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Objective: This study evaluated the effi-
cacy and safety of fixed doses of once-
daily extended-release (XR) venlafaxine in
outpatients with generalized anxiety dis-
order without concomitant major depres-
sive disorder.

Method: Adult outpatients with general-
ized anxiety disorder but not major de-
pressive disorder with total scores of 18 or
higher on the Hamilton Rating Scale for
Anxiety and scores of 2 or higher on its
anxious mood and tension factors were
eligible. Patients were randomly assigned
to receive placebo or venlafaxine XR (75,
150, or 225 mg/day) for 8 weeks. Primary
efficacy variables were final total and psy-
chic anxiety factor scores on the Hamilton
anxiety scale and final severity and global
improvement item scores on the Clinical
Global Impression (CGl) scale.

Results: Of the 377 patients entering the
study, 370 were included in a safety anal-
ysis and 349 in an efficacy analysis. Ad-
justed mean scores at 8 weeks (last-obser-
vation-carried-forward analysis) were
significantly lower for one or more of the
venlafaxine XR groups in four of four pri-
mary and three of four secondary out-
come measures than for the placebo
group. These included a change of 1.7
(versus 1.3) from baseline on CGI severity
item scores and a final score of 2.2 (versus
2.6) on the CGI global improvement item.
All doses of venlafaxine XR were well
tolerated.

Conclusions: Venlafaxine XR is an effec-
tive and well-tolerated option for the
short-term treatment of generalized anxi-
ety disorder in outpatients without major
depressive disorder.

(Am J Psychiatry 2000; 157:968-974)

Generalized anxiety disorder is one of the most com-
mon anxiety disorders, with an estimated lifetime preva-
lence of 5.1% (1). As is typical of other anxiety disorders,
generalized anxiety disorder appears to be more common
in women than in men and occurs more frequently in pa-
tients with a family history of anxiety and depression (2).
Generalized anxiety disorder usually begins when patients
are in their early 20s, is often chronic (average illness
lengths of 20 years have been reported [3, 4]), and has a low
rate of spontaneous remission after illness onset (only 25%
at 2 years [4]). As might be predicted from the prolonged
course of this disease, but contrary to the popular view that
generalized anxiety disorder is mild, epidemiological sur-
veys have confirmed that generalized anxiety disorder
causes substantial interference in the lives of affected pa-
tients, many of whom seek professional help followed by
extensive use of medication to treat its symptoms (5).

The cardinal feature of generalized anxiety disorder is un-
realistic or excessive anxiety and worry about a number of
events or activities in the absence of panic or phobic symp-
toms (see DSM-IV). A person with generalized anxiety dis-
order has difficulty controlling these worries, and they per-
sist for at least 6 months. Anxiety or increased arousal is
accompanied by difficulty sleeping, irritability, or poor con-
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centration. Somatic complaints include tremor, sweating,
and gastrointestinal disturbances (3).

The psychiatric community recognizes generalized anx-
iety disorder as a condition that often produces significant
impairment in daily functioning and requires prolonged
psychosocial and pharmacologic intervention. In addi-
tion, epidemiological surveys indicate that other psychiat-
ric disorders frequently coexist in patients with general-
ized anxiety disorder (6, 7). Reported comorbidity rates
range from 3% to 27% for panic disorder, 16% to 59% for
social phobia, and 8% to 39% for major depression (8, 9).
Because of the substantial comorbidity of generalized
anxiety disorder, there has been much disagreement
about its validity as a separate diagnostic entity (7). How-
ever, at least one-third of the people with current general-
ized anxiety disorder, according to the National Comor-
bidity Survey, have no other recent or current diagnosis
(7). Also, available data now suggest genetic factors may
play a modest role in the etiology of generalized anxiety
disorder (6). Current findings indicate that generalized
anxiety disorder is a serious illness, needs prolonged treat-
ment, and requires an effective treatment agent that dem-
onstrates a robust efficacy.

