
BackgroundBackground Therelative efficacyofThe relative efficacyof

psychotherapy and combined therapyinpsychotherapy and combined therapyin

thetreatmentofdepressionis still amatterthetreatmentofdepressionis still amatter

of debate.of debate.

AimsAims To investigatewhethercombinedTo investigatewhethercombined

therapyhas advantages overtherapyhas advantages over

psychotherapy alone.psychotherapy alone.

MethodMethod A 6-monthrandomisedA 6-monthrandomised

clinical trial compared Shortclinical trial compared Short

Psychodynamic SupportivePsychodynamic Supportive

Psychotherapy (Psychotherapy (nn¼106) with combined106) with combined

therapy (therapy (nn¼85) in ambulatorypatients85) in ambulatorypatients

withmild ormoderatemajordepressivewithmild ormoderatemajordepressive

disorderdiagnosedusing DSM^IVdisorderdiagnosedusing DSM^IV

criteria.Antidepressantswere prescribedcriteria.Antidepressantswere prescribed

according to a protocolproviding fouraccording to a protocolproviding four

successive steps in case of intolerance orsuccessive steps in case of intolerance or

inefficacy: venlafaxine, selective serotonininefficacy: venlafaxine, selective serotonin

reuptake inhibitor, nortriptyline andreuptake inhibitor, nortriptyline and

nortriptyline plus lithium.Efficacywasnortriptyline plus lithium.Efficacy was

assessedusing the17-itemHamiltonassessedusing the17-itemHamilton

Rating Scale for Depression, the ClinicalRating Scale for Depression, the Clinical

Global Impression of Severity and ofGlobal Impression of Severity and of

Improvement, and the depression sub-Improvement, and the depression sub-

scale ofthe SymptomChecklist.scale ofthe Symptom Checklist.

ResultsResults The advantages of combiningThe advantages of combining

antidepressantswith psychotherapywereantidepressantswith psychotherapywere

equivocal.Neither the treatingcliniciansequivocal.Neither the treatingclinicians

nor the independentobserverswere ablenor the independentobserverswere able

to ascertain them, butthe patientsto ascertainthem, butthe patients

experienced themclearly.experienced themclearly.

ConclusionsConclusions The advantages ofThe advantages of

combiningantidepressantswithcombiningantidepressantswith

psychotherapy are equivocal.psychotherapy are equivocal.
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According to clinical lore, the combinationAccording to clinical lore, the combination

of antidepressants and psychotherapy isof antidepressants and psychotherapy is

preferable to psychotherapy alone in thepreferable to psychotherapy alone in the

treatment of depression. However, thistreatment of depression. However, this

view is not corroborated by empirical evi-view is not corroborated by empirical evi-

dence. We found seven studies addressingdence. We found seven studies addressing

this issue. Kellerthis issue. Keller et alet al (2000), Blackburn(2000), Blackburn etet

alal (1981) and Weissman(1981) and Weissman et alet al (1979)(1979)

reported a superior efficacy of combinedreported a superior efficacy of combined

therapy. On the other hand, Thasetherapy. On the other hand, Thase et alet al

(1997), Hollon(1997), Hollon et alet al (1993), Beck(1993), Beck et alet al

(1985) and Murphy(1985) and Murphy et alet al (1981) reported(1981) reported

equal efficacy of the treatments. Thaseequal efficacy of the treatments. Thase etet

alal (1997), who found no difference in their(1997), who found no difference in their

total group, specified that combinedtotal group, specified that combined

therapy was more efficacious than psycho-therapy was more efficacious than psycho-

therapy only when the depression wastherapy only when the depression was

severe. This paper reports the results of asevere. This paper reports the results of a

trial comparing the 6-month efficacy oftrial comparing the 6-month efficacy of

psychotherapy with that of combinedpsychotherapy with that of combined

therapy in patients with major depressivetherapy in patients with major depressive

disorder of mild or moderate severity,disorder of mild or moderate severity,

defined according to DSM–IV criteriadefined according to DSM–IV criteria

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

The study is part of the long-term Depres-The study is part of the long-term Depres-

sion Research Project of the Mentrumsion Research Project of the Mentrum

Mental Health Organisation, which studiesMental Health Organisation, which studies

the relative value of pharmacotherapy,the relative value of pharmacotherapy,

psychotherapy and combined therapy inpsychotherapy and combined therapy in

depression (de Jonghedepression (de Jonghe et alet al, 2001; Kool, 2001; Kool

et alet al, 2003)., 2003).

