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Background: The objective of this randomized,
double-blind, placebo-controlled:study was to inves-
tigate the efficacy and safety of paroxetine in outpa-
tients with generalized anxiety disorder(GAD).

Method: Male and female outpatients 18 years
and older who met DSM-1V criteriafor. GAD and
had baseline scores of at least 20 on the Hamilton
Rating Scale for Anxiety (HAM-A) were randomly
assigned to treatment with paroxetine (20<50
mg/day) or placebo for 8 weeks. The primary-effi<
cacy variable was the mean change from baseline
in the total score of the HAM-A. Additional key
efficacy variables were the change from baseline in
the scores of the HAM-A items anxious mood and
tension, the anxiety subscale of the Hospital Anxiety
and Depression Scale, and the Sheehan Disability
Scale (SDS). The proportions of patients fulfilling
response and remission criteria at week 8 were also
determined.

Results: The intent-to-treat population included
324 patients. At week 8, compared with the placebo
group (N = 163), the paroxetine group (N = 161)
had a significantly greater reduction of GAD symp-
toms on all of the above-mentioned efficacy vari-
ables. On the HAM-A anxious mood item, which
encompasses the cardinal symptoms of GAD, sig-
nificantly greater efficacy was observed from week
1 and on the SDS significantly greater improvement
was documented in the domain “social life” as early
as week 4 for paroxetine compared with placebo. In
both the |ast-observation-carried-forward and com-
pleter data sets, significantly greater proportions of
paroxetine-treated patients achieved response or
remission by week 8. Treatment with paroxetine was
well tolerated, and the number and type of adverse
events recorded in the paroxetine group correspond
to the known safety profile of this medication.

Conclusion: Paroxetine in doses of 20 to 50 mg
once daily is effective in the treatment of patients
with GAD. Improvement of core symptoms of GAD
occurs early and is associated with significant re-
duction in disability after only 8 weeks of treatment.
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Sncethe introduction of generalized anxiety disorder
GAD)rinto psychiatric nosology in DSM-II1,* this
diagnostic entity has been substantially modified and re-
fined inthe2’succeeding DSM editions. On the basis of
the DSM figld trialsiand other research,? GAD has devel-
oped from aresidual’syndrome encompassing “ persistent”
anxiety, motor tension,-apprehension, hypervigilance, and
autonomic symptoms, all occurring for only 1 month and
in the absence of another disorder,* into a more precisely
defined disorder in DSM-IV, in which “uncontrollable’
anxiety or worry, chronicity, and-funetional impairment
are emphasized.®*

As documented in the Epidemiologic Catchment Area
(ECA) study, GAD is associated with significant impair-
ment in psychosocial function as well as negative impact
on quality of life>® Affected patients experience dimin-
ished emotional health and socia life, as well as voca
tional impairment, increased reliance on public assis-
tance, and low ratings on measures of life satisfaction.’
Patients with GAD frequently present in primary care set-
tings because of a range of associated somatic symptoms
and tend to use high levels of medical resources.®® Un-
treated GAD is associated with negative health outcomes,
including elevated medical utilization and increased mor-
bidity and mortality.'**2
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Pharmacologic treatment options for GAD include ben-
zodiazepines, buspirone, and antidepressants. Benzodiaze-
pines are commonly used for treatment of anxiety, but their
useislimited by their lack of efficacy for comorbid depres-
sion, aswell as concerns, in the absence of well-controlled
data, about the potential for tolerance, abuse, and depen-
dence with long-term use.*** Buspirone is approved for the
treatment of anxiety, and although it is well tolerated, its
use is complicated by the need for daily multiple dosing,
delayed onset of activity, limited spectrum of action, and
concerns about efficacy and patient satisfaction in clinical
practice.”>*® Tricyelic antidepressants such as imipramine
are effective for GAD, but their useis constrained by aside
effect profile that limits compliance.**® Other antidepres-
sants, including trazodone and nefazodone, may also be ef-
fective for GAD,* but have not been well studied for this
indication. Recently published studies report the efficacy
of venlafaxine extended release (XR) for the treatment of
GAD,?*?? and this agent recently received U.S. Food and
Drug Administration approval for this indication. However,
given the prevalence and associated distress.and disability
of GAD, thereisaclear need in clinical practice for alter-
native effective and well-tolerated pharmacotherapies.

Over the last decade, extensive clinical research'has dem-
onstrated that the selective serotonin reuptake .Inhibitor
(SSRI) paroxetine is an effective antidepressant?®** with
abroad spectrum of anxiolytic activity, having demonstrated
efficacy in the treatment of panic disorder,” obsessive-
compulsive disorder (OCD),? and social anxiety disorder?’
Preliminary clinical work has also indicated that paroxetine
is effective in alleviating the symptoms of GAD: in aran-
domized trial involving 81 nondepressed outpatients with
GAD, Roccaet al.® compared paroxetine with imipramine
and the benzodiazepine 2'-chlordesmethyl diazepam. Asmea-
sured by changesin the Hamilton Rating Scale for Anxiety
(HAM-A) and the Clinical Global Impressions-Severity of
I1Iness scale (CGI-S), the benzodiazepine was more effec-
tive than the other drugs during the first 2 weeks of treat-
ment, but was consistently surpassed thereafter by both imip-
ramine and paroxetine, which led to continued improvement
of GAD symptoms up to the 8-week study endpoint.

