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many psychiatric patients have a greatermany psychiatric patients have a greater

degree of volition, or free will, and hencedegree of volition, or free will, and hence

of moral responsibility, than they are oftenof moral responsibility, than they are often

considered to have, I think that he hasconsidered to have, I think that he has

made things far too easy for himself.made things far too easy for himself.

Professor Henderson has simplyProfessor Henderson has simply

assumed that we have free will, at the sameassumed that we have free will, at the same

time maintaining that ‘as brain functiontime maintaining that ‘as brain function

comes to be increasingly understood, it iscomes to be increasingly understood, it is

possible that abnormal behaviour will bepossible that abnormal behaviour will be

attributed less to the person’s power ofattributed less to the person’s power of

choice in regard to action, and more tochoice in regard to action, and more to

abnormalities of brain function or geno-abnormalities of brain function or geno-

type’. Both these assumptions are nottype’. Both these assumptions are not

uncontroversial and would deserve at leastuncontroversial and would deserve at least

some arguments to lend them plausibility.some arguments to lend them plausibility.

One of many questions which arise here isOne of many questions which arise here is

‘why should only abnormal behaviours be‘why should only abnormal behaviours be

attributed less to the person’s power ofattributed less to the person’s power of

choice in regard to action and more to ab-choice in regard to action and more to ab-

normal brain function?’ Could not normalnormal brain function?’ Could not normal

behaviour equally be attributed less to thebehaviour equally be attributed less to the

free will of the agent and more to normalfree will of the agent and more to normal

brain function as we come to understandbrain function as we come to understand

brain function better? Henderson has givenbrain function better? Henderson has given

us no reason to think that this could not beus no reason to think that this could not be

the case with normal behaviour as well.the case with normal behaviour as well.

Interestingly Henderson cites LibetInterestingly Henderson cites Libet et alet al

(1999) but curiously omits to mention(1999) but curiously omits to mention

Libet’s famous discovery of a readinessLibet’s famous discovery of a readiness

potential arising in the brain some 350 mspotential arising in the brain some 350 ms

before a conscious decision to act is experi-before a conscious decision to act is experi-

enced. This finding is usually interpreted asenced. This finding is usually interpreted as

evidence of unconscious initiation of theevidence of unconscious initiation of the

volitional process, and hence as evidencevolitional process, and hence as evidence

against freedom of the will. Henderson alsoagainst freedom of the will. Henderson also

quotes Alper (1998): ‘Even if human beingsquotes Alper (1998): ‘Even if human beings

are genetically deterministic systems, theirare genetically deterministic systems, their

behaviour may still be unpredictable andbehaviour may still be unpredictable and

they may still possess free will’. But if ourthey may still possess free will’. But if our

behaviour is unpredictable or random, thenbehaviour is unpredictable or random, then

we do not have free will, because free will im-we do not have free will, because free will im-

plies that we are autonomous agents who canplies that we are autonomous agents who can

bring about our actions intentionally.bring about our actions intentionally.
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most useful. He can be assured that I triedmost useful. He can be assured that I tried

to make the topic as easy as possible forto make the topic as easy as possible for

the reader, not for myself. He is correct thatthe reader, not for myself. He is correct that

I have not considered whether free willI have not considered whether free will

really exists, simply choosing to make voli-really exists, simply choosing to make voli-

tion the central topic of the editorial. Yes,tion the central topic of the editorial. Yes,

what I have said applies just as much towhat I have said applies just as much to

minds free of mental illness. There, biologi-minds free of mental illness. There, biologi-

cal contributions to behaviour are equallycal contributions to behaviour are equally

likely to be present. What I wrote deliber-likely to be present. What I wrote deliber-

ately did not consider the unconscious,ately did not consider the unconscious,

whether or not its presence might bewhether or not its presence might be

revealed by readiness potentials precedingrevealed by readiness potentials preceding

