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Trazodone for Sleep Disturbance After Alcohol
Detoxification: A Double-Blind, Placebo-Controlled Trial

Peter D. Friedmann, Jennifer S. Rose, Robert Swift, Robert L. Stout, Richard P. Millman,
and Michael D. Stein

Background: Trazodone is a commonly prescribed off-label for sleep disturbance in alcohol-
dependent patients, but its safety and efficacy for this indication is unknown.

Methods: We conducted a randomized, double-blind, placebo-control trial of low-dose trazo-
done (50 to 150 mg at bedtime) for 12 weeks among 173 alcohol detoxification patients who
reported current sleep disturbance on a validated measure of sleep quality or during prior periods
of abstinence. Primary outcomes were the proportion of days abstinent and drinks per drinking
day over 6-months; sleep quality was also assessed.

Results: Urn randomization balanced baseline features among the 88 subjects who received
trazodone and 85 who received placebo. The trazodone group experienced less improvement in the
proportion of days abstinent during administration of study medication (mean change between
baseline and 3 months: —0.12; 95% CI: —0.15 to —0.09), and an increase in the number of drinks per
drinking day on cessation of the study medication (mean change between baseline and 6 months,
4.6; 95% CI: 2.1 to 7.1). Trazodone was associated with improved sleep quality during its adminis-
tration (mean change on the Pittsburgh Sleep Quality Index between baseline and 3 months: —3.02;
95% CI: —3.38 to —2.67), but after it was stopped sleep quality equalized with placebo.

Conclusions: Trazodone, despite a short-term benefit on sleep quality, might impede improve-
ments in alcohol consumption in the postdetoxification period and lead to increased drinking
when stopped. Until further studies have established benefits and safety, routine initiation of
trazodone for sleep disturbance cannot be recommended with confidence during the period after

detoxification from alcoholism.
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LCOHOLISM HAS IMPORTANT public health

impact (O’Connor and Schottenfeld, 1998), and sleep
disturbance is common among alcohol-dependent persons
(Stein and Friedmann, 2006). Their rate of sleep problems is
highest (36% to 72%) during periods of abstinence (Brower,
2003). Sleep disturbance after alcohol detoxification might
contribute to relapse through abnormalities in sleep architec-
ture (i.e. effects on rapid eye movement or slow-wave sleep)
or in a general way such as through prolonged sleep latency,
fatigue, depression, or anxiety (Brower, 2003; Stein and
Friedmann, 2006). Ingestion of alcohol quickly corrects many
of these sleep disturbances (Wagman and Allen, 1975). In this
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manner, sleep problems during periods of abstinence contrib-
ute to the conditioned response to resume drinking in alco-
hol-dependent persons (Drummond et al.,, 1998; Viticllo,
1997).

Pharmacological management of sleep disturbance during
early remission from alcohol dependence has been proposed
to reduce relapse to alcohol (Brower, 2003). Off-label trazo-
done is among the most frequently prescribed agents for
insomnia, even though the evidence supporting this indication
is limited (Mendelson, 2005; Walsh and Schweitzer, 1999). It
is the sleep agent most commonly prescribed by experts in
addiction medicine for alcohol-dependent patients with sleep
problems (Friedmann et al., 2003). Trazodone is commonly
prescribed for alcohol-dependent patients with sleep problems
because it is considered to be less habit-forming than benzodi-
azepine receptor agonists commonly prescribed for insomnia
(Longo and Johnson, 2000). In the general population, trazo-
done decreases sleep latency (Ware and Pittard, 1990;
Yamadera et al., 1999), improves sleep efficiency (Haffmans
and Vos, 1999; Parrino et al., 1994), increases restorative
slow-wave sleep (Ware and Pittard, 1990), and exerts anxio-
lytic effects (Liebowitz and El-Mallakh, 1989). Trazodone is
well tolerated (Feighner and Boyer, 1988), appears safe in
combination with alcohol (except, perhaps, in massive
overdose; Goeringer et al.,, 2000), has low abuse potential
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(Rush et al., 1999), and induces sleep at bedtime dosing (Fab-
re, 1990).