Although the emotional impact of generalized anxiety
disorder on the individual is obvious, generalized anxiety
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disorder also carries a significant financial burden. Total
costs for the treatment of anxiety disorders, encompassing
generalized anxiety disorder, represented a significant
proportion of health care expenditures for mental illness
in 1990 ($46.6 billion, or 31.5%); direct costs (medical
treatment) accounted for 23.1% of this total, and indirect
costs (e.g., lost productivity and suicide) for 76.1% (10).

In the United States, benzodiazepines and buspirone
are the most commonly used antianxiety agents in the
treatment of anxiety disorders, including generalized anx-
iety disorder (6, 11). Although these agents successfully
mitigate anxiety, buspirone has a relatively delayed onset
of action, and the safety limitations associated with the
use of benzodiazepines warrant development of alterna-
tive agents. Antidepressants such as the tricyclics, selec-
tive serotonin reuptake inhibitors, trazodone, and ne-
fazodone have been evaluated in generalized anxiety
disorder (12-16), but data are extremely limited and, in
some cases, complicated by the inclusion of patients with
major depression (17). Only imipramine’s efficacy in gen-
eralized anxiety disorder without major depressive disor-
der has been demonstrated in placebo-controlled trials
(15, 16). Since venlafaxine, which is similar to imipramine,
exerts its antidepressant efficacy via serotonergic and
noradrenergic pathways, anxiolytic effects were hypothe-
sized for venlafaxine. Therefore, the current study was
undertaken to test this hypothesis, using the extended-
release (XR) formulation of venlafaxine.

Method

Study Design

This study was a multicenter (involving 15 U.S. centers), ran-
domized, double-blind, parallel-group, placebo-controlled trial
using outpatients with generalized anxiety disorder. Patients who
satisfied the selection criteria were randomly assigned to receive
either placebo or venlafaxine XR at one of three dose levels (75,
150, or 225 mg/day) for up to 8 weeks. All study medication was
taken in the morning with food. During the first week of treat-
ment all patients who were taking venlafaxine XR received 75 mg/
day; on days 8-14 patients randomly assigned to 150 or 225 mg/
day received 150 mg/day; beginning on day 15 patients in the
high-dose group received 225 mg/day. After day 15 all patients
were maintained at their respective venlafaxine XR doses for the
remainder of the study. Patients were evaluated at screening and
baseline visits; at days 8, 15, 22, 29, 43, and 57 during the double-
blind phase; and then 4-10 days after the drug was tapered.

Patient Selection

Male and female outpatients 18 years and older who met the
DSM-I1V criteria for generalized anxiety disorder but not for major
depressive disorder and who were sufficiently symptomatic to re-
quire treatment were eligible. Patients were also required to have
screening and baseline total scores on the Hamilton Rating Scale
for Anxiety (18) of 18 or higher and scores of 2 or higher on item 1
(anxious mood) and item 2 (tension). Furthermore, patients who
had a decrease of more than 20% on total scores of the Hamilton
anxiety scale between the prestudy and baseline measurements
were excluded from the study. Finally, patients were required to
have total scores of 9 or lower on the Raskin Depression Scale (19)
and scores at screening and baseline on the Covi Anxiety Scale
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(20) that were greater than their total score on the Raskin Depres-
sion Scale. The protocol was approved by the institutional review
boards of all study centers, and written informed consent was ob-
tained from each patient before study enrollment.

To ensure that only the effect of venlafaxine XR on generalized
anxiety disorder was being evaluated in the current study, pa-
tients were excluded from participation if they had a diagnosis of
major depressive disorder (according to DSM-IV criteria) within 6
months of study entry or a current diagnosis based on a struc-
tured interview at screening. However, 26 (6.9%) of the 377 pa-
tients in the study had a history of major depressive disorder and
two (0.5%) had a history of dysthymia. Other exclusionary criteria
included a history or presence of any psychotic illness, bipolar
disorder, antisocial personality disorder or other severe axis II dis-
order, or a clinically significant psychiatric disorder besides gen-
eralized anxiety disorder. Patients were excluded if they had a
score on the Raskin Depression Scale of higher than 3 on any sin-
gle item or a score on the Covi Anxiety Scale higher than 4 on “so-
matic complaints.”