an action. We are all aware that psy-an action. We are all aware that psy-

choanalytic theory has made extensivechoanalytic theory has made extensive

proposals about unconscious origins forproposals about unconscious origins for

normal behaviour. But psychoanalysis andnormal behaviour. But psychoanalysis and

free will are matters to be considered else-free will are matters to be considered else-

where, preferably by philosophers ratherwhere, preferably by philosophers rather

than clinicians. For myself, I simply retainthan clinicians. For myself, I simply retain

an interest in the place of personal respon-an interest in the place of personal respon-

sibility in the presence of mental illness. Itsibility in the presence of mental illness. It

has been encouraging that the editorialhas been encouraging that the editorial

has already caught the attention of somehas already caught the attention of some

senior judges and lawyers.senior judges and lawyers.
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Violence and offending in peopleViolence and offending in people
with learning disabilitieswith learning disabilities

I found ReedI found Reed et alet al’s (2004) study fascinat-’s (2004) study fascinat-

ing, as it demonstrates the apparently ran-ing, as it demonstrates the apparently ran-

dom nature of a forensic label in ourdom nature of a forensic label in our

patients. It is clearly not to do with risk. Ipatients. It is clearly not to do with risk. I

am confused by some of the results. Theam confused by some of the results. The

whole gist of the argument is that the offen-whole gist of the argument is that the offen-

der group is less violent than their non-der group is less violent than their non-

offender counterparts. However, it is statedoffender counterparts. However, it is stated

that in the offender group the challengingthat in the offender group the challenging

behaviour diminishes from 0.79 incidentsbehaviour diminishes from 0.79 incidents

per week to 0.36 and that for the non-per week to 0.36 and that for the non-

offender group from 0.23 to 0.11. This isoffender group from 0.23 to 0.11. This is

challenging behaviour generally but thischallenging behaviour generally but this

suggests that those in the offender groupsuggests that those in the offender group

exhibit greater challenging behaviourexhibit greater challenging behaviour

throughout their stay than those in thethroughout their stay than those in the

non-offender group. Table 2 states thenon-offender group. Table 2 states the

opposite. I would be interested to see howopposite. I would be interested to see how

this inconsistency can be explained.this inconsistency can be explained.
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that we do not maintain that those in thethat we do not maintain that those in the

offender group are less violent than theiroffender group are less violent than their

non-offender counterparts. Rather, we con-non-offender counterparts. Rather, we con-

clude that, as stated in the Results section,clude that, as stated in the Results section,

people in the offender group were signifi-people in the offender group were signifi-

cantly more likely to display some typescantly more likely to display some types

of challenging behaviour but significantlyof challenging behaviour but significantly

less likely to display others. The resultsless likely to display others. The results

showing a reduction in the frequency ofshowing a reduction in the frequency of

challenging behaviour during admissionchallenging behaviour during admission

measured the change in rate of challengingmeasured the change in rate of challenging

behaviourbehaviour per person per week byper person per week by

comparing acomparing a 4-week baseline period with4-week baseline period with

the last 4 weeks of admission. Thus, thesethe last 4 weeks of admission. Thus, these

figures do not show the level of challengingfigures do not show the level of challenging

behaviour exhibited in each group through-behaviour exhibited in each group through-

out their stay. The fact that there was noout their stay. The fact that there was no

significant between-group difference in thesignificant between-group difference in the

rate of total incidents of challenging behav-rate of total incidents of challenging behav-

iour per month is shown correctly in Tableiour per month is shown correctly in Table

2. We thank Dr Marshall for giving us the2. We thank Dr Marshall for giving us the

opportunity to clarify this point.opportunity to clarify this point.
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Escitalopram for social anxietyEscitalopram for social anxiety
disorderdisorder