Empirical evidence of trazodone’s safety and effectiveness
as a soporific agent in alcohol-dependent patients is limited.
One small placebo-controlled trial suggested that trazodone
improved sleep efficiency after alcohol detoxification (Le Bon
et al., 2003). To examine whether trazodone improves drink-
ing outcomes and sleep quality among sleep-disturbed, alco-
hol-dependent patients after detoxification, we performed a
randomized, double-blind, placebo-controlled trial of short-
term, low-dose trazodone (50 to 150 mg) at bedtime.

METHODS
Setting

The Institutional Review Boards of the Miriam Hospital and the
Providence VA Medical Center, and the Clinical Trials Board of
SSTAR of Rhode Island approved the Soporific Intervention to
Enhance Sleep and Treatment of Alcoholism study. Recruitment
occurred at a short-term inpatient detoxification program for indi-
gent persons. The standard 3- to 5-day protocol provides chlordiaz-
epoxide on days 1 to 3 as needed. After detoxification, patients are
referred to residential or outpatient treatment; sleep management is
not a typical feature of the treatment plan.

Participants

Research staft screened alcohol-dependent patients. Inclusion crite-
ria were: alcohol as the principal substance, DSM-IV criteria for cur-
rent alcohol dependence, sleep disturbance during previous periods
of abstinence or a global score of 5 or greater on the Pittsburgh Sleep
Quality Index (PSQI) (Buysse et al., 1989), age between 18 and
65 years, adequate contraception if female, and ability to understand
instructions. Exclusion criteria were: DSM-IV criteria for current
dependence on drugs other than nicotine, or Axis I disorder (subjects
with “substance-induced mood disorder,” or dysthymia were not
excluded; First et al., 1995); current suicidality (Miller et al., 1986);
psychotropic, antidepressant, anxiolytic, or antidipsogenic (naltrex-
one, disulfiram, and acamprosate) medication; proerectile, herbal, or
sleep medication; pregnancy/lactation, ischemic heart disease, car-
diac arrhythmias, priapism, or hypotension; history of obstructive
sleep apnea, emphysema, or poorly controlled diabetes mellitus with
nocturia 2 or more times per night; life expectancy 6 months or less;
inability to identify at least 1 contact person; or no address provided
for the period after discharge.

Study Allocation

Eligible subjects completed informed consent and a baseline inter-
view. Urn randomization software allocated subjects to bedtime
trazodone or identical placebo while ensuring balance by gender,
depressive symptoms (19 or below vs. 20 or above on the Beck
Depression Inventory-II; Beck et al., 1996), and homelessness in the
previous 30 days (yes/no; Stout et al., 1994). All subjects received a
sleep hygiene pamphlet (American Sleep Disorders Association,
1997). Study medication was dispensed as scored 50-mg tablets with
a cap that recorded the date and time of each opening (MEMS;
Aprex, Union City, CA). Subjects were instructed to begin with 1
tablet 1 hour before bedtime, and titrate dosage until they reached a
balance between sleep response and morning lethargy, or up to 3 tab-
lets maximum. Study medication ceased after 12 weeks.

Participants received $20, $30, $40, and $50 for 4 respective inter-
views (weeks 0, 4, 12, 24), and $5 for each daily sleep log returned
weekly during the first 4 weeks (Monk et al., 1994). In addition to
the outcomes described below, interviews assessed depressive
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symptoms (Beck et al., 1996), and treatment services received (McLe-
llan et al., 1992). Checklists completed at the assessments and by tele-
phone 2-weeks after trazodone initiation monitored medical
conditions, medications, and side effects.

Outcomes

Alcohol consumption was assessed with a well-established calendar
method (Sobell and Sobell, 1992). During the baseline interview, sub-
jects recalled the number of standard drinks taken on each of 90 days
prior to entry into the detoxification program. Each follow-up inter-
view assessed alcohol consumption since the previous interview.
From the calendar, primary outcomes were the proportion reporting
complete abstinence by the end of the study (6-month follow-up), the
proportion of days abstinent (the number of nondrinking days
reported during the period divided by the total number of days for
which data were available), the number of drinks per drinking day
(the total number of drinks reported during the period divided by the
number of days on which alcohol consumption was reported), and
the proportion of heavy drinking days (the number of days partici-
pants reported drinking at least 4 (women) or 5 (men) drinks during
the period divided by the total number of days for which data were
available). For the measure of complete abstinence, those who did
not complete all follow-ups were assumed to have resumed drinking,
and were therefore coded as not having achieved complete abstinence
by the end of the study. Serum gamma-glutamyltransferase (GGT)
was tested at each assessment point.

