
The antidepressant debateThe antidepressant debate
continuescontinues

In her March 2002 editorial, Dr MoncrieffIn her March 2002 editorial, Dr Moncrieff

raises doubts about the efficacy of antide-raises doubts about the efficacy of antide-

pressant drugs, and argues that side-effectspressant drugs, and argues that side-effects

of the active drug may explain some of theof the active drug may explain some of the

differences owing to the associated in-differences owing to the associated in-

creased expectancy of a positive effect.creased expectancy of a positive effect.

Our 24-week study (MaltOur 24-week study (Malt et alet al, 1999) com-, 1999) com-

paring the efficacy of empathic primary-paring the efficacy of empathic primary-

care counselling and support combined withcare counselling and support combined with

placebo, a selective serotonin reuptake inhi-placebo, a selective serotonin reuptake inhi-

bitor (sertraline) or anbitor (sertraline) or an aa22/5-HT/5-HT2/32/3 antagonistantagonist

(mianserin) in 372 subjects with depressed(mianserin) in 372 subjects with depressed

mood does not support her arguments.mood does not support her arguments.

In our study the general practitionersIn our study the general practitioners

were required to systematically explorewere required to systematically explore

possible side-effects. This method yields apossible side-effects. This method yields a

greater prevalence of side-effects than whengreater prevalence of side-effects than when

only spontaneously reported side-effects areonly spontaneously reported side-effects are

considered. The mean numbers of baseline-considered. The mean numbers of baseline-

corrected UKU-elicited side-effects (Ling-corrected UKU-elicited side-effects (Ling-

jaerdejaerde et alet al, 1987) during the study were, 1987) during the study were

7.11, 6.51 and 6.45 after 8 weeks of treat-7.11, 6.51 and 6.45 after 8 weeks of treat-

ment with sertraline, mianserin and pla-ment with sertraline, mianserin and pla-

cebo, respectively, and 3.16, 3.09 andcebo, respectively, and 3.16, 3.09 and

3.02 after 24 weeks of treatment (NS). This3.02 after 24 weeks of treatment (NS). This

means that prevalence of side-effects is un-means that prevalence of side-effects is un-

likely to explain the difference in response.likely to explain the difference in response.

Another observation arguing against theAnother observation arguing against the

hypothesis that non-specific side-effectshypothesis that non-specific side-effects

may explain differences between active drugmay explain differences between active drug

and placebo is the fact that we obtained dif-and placebo is the fact that we obtained dif-

ferences in response over time among theferences in response over time among the

three treatment arms. As would be expectedthree treatment arms. As would be expected

by the pharmacodynamic profiles of theby the pharmacodynamic profiles of the

drugs, mianserin induced a faster initial re-drugs, mianserin induced a faster initial re-

sponse, while sertraline demonstrated ansponse, while sertraline demonstrated an

advantage in the long run explained by bet-advantage in the long run explained by bet-

ter efficacy among subjects with high neuro-ter efficacy among subjects with high neuro-

ticism. At the end of the study, theticism. At the end of the study, the

physicians were not able to identify reliablyphysicians were not able to identify reliably

the treatment given to each of their patients.the treatment given to each of their patients.

Furthermore, differences in effect sizeFurthermore, differences in effect size

between the treatments (see Table 1)between the treatments (see Table 1)

clearly demonstrated the advantage of anti-clearly demonstrated the advantage of anti-

depressant drugs on core symptoms ofdepressant drugs on core symptoms of

depression. These differences are welldepression. These differences are well

beyond the estimated mean effect size ofbeyond the estimated mean effect size of

0.27 reported for active placebo.0.27 reported for active placebo.

Instead of questioning the efficacy ofInstead of questioning the efficacy of

antidepressant drugs in depression, atten-antidepressant drugs in depression, atten-

tion should be directed at the criticaltion should be directed at the critical

question regarding the characteristics ofquestion regarding the characteristics of

those patients who will benefit from receiv-those patients who will benefit from receiv-

ing antidepressant drugs in addition toing antidepressant drugs in addition to

psychological intervention.psychological intervention.
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Author’s reply:Author’s reply: Professor Malt feels thatProfessor Malt feels that

his study of the use of antidepressantshis study of the use of antidepressants

establishes the utility of antidepressantsestablishes the utility of antidepressants

in mild or moderate depression in pri-in mild or moderate depression in pri-

mary care and contradicts the notionmary care and contradicts the notion

that unblinding may have biased results.that unblinding may have biased results.

