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1. Introduction

The guidelines on the investigation of the efficacy of

treatments in social anxiety disorder (SAD), also known as

social phobia, presented in this paper are the outcome of a

consensus meeting of experts on the disorder held under the

auspices of the European College of Neuropsychopharma-

cology in Nice in March 2003. The guidelines address

pharmacological treatments but the same general principles

apply to non-pharmacological treatments.

1.1. Prevalence and burden of SAD

SAD is a disorder characterised by persistent and exces-

sive fear of social or performance situations where embar-

rassment or humiliation may occur. There should be no

confusion between this condition and mere shyness. Suffer-

ers with SAD avoid the feared situations or endure them

only with anxiety and distress.

SAD is a common disorder, generally estimated to have a

lifetime prevalence of 6–8%. The high prevalence makes

SAD the third most common psychiatric disorder after major

depression and alcohol dependence (Magee et al., 1996;

Weiller et al., 1996) The disorder has an early age of onset,

reported as around 15 years of age, and a particularly

prolonged duration of the disorder prior to treatment is

reported both in epidemiological studies and in treatment

studies. The prevalence of SAD tends to decline in the

elderly.

The nature of the disorder is chronic and unremitting and

this results in a high cumulative disability level. Disability
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associated with SAD is estimated to be as great as that

observed in major depression (Sheehan et al., 1996). It has

been estimated that sufferers with generalised social anxiety

have a fourfold increased disability compared with the

general population (Wittchen and Beloch, 1996).

The early onset of SAD has the effect of interfering with

the normal acquisition of social and educational skills at a

critical period of adolescence. Those with SAD have a lower

educational achievement and the time spent in education is

reduced by 2–3 years (Davidson et al., 1994; Wittchen and

Beloch, 1996). Interference with educational opportunities

is consistently rated by sufferers as an important source of

disability but social disability inherent in the disorder must

also be recognised. It is no surprise that this early imped-

iment is reflected through life with higher levels of unem-

ployment, poor work performance, high absenteeism, lower

than expected income, and financial dependency on support

from the state (Davidson et al., 1993b; Lecrubier et al.,

2000; Schneier et al., 1994; Wittchen and Beloch, 1996).

The avoidance of social interaction, which is an essential

part of social anxiety leads to social isolation, and higher

than expected rates of single, divorced, or separated people

are observed in the SAD population(Wittchen and Beloch,

1996). The social and functional impairment is reflected in a

substantial reduction in the quality of life. Poor quality of

life is made even worse by an apparent increase in comorbid

physical illness, a complication which is increased further

when concomitant psychiatric comorbidity is present.

Much of the considerable psychiatric comorbidity

reported in SAD is secondary to the social anxiety. Many

sufferers try to cope by using alcohol or illicit drugs in

attempts to control the symptoms by self-treatment (Lecrub-

ier et al., 2000) and there is a consequent increased risk of

the development of alcohol or substance abuse (Lecrubier
ved.
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and Weiller, 1997; Schneier et al., 1989). Secondary comor-

bid depression is common (Wittchen and Essau, 1989) and

is estimated as 45% in community populations rising to 60–

70% in clinical studies (Lepine and Lellouch, 1995; Van

Ameringen et al., 1991). The risk of suicidality is also

increased, even in the uncomplicated disorder, and the risk

increases further when the complications of depression or

alcoholism supervene (Lepine and Lellouch, 1995; Katzel-

nick et al., 2001).

1.2. Neurobiology of SAD

There appears to be a threefold increased risk of devel-

oping the disorder compared to the normal population if a

relative has SAD (Merinkangas and Angst, 1995; Reich and

Yates, 1988). Twin studies have established an increased

risk of SAD in monozygotic twins which indicates that there

is an underlying genetic component to the disorder (Kendler

and Kessler, 1992; Kendler et al., 1993). Studies investigat-

ing the neurobiological associations of SAD have been

undertaken more frequently in recent years focusing mainly

on the serotonin and dopamine system but the results have

been partly inconsistent (Stein et al., 2002c). MRI studies in

SAD indicate abnormalities in signal to noise ratio in

subcortical thalamic and caudate areas and a reduction of

putamen volume with age (Davidson et al., 1993a; Furmark

et al., 2002).
2. Current pharmacological treatment

There is evidence that cognitive behavioural treatments

are effective in SAD and many clinicians believe that

optimum treatment is achieved by a combination of phar-

macological and psychological treatment. These guidelines

are concerned with pharmacological treatment.

There is evidence of efficacy in SAD from placebo-

controlled studies for a limited range of treatments and

licences for only three medications have so far been granted

in Europe for the treatment of the disorder. Demonstration

of efficacy may be assumed on the basis of two or more

positive placebo-controlled studies. The SSRIs, paroxetine

(Allgulander, 1999; Baldwin et al., 1999; Liebowitz et al.,

2002; Stein et al., 1999b), sertraline (Walker et al., 2000;

Van Ameringen et al., 2001), escitalopram (Montgomery et

al., 2003) and fluvoxamine (van Vliet et al., 1994; Stein et

al., 1999a), have been shown to be effective. The SNRI

venlafaxine, the RIMA moclobemide, and the MAOI phe-

nelzine also have two or more positive placebo-controlled

studies to their credit (Katschnig et al., 1997; Liebowitz et

al., 1992; Schneier et al., 1998; Versiani et al., 1992). In

Europe thus far only paroxetine, escitalopram and moclo-

bemide have been licensed and in the USA paroxetine,

sertraline and venlafaxine.

High-potency benzodiazepines, e.g. clonazepam, given

in high doses show some evidence of efficacy (Connor et
al., 1998; Davidson et al., 1991, 1993c; Versiani et al.,

1997a), albeit with high levels of relapse within 2 weeks of

discontinuation reported in some studies, though not in

others. The results with alprazolam were disappointing as

this drug failed to separate from placebo in a study where

phenelzine was found to be effective (Gelernter et al., 1991).