Global sleep quality during the past month was measured using the
PSQI (Buysse et al., 1989; Carpenter and Andrykowski, 1998).
Health Status was assessed with the 12-item Medical Outcomes Study
Short Form-12 (Ware et al., 1995).

Statistical Methods

We examined potential covariates by testing interactions of study
condition by time by whether participants believed they were receiv-
ing active medication, baseline commitment to abstinence, and days
of psychosocial treatment (inpatient treatment, medication, Alcohol-
ics Anonymous, relapse prevention meetings, and/or individual or
group discussion) in the first month. Logistic regression was used to
test for treatment differences in the proportion who achieved com-
plete abstinence by the end of the study, controlling for the propor-
tion of days abstinent at baseline. Mixed linear regression analyses
with full information maximum likelihood (FIML) estimation com-
pared the other drinking outcome trajectories by treatment condition
across baseline, 1-, 3-, and 6-month intervals. Each model assessed
linear and quadratic change over time, treatment differences at base-
line, and treatment by linear and quadratic time interactions. FIML
allows available data from all participants to contribute to the esti-
mation of intercepts and slopes. An alternative procedure, multiple
imputation, replaced missing values in a total of 20 data sets based
on gender, age, race, treatment group, homelessness, depressive
symptoms, as well as baseline and available follow-up values for the
primary and secondary outcomes; results (not shown) approximated
those from the FIML estimation (Schafer, 1997).

To characterize the magnitude of change over time, mean differ-
ence scores were calculated by subtracting the mean estimated change
from baseline to each follow-up for the treatment group from the
mean estimated change from baseline to follow-up for the placebo
group. Predicted values from the mixed linear regression analyses
generated these difference scores. We used a standard method to
obtain Cohen’s d treatment effect size by dividing the mean difference
scores by the placebo group baseline standard deviation (SD; Cohen,
1988). Cohen’s d values of 0.20, 0.50, and 0.80 represent small, mod-
erate, and large effect sizes, respectively.

We calculated statistical power for a repeated measures regression
model with 2 groups and attrition over time using the RMASS2
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statistical power analysis program (Hedeker and Barlas, 1999). With
a sample size of 173, we have power of 0.80 to detect a moderate
effect size of 0.45.

RESULTS

From June 2002 to January 2006, 2437 alcohol-dependent
patients were screened (Fig. 1) Among the 1922 ineligible indi-
viduals, 5.6% denied sleep problems, 45% were drug depen-
dent, and 28% received psychotropic medication. Research
assistants were unable to approach 206 individuals and
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135 refused. One duplicate placebo subject was deleted post-
randomization. The trazodone (N = 88) and placebo groups
(N = 85) did not differ at baseline on any measured charac-
teristic (Table 1). Subjects were primarily male and Cauca-
sian. Mean age was 41 years. Most (73%) reported 12 or
more years of education and one-third was unemployed. Par-
ticipants were heavy drinkers, having been abstinent only
21% of the 90 days prior to the baseline assessment, and con-
suming an average of 22 drinks per drinking day during that
period.

Assessed for eligibility

Excluded (N=2263)

(N=2437)
Enrolled (N=174)
] InCll}dCS one Enrollment ‘__,
duplicate

= Not meeting inclusion
criteria (N=1922)

= Refused (N=135)
= Unable to approach (N=20)

( Random Allocation ]

= Allocated to Trazodone (N=88 )

= Allocated to Placebo (N=85)
One duplicate deleted post-randomization

( Follow-Up

A

] A

Lost to follow-up (N=6)

= N=4 Contact attempts unsuccessful

= N=I Moved out of area — no contact
information available

= N=1 In prison

Withdrew (N=9)

