
BackgroundBackground Selective serotoninSelective serotonin

reuptake inhibitors are effective inthereuptake inhibitors are effective in the

treatmentof social anxietydisorder andtreatmentof social anxietydisorder and

are currentlyregarded as theare currentlyregarded as the

pharmacotherapyof choice.pharmacotherapyof choice.

AimsAims To investigate the efficacy andTo investigate the efficacy and

tolerabilityof escitalopraminthetolerabilityof escitalopraminthe

treatmentofgeneralised social anxietytreatmentofgeneralised social anxiety

disorder.disorder.

MethodMethod Patientswith generalisedPatientswith generalised

social anxietydisorder were randomisedsocial anxietydisorder were randomised

to receive placebo (to receive placebo (nn¼177) or10^20mg177) or10^20mg

escitalopram (escitalopram (nn¼181) in a12-week,181) in a12-week,

double-blind trial.The primaryoutcomedouble-blind trial.The primaryoutcome

measurewas themean change frommeasurewas themean change from

baseline to last assessment inthebaseline to last assessment inthe

Liebowitz Social Anxiety Scale (LSAS)Liebowitz Social Anxiety Scale (LSAS)

total score.total score.

ResultsResults The study showed a statisticallyThe study showed a statistically

superior therapeutic effect forsuperior therapeutic effect for

escitalopramcomparedwith placebo onescitalopramcomparedwith placebo on

the LSAStotal score (the LSAStotal score (PP¼0.005).There0.005).There

were significantlymore responders towere significantlymore responders to

treatment for escitalopramthan fortreatment for escitalopramthan for

placebo (54%placebo (54% vv. 39%;. 39%; PP550.01).The clinical0.01).The clinical

relevance ofthese findingswas supportedrelevance ofthese findingswas supported

by significant reduction inthework andby significant reduction in thework and

social components ofthe Sheehansocial components ofthe Sheehan

Disability Scale andby the goodDisability Scale and by the good

tolerabilityof escitalopramtreatment.tolerabilityof escitalopramtreatment.

ConclusionsConclusions EscitalopramwasEscitalopramwas

efficacious andwell tolerated intheefficacious andwell tolerated in the

treatmentofgeneralised social anxietytreatmentofgeneralised social anxiety

disorder.disorder.
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Social phobia or anxiety disorder is increas-Social phobia or anxiety disorder is increas-

ingly recognised as a highly prevalent andingly recognised as a highly prevalent and

chronic disorder with onset during the teen-chronic disorder with onset during the teen-

age years (Lepine & Pelissolo, 1996;age years (Lépine & Pélissolo, 1996;

WittchenWittchen et alet al, 1999). Although the disor-, 1999). Although the disor-

der is associated with significant disabilityder is associated with significant disability

(including educational and occupational)(including educational and occupational)

which has a negative impact on qualitywhich has a negative impact on quality

of life, it is both underdiagnosed andof life, it is both underdiagnosed and

undertreated (Kasper, 1998). Early workundertreated (Kasper, 1998). Early work

demonstrated that monoamine oxidasedemonstrated that monoamine oxidase

inhibitors (e.g. phenelzine) were effectiveinhibitors (e.g. phenelzine) were effective

in the treatment of the disorder, but thesein the treatment of the disorder, but these

agents are limited by their side-effect pro-agents are limited by their side-effect pro-

file, the need for dietary precautions, andfile, the need for dietary precautions, and

drug interactions (Versiani, 2000). Moredrug interactions (Versiani, 2000). More

recent work has established the efficacy ofrecent work has established the efficacy of

several selective serotonin reuptake inhibi-several selective serotonin reuptake inhibi-

tors (SSRIs) (Steintors (SSRIs) (Stein et alet al, 1999; Van, 1999; Van

AmeringenAmeringen et alet al, 2001; Liebowitz, 2001; Liebowitz et alet al,,

2002) and these agents have been2002) and these agents have been

recommended as first-line pharmaco-recommended as first-line pharmaco-

therapy (Ballengertherapy (Ballenger et alet al, 1998). This study, 1998). This study

investigates the efficacy and tolerability ofinvestigates the efficacy and tolerability of

escitalopram in the treatment of generalisedescitalopram in the treatment of generalised

social anxiety disorder.social anxiety disorder.

METHODMETHOD

Study design and dosing scheduleStudy design and dosing schedule

This multinational study was a randomised,This multinational study was a randomised,

parallel group, placebo-controlled trialparallel group, placebo-controlled trial

involving 41 centres in eight countriesinvolving 41 centres in eight countries

(Austria, Canada, Denmark, Finland,(Austria, Canada, Denmark, Finland,

Germany, Norway, South Africa and theGermany, Norway, South Africa and the

UK). Patients who met selection criteriaUK). Patients who met selection criteria

entered a 1-week, single-blind, placeboentered a 1-week, single-blind, placebo

lead-in period before being randomised tolead-in period before being randomised to

12 weeks of double-blind treatment with12 weeks of double-blind treatment with

escitalopram or matched placebo capsules.escitalopram or matched placebo capsules.