Some preliminary data from open studies suggest that

clomipramine may be effective but it is difficult to draw

conclusions on the efficacy of tricyclic antidepressants in

SAD in view of the absence of definitive studies. Data from

single placebo-controlled studies indicate that the efficacy of

the 5-HT antagonist odansetron and compounds such as

gabapentin or pregabalin, which may exert a modulatory

effect on neurotransmitter release, may be worth further

investigation in the treatment of SAD (Van Ameringen and

Mancini, 2001).
3. Population

3.1. Diagnosis

The studies that have demonstrated the efficacy of

pharmacological treatments in SAD have investigated

patients suffering from social phobia or SAD defined by

diagnostic criteria according to the DSMIIIR or IV (Amer-

ican Psychiatric Association, 1987, 1994).

In DSMIV the essential feature is a marked and persistent

fear, recognised as excessive, in social or performance

situations in which humiliation or embarrassment may occur

and where exposure almost invariably provokes an imme-

diate anxiety response. The feared situations are avoided or

suffered with intense anxiety or distress. In order to reach

criteria for SAD there must be significant interference with

occupational or social function or marked distress.

The ICD10 (World Health Organisation, 1992) criteria

may also be able to define a treatment responsive population

since there is reasonably close agreement between these

criteria and DSMIV. However, there is no real experience

with the ICD10 and applicability of the criteria for clinical

trials remains to be established. The ICD10 diagnostic

requirements for SAD lack a criterion of functional impair-

ment and, if the ICD10 is used in efficacy studies, a separate

evaluation of function would be required to quantify the

initial severity. The assay sensitivity of a population defined

by the ICD10 criteria has still to be demonstrated.

It would be sensible to document the diagnosis with the

possible help of a structured or semi-structured interview. In

some positive studies a structured interview has been used

to confirm the diagnosis (Baldwin et al., 1999; Stein et al.,

1999b; Van Ameringen et al., 2001) but in others not. There

are no data on the relative sensitivity of the studies that used

or did not use a structured or semi-structured interview so

that a recommendation is not possible.

Some confusion has arisen from the overlap between the

definitions of SAD and avoidant personality disorder in the
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DSMIV. The definition of avoidant personality disorder in

DSMIV uses SAD illness descriptors. The use of illness

criteria to define a personality disorder may be misleading.

Some studies have shown that the criteria for avoidant

personality disorder may resolve with treatment, showing

a similar response to SAD itself (Oosterbaan et al., 2002).

The avoidant personality disorder diagnosis based on

DSMIV may be misleading in studies in SAD.

DSMIV is the recommended diagnostic criterion because

it has been widely used in SAD. It should be possible to use

other internationally recognised diagnostic criteria; howev-

er, a criterion of loss of function should be included in order

to identify the disorder of social phobia, which is associated

with disability.

3.2. Generalised or non-generalised SAD

SAD may be generalised, where the individual suffers

multiple fears and social avoidance, or non-generalised,

where the range of situations is restricted. SAD must not

be confused with specific or simple phobia where there is

marked and persistent fear of a specific object or situation

such as flying, heights, etc.

A clearer response to pharmacological treatment has

been reported in the more pervasive generalised form of

the disorder which affects larger areas of the individual’s life

and may, therefore, lead to greater dysfunction. There are

also indications that the severity score on disease specific

severity scales at entry to the studies is higher in generalised

SAD than non-generalised patients. There are data showing

that non-generalised social phobia responds to pharmaco-

logical treatment though it may be more difficult to show a

drug placebo difference in this group.

The generalised form affects about half the SAD popu-

lation and this group has been the target for treatment in

some studies which have used a definition of having fear

and anxiety in at least four different social situations

(Liebowitz et al., 2002). The evidence from a number of

studies suggests that the generalised form of the disorder

identify more clearly a significant drug placebo difference

compared to the non-generalised SAD.

If an effect is shown in generalised social phobia a

generalised labelling for social phobia would be appropriate.

Studies in a single social situation such as performance

anxiety do not necessarily imply an effect in the more

generalised version of the disorder.

It is recommended that studies investigating efficacy

should concentrate on generalised SAD with symptoms of

avoidance in at least four distinct social situations.

3.3. Severity

The available data from subanalyses of efficacy in

different categories indicate that in SAD, as in other

psychiatric disorders, there is a larger drug placebo differ-

ence in the more severe compared with the less severe
subgroup (Montgomery, 1998). This suggests that the severe

and moderate subgroups respond to treatment and that the

benefit is more clearcut in the more severe subgroup. The

efficacy of treatments in the mild subgroup has not yet been

clearly established. It is, therefore, appropriate to require a

minimum severity on entry to the study in order to identify a

treatment sensitive population. A variety of severity scores

have been used to define the initial minimum entry score.

For example, scores of 50, 60 and 70 on the LSAS at entry

to a study have all been used successfully to define a

population in whom drug placebo differences can be dem-

onstrated, with a score of 70 appearing to be the most

widely used and validated.

On the basis of these data a minimum entry score of at

least 70 on the LSAS or the equivalent on other scales is

advisable.

The presence or absence of generalised SAD will affect

the LSAS scores since the scale gives higher scores to those

who have fears and anxiety or avoidance in multiple distinct

situations. For practical purposes, those with a score of 70 or

more on the LSAS would almost inevitably have general-

ised SAD.

3.4. Stability of SAD

The mean duration of prior illness in the pivotal placebo-

controlled studies in SAD is remarkably long, ranging

between approximately 15 and 20 years. Some data from

subanalyses within studies suggest that patients with a longer

prior duration of SAD may have a lower placebo response.

The selection for studies of only those patients having long

term stability in symptoms and behaviours has not been used

as a formal entry criterion though in practice it may have been

applied as an unpublished selection criterion in single centre

studies. No recommendation can be made at the present.