We noted the findings of KasperWe noted the findings of Kasper et alet al

(2005) and their conclusion that ‘escitalo-(2005) and their conclusion that ‘escitalo-

pram was efficacious in treatment of socialpram was efficacious in treatment of social

anxiety disorder’ with interest. They re-anxiety disorder’ with interest. They re-

ported a difference of 7.3 (ported a difference of 7.3 (PP¼0.005) on0.005) on

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

from baseline to week 12, favouring escita-from baseline to week 12, favouring escita-

lopram over placebo. They suggested thatlopram over placebo. They suggested that

this difference was comparable to three pre-this difference was comparable to three pre-

vious studies that reported the efficacy ofvious studies that reported the efficacy of

paroxetine in the treatment of social anxi-paroxetine in the treatment of social anxi-

ety disorder (Steinety disorder (Stein et alet al, 1998; Allgulander,, 1998; Allgulander,

1999; Baldwin1999; Baldwin et alet al, 1999)., 1999).

Unfortunately, without the confidenceUnfortunately, without the confidence

interval (CI), reliable interpretation of theinterval (CI), reliable interpretation of the

above difference is not possible. Hence weabove difference is not possible. Hence we

calculated the standardised effect size,calculated the standardised effect size,

which was 0.22 (95% CI 0.01–0.43).which was 0.22 (95% CI 0.01–0.43).

Although the lower limit of the CI is not re-Although the lower limit of the CI is not re-

assuring, by convention, the point estimateassuring, by convention, the point estimate

of 0.22 can be interpreted as ‘small’.of 0.22 can be interpreted as ‘small’.

We appreciate that small effect sizesWe appreciate that small effect sizes

can be clinically relevant, especially if thecan be clinically relevant, especially if the

condition treated is common and the puta-condition treated is common and the puta-

tive treatment is easily available, cheap andtive treatment is easily available, cheap and

without adverse effects. In addition, thewithout adverse effects. In addition, the

given treatment must perform better thangiven treatment must perform better than
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other options. We compared the aboveother options. We compared the above

effect size with the effect sizes for the threeeffect size with the effect sizes for the three

studies quoted above. These were 0.83studies quoted above. These were 0.83

(95% CI 0.53–1.13), 1.36 (95% CI 0.90–(95% CI 0.53–1.13), 1.36 (95% CI 0.90–

1.80) and 0.38 (95% CI 0.14–0.61),1.80) and 0.38 (95% CI 0.14–0.61),

respectively.respectively.

We then looked at the number neededWe then looked at the number needed

to treat (NNT) based on the responders asto treat (NNT) based on the responders as

per the Clinical Global Impression –per the Clinical Global Impression –

Improvement (CGI–I) scores. The NNTImprovement (CGI–I) scores. The NNT

for the study by Kasperfor the study by Kasper et alet al (2005) is 7(2005) is 7

(95% CI 4–20) and for the comparative(95% CI 4–20) and for the comparative

studies, 4 (95% CI 3–6), 2 (95% CI 2–3)studies, 4 (95% CI 3–6), 2 (95% CI 2–3)

and 3 (95% CI 3–4), respectively. vanand 3 (95% CI 3–4), respectively. van

der Lindender Linden et alet al (2000) reported a meta-(2000) reported a meta-

analysis of the effectiveness of serotoninanalysis of the effectiveness of serotonin

reuptake inhibitors (SSRIs) in the treatmentreuptake inhibitors (SSRIs) in the treatment

of social anxiety disorder. They found aof social anxiety disorder. They found a

collective NNT of 4 (responders on CGI–collective NNT of 4 (responders on CGI–

I) and a mean effect size for all SSRIs ofI) and a mean effect size for all SSRIs of

1.0 (the SSRI/placebo difference at end-1.0 (the SSRI/placebo difference at end-

point on the LSAS). None of the tenpoint on the LSAS). None of the ten

SSRI studies in the meta-analysis includedSSRI studies in the meta-analysis included

escitalopram.escitalopram.

It is tempting to suggest that theIt is tempting to suggest that the

placebo response in the study of Kasperplacebo response in the study of Kasper etet

alal (2005) was high and distorts results.(2005) was high and distorts results.