Patients were contacted for a safetyPatients were contacted for a safety

follow-up 30 days after their last dose.follow-up 30 days after their last dose.

The initial dosage of escitalopram wasThe initial dosage of escitalopram was

10 mg per day. The dosage could be in-10 mg per day. The dosage could be in-

creased to 20 mg per day after 4, 6 or 8creased to 20 mg per day after 4, 6 or 8

weeks of treatment in case of an unsatisfac-weeks of treatment in case of an unsatisfac-

tory response, judged as a score above 5 ontory response, judged as a score above 5 on

the Clinical Global Impression scale ratingthe Clinical Global Impression scale rating

for severity (CGI–S; Guy, 1976) or no de-for severity (CGI–S; Guy, 1976) or no de-

crease in CGI–S score since baseline. Thecrease in CGI–S score since baseline. The

mean daily dose of escitalopram wasmean daily dose of escitalopram was

17.6 mg at week 12. Efficacy and tolerabil-17.6 mg at week 12. Efficacy and tolerabil-

ity were assessed at baseline and after 1, 2,ity were assessed at baseline and after 1, 2,

3, 4, 6, 8 and 12 weeks of treatment.3, 4, 6, 8 and 12 weeks of treatment.

Patient populationPatient population

The patient population comprised femaleThe patient population comprised female

and male out-patients with a primaryand male out-patients with a primary

diagnosis of generalised social anxiety dis-diagnosis of generalised social anxiety dis-

order established by means of a diagnosticorder established by means of a diagnostic

interview following DSM–IV criteriainterview following DSM–IV criteria

(American Psychiatric Association, 1994),(American Psychiatric Association, 1994),

using the Mini-International Neuropsychia-using the Mini-International Neuropsychia-

tric Interview (MINI; Sheehantric Interview (MINI; Sheehan et alet al, 1998), 1998)

to assist in the exclusion of disallowed co-to assist in the exclusion of disallowed co-

morbidity. The patients were mainlymorbidity. The patients were mainly

recruited through advertisements. At therecruited through advertisements. At the

screening visit, patients 18–65 years oldscreening visit, patients 18–65 years old

were selected if they had a total score ofwere selected if they had a total score of

at least 70 on the Liebowitz Social Anxietyat least 70 on the Liebowitz Social Anxiety

Scale (LSAS; Liebowitz, 1987) with exhib-Scale (LSAS; Liebowitz, 1987) with exhib-

ited fear or avoidance traits in at least fourited fear or avoidance traits in at least four

social situations, and were otherwisesocial situations, and were otherwise

healthy based on a physical examination.healthy based on a physical examination.

Patients were excluded if they had anotherPatients were excluded if they had another

Axis I disorder that was considered the pri-Axis I disorder that was considered the pri-

mary diagnosis within the previous 6mary diagnosis within the previous 6

months, if the investigator diagnosed a ser-months, if the investigator diagnosed a ser-

ious risk of suicide or if the Montgomery–ious risk of suicide or if the Montgomery–

Asberg Depression Rating Scale (MADRS;Åsberg Depression Rating Scale (MADRS;

Montgomery & Asberg, 1979) total scoreMontgomery & Åsberg, 1979) total score

was higher than 19. Patients were also ex-was higher than 19. Patients were also ex-

cluded if they had a DSM–IV diagnosis ofcluded if they had a DSM–IV diagnosis of

alcohol or drug misuse during the past 6alcohol or drug misuse during the past 6

months, or if they had taken a psychoactivemonths, or if they had taken a psychoactive

drug (including any type of antidepressant,drug (including any type of antidepressant,

beta-blocker, benzodiazepine, narcotic,beta-blocker, benzodiazepine, narcotic,

analgesic, antipsychotic or herbal remedy)analgesic, antipsychotic or herbal remedy)

within 2 weeks (5 weeks for fluoxetinewithin 2 weeks (5 weeks for fluoxetine

and 6 months for depot neuroleptics)and 6 months for depot neuroleptics)

before screening, or if the patient had abefore screening, or if the patient had a

positive urine drug screen for opiates,positive urine drug screen for opiates,

methadone, cocaine, amphetamines ormethadone, cocaine, amphetamines or

benzodiazepines. The only allowed conco-benzodiazepines. The only allowed conco-

mitant use of a psychotropic drug duringmitant use of a psychotropic drug during

the study was chloral hydrate taken as athe study was chloral hydrate taken as a

hypnotic but not for more than three conse-hypnotic but not for more than three conse-

cutive nights. Furthermore, patients with acutive nights. Furthermore, patients with a

diagnosis of mania or hypomania, bodydiagnosis of mania or hypomania, body

dysmorphic disorder, schizophrenia/otherdysmorphic disorder, schizophrenia/other

psychotic disorder, eating disorders, mentalpsychotic disorder, eating disorders, mental

retardation or any Axis II cluster diagnosisretardation or any Axis II cluster diagnosis

were also excluded. Patients with a knownwere also excluded. Patients with a known

drug (including citalopram) allergy ordrug (including citalopram) allergy or

hypersensitivity or a known lack of thera-hypersensitivity or a known lack of thera-

peutic response to an adequate trial withpeutic response to an adequate trial with
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citalopram were also excluded. Patientscitalopram were also excluded. Patients

participating in a formal psychotherapyparticipating in a formal psychotherapy

programme that went beyond medicalprogramme that went beyond medical

counselling were not included.counselling were not included.