3.5. Comorbidity

In studies investigating the efficacy of a treatment in a

particular disorder it is usual to exclude or control the

confounding variables of other comorbidities which may

affect the result. For example, if a known antidepressant

were being tested in SAD it would be wise to exclude

comorbid major depression in order to establish a direct

therapeutic effect on the uncomplicated condition rather

than an effect that may be secondary to the drug’s antide-

pressant effect. In all cases the primary diagnosis should be

SAD and patients with other recent or current psychiatric

diagnoses should be excluded.

In studies that include a putative or potential antidepres-

sant, patients suffering from concomitant major depression,

as well as those with a history of major depression over the

previous 3–6 months, should be excluded. Some ‘‘depres-

sive’’ symptoms are part of SAD. However, current depres-

sive symptoms should nevertheless be restricted to a mild

level, with a maximum permitted score on a depression
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rating scale below that normally used to include patients

into depression studies. The results of these studies may

then be generalisable to the population with SAD without

concerns of an indirect effect via depression.

Substance abuse is normally excluded from clinical trials

to avoid this confounding variable and in SAD, where drugs

and alcohol are commonly used as a coping mechanism and

abuse becomes a secondary complication, care will be

needed to exclude these patients.

It is recommended that significant comorbidity that is

likely to complicate the assessment of direct efficacy in

SAD be excluded. Comorbidity that is difficult to separate

from SAD, for example dysthymia, should be kept to a

low level wherever possible. If low levels of comorbid

conditions are included these should be documented and

quantified.

The primary goal of establishing efficacy in SAD leads

necessarily to examining response in a group without

comorbidity. The response of SAD with comorbidity is

not needed to establish efficacy but nevertheless is of

considerable interest. These studies in a wider population

are usually carried out after efficacy is established.
4. Design of acute studies

4.1. Design

To establish the efficacy of a potential treatment for SAD

the conventional double-blind placebo-controlled rando-

mised group comparison study is recommended.

Crossover studies are difficult to interpret because of the

well known carryover effects coupled with a typically slow

response and a slow relapse in SAD. Crossover studies are

thought to be more valid in other disorders where there is a

rapid response and a rapid full relapse back to pre-treatment

levels.

There is no persuasive evidence that the single blind run-

in period is useful in eliminating placebo responders and

some evidence that it may be counterproductive in SAD

studies (Oosterbaan et al., 2002). The placebo run-in period

is, therefore, not recommended.

4.2. Choice of comparator

4.2.1. Placebo

The most scientific and best-accepted evidence of effi-

cacy comes from a direct comparison of the efficacy of a

new treatment with placebo in a double blind randomised

group comparison study. A placebo control is, therefore,

recommended.

A variable and rising placebo response rate is reported

in SAD, as it is with other psychiatric conditions, which

complicates the estimations of required study size. Early

single centre studies were associated with relatively low

placebo responses, e.g. 8%, 12% and 23% (Liebowitz et
al., 1992; Versiani et al., 1992; van Vliet et al., 1994).

Placebo responses as high as 50% are seen in studies which

included large numbers of patients with non-generalised

SAD (Noyes et al., 1997). Placebo response in multicentre

controlled studies of SSRIs varies from 23% to 41% (Stein

et al., 1999a,b; Van Ameringen et al., 2001; van Vliet et

al., 1994).

Attempts to control and minimise the placebo responder

rate by excluding non-generalised SAD or by including only

patients with a minimum defined entry score on the pivotal

severity scale have been partially successful. Other methods

which, have been tried include the reduction of supportive

treatment during the study and limiting the number of

assessment instruments, all aimed at restricting the contact

time between the patient and the investigator.

4.2.2. Active control

An active comparator is sometimes included in a place-

bo-controlled study to give some indication that the study

population is sensitive to a standard treatment. It may also

be useful in discussing the clinical relevance of the response

observed with the investigational treatment. The comparison

of the reference compound with placebo should be second-

ary to the comparison of the investigational compound with

placebo in order to avoid weakening the power of the study

in achieving its primary objective. The size of the groups in

this type of placebo-controlled study makes a valid direct

comparison of the active treatments unlikely.

It may be possible to establish efficacy of a treatment if it

can be shown to be significantly better than an established

licensed treatment under conditions of fair comparison. This

is likely to be difficult and require large numbers for an

adequately powered study. A positive outcome with this

strategy in SAD is, however, currently considered unlikely.

The choice of comparator drugs is limited to those that

are licensed for treatment for SAD with paroxetine being the

most widely accepted.

Fair comparisons with behavioural psychotherapy or

cognitive behavioural therapy are difficult to achieve for

methodological reasons. There are concerns that the studies

supporting the efficacy of psychotherapies in SAD have not

always been conducted to the same rigorous level required

for establishing the efficacy of licensed pharmacological

treatments. Randomisation, blinding of treatment, adequate

blinding of raters or adequate reporting of data using intent

to treat populations and last visit carried forward analysis

have not been standard in these studies. Psychotherapy

cannot readily be defended as a comparator in pivotal

placebo-controlled studies because of the difficulty of blind-

ing in the psychotherapy arm in contrast to the blinded

placebo drug comparison. This creates an inherent bias in

such a study.

As evidence is produced of the efficacy of new pharma-

cological treatments for SAD the range of choice of com-

parators may increase. Whichever comparator is selected

should be justified.
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4.3. Concomitant treatment

It is recommended that concomitant psychotropic treat-

ments, including benzodiazepines, be excluded to allow

correct attribution of efficacy to the treatment under inves-

tigation. Likewise, the exclusion of concomitant formal

psychotherapy is recommended since this is likely to raise

the placebo response rate and the drug response and may

make it more difficult to detect efficacy.

It is recommended that self-exposure to feared situations

should not be actively or explicitly encouraged between

visits.

4.4. Duration of acute studies

The duration of treatment must be sufficient to allow a

significant separation from placebo to emerge in order to

establish efficacy. The recommended duration of a study

needs to balance the chance of establishing efficacy against

the disadvantages of receiving placebo.