Other reasons for exclusion were the regular use of a benzodiaz-
epine within 30 days of study day 1, the use of any other investiga-
tional drug or procedure, any antipsychotic drug or fluoxetine, or
any nonpsychopharmacologic drug or substance with psychotro-
pic effects within 7 days of double-blind treatment, unless a stable
dose had been maintained for at least 3 months before that phase.
Women who were pregnant or lactating were not eligible for the
study, nor were women of childbearing potential who were not us-
ing a medically acceptable form of contraception.

The screening evaluation included a medical and psychiatric
history, a complete physical examination, laboratory determina-
tions, a 12-lead ECG, and efficacy evaluations using the Covi Anx-
iety Scale, the Raskin Depression Scale, and the Hamilton anxiety
scale. Patients then entered a washout period for 7+3 days, after
which they returned for a baseline visit, which included a repeat
assessment with the Covi Anxiety Scale, the Raskin Depression
Scale, and the Hamilton anxiety scale. Patients were required to
meet entry criteria for these scales at both the prestudy and base-
line visits. Patients were allowed to take chloral hydrate (up to
1000 mg at bedtime no more than four times per week) through
study day 21 if needed for sleep.

Measurements

Adverse events, compliance, efficacy, and vital signs were eval-
uated at each visit. A physical examination, laboratory determi-
nations, and an ECG were performed at the screening visit and re-
peated at the final visit during the double-blind phase. Primary
efficacy variables were the final on-therapy total and psychic anx-
iety factor scores on the Hamilton anxiety scale and item scores
for the Clinical Global Impression (CGI) scale (21) (severity of ill-
ness and global improvement). A patient was considered a re-
sponder to treatment if he or she had a score of 1 (very much im-
proved) or 2 (much improved) on the CGI global improvement
item. Secondary efficacy variables were scores on the Hamilton
anxiety scale’s somatic anxiety factor and the anxiety subscale of
the Hospital Anxiety and Depression Scale (22). Additional key
parameters analyzed included scores on the anxious mood and
tension factors of the Hamilton anxiety scale.

Safety evaluations were based on patients’ reports of adverse
events and routine physical examinations, laboratory determina-
tions, and ECGs. Efficacy analyses, which were completed on an
intent-to-treat basis, included all patients who had a baseline
evaluation and at least one evaluation during the double-blind
treatment phase on at least one of the primary efficacy variables
within 3 days of terminating treatment with the study drug. The
study was designed to enroll approximately 90 intent-to-treat pa-
tients per treatment group.
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TABLE 1. Characteristics of Outpatients With Generalized Anxiety Disorder Treated With Placebo or Extended-Release

Venlafaxine

Venlafaxine XR 75,

Venlafaxine XR, 150  Venlafaxine XR, 225

Characteristic Placebo (N=96) mg/day (N=86) mg/day (N=81) mg/day (N=86) Analysis
N % N % N % N % Value df p

Sex

Female 55 57 50 58 45 56 45 52 )(2:0.71 3 0.87

Male 41 43 36 42 36 44 41 48
Ethnic origin x2=3.83 3 028

White 80 83 74 86 75 93 78 91

Other 16 17 12 14 6 7 8 9
Duration of current

episode (months)? X2=1.96 3 058

<6 6 6 4 4 4 5 5 5

612 6 7 10 12 5 7 2 2

>12 78 86 68 83 68 88 77 91
Baseline CGI

severity item score X2=2.70 3 0.44

<4 53 55 46 53 43 53 55 64

>4 43 45 40 47 38 47 31 36

Mean SD  Range Mean SD Range Mean SD Range Mean SD  Range Value df p

Age (years) 409 1.3 23-73 404 128 20-75 396 119 20-74 424 123 21-73 F=0.78 3,344 0.51
Duration of current

episode (months) 120.7 1449 1-564 871 110.7 2-555 873 1085 1480 116.1 1472 1-624 )(2:1 71 3 0.16
Baseline Hamilton

anxiety scale score

Total 241 42 18-40 247 44 18-36 245 41 18-38 236 37 17-34 F=1.15 3,344 033

Psychic anxiety

factor 13.9 28 9-22 139 23 9-20 14.0 22 9-21 134 20 8-19 F=1.27 3,344 0.29

b Some data were missing.