Efficacy assessmentsEfficacy assessments

The primary efficacy measure was theThe primary efficacy measure was the

mean change from baseline to the lastmean change from baseline to the last

assessment (carried forward) of the LSASassessment (carried forward) of the LSAS

total score. This scale consists of 24 items,total score. This scale consists of 24 items,

13 describing performance situations and13 describing performance situations and

11 describing social interaction situations11 describing social interaction situations

(Liebowitz, 1987). Each of the items is(Liebowitz, 1987). Each of the items is

separately rated for ‘fear’ and ‘avoidance’separately rated for ‘fear’ and ‘avoidance’

using a four-point categorical scale. Allusing a four-point categorical scale. All

investigators attended supervised groupinvestigators attended supervised group

sessions in order to standardise the inter-sessions in order to standardise the inter-

view and rating techniques. Secondaryview and rating techniques. Secondary

efficacy measures included:efficacy measures included:

(a)(a) mean change from baseline to each visitmean change from baseline to each visit

in the LSAS sub-scale scores for ‘fear/in the LSAS sub-scale scores for ‘fear/

anxiety’ and ‘avoidance’;anxiety’ and ‘avoidance’;

(b)(b) CGI–S score per visit and change fromCGI–S score per visit and change from

baseline to visit;baseline to visit;

(c)(c) Clinical Global Impression – Improve-Clinical Global Impression – Improve-

ment (CGI–I) score: proportion ofment (CGI–I) score: proportion of

responders to treatment, defined asresponders to treatment, defined as

patients achieving a score of 1 (verypatients achieving a score of 1 (very

much improved) or 2 (much improved)much improved) or 2 (much improved)

on the CGI–I;on the CGI–I;

(d)(d) Sheehan Disability Scale (SDS; Sheehan,Sheehan Disability Scale (SDS; Sheehan,

1983) score, for the three domains1983) score, for the three domains

‘work’, ‘social’ and ‘family’;‘work’, ‘social’ and ‘family’;

(e)(e) change from baseline to each visit inchange from baseline to each visit in

MADRS total score (the MADRSMADRS total score (the MADRS

consists of ten items, each rated on aconsists of ten items, each rated on a

scale from 0 to 6).scale from 0 to 6).

Safety and tolerabilitySafety and tolerability

Safety assessments were based on vital signsSafety assessments were based on vital signs

(in a sitting position after 5 min rest), body(in a sitting position after 5 min rest), body

weight, clinical laboratory tests (includingweight, clinical laboratory tests (including

haematology and biochemistry) andhaematology and biochemistry) and

electrocardiograms (ECGs), and wereelectrocardiograms (ECGs), and were

assessed at the screening visit and at weekassessed at the screening visit and at week

12. Adverse events observed by the investi-12. Adverse events observed by the investi-

gator, spontaneously reported by thegator, spontaneously reported by the

patient or reported in response to non-patient or reported in response to non-

leading questions were recorded at eachleading questions were recorded at each

visit. The investigator documented thevisit. The investigator documented the

relationship to treatment, onset durationrelationship to treatment, onset duration

and intensity (mild, moderate or severe).and intensity (mild, moderate or severe).

All adverse events were coded using theAll adverse events were coded using the

included term according to the Worldincluded term according to the World

Health Organization Adverse ReactionHealth Organization Adverse Reaction

Terminology.Terminology.

Statistical analysisStatistical analysis
Efficacy analyses were based on the fullEfficacy analyses were based on the full

analysis set (corresponding to the intent-analysis set (corresponding to the intent-

to-treat population), which comprised allto-treat population), which comprised all

randomised patients who took double-randomised patients who took double-

blind study product and had at least oneblind study product and had at least one

valid post-baseline assessment of the pri-valid post-baseline assessment of the pri-

mary efficacy measure. Safety analysesmary efficacy measure. Safety analyses

were based on the set of all patients treated,were based on the set of all patients treated,

which included all patients who took atwhich included all patients who took at

least one dose of double-blind studyleast one dose of double-blind study

product.product.