A duration of 12 weeks has been used in the majority

of the acute treatment investigations to date. However,

studies with shorter, 8 weeks, and longer durations, 20 and

24 weeks, have been conducted and these have also been

able to establish efficacy. A period of 12 weeks for an

acute treatment study appears to be widely used and is

realistic clinically. A substantial number of non-responders

at 8 weeks go on to become responders at week 12 (Stein

et al., 2002c). The point at which a drug placebo differ-

ence is most likely to be seen and where the discontinu-

ation rate remains acceptable is 12 weeks. This is the

duration recommended for short-term studies. In view of

the long duration of SAD prior to treatment that is

currently seen, it appears ethically acceptable to expose

individual patients to placebo for 12 weeks. Studies with

duration shorter than 12 weeks may risk a higher chance of

failing to find a drug placebo difference unless they are

adequately powered.

All the studies that have continued for longer periods

(Lader et al., in press; Versiani et al., 1996, 1997b) show

that there is continuous further improvement, both in the

responders and the non-responders with further treatment,

SAD is clearly a chronic disorder where further improve-

ment is observed with prolonged treatment.

The 12 week duration of the short term studies is,

therefore, recommended. Placebo-controlled studies of lon-

ger duration, say 24 weeks, may be able to investigate

further improvement in the longer term.

4.5. Justification of dose

To establish an effective dose it is usual to compare the

drug with placebo given in a dose regime, the dose regime

being fixed for a large part of the study before efficacy is

established. Identifying an appropriate dose is often under-

taken by comparing two or three fixed dose regimens with
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placebo and identifying which is associated with the best

efficacy safety ratio.

Flexible dose studies provide only limited information

about the appropriate dose particularly in studies of SAD

where response to any dose tends to be slow. Titration to a

higher dose may under these circumstances reflect the

impatience of the investigator rather than the lack of

efficacy of the lower dose. Flexible dose regimes also tend

to accumulate non-responders on the higher doses, which

makes it difficult to compare the responses achieved on

different doses achieved. Fixed dose studies rather than

flexible dose studies are recommended to obtain the most

useful assessment of the efficacy of different doses.

4.6. Severity scales

The pivotal scale chosen should be sensitive, validated,

internationally recognised and have demonstrable ability to

separate active treatment from placebo reliably.

A variety of scales have been developed for quantifying

the severity of SAD. The most widely used of these is the

Liebowitz Social Anxiety Scale (LSAS) (Liebowitz, 1987).

This scale has been able to establish efficacy in a large

number of placebo-controlled studies and is currently

viewed as the gold standard.

The Brief Social Phobia Scale (Davidson et al., 1997) has

also been widely used and shown to be able to establish

efficacy (Van Ameringen et al., 2001). Both of these

observer scales are able to quantify the fear and avoidance

components separately and these have been used in second-

ary analysis.

The Social Avoidance and Anxiety Inventory (Beidel et

al., 1989), the Brief Standard Self-rating for Phobic Patients

(Marks and Matthews, 1979), and the Social Avoidance and

Distress Scale (Watson and Friend, 1969) have also proved

useful. The SPIN (Connor et al., 2001) has also proved to be

a simple but useful efficacy scale.

The Clinical Global scales, CGI Improvement and CGI

Severity, have been used as both primary and secondary

efficacy scales and as categorical scales to define respond-

ers. These global scales are not recommended as primary

scales but are most useful as secondary scales to help judge

the clinical relevance of the finding.

It is recommended that disorder specific scales are used as

primary efficacy measures. The scales used should be justi-

fied and the pivotal scale for the analysis defined in advance.
5. Analysis

In placebo-controlled studies differential discontinuation

rates are usual, particularly related to lack of efficacy on

placebo and analysis of results needs to take account of

missing values. Where there are significant differential

discontinuation rates the observed case analysis (OC) is

not appropriate and estimation of the contribution of the
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missing values is needed. The last observation carried

forward analysis (LOCF) on an intention to treat population

is regarded as a conservative estimate of missing values and

may be supplemented by additional sensitivity analyses

including repeated measures analyses. Whichever method

is chosen will need to be specified in advance.
6. Clinical relevance

The clinical relevance of the results seen in a study can

be assessed in a number of ways. A commonly used

method relates the response observed with the medication

under investigation to that seen with an established refer-

ence treatment, preferably in the same study. In other

therapeutic areas responders have been assessed by a

defined percentage change (usually 50%). This has proved

useful also in SAD. Reference to effect sizes observed in

other studies might be helpful but this approach makes a

number of assumptions relating to the similarity of the trial

design used, and the populations investigated in different

studies. For this reason historical controls are considered

potentially unreliable. A defined change on one of the

disease specific scales offers a simple measure. For exam-

ple a 10 point change in the LSAS score registered a

clinically relevant difference (Katzelnick, personal commu-

nication) in a large study of managed care (Katzelnick et

al., 1995). This is in line with the clinically relevant

difference between drug and placebo in a pivotal place-

bo-controlled study leading to licensing (Liebowitz et al.,

2003).

The clinical relevance of an observed change is often

indicated by the registration of efficacy on Clinical Global

Scales, particularly in an analysis of the number of patients

reaching defined criteria of response.

6.1. Responders and remitters

It is helpful to classify patients on the basis of the

observed response in the study as responders or remitters

and for this purpose the CGI scales have often been used as

secondary categorical measures of efficacy.

6.1.1. Responders

Responders, who have improved but have not yet

reached remission, have been identified on the CGI Im-

provement scale as having a score of 1 or 2, much or very

much improved. Defining responders, as having a reduction

in the initial score on the severity scale of 50%, used in

other psychiatric conditions and which seems reasonable,

has been reported to be useful in some studies in SAD.

However, SAD tends to respond more slowly than the

conditions where the 50% criterion has proved most useful.

The studies indicate that at 12 weeks a 35% reduction in

initial severity appears to be a useful measure with approx-

imately half the patients achieving this criterion.
6.1.2. Remitters

A remitter is someone who has achieved the level of

symptomatology close to or in line with the general popu-

lation. The CGI Severity Score of 1 or 2, normal, not at all

ill, or borderline illness, has been used to define remitters

but the level of remission represented by these scores

remains controversial. A cut off on a severity scale would

be desirable, but generally accepted cut offs to indicate mild,

moderate or severe illness, or to define remitters, have not

yet been clearly established on the LSAS.