Data Analysis

Aspects of the data analysis that are described in this section
were specified in the protocol before the data were unblinded.
The primary variables were change from baseline for total and
psychic anxiety factor scores on the Hamilton anxiety scale and
on the CGI severity and improvement items. The primary time
point was week 8. If a patient dropped out before week 8, the last
available on-therapy score for that patient was used in the analy-
sis. Secondary efficacy variables included change from baseline
for scores on the somatic, anxious mood, and tension factors of
the Hamilton anxiety scale and on the anxiety subscale of the
Hospital Anxiety and Depression Scale. The statistical model used
to analyze the variables was an analysis of covariance, with treat-
ment and investigator as main effects and baseline score as the
covariate. The CGI severity item was analyzed by using an analy-
sis of variance with investigator, treatment, and baseline score as
main effects. The CGl improvement item was also analyzed by us-
ing the same model, with the exception that there was no baseline
score in the model.

To provide an overall test of efficacy for each variable at week 8,
a linear trend test was done (23). The null hypothesis for this test
was that venlafaxine XR had no effect on the efficacy variable
used in the analysis. The linear trend test was designed to be sen-
sitive to rejecting this null hypothesis when venlafaxine XR causes
increasing response with increasing doses (with placebo included
as a zero dose). The test was set up by forming a statistical con-
trast in which the adjusted mean response in the placebo group
was multiplied by -3, the 75-mg dose by -1, the 150-mg dose by 1,
and the 225-mg dose by 3. The statistical null hypothesis for the
test was that the contrast in the population equaled zero. Statisti-
cally significant treatment differences for the four primary effi-
cacy variables existed if the overall test had a p value 0f<0.05, two-
tailed. To adjust for multiple comparisons involving the four sec-
ondary efficacy variables, the p values had to be <0.01 to be con-
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sidered significant. Eight-week active drug groups and placebo
comparisons were based on least-squares analysis.

The efficacy results reported in this article are based on a data
set in which the last observation was carried forward into all sub-
sequent time points for patients who dropped out before the end
of the study.

Results

Demographic Characteristics

A total of 370 patients who completed the placebo run-in
period and received the study drug during the double-blind
phase were included in the safety analysis. For 21 of these
patients, no primary efficacy evaluations during therapy or
within 3 days of discontinuing the study drug were re-
corded; these patients were not included in the intent-to-
treat efficacy analysis. The baseline demographic and clini-
cal characteristics of the 349 patients with efficacy data are
shown in Table 1. There were no significant differences
among the groups. A total of 102 (29%) patients discontin-
ued treatment during the double-blind phase (Table 2). Ad-
ditionally, an examination of the interactions of center and
treatment did not reveal significant differences.

Efficacy

The results for the four primary and four secondary out-
come measures are shown in Table 3. Selected results are
presented graphically in three figures (Figure 1, Figure 2,
and Figure 3), demonstrating separation from placebo for
all three venlafaxine XR doses, beginning as early as week
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TABLE 2. Reasons for Premature Discontinuation of Treatment for Outpatients With Generalized Anxiety Disorder Treated
With Placebo or Extended-Release Venlafaxine

Venlafaxine XR, 75 Venlafaxine XR, 150 Venlafaxine XR, 225

Placebo (N=96) mg/day (N=86) mg/day (N=81) mg/day (N=86)
Reason N % N % N % N %
Unsatisfactory response 5 5 4 5 0 0 2 2
Adverse reaction? 7 7 14 16 18 22 17 20
Failed to return 3 3 5 6 6 7 6 7
Other 4 4 3 3 5 6 3 3
Total 19 20 26 30 29 36 28 33

a Significantly less attrition with placebo than with the three venlafaxine XR groups (x>=8.64, df=3, p<0.05).