A minimum of 135 patients per treat-A minimum of 135 patients per treat-

ment arm was required to reach a powerment arm was required to reach a power

of 90% to detect a significant differenceof 90% to detect a significant difference

between treatment groups in mean changebetween treatment groups in mean change

from baseline to final assessment in LSASfrom baseline to final assessment in LSAS

total score at the 5% significance level. Atotal score at the 5% significance level. A

general linear model for analysis of covar-general linear model for analysis of covar-

iance (ANCOVA) was applied to theiance (ANCOVA) was applied to the

primary and secondary efficacy measuresprimary and secondary efficacy measures

with factors for treatment group andwith factors for treatment group and

centres (all centres with fewer than fourcentres (all centres with fewer than four

patients were collapsed into one collectivepatients were collapsed into one collective

centre), and with baseline LSAS totalcentre), and with baseline LSAS total

score as a covariate. The final CGI–S andscore as a covariate. The final CGI–S and

CGI–I scores were also analysed using theCGI–I scores were also analysed using the

non-parametric Cochran–Mantel–Haenszelnon-parametric Cochran–Mantel–Haenszel

mean score statistics. Between-group com-mean score statistics. Between-group com-

parisons of the proportion of respondersparisons of the proportion of responders

(CGI–I score of 1 or 2) to treatment were(CGI–I score of 1 or 2) to treatment were

performed using chi-squared and Fisher’sperformed using chi-squared and Fisher’s

exact tests. Descriptive statistics were usedexact tests. Descriptive statistics were used

for absolute values and mean changes fromfor absolute values and mean changes from

baseline in laboratory values, ECG para-baseline in laboratory values, ECG para-

meters, vital signs and body weight. Allmeters, vital signs and body weight. All

statistical tests were two-sided andstatistical tests were two-sided and

were carried out at the 5% level ofwere carried out at the 5% level of

significance.significance.

RESULTSRESULTS

Patient baseline characteristicsPatient baseline characteristics

A total of 358 patients were randomisedA total of 358 patients were randomised

into the study, 177 to placebo treatmentinto the study, 177 to placebo treatment

and 181 to escitalopram treatment. Ofand 181 to escitalopram treatment. Of

these, 5 patients did not receive double-these, 5 patients did not receive double-

blind treatment. The full analysis set thusblind treatment. The full analysis set thus

consisted of 177 patients in the escitalo-consisted of 177 patients in the escitalo-

pram group and 176 patients in the placebopram group and 176 patients in the placebo

group. A total of 290 patients (81%) com-group. A total of 290 patients (81%) com-

pleted the study, 145 in each treatmentpleted the study, 145 in each treatment

group (Fig. 1). There were slightly moregroup (Fig. 1). There were slightly more

men than women in both treatment groups.men than women in both treatment groups.

Baseline characteristics were similar for theBaseline characteristics were similar for the

two treatment groups with the exception oftwo treatment groups with the exception of

age and duration of the disorder, both ofage and duration of the disorder, both of

which were slightly higher in the escitalo-which were slightly higher in the escitalo-

pram group (Table 1). No between-grouppram group (Table 1). No between-group

difference was seen for the severity of thedifference was seen for the severity of the

disorder, as measured by the baseline LSASdisorder, as measured by the baseline LSAS

total score and the CGI score. There was nototal score and the CGI score. There was no

difference with respect to medical historydifference with respect to medical history

or physiological variables. Comorbidityor physiological variables. Comorbidity

with depressive symptoms was low, aswith depressive symptoms was low, as

judged by the baseline MADRS total scorejudged by the baseline MADRS total score

and the low number of patients with a diag-and the low number of patients with a diag-

nosis of comorbid depression or dysthymianosis of comorbid depression or dysthymia

(Table 1). The high baseline LSAS total(Table 1). The high baseline LSAS total

score and the baseline SDS score betweenscore and the baseline SDS score between

6 and 7 (on a ten-point scale) for the work6 and 7 (on a ten-point scale) for the work

and social life items are in line with theand social life items are in line with the

average CGI–S score, indicating a markedlyaverage CGI–S score, indicating a markedly

ill patient population.ill patient population.

Patient withdrawalsPatient withdrawals

A total of 68 patients (19%) withdrewA total of 68 patients (19%) withdrew

from the study, with no overall between-from the study, with no overall between-

group difference (18% in the placebo groupgroup difference (18% in the placebo group

and 20% in the escitalopram group). How-and 20% in the escitalopram group). How-

ever, numerically more patients in theever, numerically more patients in the

escitalopram group (8.8%) than in theescitalopram group (8.8%) than in the

placebo group (4.5%) withdrew becauseplacebo group (4.5%) withdrew because

of adverse events and numerically moreof adverse events and numerically more

patients in the placebo group (6.2%)patients in the placebo group (6.2%)

than in the escitalopram group (2.2%)than in the escitalopram group (2.2%)

withdrew because of lack of efficacy, withwithdrew because of lack of efficacy, with

the latter difference approaching statisticalthe latter difference approaching statistical

significance (significance (PP¼0.059).0.059).
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Efficacy resultsEfficacy results

Primary efficacy outcomePrimary efficacy outcome

During double-blind treatment the LSASDuring double-blind treatment the LSAS

total score decreased in the escitalopramtotal score decreased in the escitalopram

group from a baseline value of 96.3group from a baseline value of 96.3

(s.d.(s.d.¼17.4) to 62.2 (s.d.17.4) to 62.2 (s.d.¼30.7) at week30.7) at week

12 (last observation carried forward;12 (last observation carried forward;

LOCF) and in the placebo group fromLOCF) and in the placebo group from

95.4 (s.d.95.4 (s.d.¼16.4) to 68.8 (s.d.16.4) to 68.8 (s.d.¼29.7). The29.7). The

treatment difference of 7.3 betweentreatment difference of 7.3 between

escitalopram and placebo in changeescitalopram and placebo in change

from baseline to week 12 in favour offrom baseline to week 12 in favour of

escitalopram was statistically significantescitalopram was statistically significant

(ANCOVA,(ANCOVA, PP¼0.005) (Fig. 2). Exploratory0.005) (Fig. 2). Exploratory

analyses of potential covariates revealed noanalyses of potential covariates revealed no

treatment-by-centre or treatment-by-base-treatment-by-centre or treatment-by-base-

line LSAS total score interaction effect.line LSAS total score interaction effect.