Indeed, the continuous further improvement in SAD

observed in long term studies indicates that the concept of

remission is over-optimistic and currently out of place in

acute studies of SAD. This is similar to the situation in

another chronic disorder, obsessive compulsive disorder,

where improvement with treatment but not remission is

the norm. In long term studies remission may be a more

acceptable target.

Whichever criteria of response and remission are adopted

should be specified in advance.

6.2. Functional measures

Improvement in function may be a useful measure of the

clinical relevance of a change measured on a disease

specific severity scale. The most widely used functional

measure is the Sheehan Disability Scale (SDS) (Sheehan et

al., 1996), which is a simple self-rated 10-point assessment

in the areas of work, social and family function. This scale

has proved robust in most studies and provides evidence of

an improvement in disability in almost all the studies where

it was used. The SDS has been able to distinguish an

effective treatment from placebo, both in the short and long

term studies. Other validated scales can also be considered.

chopharmacology 14 (2004) 425–433
7. Long term treatment

Until standard treatments become better established and a

reasonably precise prediction can be made about their long-

term efficacy a placebo control is necessary in long term

studies.

7.1. Designs for long-term treatment

Two different approaches to establishing long-term effi-

cacy have been adopted: prolonging treatment for an extend-

ed period in comparison with a control, and discontinuation

on to placebo or active drug following response, the relapse

prevention or randomised withdrawal design. The two

approaches investigate different aspects of long-term treat-

ment efficacy. In both cases care is needed to reduce the

influence of non-drug treatments, formal or self applied.

The relapse prevention design is recommended to estab-

lish sustained efficacy of the treatment in responders and the

prolonged efficacy design to establish the further symptom-
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atic gains with prolonged treatment. The randomised with-

drawal design does not investigate whether longer treatment

than the 12 weeks of an acute treatment study is required to

achieve response.

In either design a 6 months long-term treatment period is

considered sufficient and is recommended.

7.1.1. Prolonged treatment

Studies of prolonged treatment are not affected by

potential discontinuation symptom effects and mimic the

use of the treatment in clinical practice. However, interpre-

tation of the results is not straightforward because of the

possible influence in this type of study, as in acute studies,

of discontinuation of non-responders, with a bias in favour

of the responders. The further improvement in the response

to treatment on the pivotal scale between 12 and 24 weeks

seen in several studies suggests that the 12 weeks short-term

efficacy results underestimate the fuller response to treat-

ment observed with prolonged treatment to 6 months. There

are to date only limited trials but the available evidence

indicate further mean improvement in the symptoms of

SAD as registered on the LSAS total score over 6 months

(Lader et al., in press; Stein et al., 2002a,b, 2003; Versiani,

2000) similar to the response seen in generalised anxiety

disorder and obsessive compulsive disorder.

7.1.2. Relapse prevention

The alternative design for investigating long-term treat-

ment, which has been widely used in major depression, is

the relapse prevention or randomised withdrawal design.

The design is more appropriate in a disorder where patients

who are well suffer a relapse when treatment is discontin-

ued. The data on SAD suggest it is a chronic disorder with

continued improvement on treatment and deterioration on

discontinuation that tends to be gradual so that patients may

discontinue before formal relapse criteria are met. The

definition of relapse should be able to capture these patients.

A further problem that needs to be given attention in this

design is differentiating possible discontinuation symptoms

from relapse of the disorder.

Patients entering randomised withdrawal studies should

have responded to treatment. The only entry criteria vali-

dated in positive relapse prevention studies have been based

on the CGI scales. A CGI Improvement score of 1 or 2

(much or very much improved) and a CGI Severity score of

3 (mildly ill) have both been used successfully (Montgom-

ery et al., 2003; Stein et al., 2002b). Other criteria may be

possible but will need validation.

Several criteria for declaring a relapse have been used. A

relapse criterion of an increase of 10 points on the LSAS

which was proposed as a clinically relevant change score

has been used successfully and accounted for some 90% of

the relapses observed in one study (Montgomery et al.,

2003). A deterioration of two points on the CGI-severity has

also been used but is not reported as successful used on its

own.
A certain proportion of patients withdraw from placebo-

controlled studies because of clinical deterioration which

does not meet a more severe protocolled relapse criterion

such as CGI increase of one or two points. Adding these

relapses to the relapses that meet the protocolled criteria has

been shown to be a sensitive definition of relapse in

placebo-controlled studies (Stein et al., 1999b). It is recom-

mended that in relapse prevention studies the criteria for

responders eligible for inclusion should adequately quantify

the response and should be defined in advance. Criteria for

relapse should take account of the judgement of the clinician

and also be quantified with reference to a pivotal rating scale

defined in advance.
8. Discontinuation symptoms

All drugs currently licensed for SAD are established

antidepressants with a more or less known discontinua-

tion/dependence profile. The data presented at this meeting

suggest that the discontinuation symptoms are similar for

particular antidepressants whether they are being studied for

major depression or for different anxiety disorders. The

symptoms appear to be compound-specific and to arise

within a period of three to five half lives following the

discontinuation of the treatment.

Discontinuation symptoms seem to increase with length

of treatment with benzodiazepines but this does not appear

to be the case with antidepressant-like treatments for SAD

(Lader et al., in press). Data are now becoming available in

SAD indicating that discontinuation symptoms do not

appear to increase with a prolonged 6 months exposure

compared to short-term exposure. Since the available data

indicate that discontinuation symptoms are compound spe-

cific pertinent discontinuation data for a medication used in

another indication may be sufficient.

A similar body of information would not be available to

potential new drugs applying for SAD as the first indication

and a study investigating discontinuation symptoms is

important and is recommended.