= N=I No longer interested in study

= N=3 Competing concerns/time constraints

= N=I Does not want to take medication

= N=1 Dizziness

= N=1 Starting anti-anxiety medication

= N=2 No reason specified

Deceased (N=1)

Lost to follow-up (N=4)

= N=3 Contact attempts unsuccessful

= N=1 Moved out of area — no contact
information available

Withdrew (N=9)

= N=5 No longer interested in study

= N=I Competing concerns / time constraints
= N=1 Going to year long residential program
= N=1 Wants real trazodone

= N=1 Does not want to take any medication

Deceased (N=3)

( Analysis

| ,,

A
Analyzed (N=88)
Excluded from analysis (N=0)

Fig. 1. CONSORT flowchart.

Analyzed (N=85)
Excluded from analysis (N=0)
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Table 1. Participant Characteristics at Enroliment
Trazodone, N = 88 Placebo, N = 85 p-value
Age 41 (6.8) 41 (7.7) 0.80
% Female 9.8 75 0.36
% Caucasian 87.1 85.2 0.73
% 12+ years of school 75.6 72.6 0.63
% Unemployed 35.8 33.0 0.25
% Homeless 20.2 214 0.62
% Depressed 31.2 28.9 0.73
Past 3-month drinking
Mean proportion of days abstinent 0.23 (0.29) 0.18 (0.24) 0.22
Mean drinks per drinking day 22.2 (13.8) 21.5(11.4) 0.70
Mean proportion of heavy drinking days 71.6 78.5 0.10
% Using other medication 94.3 94.1 0.97
Serum gamma glutamyltransferase 116.9 (170.9) 144.3 (162.0) 0.35
Sleep quality 12.2 (3.6) 11.6 (3.3) 0.28
SF-12 Mental Health Composite Score 33.8 (13.0) 35.1 (11.0) 0.54
SF-12 Physical Health Composite Score 46.4 (8.1) 45.3 (8.4) 0.42

Values in parentheses represent SDs.

Of the 32 participants (18.5%) lost to follow-up, 20
(11.6%) were lost after the baseline, 9 (5.2%) after the
1-month and 3 (1.7%) after the 3-month assessment. Attrition
rates did not differ by treatment group at any point. Partici-
pants who were lost to follow-up also did not differ from
retained subjects on age, race, gender, education level,
employment status, homelessness, depressive symptoms, or
baseline measures of proportion of days abstinent, number of
drinks per drinking day, sleep quality, and health status.
However, participants lost to follow-up who had completed
the 4-week sleep log reported taking the study medication on
62.8% (N = 14) of days compared with 85.5% (N = 106) of
days for retained participants (p = 0.002). Participants lost
to follow-up who completed a 2-week telephone check-in
(N = 20) did not differ on the number of reported side
effects, nor were they more or less likely to believe they were
taking trazodone compared with retained participants.

The study conditions did not differ in their rated baseline
commitment to abstinence (Hall et al., 1990) (mean + SDL.:
5.54 £ 1.23 and 5.58 + 0.92 for the trazodone and placebo
groups, respectively), nor did they differ in self-reported use
of other medications (either prescribed or over the counter)
for help with sleep, anxiety, emotional problems, alcohol
detoxification, drinking prevention, drug use stabilization,
and/or to block the effects of other drugs either at baseline
or follow-up. At the 1-month follow-up (McLellan et al.,
1992), 72.7% reported having received informal intervention
(attending at least 1 Alcoholics Anonymous meeting), 25.3%
reported formal treatment, and 2% reported no intervention
at all after leaving the detoxification program. Compared
with the placebo group, the trazodone group tended to be
more likely to attend Alcoholics Anonymous [odds ratio
(OR): 1.91; 95% CI: 091 to 4.03; p = 0.09], but the 2
groups did not differ in the mean number of days of psycho-
social intervention at the 1-month follow up (5.55 £ 6.23
and 5.55 + 4.35 for the trazodone and placebo groups,
respectively). No significant moderator effect over time was

detected for any of these covariates; hence, they were
excluded from the mixed linear regression models for drink-
ing and secondary outcome variables.