TABLE 3. Efficacy of Placebo or Extended-Release Venlafaxine at Week 8 for Outpatients With Generalized Anxiety Disorder
Overall Trend Test (df=1, 288)

Mean Raw Change in Pairwise Comparison

Effficacy Measure and Treatment N Score From Baseline F p With Placebo (p)?
Hamilton anxiety scale
Total® 5.00 0.03
Placebo 96 -9.51
Venlafaxine XR
75 mg/day 86 -11.22 0.20
150 mg/day 81 -12.36 0.07
225 mg/day 86 -11.52 0.03
Psychic anxiety factor? 6.24 0.01
Placebo 96 -5.62
Venlafaxine XR
75 mg/day 86 —6.66 0.10
150 mg/day 81 —7.44 0.03
225 mg/day 86 -6.89 0.01
Somatic anxiety factor 2.71 0.10
Placebo 96 -3.88
Venlafaxine XR
75 mg/day 86 —4.56 n.s.
150 mg/day 81 -4.81 n.s.
225 mg/day 86 —4.65 n.s.
Anxious mood factor 5.46 0.02
Placebo 96 -1.19
Venlafaxine XR
75 mg/day 86 -1.34 0.40
150 mg/day 81 -1.48 0.20
225 mg/day 86 -1.50 0.02
Tension factor 6.90 0.01
Placebo 96 -1.12
Venlafaxine XR
75 mg/day 86 -1.34 0.09
150 mg/day 81 -1.36 0.05
225 mg/day 86 -1.41 0.01
Hospital Anxiety and Depression Scale anxiety subscale 10.15 0.002
Placebo 95 -4.15
Venlafaxine XR
75 mg/day 85 -6.00 0.02
150 mg/day 81 -6.16 0.01
225 mg/day 85 -6.20 <0.001
cal
SeverityP 5.92 0.02
Placebo 96 -1.26
Venlafaxine XR
75 mg/day 86 -1.51 0.13
150 mg/day 81 -1.65 0.06
225 mg/day 86 -1.62 0.01
Improvement® 4.68 0.03
Placebo 96 2.61
Venlafaxine XR
75 mg/day 86 233 0.15
150 mg/day 81 230 0.15
225 mg/day 86 2.22 0.02

a Least square test.
b primary efficacy measure.
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FIGURE 1. Mean Change From Baseline in Total Scores on
the Hamilton Anxiety Scale During Treatment for General-
ized Anxiety Disorder With Placebo or Extended-Release
Venlafaxine?

-0~ Placebo (N=96)

-l Venlafaxine XR, 75 mg/day (N=86)
-4 Venlafaxine XR, 150 mg/day (N=81)
-®- Venlafaxine XR, 225 mg/day (N=86)

Hamilton Anxiety Scale Total Score
I
[*)]

Baseline 1 2 3 4 5 6 7 8
Week

a Efficacy analyses included all patients with a baseline evaluation
and at least one evaluation during treatment, with the last observa-
tion carried forward. A two-way analysis of covariance was used.

FIGURE 2. Mean Change From Baseline in Scores on the
Psychic Anxiety Factor of the Hamilton Anxiety Scale Dur-
ing Treatment for Generalized Anxiety Disorder With Pla-
cebo or Extended-Release Venlafaxine?

1

v 0
v § ~®- Placebo (N=96)
gv 8- Venlafaxine XR, 75 mg/day (N=86)
V’> S -&- Venlafaxine XR, 150 mg/day (N=81)
TR -®- Venlafaxine XR, 225 mg/day (N=86)
L8 3
£z
<0 4
§ &
£< -5

]
g% -6
>

g -7

Baseline 1 2 3 4 5 6 7 8
Week
b Efficacy analyses included all patients with a baseline evaluation

and at least one evaluation during treatment, with the last observa-
tion carried forward. A two-way analysis of covariance was used.

1 and maintained throughout the entire 8 weeks of the
study. Efficacy results for total and psychic anxiety factor
scores on the Hamilton anxiety scale are given in Figure 1
and Figure 2 (Table 3 shows p values for the primary time
point—8 weeks). Although all three venlafaxine XR doses
demonstrated some efficacy, further inspection of the
data shows that the most positive results were obtained in
the group receiving the 225-mg dose. Scores on the CGI
severity and global improvement items showed similar
results (Table 3).