The most widely used measures 26 May 2004 to register

discontinuation symptoms are the 43-item self-rated Dis-

continuation Emergent Symptoms and Signs (Rosenbaum et

al., 1998) and the Physician Withdrawal Checklist (PWC)

(Rickels et al., 1999). Discontinuation symptoms are also

registered as treatment emergent adverse events (TEAE) on

the routine safety assessments. Each system has its draw-

backs. The DESS and the PWC are checklists and produce

inherent extra noise. Caution is needed in evaluating the

multiple analysis of these data. The clinical relevance of

findings produced with a checklist rating is more difficult to

establish than with the clinician rated TEAEs.

The duration of a discontinuation study will depend on

factors such as the half life of the treatment of concern. With

most current treatments for SAD that have an antidepressant

like action and a short or conventional half life the discon-
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tinuation symptoms appear to be maximal in the first week

and then to reduce in the second week, with symptoms

generally registered as mild or moderate.
9. Adolescents

On the basis of existing data it appears that the diagnostic

issues are much the same in adolescents and adults. The

symptoms, fears, and avoidance patterns are reported to be

very similar in adults and adolescents so that the same

recommendations for study designs and scales (appropriate-

ly validated) should apply.

In children, developmentally relevant issues need to be

considered. Medication may have effects on physical and

cognitive growth and development. The adverse event profile

may differ in adolescents compared to adults, and the

particular issues of safety in adolescents need to be addressed.

There are as yet too few formal studies in adolescents so

that efficacy has not been formally established and there are

insufficient data to make recommendations.
10. Elderly

The prevalence of SAD is reported to decline in the

elderly but this may in many cases reflect the adjustment of

the individual to an isolated, asocial life rather than a

diminution of the disorder. Assessment of dysfunction

required for case recognition is difficult in the elderly, which

may account for an apparently lower incidence.

Special efficacy studies in the elderly are not recommen-

ded and efficacy established in adults may be assumed on

clinical grounds to apply to the elderly. While separate

efficacy studies on the basis of age ranges are not indicated,

it is advisable to include a range of ages in the studies in order

that any signals of potential differences may be identified.

The safety of potential treatments is of concern in the

elderly as they are likely to suffer more comorbid physical

illnesses and age-related changes in metabolism of drugs is

also more likely. Exposure to more concomitant treatments

is likely and the pharmacokinetic aspects of treatment and

potential drug interactions will need to be investigated.
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social phobia/social anxiety disorder. Br. J. Psychiatry 175, 120–126.

Beidel, D.C., Borden, J.W., Turner, S.M., Jacob, R.G., 1989. The social

phobia and anxiety inventory: concurrent validity with a clinical sam-

ple. Behav. Res. Ther. 27, 573–576.
Connor, K.M., Davidson, J.R., Potts, N.L., Tupler, L.A., Miner, C.M.,

Malik, M.L., Book, S.W., Colket, J.T., Ferrell, F., 1998. Discontinuation

of clonazepam in the treatment of social phobia. J. Clin. Psychophar-

macol. 5 (18), 373–378.

Connor, K.M., Kobak, K.A., Churchill, L.E., Katzelnick, D.J., Davidson,

J.R., 2001. Mini-SPIN: a brief screening assessment for generalized

social anxiety disorder. Depress. Anxiety 14, 137–140.

Davidson, J.R.T., Ford, S.M., Smith, R.D., Potts, N.L.S., 1991. Long-term

treatment of social phobia with clonazepam. J. Clin. Psychiatry 52

(Suppl. 11), 16–20.

Davidson, J.R.T., Boyko, O., Charles, H., Krishnan, K., Potts, N., Ford, S.,

Patterson, L., 1993a. Magnetic resonance spectroscopy in social phobia.

J. Clin. Psychiatry 54 (Suppl. 12), 19–25.

Davidson, J.R.T., Hughes, D.L., George, L.K., Blazer, D.G., 1993b. The

epidemiology of social phobia. Findings from the Duke Epidemiologic

Catchment Area Study. Psychol. Med. 23, 709–718.

Davidson, J.R.T., Potts, N., Richichi, E., Krishnan, R., Ford, S., Smith, R.,

Wilson, W.H., 1993c. Treatment of social phobia with clonazepam and

placebo. J. Clin. Psychopharmacol. 13, 423–428.

Davidson, J.R.T., Hughes, D.C., George, L.K., Blazer, D.G., 1994. The

boundary of social phobia: exploring the threshold. Arch. Gen. Psychi-

atry 5, 975–983.

Davidson, J.R., Miner, C.M., De Veaugh Geiss, J., Tupler, L.A., Colket,

J.T., Potts, N.L., 1997. The brief social phobia scale: a psychometric

evaluation. Psychol. Med. 27, 161–166.

Furmark, T., Tillfors, M., Marteinsdottir, I., Fischer, H., Pissiota, A., Lang-

strom, B., Fredrikson, M., 2002. Common changes in cerebral blood

flow in patients with social phobia treated with citalopram or cognitive-

behavioural therapy. Arch. Gen. Psychiatry 59 (5), 425–433.

Gelernter, C.S., Uhde, T.W., Cimbolic, P., Arnkoff, D.B., Vittone, B.J.,

Tancer, M.E., Bartko, J.J., 1991. Cognitive-behavioral and pharmaco-

logical treatments of social phobia: a controlled study. Arch. Gen. Psy-

chiatry 49, 938–945.

Katschnig, H., Stein, M.B., Buller, R., International Clinical Trial Group on

Moclobemide in Social Phobia, 1997. Moclobemide in social phobia.

Eur. Arch. Psychiatry Clin. Neurosci. 247, 71–80.

Katzelnick, D.J., Kobak, K.A., Greist, J.H., 1995. Sertraline in social pho-

bia: a double-blind, placebo-controlled crossover study. Am. J. Psychi-

atry 152, 1368–1371.

Katzelnick, D.J., Kobak, K.A., DeLeire, T., Henk, H., Greist, J.H., David-

son, J.R., Schneier, F.R., Stein, M.B., Helstad, C., 2001. Impact of

generalized social anxiety disorder in manged care. Am. J. Psychiatry

158, 1999–2007.