Drinking Outcomes

Mixed linear regression results indicated a linear increase in
the proportion of days abstinent over time and a quadratic
effect (Table 2), which indicates a leveling off in the rate of
change over time. A linear decrease in the number of drinks
per drinking days and the proportion of heavy drinking days
also leveled off over time.

The trazodone group showed a smaller increase in the pro-
portion of days abstinent at all time points relative to the pla-
cebo group (Fig. 2A4); effect sizes for the estimated mean
difference between groups in the change in the proportion of
days abstinent were moderate from baseline to 1-month
(Cohen’s d: —0.22), 3-month (Cohen’s d: —0.50), and 6-month
(Cohen’s d: —0.51) follow-up assessments. No clinically signif-
icant differences between the treatment groups were detected
in the number of drinks per drinking day from baseline to the
1- and 3-month assessments. However, by the 6-month assess-
ment, the trazodone group had a greater increase relative to
the placebo group in the number of drinks per drinking day
(Cohen’s d: 0.41), such that the estimated number of drinks
per drinking day exceeded that of the placebo group
(Fig. 2B). Finally, compared with placebo, the trazodone
group showed a smaller decrease in the proportion of heavy
drinking days through the 3-month follow-up (Cohen’s
d: —0.53), followed by a smaller increase from 3 to 6 months
(Fig. 20).

After controlling for the proportion of days abstinent at
baseline, logistic regression analyses indicated no differences
in the probability of complete abstinence by study condition:
only 9.1% of the trazodone group and 14.1% of the placebo
group achieved complete abstinence at the 6-month follow-up
(adjusted OR: 0.60; 95% CI: 0.23 to 1.56; p = 0.30).
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abstinence in the prior 2 weeks had a mean GGT of
56.0 = 71.0 compared with 129.0 + 171.6 for those report-
ing any drinking (p = 0.07).

Secondary Outcomes

Sleep quality did not differ by treatment group at baseline,
but linear and quadratic treatment effects emerged (Table 2).
Sleep quality improved more for the trazodone group than
the placebo group at the 1- and 3-month follow-ups, with a
moderate effect size from baseline to the 1-month assessment
(Cohen’s d: —0.50) and a large effect from baseline to the
3-month follow-up (Cohen’s d: —0.93). However, sleep quality
degraded for the trazodone group between the 3- and
6-month assessments (Fig. 2D); such that sleep quality was
equal for both groups at the 6-month assessment. Trazodone
similarly improved mental health status modestly from base-
line through 3 months (Cohen’s d: —0.18), then leveled off.
Physical health status did not improve over time or by
treatment.

Adherence and Side Effects

Reported adherence with the medication was high during
the first month (Table 3). MEMS data correlated with self-
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report (p = 0.34, p = 0.003; N = 76) but suggested lower
adherence. Either way adherence did not differ between
groups. Participants in both groups reported taking an aver-
age of 2 pills per day over the first 4 weeks. In a mixed linear
regression model, the number of pills per day increased simi-
larly in both groups (unstandardized f = 0.01; 95% CI:
—0.01 to 0.03; p = 0.27). The trazodone group tended to
report more dry mouth, but other side effects were not
reported more often than in the placebo group (Table 3). The
2 groups did not differ in the number of reported side effects,
although those in the treatment group more often believed
they were probably or definitely taking trazodone.
Participants who reported less than full adherence with
study medication in the first month had had fewer days absti-
nent at baseline than those who reported 100% adherence
(unstandardized f = -0.12; 95% CI: -0.22 to -0.02
p = 0.02) Mixed linear regression analyses examined inter-
actions between self-reported adherence and treatment condi-
tion on the trajectories of the outcome variables. Significant
interactions emerged for proportion of days abstinent
(unstandardized f = 0.03; 95% CI: 0.01 to 0.04; p = 0.001;
N = 120) and sleep quality (unstandardized f = —0.20;
95% CI: =0.39 to —0.02; p = 0.029; N = 120). Fully adher-
ent subjects in both groups and partially adherent trazodone
subjects experienced the greatest increases in the proportion

Table 3. Comparison of Study Medication Adherence and Side Effects by Study Condition