The same was true for treatmentThe same was true for treatment

interactions with gender, age and durationinteractions with gender, age and duration

of disorder.of disorder.

Secondary efficacymeasuresSecondary efficacymeasures

The mean change from baseline to end-The mean change from baseline to end-

point (LOCF) in the LSAS sub-scale scorespoint (LOCF) in the LSAS sub-scale scores

was statistically significant in favour ofwas statistically significant in favour of

escitalopram at week 12 (escitalopram at week 12 (PP550.05) for0.05) for

‘avoidance’ and at weeks 6 and 12‘avoidance’ and at weeks 6 and 12

((PP550.001) for ‘fear/anxiety’, but not for0.001) for ‘fear/anxiety’, but not for

the SDS ‘family’ sub-scale (Table 2). Super-the SDS ‘family’ sub-scale (Table 2). Super-

iority of escitalopram over placebo wasiority of escitalopram over placebo was

also manifested in the change from baselinealso manifested in the change from baseline

to week 12 (LOCF) in CGI–S scoreto week 12 (LOCF) in CGI–S score

((PP550.01), the mean CGI–I score at week0.01), the mean CGI–I score at week

12 (12 (PP550.001) and in the change from0.001) and in the change from

baseline to week 12 (LOCF) in the twobaseline to week 12 (LOCF) in the two

SDS items ‘work’ (SDS items ‘work’ (PP¼0.01) and ‘social’0.01) and ‘social’

((PP¼0.02) (Table 2).0.02) (Table 2).

A total of 54% of escitalopram-treatedA total of 54% of escitalopram-treated

patients and 39% of placebo-treatedpatients and 39% of placebo-treated

patients responded to treatment (LOCF,patients responded to treatment (LOCF,

PP550.01). The corresponding figures for0.01). The corresponding figures for

the observed case (OC) analysis were 63%the observed case (OC) analysis were 63%

of escitalopram-treated patients and 43%of escitalopram-treated patients and 43%

of placebo-treated patients (of placebo-treated patients (PP550.001).0.001).

Safety resultsSafety results

Table 3 shows all treatment-emergentTable 3 shows all treatment-emergent

adverse events with an incidence of moreadverse events with an incidence of more

than 5% in either treatment group. Nothan 5% in either treatment group. No

clinically relevant trend was observed inclinically relevant trend was observed in

mean ECG or in clinical laboratorymean ECG or in clinical laboratory

parameters.parameters.

DISCUSSIONDISCUSSION

Patient populationPatient population

The typical onset of social anxiety disorderThe typical onset of social anxiety disorder

during adolescence, with its chronic course,during adolescence, with its chronic course,

its high level of psychiatric comorbidityits high level of psychiatric comorbidity

and its low spontaneous remission rate,and its low spontaneous remission rate,

contributes to serious impairment of dailycontributes to serious impairment of daily

functioning in the professional and socialfunctioning in the professional and social

life of those with this disorder (Lepine &life of those with this disorder (Lépine &

Pelissolo, 2000). These epidemiologicalPélissolo, 2000). These epidemiological

characteristics were reflected among ourcharacteristics were reflected among our

participants. The mean age of onset wasparticipants. The mean age of onset was

15 years and the chronicity of the disorder15 years and the chronicity of the disorder

was evident from its average duration,was evident from its average duration,

which was more than 20 years. Sheehanwhich was more than 20 years. Sheehan

Disability Scale mean baseline scores forDisability Scale mean baseline scores for

‘work’ and ‘social’ items (around 7 on the‘work’ and ‘social’ items (around 7 on the

ten-point sub-scales) indicate the negativeten-point sub-scales) indicate the negative

impact of the disorder on daily lifeimpact of the disorder on daily life

functioning in this group.functioning in this group.