On the basis of this previous research and the positive
effects of paroxetine in other anxiety disorders, an 8-week,
multicenter, placebo-controlled study investigating the ef-
ficacy of paroxetine for the treatment of GAD in non-
depressed outpatients was conducted. The results of this
study are reported here. In addition to examining measures
of changes in anxiety symptoms, this study is one of the
first to evaluate improvement in functional impairment in
patients receiving treatment for GAD.

METHOD

This was a randomized, double-blind, parallel-group,
placebo-controlled, flexible-dosage study of outpatients
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(N = 326) with GAD. The study was conducted at 35 out-
patient clinicsin the United States and Canada.

Patient Selection

Outpatients of both sexes who were at least 18 years
old were eligible for inclusion into the study if they ful-
filledthe DSM-1V criteriafor GAD asdetermined by psy-
chiatric evaluation, which included the Mini-International
Neuropsychiatric Interview.”® Because paroxetine has
been safely used in elderly populations,* there was no up-
per age limit for patients considered for the study. At the
initial (screening) and baseline assessments, the patients
were required to have a total score = 20 on the 14-item
HAM-A® and a score = 2 on HAM-A items 1 (anxious
mood) and 2 (tension). Patients who were diagnosed with
any other Axis | disorder or who had a score of 17 or
greater on the Montgomery-Asberg Depression Rating
Scale® at the initial or baseline assessments were ex-
cluded, aswere patientswho met DSM-IV criteriafor sub-
stance abuse or substance dependence within the previous
6 months. The following minimum discontinuation peri-
ods were required for psychoactive medications. antide-
pressants and herbal medications, 4 weeks; hypnotics and
sedatives, 2 weeks; depot neuroleptics, 12 weeks. Patients
who had electroconvulsive therapy or formal psycho-
therapy within the 3 months prior to theinitial assessment
were also excluded. Individuals with an untreated coex-
isting medical condition and women of childbearing po-
tential who did not practice a reliable method of contra-
ception were not eligible for the study.

The study protocol was approved by the appropriate
institutional<review board at each of the centers. Written
informed ‘consent from each patient was obtained before
any study.procedures were carried out.

Study Flow

Patients who met the eligibility criteria at the initial
assessment underwent a' 1-week, single-blind, placebo
run-in phase. At the subsequent (baseline) assessment,
patients were randomly assigned to-double-blinded study
medication if there was no significant reduction on the
HAM-A total score (defined as = 20% reduction of the
initial score) and all other inclusion criteria were met.
Subjects who were noncompliant during the placebo run-
in week or had unresolved clinicaly significant abnor-
malities in hematology, blood chemistry, electrocardio-
gram (ECG), or physical examination findings were
excluded. The double-blind treatment lasted 8 weeks. Pa-
tients randomly assigned to paroxetine started treatment
at 10 mg/day for the first week and received 20 mg/day
during the second week. Patients who could not tolerate
the study medication during the first 2 weeks were re-
moved from the study. After week 2, the paroxetine dos-
age could be increased every 7 days by 10 mg/day up to
50 mg/day. During the study treatment, only asingle dos-
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age reduction (because of physical illness or an adverse
event) was allowed in patients taking at least 30 mg/day
(or placebo equivalent). Concomitant medication for
sleep disturbance was not allowed at any time during
the study.

Efficacy Variables and Safety Assessments

Efficacy assessments were performed at the end
of weeks 1 through 6 and at week 8. Prior to study start,
all clinicians functioning as HAM-A raters underwent
training to ensure consistency of application of this
instrument.

The primary. efficacy variable was the mean change
from baseline in thetotal score of the HAM-A. A number
of secondary efficacy-measures were chosen to evaluate
paroxetine's effects on GAD symptomatology and im-
pairment: the change from'baseline scorein HAM-A item
1 (anxious mood) and item 2 (tension); the change in
scores on the psychic and somatic symptom subscales of
the HAM-A; the anxiety subscale'score of the patient-
rated Hospital Anxiety and Depression’ Scale (HAD)®;
and the change from baseline score on the CGI-S. The
change from baseline in illness-related impairment was
assessed at baseline and weeks 4 and 8 using the'Sheehan
Disability Scale (SDS), which documents-the, patient’s
perception of impairment within the 3 domains.of, work,
socia life, and family life.* The level of impairment is
measured by a separate visual analogue scale for each of
the domains on a scale of 0 (“no impairment”) to 10
(“very severeimpairment”), thus giving atotal scorefrom
0 to 30. The SDS has been validated in patients with
depression and panic disorder and has been shown to be
sensitive to change in drug trials in psychiatry.® Patients
with panic disorder and social anxiety disorder have been
found to have mean SDS scores of approximately 16 and
18, respectively, corresponding to acondition of moderate
impairment. Reduction in the total score by 30% or
greater is considered meaningful improvement in func-
tional status.***> Response to treatment was defined by a
score of 1 (“very much improved’) or 2 (*much im-
proved”) on the CGI-Global Improvement scale (CGlI-I),
while remission, which represents complete or near-
complete symptom resolution, was defined by a HAM-A
total score of 7 or less.®

At each assessment visit, information concerning ad-
verse events was obtained from spontaneous patient re-
ports and investigator inquiry and/or physical examina-
tion. The evaluation of safety was based on documented
adverse events and the results of scheduled physical ex-
aminations, ECGs, and laboratory tests.