Trazodone Placebo p-value
% Days took medication
By self-report (N)? 82.4 (63) 83.3 (57) 0.87
From MEMSCAP data (N) 43.4 (51) 37.7 (46) 0.38
Mean + SD number of pills per day (N)? 1.98 + 0.7 (63) 1.98 + 0.6 (57) 0.97
Side effects reported, % (N)° 3.06 + 3.3 (64) 3.67 + 3.5 (64) 0.27
Dry mouth 37.5 (24) 23.9 (16) 0.13
Morning drowsiness 31.3 (20) 48.5 (32) 0.05
Weight gain 23.8 (15) 28.4 (19) 0.69
Increased thirst 23.8 (15) 31.3 (21) 0.43
Daytime tiredness 21.9 (14) 36.9 (24) 0.08
Nervousness 18.8 (12) 19.4 (13) 1.0
Decreased interest in sex 14.8 (9) 10.6 (7) 0.60
Headache 141 (9) 23.9 (16) 0.19
Fast heartbeat 12.5 (8) 9.0 (6) 0.58
Muscle aches 12.5 (8) 14.9 (10) 0.80
Decreased appetite 11.1 (7) 10.5 (7) 1.0
Diarrhea 10 9(7) 7.5 (5) 0.35
Dizzy on standing 4 (6) 6.0 (4) 0.52
Runny nose 8 (5) 22.7 (15) 0.03
Confusion 8 (5) 7.5 (5) 1.0
Difficulty concentrating 3(4) 14.9 (10) 0.16
Uncontrolled hand movements 3 (4) 9.0 (6) 0.74
Rash 3 (4) 3.0 (2) 0.33
Decreased urine flow 3 (4) 3.0 (2) 0.43
Painful/prolonged erections 8 (3) 0.0 (0) 0.24
Nausea/vomiting 7 (3) 9.0 (6) 0.49
Breathing trouble 7 (3) 1.5(1) 0.36
Blurred vision 2 (2) 10.5 (7) 0.17
Constipation 1(2) 9.0 (6) 0.27
Swelling of hands/feet 1 6 (1) 6.0 (4) 0.37
Mean = SD number of side effects reported (N)°° 3.06 + 3.3 (64) 3.67 + 3.5 (64) 0.27
% Believed they were taking trazodone (N)° 79.0 (49) 48.5 (32) 0.0003

aFrom daily sleep log data over the first 4 weeks (total N = 121).
bFrom 2-week follow-up data (total N = 128).
°Log-transformed variable.
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of days abstinent during the first 3 months, which declined in
the 3- to 6-month interval (Fig. 2C). Among subjects who
were partially adherent with placebo, abstinence days reached
a plateau after the first month. Trazodone subjects and fully
adherent placebo subjects experienced the greatest improve-
ments in sleep quality during the first 3 months, which dissi-
pated in the 3- to 6-month interval. In the partially adherent
placebo group, sleep quality did not improve further after
1 month.

DISCUSSION

In this randomized trial of sleep-disturbed, alcohol-
dependent patients, compared with placebo controls, the
trazodone group experienced less improvement in abstinence
days and an increase in the number of drinks per drinking day
with cessation of the study medication. Trazodone was associ-
ated with improved sleep quality during its administration,
but after it was stopped sleep quality equalized with placebo.

Few studies have evaluated trazodone as a sleep aid among
newly detoxified alcohol-dependent patients. Le Bon et al.
(2003) performed a double-blind, placebo-controlled clinical
trial among 18 insomniac, alcohol-dependent patients who
returned after a 2-week washout period after alcohol detoxifi-
cation. Over 4 weeks of follow-up, polysomnographic studies
revealed that trazodone reduced awakenings and enhanced
sleep maintenance. Trazodone also produced subjective
improvements on the Clinical Global Impression Scale. These
improvements in sleep maintenance and global impression are
consistent with the observation in the present study that
trazodone increased subjective sleep quality.