In order to investigate the specific effi-In order to investigate the specific effi-

cacy of escitalopram in the treatment ofcacy of escitalopram in the treatment of

social anxiety disorder, the study selectedsocial anxiety disorder, the study selected

a somewhat atypical patient populationa somewhat atypical patient population

with a low level of comorbidity. The aver-with a low level of comorbidity. The aver-

age MADRS total score of 7.5 indicatesage MADRS total score of 7.5 indicates

the absence of significant depressive symp-the absence of significant depressive symp-

toms. It can thus be concluded that thetoms. It can thus be concluded that the

patient population in this study representspatient population in this study represents

patients with relatively pure, generalisedpatients with relatively pure, generalised

social anxiety disorder. The average LSASsocial anxiety disorder. The average LSAS

total score at baseline of over 95 indicatestotal score at baseline of over 95 indicates

a more severely ill patient population thana more severely ill patient population than

that in other published clinical drug trialsthat in other published clinical drug trials

(Baldwin(Baldwin et alet al, 1999; Liebowitz, 1999; Liebowitz et alet al, 2002)., 2002).
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Table 1Table 1 Patient characteristics at baseline assessmentPatient characteristics at baseline assessment

PlacebogroupPlacebo group

((nn¼177)177)

Escitalopram groupEscitalopram group

((nn¼181)181)

TotalTotal

((nn¼358)358)

Gender,Gender, nn (%)(%)

MenMen 94 (53)94 (53) 101 (56)101 (56) 195 (55)195 (55)

WomenWomen 83 (47)83 (47) 80 (44)80 (44) 163 (45)163 (45)

Age, years: mean (s.d.)Age, years: mean (s.d.) 36 (11)36 (11) 39 (11)39 (11) 38 (11)38 (11)

Age at onset of SAD, yearsAge at onset of SAD, years 15 (8)15 (8) 15 (9)15 (9)

Duration of SAD, years: mean (s.d.)Duration of SAD, years: mean (s.d.) 21 (12)21 (12) 24 (13)24 (13)

Efficacymeasure baseline scores: mean (s.d.)Efficacymeasure baseline scores: mean (s.d.)

LSAS total scoreLSAS total score 95.4 (16.4)95.4 (16.4) 96.3 (17.4)96.3 (17.4)

CGI^SCGI^S 4.8 (0.7)4.8 (0.7) 4.8 (0.7)4.8 (0.7)

SDSwork sub-scaleSDSwork sub-scale 6.7 (1.9)6.7 (1.9) 6.9 (2.2)6.9 (2.2)

SDS social sub-scaleSDS social sub-scale 7.0 (1.8)7.0 (1.8) 6.8 (1.9)6.8 (1.9)

SDS family sub-scaleSDS family sub-scale 4.7 (2.6)4.7 (2.6) 4.2 (2.4)4.2 (2.4)

MADRS total scoreMADRS total score 7.5 (4.4)7.5 (4.4) 7.6 (4.5)7.6 (4.5)

CGI^S,Clinical Global Impression ^ Severity; LSAS, Liebowitz Social Anxiety Scale; MADRS,Montgomery^—sbergCGI^S,Clinical Global Impression ^ Severity; LSAS, Liebowitz Social Anxiety Scale; MADRS,Montgomery^—sberg
Depression Rating Scale; SAD, social anxiety disorder; SDS, Sheehan Disability Scale.Depression Rating Scale; SAD, social anxiety disorder; SDS, Sheehan Disability Scale.

Fig. 2Fig. 2 Mean change from baseline in Liebowitz Social Anxiety Scale (LSAS) total score (last observationMean change from baseline in Liebowitz Social Anxiety Scale (LSAS) total score (last observation

carried forward; LOCF) by week, for the escitalopram and placebo groups (full analysis set), adjusted forcarried forward; LOCF) by week, for the escitalopram and placebo groups (full analysis set), adjusted for

baseline score and centre by least squaresmean analysis of covariance (**baseline score and centre by least squaresmean analysis of covariance (**PP550.010.01vv. placebo).. placebo).
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Therapeutic efficacy and placeboTherapeutic efficacy and placebo
responseresponse

This study of the SSRI escitalopramThis study of the SSRI escitalopram

confirmed the efficacy of SSRIs in the treat-confirmed the efficacy of SSRIs in the treat-

ment of generalised social anxiety disorder.ment of generalised social anxiety disorder.

Escitalopram had a significantly betterEscitalopram had a significantly better

effect than placebo at the end of the 12-effect than placebo at the end of the 12-

week trial period on both the primary andweek trial period on both the primary and

the secondary efficacy measures, includingthe secondary efficacy measures, including

the two LSAS sub-scales of ‘fear/anxiety’the two LSAS sub-scales of ‘fear/anxiety’

and ‘avoidance’. The primary analysisand ‘avoidance’. The primary analysis

showed a decrease in the total LSAS scoreshowed a decrease in the total LSAS score

of 34.4 points in the escitalopram groupof 34.4 points in the escitalopram group

and a relatively large decrease of 27.2and a relatively large decrease of 27.2

points in the placebo group. The effect sizepoints in the placebo group. The effect size

in the escitalopram group is comparablein the escitalopram group is comparable

with that reported in other studies of SSRIswith that reported in other studies of SSRIs

in the treatment of generalised socialin the treatment of generalised social

anxiety (Steinanxiety (Stein et alet al, 1998; Allugander,, 1998; Allugander,

1999; Baldwin1999; Baldwin et alet al, 1999). However, no, 1999). However, no

other published study has reported aother published study has reported a

placebo response as high as 39% (LOCF)placebo response as high as 39% (LOCF)

in social anxiety disorder. A review byin social anxiety disorder. A review by

OosterbaanOosterbaan et alet al (2001) analysed 15(2001) analysed 15

placebo-controlled studies and concludedplacebo-controlled studies and concluded

that a moderate placebo response is seenthat a moderate placebo response is seen

in this disorder which appears to be lowerin this disorder which appears to be lower

than that in depression or panic disorder.than that in depression or panic disorder.

