 14), and social/work interference caused by drinking (items 3, 9,
and 10).

RESULTS

The salient demographic variables for the 131 ran-
domly assigned subjects with data that could be evalu-
ated were—for the naltrexone-treated group (N=68)
and the placebo-treated group (N=63), respectively:
age (mean= 41 years, SD=10, and mean=44 years, SD=
10), male gender (69% and 73%), Caucasian race
(89% and 82%), married (66% and 70%), employed
full time (81% and 81%), and education (mean=14
years, SD=3, and mean=14 years, SD=3). There were
no significant differences between the two groups on
any variable. In general, the individuals in this study
were well-educated, employed, married, and socially
stable. There was no significant difference in any mea-
sure of severity of alcoholism between the two treat-
ment groups (table 1).

The important indicators of this study’s internal va-
lidity are given in table 2. There was no difference be-
tween the groups in any of these indicators. Overall,
83% (N=108) of the subjects completed the study,
with an average of 11 of the 12 study weeks completed
and about 10 of the 12 therapy sessions attended. In
general, these indicators suggest that in comparison
with other alcohol treatment outcome studies, reten-
tion and compliance were as good as, if not better
than, could be expected.

Twenty-three subjects (nine in the naltrexone group
and 14 in the placebo group) terminated the study
early. Reasons for early termination included clinical
deterioration (one naltrexone and two placebo sub-

TABLE 1. Severity of Alcoholism, Recent Consumption Pat-
tern, Craving, and Biological Markers of Drinking at Study En-
try for Subjects Treated With Cognitive Behavioral Therapy
and Either Naltrexone or Placeboa

Variable

Naltrexone
Subjects
(N=68)

Placebo
Subjects
(N=63)

Mean SD Mean SD

Number of DSM-III-R symp-
toms of alcohol dependence 5.9 1.6 5.9 1.7

Alcohol Dependence Scale 
score 17 6 17 7

Addiction Severity Index score 0.67 0.17 0.71 0.16
Obsessive Compulsive Drink-

ing Scale score 18.0 5.4 17.2 6.2
Analog craving scale scoreb 49 24 45 24
Percentage of days drinking 82 21 82 21
Number of drinks per drinking 

day 11.8 4.9 11.9 5.1
γ-Glutamyltransferase level 

(IU)c 104 126 135 253
Carbohydrate-deficient trans-

ferrin level (U/liter)d 24 16 27 23
a No significant group differences were detected (p>0.05). All com-

parisons were t tests with df=129.
b Average of four single-item analog scale scores.
c Normal: <50 IU.
d Normal: for men, ≤17 U/liter; for women, ≤25 U/liter.

TABLE 2. Indicators of Study Participation and Compliance
With Cognitive Behavioral Therapy and Medication With Either
Naltrexone or Placebo

Variable

Naltrexone 
Subjects
(N=68)

Placebo 
Subjects 
(N=63) Analysis

N % N % χ2 (df=1)
Subjects who completed 

study 59 87 49 78 1.82a

Subjects with >75% 
medication complianceb 47 69 42 67 0.09a

Mean SD Mean SD t (df=129)

Number of study weeks 
completed 11.1 2.6 10.5 3.1 1.20a

Number of cognitive 
behavioral therapy 
sessions completed 10 3 10 3 0.19a

Medication 
compliance (%)b 76 24 76 24 0.03a

a No significant group differences were detected (p>0.05).
b Compliance was measured by the presence of at least 1500 ng/

ml of riboflavin in urine (12, 23).
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jects) and adverse events in one naltrexone subject
(abdominal distress) and one placebo subject (sexual
dysfunction). In addition, seven naltrexone and 11 pla-
cebo subjects missed two consecutive appointments
(refused treatment or were lost to follow-up). There
were no significant differences between the naltrexone
and placebo groups in the number of subjects termi-
nating prematurely or in the reasons for termination.