Kendler, K.S., Kessler, R.C., 1992. The genetic epidemiology of phobias in

women. Arch. Gen. Psychiatry 49, 273–281.

Kendler, K.S., Neale, M.C., Kessler, R.C., Heath, A.C., Eaves, L.J., 1993.

Major depression and phobias: the genetic and environmental sources of

comorbidity. Psychol. Med. 23, 361–371.

Lader, M., Stender, K., Bürger, V., Nil, R., 2004. The efficacy and toler-

ability of escitalopram in the short- and long-term treatment of social

anxiety disorder: a randomised, double-blind, placebo-controlled, fixed-

dose study. Depress. Anxiety (in press).

Lecrubier, Y., Weiller, E., 1997. Comorbidities in social phobia. Int. Clin.

Psychopharmacol. 12 (Suppl. 6), 17–21.

Lecrubier, Y., Wittchen, H.-U., Faravelli, C., Bobes, J., Patel, A., Knapp,

M., 2000. A European perspective on social anxiety disorder. Eur.

Psychiatry 15, 5–16.

Lepine, J.-P., Lellouch, J., 1995. Classification and epidemiology of social

phobia. Eur. Arch. Psychiatry Clin. Neurosci. 244, 290–296.

Liebowitz, M.R., 1987. Social phobia. Mod. Probl. Pharmacopsychiatry

22, 141–173.

Liebowitz, M.R., Schneier, F.R., Campeas, R., Hollander, E., Hatterer, J.,

Fyer, A.J., Gorman, J.M., Papp, L., Davies, S., Gully, R., Klein, D.F.,

1992. Phenelzine vs. atenolol in social phobia: a placebo-controlled

comparison. Arch. Gen. Psychiatry 49, 290–300.

Liebowitz, M.R., Stein, M.B., Tancer, M., Carpenter, D., Oakes, R., Pitts,

C.D., 2002. A randomized, double-blind, fixed-dose comparison of



S.A. Montgomery et al. / European Neuropsychopharmacology 14 (2004) 425–433 433
paroxetine and placebo in the treatment of generalized social anxiety

disorder. J. Clin. Psychiatry 63, 66–74.

Liebowitz, M.R., DeMartinis, N.A., Weihs, K., Londborg, P.D., Smith,

W.T., Chung, H., Fayyad, R., Clary, C., 2003. Efficacy of sertraline in

severe generalized Social Anxiety Disorder: results of a double-blind,

placebo-controlled study. J. Clin. Psychiatry 64, 785–792.

Magee, W.J., Eaton, W.W., Wittchen, H.-U., McGonagel, K.A., Kessler,

R.C., 1996. Agoraphobia, simple phobia, and social phobia in the Na-

tional Comorbidity Survey. Arch. Gen. Psychiatry 53, 159–168.

Marks, I.M., Matthews, A.M., 1979. Brief Standard self-rating for phobic

patients. Behav. Res. Ther. 17, 263–267.

Merinkangas, K., Angst, J., 1995. Comorbidity and social phobia: evidence

from clinical, epidemiologic and genetic studies. Eur. Arch. Psychiatry

Clin. Neurosci. 244, 297–303.

Montgomery, S.A., 1998. Implications of the severity of social phobia. J.

Affect. Disord. 50, 17–22 (Suppl.).

Montgomery, S.A., Durr-Pal, N., Loft, H., Nil, R., 2001. Relapse preven-

tion by escitalopram treatment of patients with social anxiety disorder

(SAD). Eur. Neuropsychopharmacol. 13 (Suppl. 4), S364 (Ref Type:

Abstract).

Noyes, R., Moroz, G., Davidson, J.R., Liebowitz, M.R., Davidson, A.,

Siegel, J., Bell, J., Cain, J.W., Curlik, S.M., Kent, T.A., Lydiard,

R.B., Mallinger, A.G., Pollack, M.H., Rapaport, M., Rasmussen,

S.A., Hedges, D., Schweizer, E., Uhlenhuth, E.H., 1997. Moclobemide

in social phobia: a controlled dose– response trial. J. Clin. Psychophar-

macol. 17, 247–254.

Oosterbaan, D.B., van Balkom, A.J.L.M., Spinhoven, P., de Meij, T.G.,

Van Dyck, R., 2002. The influence on treatment gain of comorbid

avoidant personality disorder in patients with social phobia. J. Nerv.

Ment. Dis. 190, 41–43.

Reich, J.H., Yates, W., 1988. Family history of psychiatric disorders in

social phobia. Compr. Psychiatry 29, 72–75.

Rickels, K., Schweizer, E., Espana, G.F., Case, G., De Martinis, N., Green-

blatt, D., 1999. Trazodone and valproate in patients discontinuing long-

term benzodiazepine. Psychopharmacology 141 (1), 1–5.

Rosenbaum, J.F., Fava, M., Hoog, S.L., Ascroft, R.C., Krebs, W.B., 1998.

Selective serotonin reuptake inhibitor discontinuation syndrome: a ran-

domized clinical trial. Biol. Psychiatry 2, 77–87.

Schneier, F.R., Martin, L.Y., Liebowitz, M.R., Gorman, J.M., Fyer, A.J.,

1989. Alcohol abuse in social phobia. J. Anxiety Disord. 3, 15–23.

Schneier, F.R., Heckelman, L.R., Garfinkel, R., Campeas, R., Fallon, B.A.,

Gitow, A., Street, L., Del Bene, D., Liebowitz, M.R., 1994. Functional

impairment in social phobia. J. Clin. Psychiatry 55, 322–331.

Schneier, F.R., Goetz, R., Campeas, R., Fallon, B.A., Marshall, R., Liebo-

witz, M.R., 1998. Placebo-controlled trial of moclobemide. Br. J. Psy-

chiatry 172, 70–77.

Sheehan, D.V., Harnett-Sheehan, K., Raj, B.A., 1996. The measurement of

disability. Int. Clin. Psychopharmacol. 11 (Suppl. 3), 89–95.