Data Analysis

The key comparison of interest was paroxetine versus
placebo in the intent-to-treat (ITT) population from the
last-observation-carried-forward (LOCF) data set, in
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which the last available data from patients dropping out of
the study are carried to all successive timepoints. The I TT
population was defined as those patients who were ran-
domly assigned to study medication and had at least 1
postbaseline efficacy assessment. The protocol-defined
study endpoint was week 8.

For continuous efficacy variables (i.e., al efficacy pa-
rameters except response), comparisons between paroxe-
tine and placebo were based on the change from baseline
scores. These were analyzed by analysis of variance
(ANOVA) using the genera linear models procedure in
Statistical Analysis System (SAS) version 6.12. The di-
chotomous response datawere analyzed vialogistic analy-
sis using the categorical model procedure (CATMOD) of
SAS with treatment in the model, with the proportion of
patients responding being compared among the treat-
ments. All hypothesis tests were 2-sided. The effect of in-
teractions was assessed during the model building process
at the 10% level of significance. All other statistical tests
were performed at the 5% significance level, with 95%
confidence intervals (Cls) constructed around the differ-
ences between paroxetine and placebo. All analyses, with
the exception of the determination of remission rates,
were prospectively defined. For response and remission,
the results of the analyses of both the LOCF and study-
completer (observed-case) data sets are presented to give
a fuller picture of the potential range of treatment
outcomes.

RESULTS

Patients

Three hundred and thirty-one subjects completed the
1-week-placebo run-in phase and were randomly assigned
to double-blind study medication at the baseline visit. Of
these, 7 patients-had no.postbaseline efficacy assessment
and were therefore excluded from the efficacy analysis.
The mean baseline demographic and clinical characteris-
tics of the 324 patients who made up the ITT population
are presented in Table 1. The ‘mean age of the placebo
group was dlightly greater than that.of the paroxetine
group, but the difference, although ‘statistically signifi-
cant, is not considered clinically meaningful. In the
paroxetine group, the mean SDS total score-at, baseline
was greater than that in the placebo group; because both
means fall into the moderately severe category, thisdiffer-
ence is not considered clinically relevant. Otherwise, the
treatment groups were comparable with regard to the dis-
tribution of gender and race and were aso very similar
with respect to age at onset of GAD, duration of GAD
symptoms, and baseline psychometric measures.

There was no substantial difference between the 2
treatment groups with respect to the number of patients
completing 8 weeks of treatment (78.9% [127/161] of
paroxetine patients and 81.6% [133/163] of placebo pa-

352



Pollack et al.

Table 1. Demographic and Baseline Clinical Characteristics
of Randomized Patients in the Intent-to-Treat Population®

Placebo Paroxetine
(N = 163) (N =161) p Vaue
41.3 (19-80) 39.7 (19-69) .001

Characteristic®
Age, y, mean (range)

Gender, %
Male 337 39.1 374
Female 66.3 60.9

Race, %
African American 4.3 3.2
Asian 0.6 0.6
White 81.6 85.7
Other 135 105

Age at onset of GAD 30.7 (1.2) 28.7 (1.1) .227
symptoms, y

Duration of GAD 10.2 (0.9) 11.1 (1.0 .087
symptoms, y

HAM-A score
Total 24,1 (0.30) 24.2 (0.30) .803
Anxiety item (item 1) 2.6/(0.05) 2.7 (0.04) 433
Tension item (item 2) 2.60.04) 2.6 (0.04) .990
Psychic anxiety subscale  13.6(0:20) 13.6 (0.20) .998

Somatic anxiety subscale  10.5 (0.20)
HAD anxiety subscale score 12.6 (0.30)
CGlI-S score 4.3 (0.04) 4.2 (0.04) 478
SDStotal score 13.6 (0.40) 14.8(0.50) .047

#Abbreviations: CGI-S = Clinical Global Impressions-Severity of
IlIness scale, GAD = generalized anxiety disorder, HAD = Hospital
Anxiety and Depression Scale, HAM-A = Hamilton Rating Seale for
Anxiety, SDS = Sheehan Disability Scale.

PAll values shown as mean (SE) unless otherwise spécified:

10.6 (0.20) 750
12.5 (0.30) 954

tients). The mean + SD dosage of paroxetine during’ the
study was 26.8 + 7.5 mg/day. The paroxetine dosage at
endpoint was evenly distributed among 4 dosage levels:
26% of patients attained 20 mg/day, 26% attained
30 mg/day, 20% attained 40 mg/day, and 26% attained
50 mg/day. Three paroxetine patients withdrew during the
first week of the study while receiving 10 mg/day.