However, if randomisation is presumed toHowever, if randomisation is presumed to

have been successful, an equivalent placebohave been successful, an equivalent placebo

effect would have occurred in the escitalo-effect would have occurred in the escitalo-

pram group. The impressivepram group. The impressive PP valuesvalues

reported by Kasperreported by Kasper et alet al (2005) are likely(2005) are likely

to be because their study was overpoweredto be because their study was overpowered

and they used analysis of covariance (AN-and they used analysis of covariance (AN-

COVA) which is known to have greaterCOVA) which is known to have greater

statistical power.statistical power.

Based on our analysis, among the differ-Based on our analysis, among the differ-

ent SSRI medications escitalopram is lessent SSRI medications escitalopram is less

likely to be effective in the treatment of sociallikely to be effective in the treatment of social

anxiety disorder. We suggest thatanxiety disorder. We suggest that PP valuesvalues

can mislead and should not be interpretedcan mislead and should not be interpreted

as measures of magnitude of effect.as measures of magnitude of effect.
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Authors’ reply:Authors’ reply: We thank Drs Lele andWe thank Drs Lele and

Joglekar for drawing our attention to theJoglekar for drawing our attention to the

absence of the 95% CIs for the primaryabsence of the 95% CIs for the primary

efficacy end-point (treatment effect mea-efficacy end-point (treatment effect mea-

sured as the difference in the Liebowitzsured as the difference in the Liebowitz

Social Anxiety Scale (LSAS) scores fromSocial Anxiety Scale (LSAS) scores from

baseline) in our article on the treatment ofbaseline) in our article on the treatment of

social anxiety disorder with escitalopramsocial anxiety disorder with escitalopram

(Kasper(Kasper et alet al, 2005). The treatment differ-, 2005). The treatment differ-

ence between escitalopram and placeboence between escitalopram and placebo

was 7.3 (95% CI 2.2–12.4) with a standard-was 7.3 (95% CI 2.2–12.4) with a standard-

ised effect size of 0.30 (95% CI 0.09–0.51).ised effect size of 0.30 (95% CI 0.09–0.51).

When comparing the results of this trialWhen comparing the results of this trial

with the literature we looked at the size ofwith the literature we looked at the size of

the effect of the active treatment, that is,the effect of the active treatment, that is,

the adjusted change from baseline in LSASthe adjusted change from baseline in LSAS

scores, not the standardised effect size.scores, not the standardised effect size.

These values are 33.0 (Allgulander, 1999),These values are 33.0 (Allgulander, 1999),

29.4 (Baldwin29.4 (Baldwin et alet al, 1999) and 30.5 (Stein, 1999) and 30.5 (Stein

et alet al, 1998), which are comparable to, 1998), which are comparable to

the 34.5 change in our study with escitalo-the 34.5 change in our study with escitalo-

pram (Kasperpram (Kasper et alet al, 2005). The main differ-, 2005). The main differ-

ence between these studies is the placeboence between these studies is the placebo

response, which was largest in our study.response, which was largest in our study.

In interpreting differences in placeboIn interpreting differences in placebo

response rate (and hence standardised effectresponse rate (and hence standardised effect

sizes) it is important to recognise differ-sizes) it is important to recognise differ-

ences in study design. One of the paroxe-ences in study design. One of the paroxe-

tine studies (Allgulander, 1999) was atine studies (Allgulander, 1999) was a

small (small (nn¼92) single-centre trial with a92) single-centre trial with a

40% placebo withdrawal rate (compared40% placebo withdrawal rate (compared

with 18% for paroxetine) and patients werewith 18% for paroxetine) and patients were

also required to have been treated for atalso required to have been treated for at

least 2 weeks. These factors may be respon-least 2 weeks. These factors may be respon-

sible for the small placebo effect with thesible for the small placebo effect with the

last observation carried forward (LOCF)last observation carried forward (LOCF)

analysis. In the studies of Allgulanderanalysis. In the studies of Allgulander

(1999) and Stein(1999) and Stein et alet al (1998) patients were(1998) patients were

not excluded if they had comorbid depres-not excluded if they had comorbid depres-

sion, which was the case in our study.sion, which was the case in our study.