The primary dependent variables for drinking out-
come evaluation were selected before the study began.
They were based on the variables used in other investi-
gations of naltrexone (1, 2) and on the recently com-
pleted large-scale, multisite, psychotherapy-matching
outcome study Project MATCH (9). These variables
were time to first relapse (defined as five or more
drinks per day for male subjects and four or more for
female subjects), percentage of days abstinent, and
drinks per drinking day over the 84 days of the study.

The survival curve of time to first relapse is shown
in figure 1. Overall, the survival function for the sub-
jects treated with naltrexone was significantly better
than that of the subjects treated with placebo. At the
end of the study, 62% (N=42) of the naltrexone sub-
jects had not relapsed, compared with 40% (N=25) of
the placebo-treated subjects. Table 3 provides other
alcohol consumption data. The subjects treated with
naltrexone had a significantly higher percentage of
time abstinent and, when they did drink, had signifi-
cantly fewer drinks per drinking day than the placebo-
treated subjects.

To provide a more complete analysis of the effect of
naltrexone on alcohol drinking behavior, we per-
formed some secondary analyses on salient alcohol
consumption variables. Although the naltrexone group
had an overall better survival function for time to first
day of any drinking (one or more drinks) (mean time
to first drink was 60 days for the naltrexone subjects
and 22 days for the placebo subjects), this was not sta-
tistically better than that of the placebo group (Ka-
plan-Meier log-rank=2.47, df=1, p=0.12); by the end
of the treatment period, 47% of the naltrexone group
and 33% of the placebo group had maintained contin-
uous abstinence. However, on average, placebo sub-
jects who relapsed had only 6 days (SD=7) to the next
heavy drinking day, whereas the naltrexone subjects
had 14 days (SD=18) until the next heavy drinking day
(t=2.40, df=62, p<0.05).

The blood markers carbohydrate-deficient transfer-
rin and γ-glutamyltransferase provide data on subjects’
drinking that are independent of verbal report. A re-
peated measures (weeks 4, 8, and 12) ANCOVA with
baseline level as the covariate showed a main effect of
time for carbohydrate-deficient transferrin (F=11.86,
df=2, 236, p<0.0001) and for γ-glutamyltransferase
(F=43.24, df=2, 240, p=0.0001) but no group or
group-by-time differences. Both carbohydrate-defi-
cient transferrin and γ-glutamyltransferase had signifi-
cantly decreased over prestudy levels, but this decrease
was similar in the two groups, as indicated by the end
point levels in table 3.

There was no difference between the medication
groups on the composite analog craving measure
(table 3). However, the total Obsessive Compulsive
Drinking Scale scores were lower over the course of the
study in the naltrexone group than in the placebo
group (F=3.30, df=1, 128, p=0.07). Of the three Ob-
sessive Compulsive Drinking Scale factor scores, the
resistance/control impairment factor score was signifi-
cantly lower in the naltrexone group than in the pla-
cebo group (for the total factor score, F=4.58, df=1,
128, p=0.03; when the two drinking items were re-
moved, F=6.13, df=1, 128, p<0.02), while the other
factors (obsessive thinking and work/social interfer-
ence) were not significantly different between the treat-
ment groups.

All study subjects filled out a physical complaint
questionnaire weekly. The following complaints were
rated by physicians as possibly or probably related to
the study drug: nausea/vomiting (14% of the placebo
subjects and 34% of the naltrexone subjects; χ2=
6.76, df=1, p<0.01), abdominal pain (11% of the pla-
cebo subjects and 31% of the naltrexone subjects;
χ2=7.60, df=1, p<0.01), daytime sleepiness (27% of
the placebo subjects and 46% of the naltrexone sub-
jects; χ2=4.88, df=1, p<0.05), and nasal congestion
(25% of the placebo subjects and 46% of the naltrex-
one subjects; χ2=5.80, df=1, p<0.05). Only one sub-
ject from each group dropped out of the study be-
cause of a stated adverse drug effect (the naltrexone
subject with abdominal discomfort and the placebo
subject with sexual dysfunction).