The review found no evidence of an in-The review found no evidence of an in-

crease in the placebo response in studiescrease in the placebo response in studies

of social anxiety over the past decade,of social anxiety over the past decade,

although this is seen for other disorders.although this is seen for other disorders.

There was, however, a trend towards aThere was, however, a trend towards a

higher response rate in the placebo groups,higher response rate in the placebo groups,

but not in the active treatment groups, withbut not in the active treatment groups, with

increasing sample size. No relation wasincreasing sample size. No relation was

found between the baseline severity offound between the baseline severity of

social anxiety disorder and improvementsocial anxiety disorder and improvement

during treatment, as measured by the meanduring treatment, as measured by the mean

change from baseline or the percentage ofchange from baseline or the percentage of

responders. This is somewhat in contrastresponders. This is somewhat in contrast

to other studies of this disorder, in whichto other studies of this disorder, in which

placebo responders were generally lessplacebo responders were generally less

symptomatic (Montgomery, 1998) andsymptomatic (Montgomery, 1998) and

where a better separation between activewhere a better separation between active

medication and placebo was seen amongmedication and placebo was seen among

the more severely affected patients. Thethe more severely affected patients. The

trend towards a higher response rate intrend towards a higher response rate in

the placebo groups with increasing size ofthe placebo groups with increasing size of

trial, as found by Oosterbaantrial, as found by Oosterbaan et alet al (2001),(2001),

is consistent with the substantial size ofis consistent with the substantial size of

our trial.our trial.

Irrespective of the placebo responseIrrespective of the placebo response

size, the clinical significance of the escitalo-size, the clinical significance of the escitalo-

pram treatment effects in this study waspram treatment effects in this study was

demonstrated by statistically significantdemonstrated by statistically significant

effects on the global measures of severityeffects on the global measures of severity

of illness and improvement (CGI–S andof illness and improvement (CGI–S and

CGI–I) and, importantly, also on the twoCGI–I) and, importantly, also on the two

Sheehan Disability Scale items ‘work’ andSheehan Disability Scale items ‘work’ and

‘social’. A final score on the CGI–I scale‘social’. A final score on the CGI–I scale

of 1 or 2 (very much or much improved)of 1 or 2 (very much or much improved)

has commonly been used as a responsehas commonly been used as a response

criterion in social anxiety disorder pharma-criterion in social anxiety disorder pharma-

cotherapy trials. In this trial, the escitalo-cotherapy trials. In this trial, the escitalo-

pram response rate (OC) was 63%pram response rate (OC) was 63%

compared with 43% in the placebo group.compared with 43% in the placebo group.

Again, the magnitude of response of theAgain, the magnitude of response of the

escitalopram-treated patients is consistentescitalopram-treated patients is consistent

with that reported in other studies, whereaswith that reported in other studies, whereas

the placebo response rate is higher than thatthe placebo response rate is higher than that

found previously (Liebowitzfound previously (Liebowitz et alet al, 2002)., 2002).

WithdrawalsWithdrawals

The total withdrawal rate of 19% is clearlyThe total withdrawal rate of 19% is clearly

lower than that in a recently reported fixed-lower than that in a recently reported fixed-

dose study with paroxetine (Liebowitzdose study with paroxetine (Liebowitz et alet al,,

2002) and somewhat lower than the aver-2002) and somewhat lower than the aver-

age rate of 23% based on the 15 studiesage rate of 23% based on the 15 studies

reviewed by Oosterbaanreviewed by Oosterbaan et alet al (2001). The(2001). The

latter review further reported a positivelatter review further reported a positive

relation between withdrawal rate and therelation between withdrawal rate and the

size of the trials. The withdrawal ratessize of the trials. The withdrawal rates

varied slightly between treatment groupsvaried slightly between treatment groups

in our study, with borderline statistical sig-in our study, with borderline statistical sig-

nificance for the higher rate of withdrawalsnificance for the higher rate of withdrawals

due to lack of efficacy in the placebo group,due to lack of efficacy in the placebo group,

and a somewhat higher withdrawal rateand a somewhat higher withdrawal rate

due to adverse events in the escitalopramdue to adverse events in the escitalopram

group.group.