Efficacy

Figure 1 shows the mean at each assessment timepoint
for the HAM-A total score and the mean scores for items
1 (anxiety item) and 2 (tension item). Compared with the
placebo group, the paroxetine group had significantly
greater reduction of anxiety symptoms. Thisis evident in
HAM-A total score (panel A) at weeks 6 (p<.05) and 8
(p <.01) and in the scores that measure central features of
GAD (anxious mood, panel B; tension, panel C). With re-
spect to the HAM-A anxious mood item, which includes
“worries’ and “fearful anticipation” and thus the cardinal
symptoms of GAD, significant improvement in the parox-
etine group was observed from week 1.

Results in favor of paroxetine were also observed in
the psychic and somatic anxiety subscales of the HAM-A
(adjusted mean differences at endpoint: psychic anxiety
-1.7, 95% Cl =-2.7 to —0.6; somatic anxiety —0.6, 95%
Cl =-1.4t0 0.2). Only for the psychic anxiety subscale
was the difference from placebo significant (p = .002).

From the perspective of ageneral assessment of the pa-
tients' condition, there was a significantly greater reduc-
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Figure 1. Mean (A) Total, (B) Anxious Mood Item, and

(C) Tension Item Scores on the Hamilton Rating Scale for
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#Presented as adjusted |east square means. Asterisks represent pairwise
comparisons, paroxetine vs. placebo, for-difference in mean change
from baseline.

*p<.05. **p<.0l ***p<.001.

tion in illness severity among paroxetine patients as mea-
sured by the changes in the CGI-S ratings. At'the start of
treatment, all patients were judged to be at least moder-
ately ill. At the end of thetrial, 40% of paroxetine patients
compared with 27% of placebo patients were reported ei-
ther to be “not ill” or to have only “borderline illness’
(CGI-Sscoreof 1 or 2, respectively; p <.01).

The findings from the clinician-rated HAM-A and
CGI-S are complemented by the scores in the patient-
rated anxiety subscale of the HAD (Figure 2). At each
timepoint, the paroxetine patients reported a greater de-
crease in anxiety symptoms than that reported by patients

J Clin Psychiatry 62:5, May 2001
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Figure 2. Mean Scores on the Anxiety Subscale of the
Hospital Anxiety and Depression Scale (HAD) During
Treatment With Paroxetine or Placebo®
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Figure 3. Mean (SEM) Change From Baseline in Sheehan
Disability Scale Total and Domain Scores*
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Table 2. Response and Remission Rates (LOCF.and
study-completer data sets)®

Difference

Rate Placebo Paroxetine  (95% Cl)",.. _pValue?
Response rate, %

LOCF 47.2 62.1 14.9(4.0t0 25.7) =007

Study completers  55.6 724  16.8(5.0t028.6) “005
Remission rate, %

LOCF 22.7 36.0 13.3(3.7t022.9) .009

Study completers  26.3 425 16.2(5.1t027.3) .006

#Abbreviations: Cl = confidence interval, LOCF = |ast observation
carried forward. Response defined as score of 1 (“very much
improved”) or 2 (“much improved”) on the Clinical Global
Impressions-Global Improvement scale. Remission defined as total
score of < 7 on the Hamilton Rating Scale for Anxiety.

bp Value from logistic analysis with treatment effect.

treated with placebo. The difference between the paroxe-
tine and placebo groups was apparent by week 3 (p < .05)
and was greatest at week 8 endpoint (p < .001).

The rates of response and remission were significantly
greater for the paroxetine group than for the placebo
group (Table 2). Sixty-two percent of the paroxetine-
treated patientsin the LOCF data set were responders; for
those patients completing 8 weeks of treatment, the re-
sponse rate was over 70%. Remission, i.e., absence or
near absence of symptoms, was achieved by 36% of pa-
tientsin the paroxetine L OCF data set and by over 40% of
the patients completing 8 weeks of paroxetine treatment.

At week 8, the paroxetine group demonstrated signifi-
cantly greater improvement than the placebo group in the
total score of the SDS (p <.001; Figure 3). Thisimprove-
ment in functional impairment reflects the greater
changes seen in paroxetine-treated patients on the social
and family life items of the SDS, with significantly
greater improvement in social function already evident in
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Table 3. Common Adverse Events (> 10% and at least twice
placebo rate) During Treatment of Generalized Anxiety
Disorder With Paroxetine

Placebo Paroxetine
(N = 163) (N = 161)
Adverse Event N % N %
Asthenia 17 104 34 21.0
Constipation 3 1.8 25 154
Ejaculation abnormal® 2 3.6 22 349
Liibido decreased 4 2.4 19 11.7
Nausea 10 6.1 41 25.3
Somnolence 11 6.7 27 167
#Percentages-adiusted for gender.

the paroxetine group by:the first postbaseline assessment
(week 4; p <.05).