It should be noted that while four gender-specific
questions about sexual desire and performance were
asked, there was no difference between the placebo
and naltrexone groups on any of these items.

FIGURE 1. Survival Curve of Time to First Relapse Drinking
Daya for Subjects Treated With Cognitive Behavioral Therapy
and Either Naltrexone or Placebob

a Five or more drinks per day for men and four or more for women.
b Kaplan-Meier log rank statistic=5.87, df=1, p<0.02.
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DISCUSSION

The selection of the study group, the study design,
and possibly the nature of the cognitive behavioral
therapy all led to high retention, completion, and
compliance in both treatment groups. The study
group of 131 subjects was larger than groups in pre-
viously conducted trials. This, combined with a low
level of missing data and high internal validity, led to
sufficient statistical power for determining differ-
ences between groups. Overall, the results of this trial
support the observations made in earlier trials with
fewer subjects (1, 2) and suggest that the results of a
subsequent trial (3), which found medication group
differences only in compliant subjects but not in the
intent-to-treat analysis, may have been due to a type
II error.

Consistent with previously reported studies, nal-
trexone-treated individuals had fewer drinking days
(2) and fewer drinks per drinking day (1, 2). In addi-
tion, naltrexone reduced the rate of relapse into heavy
drinking (defined consistently in these studies as five
or more drinks per day for men and four or more for
women). It is less clear whether naltrexone can affect
the ingestion of the first drink (either time to first
drink or total abstinence rate) and also less clear what
happens once a person has a defined relapse day. In
our study, although naltrexone led to a longer time to
first drink (median=60 days for naltrexone subjects
and median=22 days for placebo subjects), this differ-
ence was not statistically significant. Looked at in an-
other way, 47% of the naltrexone subjects were com-
pletely abstinent throughout the trial, compared with
33% of the placebo subjects, which although not sta-
tistically significant, suggests an effect of naltrexone
on the maintenance of abstinence. It must be remem-
bered, however, that cognitive behavioral therapy, at
least as it was used in this study and in Project MATCH
(10, 12), does not demand abstinence as a firm goal of

treatment. This may account for the discrepancy in
naltrexone’s effects on full abstinence between the
cognitive behavioral therapy used in this study and the
supportive abstinence-based therapy used in one arm
of the O’Malley et al. study (2). In that regard, the
cognitive behavioral therapy of this study and the cop-
ing skills therapy of the O’Malley et al. study, when
used in conjunction with naltrexone, had similar ef-
fects on relapse reduction. This is not surprising, since
the two types of therapy share a common theoretical
framework, focus on the same goals (reduction of al-
cohol relapse), and use similar therapeutic techniques.

Our analysis of the time between a first relapse (or
heavy drinking day) and a second relapse (or heavy
drinking day) in the naltrexone-treated group com-
pared with the placebo-treated group is of interest.
Naltrexone subjects had, on average, about twice the
time between first and second relapse episodes (14
days versus 6 days). This finding is consistent with
the concept that naltrexone allows the alcoholic to
keep at least partial control over alcohol consump-
tion after a slip drinking episode. Since it has been
suggested (3, 5) that this increase in control may oc-
cur because of the reduced reinforcement of alcohol
after a slip, this effect may be particularly important
for the combination of naltrexone and cognitive be-
havioral therapy. The theoretical basis of cognitive
behavioral therapy is that the individual should try to
use cognitive behavior strategies to reduce the chance
that an alcohol slip may turn into a relapse. The fact
that naltrexone may reinforce this construct is heuris-
tically appealing and could have great practical treat-
ment implications.