METHODMETHOD

SampleSample

The study sample consisted of all consecu-The study sample consisted of all consecu-

tive patients newly registered during a 3-tive patients newly registered during a 3-

year period at two out-patient clinics ofyear period at two out-patient clinics of

the Mentrum Mental Health Organisationthe Mentrum Mental Health Organisation

in Amsterdam. Mentrum is a large psychi-in Amsterdam. Mentrum is a large psychi-

atric facility with several in-patient andatric facility with several in-patient and

out-patient clinics, covering a third of theout-patient clinics, covering a third of the

population of Amsterdam, mainly the innerpopulation of Amsterdam, mainly the inner

city. The inclusion criteria were age 18–65city. The inclusion criteria were age 18–65

years, DSM–IV major depressive disorderyears, DSM–IV major depressive disorder

with or without dysthymia, a baseline scorewith or without dysthymia, a baseline score

on the 17-item Hamilton Rating Scale foron the 17-item Hamilton Rating Scale for

Depression (HRSD; Hamilton, 1967) ofDepression (HRSD; Hamilton, 1967) of

12–24 points, and written informed con-12–24 points, and written informed con-

sent. Patients were excluded if they had asent. Patients were excluded if they had a

psycho-organic disorder, drug misuse, apsycho-organic disorder, drug misuse, a

psychotic disorder or a dissociative dis-psychotic disorder or a dissociative dis-

order; if they were considered too un-order; if they were considered too un-

reliable to participate in a clinical trialreliable to participate in a clinical trial

(e.g. ‘doctor shopping’); if they could not(e.g. ‘doctor shopping’); if they could not

participate in the trial owing to a seriousparticipate in the trial owing to a serious

communicative problem (e.g. languagecommunicative problem (e.g. language

barrier) or physical restrictions (e.g. thebarrier) or physical restrictions (e.g. the

patient will soon leave the country); if anypatient will soon leave the country); if any

of the antidepressants prescribed by theof the antidepressants prescribed by the

pharmacotherapy protocol was contra-pharmacotherapy protocol was contra-

indicated; if the patient was treated ade-indicated; if the patient was treated ade-

quately with antidepressants during thequately with antidepressants during the

present depressive episode; if they usedpresent depressive episode; if they used

psychotropic medication other than drugspsychotropic medication other than drugs

prescribed by the pharmacotherapy proto-prescribed by the pharmacotherapy proto-

col; and if they were wishing to becomecol; and if they were wishing to become

pregnant. Patients were also excluded ifpregnant. Patients were also excluded if

they were considered by the psychiatrist tothey were considered by the psychiatrist to

be ‘too ill’ or ‘too suicidal’ (e.g. hospitalisa-be ‘too ill’ or ‘too suicidal’ (e.g. hospitalisa-

tion is unavoidable) to participate in ation is unavoidable) to participate in a

clinical trial.clinical trial.

The flow of the patients through theThe flow of the patients through the

first stages of the trial is shown in Fig. 1.first stages of the trial is shown in Fig. 1.

The application of these criteria, otherThe application of these criteria, other

than the HRSD baseline scores, to 4035than the HRSD baseline scores, to 4035

newly registered out-patients selected 372newly registered out-patients selected 372

patients. Of these, 69 patients (18%) werepatients. Of these, 69 patients (18%) were

excluded because of an HRSD baselineexcluded because of an HRSD baseline

score lower than 12 points, and 70 (19%)score lower than 12 points, and 70 (19%)

because of a score higher than 24 points,because of a score higher than 24 points,

leaving 233 patients who were asked toleaving 233 patients who were asked to

consent to randomisation. This means that,consent to randomisation. This means that,

apart from other criteria, nearly a quarterapart from other criteria, nearly a quarter

of the patients presenting with a majorof the patients presenting with a major

depressive episode and an HRSD baselinedepressive episode and an HRSD baseline

score of at least 12 points were excludedscore of at least 12 points were excluded

because of the severity of their illness. Thebecause of the severity of their illness. The

inclusion and exclusion criteria are theinclusion and exclusion criteria are the

usual ones in clinical pharmacotherapyusual ones in clinical pharmacotherapy

research. In regard to psychotherapy, noresearch. In regard to psychotherapy, no

selection criterion was applied. Factorsselection criterion was applied. Factors

such as ego strength, introspection,such as ego strength, introspection,

psychological-mindedness or verbal abil-psychological-mindedness or verbal abil-

ities were not taken into account. After aities were not taken into account. After a

complete description of the study to thecomplete description of the study to the

patients, written informed consent waspatients, written informed consent was

obtained. After randomisation, 17 patientsobtained. After randomisation, 17 patients

refused the allocated intervention (seerefused the allocated intervention (see

results).results).