Tolerability

Both groups tolerated the study ‘treatment well. The
most frequently reported reason for study discontinuation
was lack of efficacy in the placebo group(5.5% vs. 1.9%
in the paroxetine group) and adverse events in the paroxe-
tine group (10.5% vs. 3.7% in the placebo group). During
the initial 2 weeks of the study, 6.7% of patients in the
placebo group and 9.9% in the paroxetine group discon-
tinued treatment, indicating that the initial dosage in-
crease from 10 to 20 mg was well tolerated. The most
common events associated with paroxetine treatment (in-
cidence of at least 10% and twice that of placebo) are
summarized in Table 3. Most of the adverse events were
reported to be mild to moderate in severity and were more
likely to occur during theinitial weeks of treatment and to
diminish with continued treatment. For the 2 most com-
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mon adverse events associated with paroxetine treatment,
nausea and abnormal € aculation, treatment was discon-
tinued in only 3 (1.9%) of 161 patients and 2 (3.2%) of 62
men. No substantial effects on laboratory parameters, vi-
tal signs, or body weight were observed for paroxetine or
placebo.

DISCUSSION

Theresults of the 8-week study presented here demon-
strate that paroxetine is effectivein the treatment of GAD.
The efficacy of paroxetine was significantly greater than
that of placebo. for the primary efficacy parameter, the
change from baseline:in HAM-A total score. This result
was confirmed by significant changes in favor of paroxe-
tine on al but one of the secondary clinician- and patient-
rated outcome measures, including the HAM-A anxious
mood and tension items, the-anxiety subscale of the HAD,
the HAM-A psychic anxiety subscale, and the CGI-S.
Alleviation of core GAD symptoms—"worries’ and
“fearful anticipation”—appears to occur early in treat-
ment with paroxetine (see Figure 1, panel B). Overall, ap-
proximately 70% of paroxetine-treated patientswho com-
pleted 8 weeks of treatment were responders, and more
than 40% of completers satisfied the definitionfor remis-
sion. As has been reported in studies of other disorders®
in the present study, the use of more rigorous outcome'cri-
teria(i.e., examining rates of remission rather than simply
response) tended to increase the discrimination between
active treatment and placebo, which servesas afurther in-
dication of the specific benefit accruing to patients taking
paroxetine after only arelatively short treatment period.

At baseline, the patients in this study were character-
ized by along duration of illness and moderately severe
levels of GAD symptomatology as measured by the
HAM-A and CGI-S (see Table 1). The mean baseline
score on the SDS was 14.2, indicating that the patientsin
this study were moderately to severely impaired. Similar
levels of disability have been observed for untreated panic
disorder and social phobia.® In this study, the paroxetine
treatment group demonstrated improvement significantly
greater than that of the placebo group in SDS total score.
This improvement was due in large part to reductions in
impairment of social life and family life domains that
were twice as great in the paroxetine group as in the pla-
cebo group (see Figure 3). Since GAD has a pernicious
effect on the overall functioning of affected individuals,
the improvement in social and family functioning ob-
served in the paroxetine-treated patients is particularly
noteworthy in relating the significant improvement seen
on symptomatic anxiety measures at 8 weeks to a mean-
ingful improvement in the functional capacity of treated
patients. That the improvement in the SDS work domain
in the paroxetine group was not significantly greater than
that of the placebo group may be due in part to the fact
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that, at baseline and during the study, many of the patients
in both treatment groups were still employed despite their
disorder.

The study design and the outcome measures used in
thistrial are similar to those reported for 2 recent studies
in which venlafaxine XR was employed as a treatment for
GAD.?2 |t is therefore relevant to compare in a general
way the findings presented here for paroxetine with the
results of those trials. In both 8-week studies, fixed doses
of venlafaxine XR (75 and 150 mg/day in the study by
Davidson et al.?%, 75, 150, and 225 mg/day in the study by
Rickels et al.*) demonstrated greater effects than placebo
on several outcome measures, including the HAM-A anx-
iety and tension items, the anxiety subscale of the HAD,
and the CGlI-1. However, only the 225-mg/day regimen
showed a statistically significantly greater effect than pla-
cebo on the HAM-A total score at the week 8 endpoint.
A 6-month, placebo-controlled, flexible-dose trial with
venlafaxine XR (75225 mg/day) &l so demonstrated effi-
cacy for the active drug, with the majority of the effect oc-
curring by week 8.2 On all outcome parameters, the mag-
nitude of response reported here for paroxetine is similar
to that reported in the 3 venlafaxine studies.

In this study, paroxetine was not significantly more ef-
fective than placebo in reducing somatic symptoms of
GAD, as measured by the somatic symptom subscale of
the HAM-A. This result is consistent with the findings
from studies of other nonbenzodiazepine treatments of
GAD, including buspirone,®%* with mixed results re-
ported from the venlafaxine XR trials,*# and may be
related to the lack of muscle-relaxant or other direct so-
matic effects of these agents, at least in the short term.

Paroxetine was well tolerated. The pattern of com-
monly reported adverse events shown in Table 3issimilar
to that seen: during” paroxetine use for other indica-
tions. ="~ The rate of study discontinuation due to an
adverse event (10.5%)-was also similar to that reported
in other anxiety disorders for which paroxetine is indi-
cated % and lower than that reported for buspirone?®*
or venlafaxine XR.%? In this study, the mean daily dose
of paroxetine was 26.8 mg. A fixed-dosage study*® com-
paring 20 and 40 mg/day of paroxetinein the treatment of
GAD did not show a clear dose-response:relationship
with respect to the change from baseline in HAM-A tota
score, suggesting that paroxetine, 20 mg/day,“may be an
effective dosage for the majority of GAD patients. How-
ever, the fact that a number of patients in this study were
taking more than 20 mg/day of paroxetine at week 8 raises
the possibility that higher doses of paroxetine may be
more effective for some patients, in particular those who
do not adequately respond to 20 mg/day. However, further
study is required to evaluate thisissue systematically.