Although naltrexone has been called an anticraving
drug (25), its role in the reduction of craving—a con-
cept that is elusive and hard to define (26, 27)—is still
unresolved. As noted previously, the data regarding
the effect of naltrexone on craving have been incon-
sistent. In the first study by Volpicelli and colleagues

TABLE 3. Key Drinking Outcome Variables of Subjects Treated With Cognitive Behavioral Therapy and Either Naltrexone or Placebo

Variable
Naltrexone Subjects 

(N=68)
Placebo Subjects 

(N=63) Effect Sizea Analysis

Mean SD Mean SD F df p

Percentage of days abstinent 90 18.9 82 22.9 0.193b 4.75 1, 128 0.03
Number of drinks per drinking day 2.5 3.3 4.2 4.3 0.229b 6.75 1, 128 0.01
Time to first drink (days) 48 33 40 40 0.218c 2.47d 1 0.12
Time to relapse (days) 60 33 48 32 0.369c 5.87d 1 0.02
Analog craving scale score 16.3 16.5 18.2 18.7 0.063b 0.51 1, 127 0.48
γ-Glutamyltransferase level (IU) 50 45 71 77 0.063b 0.52 1, 117 0.47
Carbohydrate-deficient transferrin level (U/liter) 19 12 21 16 0.143b 2.34 1, 115 0.13

N % N % χ2 df p

Subjects with complete abstinence 32 47 21 33 0.287e 2.56 1 0.11
Subjects who relapsed 26 38 38 60 0.444e 6.38 1 0.01
a Cohen (24) suggests that an effect size of 0.2 is small, 0.5 is medium, and 0.8 is large.
b Effect size index for analysis of covariance test of differences in means (24, chapter 8).
c Effect size index for test of difference of two means (24, chapter 2).
d Kaplan-Meier survival (log-rank) statistic.
e Effect size index for test of difference of two proportions (24, chapter 6).
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(1), a positive effect of naltrexone on craving was
noted, but in the second study by this group (3), in
which a similar analog rating scale was used, there
was no effect noted, even in the most compliant sub-
jects. O’Malley and colleagues (2), on the other hand,
noted that the level of craving (as measured by an an-
alog scale) was lower in the subjects taking naltrex-
one who also received coping skills therapy but was
higher in the subjects taking naltrexone who received
supportive therapy than in placebo control subjects.
In subsequent analyses (5), it was found that craving
after an alcohol slip was lower in naltrexone-treated
subjects and, furthermore, that a higher level of base-
line craving was predictive of better response to nal-
trexone treatment (28). Some of the inconsistency in
these studies may have derived from the craving mea-
sure that was used. Both studies used a one-item ana-
log scale that is highly subjective and likely to be
highly variable.

The self-rated Obsessive Compulsive Drinking Scale
was developed by our group to provide an instrument
with improved psychometric qualities and face validity
to measure some cognitive and behavioral aspects of
craving (12, 13). While the average of the four analog
craving measure scores was not different over the
course of this study in the naltrexone and placebo
groups, the total Obsessive Compulsive Drinking Scale
score tended to decrease more in the naltrexone group
than in the placebo group. Of interest, the resistance/
control impairment factor of the scale (even with the
two quantity/frequency drinking items removed) was
significantly improved in the naltrexone group (22).
While needing replication, this finding supports the hy-
pothesis that reduced drinking in naltrexone-treated in-
dividuals is related to more resistance to alcohol-related
thoughts, urges, and behavior, with greater control be-
ing exercised over these aspects of craving.

Although this study had very high internal validity,
the generalizability (external validity) of the findings
reported here may be limited. It must be remembered
that the subjects selected for this study were persons
whose alcohol dependence was not very severe, who
were not particularly treatment-resistant, and who
were socially stable, reasonably motivated, and had
no comorbid current other drug abuse or severe psy-
chiatric problems. This subject population was se-
lected to minimize the type II error rate. Despite this,
the superiority of the effects of naltrexone over those
of placebo, when added to cognitive behavioral ther-
apy, was modest (effect sizes=0.2–0.5). While a num-
ber of alcohol-dependent patients seen in primary
care practice, psychiatric outpatient settings, and sub-
stance abuse referral centers may fit the profile of our
study participants, many do not. Only more well-con-
trolled clinical trials examining different alcoholic
populations can address the effectiveness of naltrex-
one across the alcohol dependence spectrum.
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