The results of the analyses of secondary efficacy vari-
ables support the findings of a superior response with
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FIGURE 3. Mean Scores on the Anxiety Subscale of the Hos-
pital Anxiety and Depression Scale During Treatment for
Generalized Anxiety Disorder With Placebo or Extended-
Release Venlafaxine?

s M - Placebo (N=96)

@ 13 -l Venlafaxine XR, 75 mg/day (N=86)

o “5’ —& Venlafaxine XR, 150 mg/day (N=81)

§- 8 1 -@- Venlafaxine XR, 225 mg/day (N=86)
[9]

T

& 2

£3

] 2 10

<9

—_ é 9

S<

a

2 8

I

7
Baseline 1 2 3 4 5 6 7 8
Week
@ Efficacy analyses included all patients with a baseline evaluation

and at least one evaluation during treatment, with the last observa-
tion carried forward. A two-way analysis of covariance was used.

venlafaxine XR. The mean scores for the anxiety subscale
of the Hospital Anxiety and Depression Scale were signifi-
cantly different from placebo at week 8 in all venlafaxine
XR treatment groups (Figure 3; Table 3 shows p values for
the primary time point—8 weeks). For scores on the so-
matic anxiety factor of the Hamilton anxiety scale, only a
weak, not statistically significant, difference in favor of
venlafaxine XR over placebo was found. Additionally, the
anxious mood and tension factors of the Hamilton anxiety
scale, considered to represent key parameters with speci-
ficity for, and sensitivity to, anxiolytic response, were ana-
lyzed and also revealed statistically significant differences
from placebo at week 8 (Table 3).

Safety

Adverse reactions were the most frequent cause of early
discontinuation from the study. Most discontinuations
occurred during the first week of double-blind treatment.

Table 4 shows data on treatment-emergent adverse
events that occurred with an incidence of at least 10%, at
least twice the incidence of those occurring with placebo.
The most common treatment-emergent adverse event as-
sociated with treatment with venlafaxine XR was nausea,
followed by insomnia, dry mouth, somnolence, dizziness,
and asthenia. These events were generally mild to moder-
ate and occurred early in the course of treatment; most
tended to subside with continued venlafaxine XR therapy.
Nausea, insomnia, and dizziness were the most common
adverse events that led to discontinuation from the study;
overall results indicate that venlafaxine XR was well toler-
ated. These results are lent support by a study by Khan et
al. (24)—which was indicative of venlafaxine being toler-
ated well among geriatric outpatients with depression—
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TABLE 4. Most Common? Treatment-Emergent Adverse Events During Treatment With Placebo or Extended-Release Ven-

lafaxine in Outpatients With Generalized Anxiety Disorder

Placebo (N=97)

Venlafaxine XR, 75

Venlafaxine XR, 150
mg/day (N=91)

Venlafaxine XR, 225

mg/day (N=92) mg/day (N=90)

Adverse Event N % N % N % N %
Nausea 12 12 40 43b 46 51P 42 47>
Insomnia 14 14 16 17 27 30P 28 31b
Dry mouth 6 6 18 20P 23 25bP 27 30P
Somnolence 12 12 15 16 24 26P 25 28b
Dizziness 1 1 24 26° 20 22 17 19
Asthenia 9 9 10 1 12 13 19 21
Anorexia 2 2 10 1P 13 14b 12 13b
Nervousness 7 7 10 11 16 18b 9 10
Flatulence 0 0 0 0 9 10P 2 2
Abnormal ejaculation or orgasm (men) 0 0 7 18P 6 150 4 10

2 Incidence 210% and at least twice that of placebo.

bsSignificantly different from rate for placebo (chi-square analysis, df=1, p<0.05).

when considering the wide age range (Table 1) of patients
included in our study.

The values for ECGs, laboratory examinations, weights,
and vital signs were generally similar for the active treat-
ment group and for the placebo group. Overall, the degrees
of these changes were generally small, isolated, or transient
and were not considered to be of clinical relevance.