The response rate in the placebo group was 47%
in the LOCF patient sample. This rate is higher than
the rates of approximately 40% reported in other GAD
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studies using similar definitions of response.”? A post
hoc statistical comparison of the placebo and paroxetine
responder groups in this study did not reveal significant
differences with respect to age, gender distribution, base-
line HAM-A total score, or baseline severity of illness,
thus, the reason for the higher response rate in the placebo
group is not apparent. Nonethel ess, despite the higher pla-
cebo response rate, the attributable benefit of paroxetine
over placebo in reducing the symptoms of GAD (as mea-
sured by the HAM-A total and item scores and the anxiety
subscale of the HAD) is comparable to that observed for
the medications.in.the studies cited above.

The positive effects of treatment of GAD with paroxe-
tine were demonstrated within the confines of an 8-week
study. Although it is'reasonable to assume that continua-
tion of paroxetine beyond 8.weeks would lead to further
improvement or a larger response rate, this assumption
requires confirmation in suitably designed long-term
studies. European researchers® recently completed a
relapse-prevention trial in which GAD patients who re-
sponded to open-label treatment with paroxetine were
randomly assigned to placebo or paroxetinefor 6 months
(GlaxoSmithKline, data on file, 2001)./The results indi-
cate that the patients on active treatment continued to
show symptomatic and functional improvement-overtime
and that patients switched to placebo showed little or-no
improvement and a significantly greater relapse rate;

Patients with major depression or other anxiety disor-
ders were excluded from participation in this study. Asis
truein many clinical trials, the study sample may not nec-
essarily reflect a clinically representative group of pa-
tients, sinceit is estimated that 75% of patientswith GAD
have a comorbid psychiatric disorder.** However, sub-
stantial clinical trial and clinical practice experience have
shown paroxetine to be effective treatment for a number
of conditions that are frequently comorbid with GAD, in-
cluding major depression,”* OCD,* panic disorder,®
and social anxiety disorder.”” Thus, athough further re-
search in clinical settings is warranted to confirm the
effectiveness of this agent for the treatment of GAD co-
morbid with other disorders, the results of this study dem-
onstrate that paroxetine is a useful addition to the thera-
peutic armamentarium for the treatment of individuals
suffering with generalized anxiety disorder.

Drug names: buspirone (BuSpar), nefazodone (Serzone), paroxetine
(Paxil), trazodone (Desyrel and others), venlafaxine (Effexor).

REFERENCES

1. American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, Third Edition. Washington, DC: American Psychiatric
Association; 1980

2. BrownTA, Barlow DH, Liebowitz MR. Theempirica basis of generalized
anxiety disorder. Am J Psychiatry 1994;151:1272-1280

3. American Psychiatric Association. Diagnostic and Statistical Manua of
Menta Disorders, Fourth Edition. Washington, DC: American Psychiatric
Association; 1994

J Clin Psychiatry 62:5, May 2001

10.

12.

13.

14.

15.

16.

17.

18.

19

20.

21

22.

23.

24.

25.

26.

27.

28.

29.

Paroxetine for Treatment of GAD

. Wolk S, Horwath E, Goldstein RB, et a. Comparison of RDC, DSM-III,

DSM-I11-R diagnostic criteria for generalized anxiety disorder. Anxiety
1996;2:71-79

. Blazer DG. Generdized anxiety disorder and panic disorder in the elderly:

areview. Harv Rev Psychiatry May/June 1997;5:18-27

. Kesser RC, Dupont RL, Berglund P, et al. Impairment in pure and comor-

bid generalized anxiety disorder and major depression at 12 monthsin two
national surveys. Am J Psychiatry 1999;156:1915-1923

. Maisson AO, Warshaw MG, Keller MB. Quality of life and psychiatric

comorbidity in panic disorder and generalized anxiety disorder. Am J
Psychiatry 1993;150:600-607

. Schweltzer E. Generalized anxiety disorder: longitudinal course and phar-

macologic treatment. Psychiatr Clin North Am 1995;18:843-857

. Olfson M, Fireman B, Weissman MM, et al. Mental disorders and disabil-

ity among patientsin aprimary group practice. Am J Psychiatry 1997;154:
1734-1740

Zgjecka J. Importance of establishing the diagnosis of persistent anxiety.
J Clin Psychiatry 1997;58(suppl 3):9-15

. Fint AJ. Epidemiology and comorbidity of anxiety disorders in the

elderly. Am J Psychiatry 1994;151:640-649

Stoudemire A. Epidemiology and psychopharmacology of anxiety in
medical patients. J Clin Psychiatry 1996;57(suppl 7):64—72