He reports that there was no differenceHe reports that there was no difference

in rates of side-effects in any of thein rates of side-effects in any of the

treatment groups. However, patientstreatment groups. However, patients

may be able to guess whether they aremay be able to guess whether they are

taking active drugs without necessarilytaking active drugs without necessarily

reporting side-effects. Taking an activereporting side-effects. Taking an active

drug may lead to a physiological experi-drug may lead to a physiological experi-

ence, which reveals the nature of theence, which reveals the nature of the

treatment but may not be construed astreatment but may not be construed as

unpleasant, and therefore may not be re-unpleasant, and therefore may not be re-

ported as a side-effect. Without specifi-ported as a side-effect. Without specifi-

cally asking patients to guess whethercally asking patients to guess whether

they are taking active drugs or placebothey are taking active drugs or placebo

it is not possible to know whether orit is not possible to know whether or

not this effect may be occurring. In ad-not this effect may be occurring. In ad-

dition, the fact that Professor Malt re-dition, the fact that Professor Malt re-

ports that the active drugs wereports that the active drugs were

substantially more effective than placebosubstantially more effective than placebo

for insomnia suggests that the drugs hadfor insomnia suggests that the drugs had

a sedative effect which may have beena sedative effect which may have been

independent of the proposed antidepres-independent of the proposed antidepres-

sant effect and may have suggested tosant effect and may have suggested to

patients that they were taking an activepatients that they were taking an active

medication.medication.

It is also worth pointing out thatIt is also worth pointing out that

although this trial found statistically sig-although this trial found statistically sig-

nificant differences between active drugsnificant differences between active drugs

and placebo, these differences were veryand placebo, these differences were very

small and of doubtful clinical relevance.small and of doubtful clinical relevance.

The difference in the reduction of scoresThe difference in the reduction of scores

on the Montgomery–Asberg Depressionon the Montgomery–Åsberg Depression

Rating Scale (MADRS) between the activeRating Scale (MADRS) between the active

drugs and placebo consisted of a maxi-drugs and placebo consisted of a maxi-

mum of 3 points. The MADRS scale hasmum of 3 points. The MADRS scale has

a total of 60 points and mean baselinea total of 60 points and mean baseline

values in this study were 27. In subjectsvalues in this study were 27. In subjects

in whom depression was characterised asin whom depression was characterised as

severe or major depression, the differencessevere or major depression, the differences

were smaller still, and were notwere smaller still, and were not

statistically significant.statistically significant.

It is arguable that treatment of mildIt is arguable that treatment of mild

depression in primary care with anti-depression in primary care with anti-

depressants is the worst case of the inap-depressants is the worst case of the inap-

propriate medicalisation of misery andpropriate medicalisation of misery and

social problems. This may be harmfulsocial problems. This may be harmful

to the individuals concerned by encoura-to the individuals concerned by encoura-

ging reliance on physical treatments,ging reliance on physical treatments,

and to society by masking the social con-and to society by masking the social con-

ditions that are the sources of modernditions that are the sources of modern

discontent.discontent.
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Table 1Table 1 Differences in effect size on item levelsDifferences in effect size on item levels

measured on the Montgomery^—sberg Depressionmeasured on the Montgomery^—sberg Depression

Rating Scale between three forms of treatment in aRating Scale between three forms of treatment in a

24-week randomised treatment trial of patients24-week randomised treatment trial of patients

with depression (with depression (nn¼372) in primary care. Intention-372) in primary care. Intention-

to-treat data obtained fromMaltto-treat data obtained fromMalt et alet al. (1999). (1999)

SertralineSertraline

vv. placebo. placebo

MianserinMianserin

vv. placebo. placebo

Observed sadnessObserved sadness 0.040.04 0.190.19

Reported sadnessReported sadness 0.470.47 0.390.39

AnxietyAnxiety 0.340.34 0.220.22

InsomniaInsomnia 0.590.59 0.360.36

AppetiteAppetite 770.090.09 0.050.05

Concentration problemsConcentration problems 0.080.08 770.150.15

LassitudeLassitude 0.360.36 0.240.24

Inability to feelInability to feel 0.100.10 0.220.22

Pessimistic thoughtsPessimistic thoughts11 0.540.54 0.450.45

Suicidal ideationSuicidal ideation11 0.130.13 0.040.04

1. Patients with psychotic ideation or active suicide1. Patients with psychotic ideation or active suicide
plans were excluded from the study.plans were excluded from the study.
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