Although the scope of this study limited the ability to per-
form polysomnography on all participants, the trade-off was
the ability to examine trazodone’s effects on alcohol-related
outcomes. Despite short-term effects on sleep quality, this
study dampens enthusiasm for the widespread practice of pre-
scribing trazodone for sleep-disturbance after alcohol detoxifi-
cation. We cannot discern the reason for the decrement in
abstinence days in the trazodone group, but preclinical
research has suggested that trazodone’s metabolite m-chloro-
phenylpiperazine exerts ethanol-like effects and induces alco-
hol craving in recently detoxified alcoholics (Krystal et al.,
1994). Similarly obscure is the reason for the exacerbation of
drinking severity upon stoppage of trazodone but not pla-
cebo. One prior study suggested that trazodone can alleviate
symptoms of alcohol withdrawal (Roccatagliata et al., 1980)
Although causal direction is uncertain, one can speculate that
postacute alcohol withdrawal symptoms including sleep dis-
turbance, reemerged with cessation of trazodone and trig-
gered alcohol consumption. Concern about the cessation of
trazodone leading to more drinking is salient because research
and clinical experience suggest that medication adherence is
problematic in alcohol-dependent populations (Swift, 1999).
Rebound effects on sleep disturbance, anxiety, and depressive
symptoms with abrupt cessation of trazodone, and whether a
slow taper might prevent them, merit further study.
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The study’s strengths include a randomization procedure
that balanced possible baseline confounders; a double-blind,
placebo-controlled design, a reasonable rate of follow-up in a
socially disconnected sample; and sophisticated analyses that
examined several methods for handling missing data. The
study’s major weaknesses are its relatively small sample size,
single site, and heavy drinking population; its findings gener-
alize best to alcohol-dependent populations requiring
inpatient detoxification. In addition, little is known about the
types or intensity of subsequent alcohol treatment, although
days of treatment appear balanced between study conditions.

Other limitations are typical for studies of alcohol-
dependent populations. Alcohol consumption outcomes
derive from self-report, which provide useful estimates but
might reflect underreporting (Del Boca and Noll, 2000; Sobell
and Sobell, 1990); that said, GGT generally confirmed
reported alcohol use. Participants’ self-reports may overstate
the severity of sleep problems (Currie et al., 2004), although a
recent report suggests that subjective sleep measures predict
recurrent drinking better than does polysomnography in this
population (Conroy et al., 2006). Standardized research
assessments and procedures partly mitigate measurement bias
(Del Boca and Noll, 2000; Sobell and Sobell, 1990). Many
subjects guessed their study allocation, but uncertainty about
the accuracy of their guesses during the course of the study
should limit the effect of expectation bias on their reports.
Study attrition could have introduced follow-up bias, but fol-
low-up rates did not differ by baseline characteristics and
were typical for similar studies (Hansten et al., 2000). Adher-
ence with study medication was fair; thus, the results likely
reflect real-world effect rather than efficacy among alcohol-
dependent populations. The extensive exclusions for medical
and psychiatric comorbidities and other drug dependence fur-
ther suggest that these findings generalize best to ““pure” alco-
hol-dependent patients who are increasingly rare in medical
and addiction treatment settings.

It remains possible that the combination of trazodone with
antidipsogenic medications (such as naltrexone or acampro-
sate) or psychosocial interventions (such as relapse preven-
tion) might improve outcomes compared with a similarly
treatment-receiving placebo group; future research should
examine this possibility. Nonetheless, based on current find-
ings, we conclude that trazodone, despite a short-term effect
on sleep quality, cannot be recommended with confidence for
the management of sleep disturbance during the period after
detoxification from alcohol dependence. Although this study
is not definitive, its findings increase the probability that
trazodone use or cessation might impede improvements in
alcohol consumption during the early postdetoxification per-
iod. This finding contradicts clinical “common sense” that
has assumed that as insomnia might be related to relapse,
hypnotic treatment would decrease recurrent drinking. How-
ever, it is consistent with the traditional recommendation that
alcohol-dependent patients should avoid all sedative-hypnotic
medications during recovery, because of their potential to
trigger relapse. In this regard, some treatment centers and
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recovery groups have been known to prohibit even over-the-
counter remedies such as diphenhydramine. That said, very
little clinical information exists on the use of any hypnotic
agent or its cessation in the alcohol-dependent population
(Brower, 2003) Until further studies have established benefits
and safety, the pharmacological treatment of sleep distur-
bance should be initiated with caution among patients in early
recovery from alcohol dependence.
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