Roy-Byrne PP, Katon W. Generalized anxiety disorder in primary care:
the precursor/modifier pathway to increased health care utilization. J Clin
Psychiatry 1997;58(suppl 3):34-40

Schader RI, Greenblatt DJ. Use of benzodiazepines in anxiety disorders.
N Engl JMed 1993;328:1398-1405

Kirkwood CK, Hayes PE. Anxiety disorders. In: Tabert RL, Yee GC,
Matzke GR, et &, eds. Pharmacotherapy. 3rd ed. Stamford, Conn:
Appleton and Lange; 1997:1443-1462

Ninan PT, Cole JO, Yonkers KA. Nonbenzodiazepine anxiolytics. In:
Schatzberg AF, Nemeroff CB, eds. The American Psychiatric Press Text-
book of Psychopharmacology. Washington, DC: American Psychiatric
Press; 1998:287-306

Rickels K, Downing R, Schweitzer E, et a. Antidepressants for the treat-
ment of generalized anxiety disorder: a placebo-controlled comparison
of imipramine, trazodone and diazepam. Arch Gen Psychiatry 1993;50:
884-895

Hoehn-Saric R, McLeod DR, Zimmerli WD. Differentia effects of apra-
zolam and imipramine in generalized anxiety disorder: somatic versus
psychic,symptoms. J Clin Psychiatry 1988;49:293-301

Hedges DW, Reimherr FW, Strong RE, et al. An open trial of nefazodone
in‘adultpatients with generalized anxiety disorder. Psychopharmacol Bull
1996;32:671-676

Davidson JRT,DuPent RL, Hedges D, et a. Efficacy, safety and tolerabil-
ity of venlafaxine extended release and buspirone in outpatients with gen-
eralized anxiety, disorderJ Clin Psychiatry 1999;60:528-535

Rickels K, Pollock MH, Sheehan DV, et al. Efficacy of extended release
venlafaxine in nondepressed outpatients with generalized anxiety disorder.
Am J Psychiatry 2000;157:968-974

Gelenberg AJ, Lydiard RB, Rudolph RL; et al. Efficacy of venlafaxine ex-
tended-rel ease capsules in nondepressed outpatients with generalized anx-
iety disorder: a 6-month randomized-controlled trial. JAMA 2000;282:
3082-3088

Feighner JP, Cohn JB, Fabre LF Jr, et a. A.study, comparing paroxetine,
placebo and imipramine in depressed patients-J Affect Disord 1993;28:
71-79

Dunbar GC, Claghorn JL, Kiev A, et a. A comparison of paroxetine and
placebo in depressed outpatients. Acta Psychiatr Scand 1993;87:302-305
Ballenger JC, Wheadon DE, Steiner M, et a. Double-blind, fixed dose,
placebo-controlled study of paroxetine in the treatment of panic disorder.
Am J Psychiatry 1998;155:36-42

Zohar J, Judge R. Paroxetine versus clomipramine in the treatment of ob-
sessive-compulsive disorder. Br J Psychiatry 1996;169:468-474

Stein MB, Liebowitz MR, Lydiard RB, et a. Paroxetine treatment of gen-
eralized socia phobia (socia anxiety disorder). JAMA 1998;280:708-713
Rocca P, Fonzo V, Scotta M, et a. Paroxetine efficacy in the treatment of
generalized anxiety disorder. Acta Psychiatr Scand 1997;95:444-450
Sheehan DV, Lecrubier Y, Sheehan KH, et a. The Mini-International Neu-
ropsychiatric Interview (MINI): the devel opment and validation of astruc-
tured diagnostic psychiatric interview for DSM-1V and ICD-10. J Clin
Psychiatry 1998;59(suppl 20):22-33

. Dunbar GC. Paroxetinein the elderly: acomparative meta-analysis against

356



Pollack et al.

standard antidepressant  pharmacotherapy. Pharmacology 1995;51:
137-144

31. Hamilton M. The assessment of anxiety states by rating. Br JMed Psychol
1959;32:50-55

32. Montgomery SA, Asberg M. A new depression scale designed to be sensi-
tive to change. Br J Psychiatry 1979;134:382-389

33. Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta
Psychiatr Scand 1983;67:361-370

34. Sheehan DV, Harnett-Sheehan K, Rgj BA. The measurement of disability.
Int Clin Psychopharmacol 1996;11:89-95

35. LeonAC, Shear K, Porter AC, et a. Assessing impairment in patients with
panic disorder: the Sheehan Disability Scale. Soc Psychiatry Psychiatr
Epidemiol 1992;27:78-82

36. Balenger JC. Clinical guidelines for establishing remission in patients
with depression and anxiety. J Clin Psychiatry 1999;60(suppl 22):29-34

37. Connor KM, Sutherltand SM, Tupler LA, et a. Fluoxetinein posttraumatic
stress disorder: a randomised, double-blind study. Br J Psychiatry 1999;
175:17-22

38. Schweizer E, Rickels K. Buspirone in the treatment of panic disorder:
a controlled pilot comparison. with clorazepate [letter]. J Clin Pycho-
pharmacol 1988;8:803

39. RickelsK, Weisman K, NorstadN,et.al. Buspirone and diazepam in anxi-
ety: acontrolled study. J Clin Psychiatry.1982;43(12 pt 2):81-86