Stein, M.B., Abby, J.F., Davidson, J.R.T., Pollack, M.H., Wiita, B.,

1999a. Fluvoxamine treatment of social phobia (social anxiety disor-

der): a double-blind, placebo-controlled study. Am. J. Psychiatry 156,

756–760.

Stein, M.B., Liebowitz, M.R., Lydiard, R.B., Pitts, C.D., Bushnell, W.D.,

Gergel, I.P., 1999b. Paroxetine treatment of generalized social phobia

(social anxiety disorder. A randomized controlled trial. J. Am. Med.

Assoc. 280, 708–713.

Stein, D.J., Cameron, A., Amrein, R., Montgomery, S.A., 2002a. Moclo-

bemide is effective and well tolerated in the long-term pharmacotherapy
of social anxiety disorder with or without comorbid anxiety disorder.

Int. Clin. Psychopharmacol. 17, 161–170.

Stein, D.J., Versiani, M., Hair, T., Kumar, R., 2002b. Efficacy of paroxetine

for relapse prevention in social anxiety disorder. Arch. Gen. Psychiatry

59, 1111–1118.

Stein, D.J., Westenberg, H., Liebowitz, M.R., 2002c. Social anxiety disor-

der and generalized anxiety disorder: serotonergic and dopaminergic

neurocircuitry. J. Clin. Psychiatry 63 (Suppl. 6), 12–19.

Stein, D.J., Westenberg, H., Yang, H., Li, D., Barbato, L.M., 2003. Fluvox-

amine CR in the long-term treatment of social anxiety disorder: the 12-

to 24-week extension phase of a multicentre, randomized, placebo-con-

trolled trial. Int. J. Neuropsychopharmacol. 6, 317–323.

Van Ameringen, M., Mancini, C., 2001. Pharmacotherapy of social anxiety

disorder at the turn of the millennium. Psychiatr. Clin. North Am. 24,

783–803.

Van Ameringen, M., Mancini, C., Styan, G., Donison, D., 1991. Relation-

ship of social phobia with other psychiatric illness. J. Affect. Disord. 21,

93–99.

Van Ameringen, M.A., Lane, R.M., Walker, J.R., Bowen, R.C., Rao

Chokka, P., Goldner, E.M., Johnston, D.G., Lavallee, Y.-J., Nandy,

S., Pecknold, J.C., Hadrava, V., Swinson, R.P., 2001. Sertraline treat-

ment of generalized social phobia: a 20-week, double-blind, placebo-

controlled study. Am. J. Psychiatry 158 (2), 275.

van Vliet, I.M., den Boer, J.A., Westenberg, H.G.M., 1994. Psychophar-

macological treatment of social phobia: a double blind placebo con-

trolled study with fluvoxamine. Psychopharmacology 115, 128–134.

Versiani, M., 2000. A review of 19 double-blind placebo-controlled studies

in social anxiety disorder (social phobia). World J. Biol. Psychiatry 1

(1), 27–33.

Versiani, M., Nardi, A.E., Mundim, F.D., Alves, A.B., Liebowitz, M.R.,

Amrein, R., 1992. Pharmacotherapy of social phobia: a controlled study

with moclobemide and phenelzine. Br. J. Psychiatry 161, 353–360.

Versiani, M., Nardi, A.E., Mundim, E.D., 1996. The long-term treatment of

social phobia with moclobemide. Int. Clin. Psychopharmacol. 11

(Suppl. 3), 83–88.

Versiani, M., Egidio, A.E., Petribu, K.L., Figueira, I., Marques, C., Mend-

lowicz, M., 1997a. Clonazepam in social phobia. J. Bras. Psiquiatr. 46,

103–108.

Versiani, M., Amrein, R., Montgomery, S.A., 1997b. Social phobia: long-

term treatment outcome and prediction of response—a moclobemide

study. Int. Clin. Psychopharmacol. 12, 239–254.

Walker, J.R., Van Ameringen, M.A., Swinson, R.P., Bowen, R.C., Chokka,

P.R., Goldner, E., Johnston, D.C., Lavallie, Y.J., Nandy, S., Pecknold,

J.C., Hadrava, V., Lane, R.M., 2000. Prevention of relapse in general-

ized social phobia: results of a 24-week study in responders to 20 weeks

of sertraline treatment. J. Clin. Psychiatry 20, 636–644.

Watson, P., Friend, R., 1969. Social avoidance and distress scale. J. Con-

sult. Clin. Psychol. 33, 448–457.

Weiller, E., Bisserbe, J.C., Boyer, P., Lepine, J.-P., Lecrubier, Y., 1996.

Social phobia in general health care: an unrecognised undertreated dis-

abling disorder. Br. J. Psychiatry 168, 169–174.

Wittchen, H.-U., Beloch, E., 1996. The impact of social phobia on quality

of life. Int. Clin. Psychopharmacol. 11 (Suppl. 3), 15–23.

Wittchen, H.-U., Essau, C.A., 1989. Comorbidity of anxiety disorders and

depression: does it affect course and outcome. Psychiatr. Psychobiol. 4,

315–323.

World Health Organisation, 1992. International Classification of Diseases

10th Revision (ICD-10) World Health Organisation, Geneva.


	ECNP Consensus Meeting, March 2003. Guidelines for the investigation of efficacy in social anxiety disorder
	Introduction
	Prevalence and burden of SAD
	Neurobiology of SAD

	Current pharmacological treatment
	Population
	Diagnosis
	Generalised or non-generalised SAD
	Severity
	Stability of SAD
	Comorbidity

	Design of acute studies
	Design
	Choice of comparator
	Placebo
	Active control

	Concomitant treatment
	Duration of acute studies
	Justification of dose
	Severity scales

	Analysis
	Clinical relevance
	Responders and remitters
	Responders
	Remitters

	Functional measures

	Long term treatment
	Designs for long-term treatment
	Prolonged treatment
	Relapse prevention


	Discontinuation symptoms
	Adolescents
	Elderly
	References