TolerabilityTolerability

Escitalopram was well tolerated in thisEscitalopram was well tolerated in this

study, with prevalence rates of singlestudy, with prevalence rates of single

adverse symptoms comparable with thoseadverse symptoms comparable with those

in studies of its use in depression (Wadein studies of its use in depression (Wade

et alet al, 2002). A favourable tolerability, 2002). A favourable tolerability

profile is important in the pharmaco-profile is important in the pharmaco-

therapy of this chronic disease, for whichtherapy of this chronic disease, for which

2 2 52 2 5

Table 2Table 2 Adjustedmean change from baseline to week12 in LSAS and SDS scores and response rateAdjustedmean change from baseline to week12 in LSAS and SDS scores and response rate

Placebo group (Placebo group (nn¼176)176) Escitalopram group (Escitalopram group (nn¼177)177)

Adjustedmean change in scoreAdjustedmean change in score

LSASLSAS11

Total scoreTotal score 7727.227.2 7734.5**34.5**

Fear/anxiety sub-scaleFear/anxiety sub-scale 7712.712.7 7716.9***16.9***

Avoidance sub-scaleAvoidance sub-scale 7714.414.4 7717.6*17.6*

SDSSDS11

Work sub-scaleWork sub-scale 772.032.03 772.90***2.90***

Social sub-scaleSocial sub-scale 772.122.12 772.70*2.70*

Family sub-scaleFamily sub-scale 771.551.55 771.591.59

Responders to treatment (%)Responders to treatment (%)22 3939 54**54**

LSAS, Liebowitz Social Anxiety Scale; SDS, Sheehan Disability Scale.LSAS, Liebowitz Social Anxiety Scale; SDS, Sheehan Disability Scale.
1. Full analysis set, last observation carried forward.1. Full analysis set, last observation carried forward.
2. Participants achieving a score of1or 2 on the Clinical Global Impression ^ Improvement scale.2. Participants achieving a score of1or 2 on the Clinical Global Impression ^ Improvement scale.
**PP550.05, **0.05, **PP550.01, ***0.01, ***PP550.0010.001vv. placebo (analysis of covariance).. placebo (analysis of covariance).

Table 3Table 3 Treatment-emergent adverse events with an incidence greater than 5%Treatment-emergent adverse events with an incidence greater than 5%

Placebo groupPlacebo group

((nn¼177)177) nn (%)(%)

Escitalopram groupEscitalopram group

((nn¼181)181) nn (%)(%)

HeadacheHeadache 45 (25)45 (25) 46 (25)46 (25)

NauseaNausea 21 (12)21 (12) 39 (22)39 (22)

FatigueFatigue 15 (9)15 (9) 25 (14)25 (14)

SomnolenceSomnolence 9 (5)9 (5) 18 (10)18 (10)

DiarrhoeaDiarrhoea 8 (5)8 (5) 17 (9)17 (9)

InsomniaInsomnia 11 (6)11 (6) 17 (9)17 (9)

DizzinessDizziness 9 (5)9 (5) 13 (7)13 (7)

RhinitisRhinitis 9 (5)9 (5) 13 (7)13 (7)

Sweating increasedSweating increased 3 (2)3 (2) 11 (6)11 (6)

Ejaculation failure (men)Ejaculation failure (men) 00 6 (6)6 (6)

Libido decreasedLibido decreased 2 (1)2 (1) 10 (6)10 (6)
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lengthy treatment may be required. Head-lengthy treatment may be required. Head-

ache was the adverse event with the highestache was the adverse event with the highest

incidence, and its incidence was similarincidence, and its incidence was similar

in the two treatment groups. Nausea,in the two treatment groups. Nausea,

increased sweating and sexual side-effectsincreased sweating and sexual side-effects

occurred with a higher incidence duringoccurred with a higher incidence during

escitalopram treatment. Also in agreementescitalopram treatment. Also in agreement

with depression studies, no clinically rele-with depression studies, no clinically rele-

vant mean change in ECG variables wasvant mean change in ECG variables was

seen in the escitalopram group.seen in the escitalopram group.
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CLINICAL IMPLICATIONSCLINICAL IMPLICATIONS

&& Escitalopram is efficacious in the treatment of generalised social anxiety disorder.Escitalopram is efficacious in the treatment of generalised social anxiety disorder.

&& The tolerability of escitalopram in the dosage range10^20mgwas as favourable asThe tolerability of escitalopram in the dosage range10^20mgwas as favourable as
that previously seen in the treatment of depression.that previously seen in the treatment of depression.

&& The efficacy/tolerabilityprofile of escitalopram and the low withdrawal rate in thisThe efficacy/tolerabilityprofile of escitalopram and the low withdrawalrate in this
studymake escitalopram a valuable pharmacotherapeutic option in the treatment ofstudymake escitalopram a valuable pharmacotherapeutic option in the treatment of
patients with social anxiety disorder.patients with social anxiety disorder.

LIMITATIONSLIMITATIONS

&& A high placebo response ratewas found in this study.A high placebo response ratewas found in this study.

&& Given the chronic course of the disease, studies with a longer treatment durationGiven the chronic course of the disease, studies with a longer treatment duration
may bewarranted to assess further potential improvements.may bewarranted to assess further potential improvements.

&& The patient samplewas selected to minimise comorbidity with other psychiatricThe patient samplewas selected to minimise comorbidity with other psychiatric
disorders in order to investigate effects of escitalopram specifically in social anxietydisorders in order to investigate effects of escitalopram specifically in social anxiety
disorders.disorders.
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