40. GunasekaraNS, Noble S, Benfield P. Paroxetine: an update of is pharma-
cology and thergpeutic use in depression and areview of its use in other
disorders. Drugs 1998;55:85-120

41. Lecrubier Y, Bakker A, Dunbar G, et d. A comparison,of paroxetine, clo-
mipramine and placebo in the treatment of panic disorder, Acta Psychiatr
Scand 1997;95:145-152

42. Pollack MH, Worthington JJ, Manfro GG, et a:"Abecarnil-for. the treat-
ment of generalized anxiety disorder: a placebo-controlled comparison of
two dosage ranges of abecarnil and buspirone. J Clin Psychiatry.1997;58
(suppl 11):19-23

43. Bellew KM, McCafferty JP, lyengar M, et a. Paroxetine treatment of
GAD: a double-blind, placebo-controlled trial. In: New Research Ab-
stracts of the 153rd Annua Meeting of the American Psychiatric Associa-
tion; May 16, 2000; Chicago, . Abstract NR253:124-125

44, Maier W, Gansicke M, Freyberger HJ, et al. Generalized anxiety disorder
(ICD-10) in primary care from a cross-cultural perspective: a valid diag-
nostic entity. Acta Psychiatr Scand 2000;101:29-36

Acknowledgement: 642 Study Group

The authors extend their appreciation to the following members of
the 642 Study Group: J. Apter, M.D. (Princeton Biomedical

Online
Insight

/

Research, Princeton, N.J.); P. Bakhtiar, M.D. (Lovelace
Scientific Resources, Albuquerque, N.M.); J. Carman, M.D.
(Carman Research, Smyrna, Ga.); H. Croft, M.D. (The Croft
Group, San Antonio, Tex.); L. Cunningham, M.D. (Vine Street
Clinic, Springfield, 111.); M. DePriest, M.D. (Pharmacol ogy
Research Clinic, Las Vegas, Nev.); L. Taylor, M.D. (Dean
Foundation for Health, Research & Education, Middleton, Wisc.);
P. Holland, M.D. (Boca Raton, Fla.); E. Hollander, M.D. (Mt.
Sinai School of Medicine, New York, N.Y.); C. Houck, M.D.
(University of Alabama, Birmingham, Ala); J. Kang, M.D.
(Western Pennsylvania Psychiatric Center, Center Township, Pa.);
A. Kiev, M.D. (Socid Psychiatry Institute, New York, N.Y.);

D. Taylor, M.D. (UCSF Langley Porter Psychiatric Institute,

San Francisco, Calif.); P. Melchor, M.D. (Pharm Research,
Miami, Fla)); J. Murphy, M.D. (Southwestern Research Institute,
Beverly Hills, Calif.); M. Rosenthal, M.D. (Behavioral Medicine
Resources, San Diego, Calif.); D. Sheehan, M.D. (University

of South Florida, Tampa, Fla.); S. Stahl, M.D. (Clinical
Neuroscience Research Center, San Diego, Cdlif.);

M. Stein, M.D. (University of Californiaat San Diego,

San Diego, Cdlif.); M. Stevens, M.D. (Valley Mental Health,
Salt Lake City, Utah); R. Stewart, M.D. (University of Texas
Southwestern Medical School, Dallas, Tex.); P. Tucker, M.D.
(University of Oklahoma, Oklahoma City, Okla.); B. Lydiard,
M.D. (Medical University of South Carolina, Charleston, S.C.);
R. Maddock, M.D. (University of California Davis Medical
Center, Sacramento, Calif.); A. Dietrich, M.D. (Five the

Green, Woodstock, Vt.); A. Sambunaris, M.D. (Atlanta Institute
of Medicine and Research, Roswell, Ga.); C. Casat, M.D.
(Behavioral Health Center, Charlotte, N.C.); M. Katzman, M.D.
(Clark Institute of Psychiatry, Toronto, Ontario, Canada);

J.M. LeMelledo, M.D. (University of AlbertaH Site, Edmonton,
Alberta;Canada); R. Reesal, M.D. (Western Canada Behavioral
Center, Calgary, Alberta, Canada); J. Plamondon, M.D. (Centre
Hospitalier:d de Quebec, Laurier, Quebec, Canada); B. Saxena,
M.D. (Hamilton.Psychiatric Hospital, Hamilton, Ontario,
Canada);and E<Galdner, M.D. (University of British Columbia,
Vancouver, B.C., Canada).

www.PSYCHIATRIST.com

g |

-

The Journal of
Clinical Psychiatry

Online Now

Physicians
Postgraduate

Press, Inc.

Our focus is lfelong
learning for physicians

357

Hear an article summary

View tables and figures

Blood Lipids in Olanzapine-Treated Patients
With Schizophrenia or Related Psychoses

Print complete text of article

Access relevant links

Elevated Levels of Insulin, Leptin, and

by Kristina I. Melkersson,
Anna-Lena Hulting, and

Kerstin E. Brismar from

The Journal of Clinical Psychiatry
2000;61:742-749

J Clin Psychiatry 62:5, May 2001



	Table of Contents