Finally, in our escitalopram study the meanFinally, in our escitalopram study the mean

baseline LSAS scores in the placebo andbaseline LSAS scores in the placebo and

treatmenttreatment groups (95.5 and 96.3) weregroups (95.5 and 96.3) were

higher than in the paroxetine studies (70.4higher than in the paroxetine studies (70.4

and 78.5 in Allgulander, 1999; 78.0 andand 78.5 in Allgulander, 1999; 78.0 and

83.5 in Stein83.5 in Stein et alet al, 1998; and 86.1 and 87.6, 1998; and 86.1 and 87.6

in Baldwinin Baldwin et alet al, 1999)., 1999).

We would like to emphasise the appro-We would like to emphasise the appro-

priate powering of our study. ANCOVA ispriate powering of our study. ANCOVA is

overpowered if the distribution is skewedoverpowered if the distribution is skewed

but our data are fairly normally distributed.but our data are fairly normally distributed.

Allgulander (1999) state that their dataAllgulander (1999) state that their data

were skewed and non-parametric tests werewere skewed and non-parametric tests were

used.used.

In line with the results of our studyIn line with the results of our study

additional recent data (Laderadditional recent data (Lader et alet al, 2004), 2004)

confirm the efficacy of escitalopram inconfirm the efficacy of escitalopram in

social anxiety disorder. In a 24-week studysocial anxiety disorder. In a 24-week study

the placebo response was 43.4 comparedthe placebo response was 43.4 compared

with 60.8 with 20 mg escitalopram andwith 60.8 with 20 mg escitalopram and

53.1 with 20 mg paroxetine (mean change53.1 with 20 mg paroxetine (mean change

from baseline). The treatment differencefrom baseline). The treatment difference

(observed cases) between escitalopram and(observed cases) between escitalopram and

placebo was 17.4 (95% CI 11.5–23.2) withplacebo was 17.4 (95% CI 11.5–23.2) with

a standardised effect size of 0.77 (95% CIa standardised effect size of 0.77 (95% CI

0.51–1.03). The treatment difference for0.51–1.03). The treatment difference for

escitalopram and paroxetine (observedescitalopram and paroxetine (observed

cases) was 7.71 (95% CI 2.0–13.4) incases) was 7.71 (95% CI 2.0–13.4) in

favour of escitalopram with a standardisedfavour of escitalopram with a standardised

effect size of 0.34 (95% CI 0.09–0.59).effect size of 0.34 (95% CI 0.09–0.59).

After 12 weeks the number needed to treatAfter 12 weeks the number needed to treat

(NNT) based on the responders as per(NNT) based on the responders as per

Clinical Global Impression – ImprovementClinical Global Impression – Improvement

(CGI–I(CGI–I 442, LOCF) scores for Kasper2, LOCF) scores for Kasper et alet al

(2005) was 6.4 (95% CI 4–19) and 4.8(2005) was 6.4 (95% CI 4–19) and 4.8

(95% CI 3–10) for Lader(95% CI 3–10) for Lader et alet al (2004). To(2004). To

judge a single medication based on thejudge a single medication based on the

NNT it is necessary to consider all availableNNT it is necessary to consider all available

studies and, based on the evidence pub-studies and, based on the evidence pub-

lished in the literature, we therefore dolished in the literature, we therefore do

not agree with the statement of Drs Lelenot agree with the statement of Drs Lele

and Joglekar that paroxetine is superior toand Joglekar that paroxetine is superior to

escitalopram for the treatment of socialescitalopram for the treatment of social

anxiety disorder.anxiety disorder.
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