Discussion

The use of benzodiazepines for the treatment of gener-
alized anxiety disorder has been generally safe (11, 12), but
it has been limited by concerns of withdrawal or the po-
tential for abuse in long-term use (2, 11). Buspirone is ef-
fective but has a delayed onset of action, and some practi-
tioners prefer it for chronic generalized anxiety disorder
(11). Antidepressants have long been considered alterna-
tives to benzodiazepines in the treatment of some types of
anxiety and as promising alternatives to the treatment of
generalized anxiety disorder (12, 15).

A placebo-controlled, double-blind study by Laakmann
et al. (25), comparing the anxiolytic properties of bus-
pirone with those of a benzodiazepine (lorazepam) and
placebo in outpatients with generalized anxiety disorder
(per DSM-III criteria), showed that buspirone and
lorazepam were more efficacious than placebo during
treatment and taper periods. The tricyclic imipramine has
been systematically studied under placebo-controlled
conditions in patients in whom generalized anxiety disor-
der without major depressive disorder has been diagnosed
(15, 16). To our knowledge, the present study is the first
published double-blind, placebo-controlled report dem-
onstrating anxiolytic effects beyond those caused by pla-
cebo for a nontricyclic antidepressant, namely venlafaxine
XR, in outpatients with generalized anxiety disorder but
without comorbid major depressive disorder.

Venlafaxine IR (immediate-release) carries a single indi-
cation for the treatment of depression, but it has also been
studied for its efficacy in decreasing anxiety symptoms as-
sociated with depression. In a meta-analysis of six studies,
Rudolph and colleagues (26) found that anxious, de-
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pressed patients who received venlafaxine IR showed sig-
nificantly greater improvement in their anxiety symptoms
than did patients who received placebo. An additional
double-blind, placebo-controlled comparative study by
Feighner et al. (17) showed that once-daily venlafaxine XR
was statistically superior to placebo in treating depression
with associated symptoms of anxiety. Finally, venlafaxine
IR was studied in patients with generalized anxiety disor-
der in an open-label, 4-week pilot study with apparent
beneficial results (27).

Venlafaxine XR recently was granted an additional indi-
cation for the treatment of generalized anxiety disorder,
and results of the present double-blind, placebo-con-
trolled study extend those of Rudolph et al. (26) in indicat-
ing that the once-a-day administration of venlafaxine XR
provides safe and effective treatment of anxiety symptoms
in outpatients diagnosed with generalized anxiety disor-
der without comorbid major depressive disorder.

Compared to the placebo group, one or more of the
venlafaxine XR groups had statistically significantly lower
adjusted mean scores on the Hamilton anxiety scale total,
on the Hamilton anxiety scale psychic anxiety factor, on
the CGI severity item, and on the CGI global improve-
ment item at the week-8 treatment endpoint. In addition,
all three venlafaxine XR treatment groups showed robust
anxiolytic effect on the Hospital Anxiety and Depression
Scale’s anxiety subscale, a patient-rated assessment, but
not on the Hamilton anxiety scale’s somatic cluster.
Scores on the anxiety subscale of the Hospital Anxiety and
Depression Scale support the findings observed with the
physician-rated primary scales and may reflect the im-
portant clinical benefit to the patient of a reduction in
anxiety symptoms. None of the patients had a diagnosis
of major depressive disorder within 6 months of study en-
try—although, as noted, 6.9% (N=26) had a history of ma-
jor depressive disorder and 0.5% (N=2) a history of dys-
thymia—so they therefore had a low historical incidence
of depression. Finally, venlafaxine XR treatment led to sig-
nificant improvement in items 1 and 2 (anxious mood
and tension, respectively) on the Hamilton anxiety scale,
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factors that represent the cardinal features of generalized
anxiety disorder.

Conclusions

The results presented here demonstrate that venlafax-
ine XR has significant anxiolytic effects, as determined by
both physician- and patient-rated outcome measures,
and suggest that, in addition to its known antidepressant
actions, venlafaxine XR may be a useful alternative to cur-
rently available treatments for anxiety.
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