Study designStudy design

This 6-month trial had a randomised,This 6-month trial had a randomised,

parallel group design. It was preceded byparallel group design. It was preceded by

a 2-week period in which the diagnosisa 2-week period in which the diagnosis

was assessed by means of a semi-structuredwas assessed by means of a semi-structured
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interview (Huyserinterview (Huyser et alet al, 1996), the, 1996), the

inclusion and exclusion criteria wereinclusion and exclusion criteria were

checked, and the baseline assessments werechecked, and the baseline assessments were

made. This period was used, if necessary, asmade. This period was used, if necessary, as

a drug wash-out period (without placebo).a drug wash-out period (without placebo).

A 6-month follow-up after the end of theA 6-month follow-up after the end of the

trial is intended.trial is intended.

All patients were treated by experiencedAll patients were treated by experienced

psychodynamic psychotherapists or by resi-psychodynamic psychotherapists or by resi-

dents who were supervised once a week.dents who were supervised once a week.

The psychotherapy provided was ShortThe psychotherapy provided was Short

Psychodynamic Supportive PsychotherapyPsychodynamic Supportive Psychotherapy

(SPSP), a draft of which is available – in(SPSP), a draft of which is available – in

Dutch – from the authors upon writtenDutch – from the authors upon written

request. It is based on the principles enun-request. It is based on the principles enun-

ciated by, among others, Werman (1984),ciated by, among others, Werman (1984),

Strupp & Binder (1984), Rockland (1989)Strupp & Binder (1984), Rockland (1989)

and de Jongheand de Jonghe et alet al (1994). It consists of(1994). It consists of

up to 16 sessions delivered within a 6-up to 16 sessions delivered within a 6-

month period. Termination of the therapymonth period. Termination of the therapy

in fewer sessions, if there is agreementin fewer sessions, if there is agreement

between patient and therapist, is allowed.between patient and therapist, is allowed.

All psychotherapy sessions in the trial wereAll psychotherapy sessions in the trial were

audiotaped. The therapists met weekly foraudiotaped. The therapists met weekly for

an hour-long discussion of their tapes;an hour-long discussion of their tapes;

F.deJ., a fully trained psychoanalyst whoF.deJ., a fully trained psychoanalyst who

formulated the guidelines for SPSP, partici-formulated the guidelines for SPSP, partici-

pated in most of these meetings, listening topated in most of these meetings, listening to

several tapes for each of the psycho-several tapes for each of the psycho-

therapists, and was especially attentive totherapists, and was especially attentive to

the adherence to the manual.the adherence to the manual.

In the combined therapy condition theIn the combined therapy condition the

psychotherapy started within 2 weeks ofpsychotherapy started within 2 weeks of

the start of pharmacotherapy. All patientsthe start of pharmacotherapy. All patients

receiving combined therapy were given, inreceiving combined therapy were given, in

addition to SPSP, antidepressant medi-addition to SPSP, antidepressant medi-

cation prescribed according to the protocolcation prescribed according to the protocol

set out in the Appendix. The intendedset out in the Appendix. The intended

medication period was 6 months. The pro-medication period was 6 months. The pro-

tocol provides for four consecutive steps totocol provides for four consecutive steps to

allow for intolerance or inefficacy. The firstallow for intolerance or inefficacy. The first

step is the prescription of the serotonin–step is the prescription of the serotonin–

noradrenaline reuptake inhibitor venla-noradrenaline reuptake inhibitor venla-

faxine. Depending on the patient’sfaxine. Depending on the patient’s

response, this therapy continues at the sameresponse, this therapy continues at the same

or an increased dosage, or the patient isor an increased dosage, or the patient is

switched to step 2, in which a selectiveswitched to step 2, in which a selective

serotonin reuptake inhibitor (SSRI) is sub-serotonin reuptake inhibitor (SSRI) is sub-

stituted (for details, see Appendix). In thestituted (for details, see Appendix). In the

event of SSRI intolerance or inefficacy, theevent of SSRI intolerance or inefficacy, the

medication is changed to the tricyclicmedication is changed to the tricyclic

antidepressant nortriptyline in step 3, andantidepressant nortriptyline in step 3, and

if this too is inefficacious, lithium is addedif this too is inefficacious, lithium is added

to step 4. The sequence in this protocol isto step 4. The sequence in this protocol is

arbitrary, but not unfounded. Venlafaxinearbitrary, but not unfounded. Venlafaxine

is an efficacious and safe antidepressantis an efficacious and safe antidepressant

with a relatively mild side-effect profile. Inwith a relatively mild side-effect profile. In

lower dosage it acts as an SSRI, at higherlower dosage it acts as an SSRI, at higher

dosage it also acts as a noradrenaline re-dosage it also acts as a noradrenaline re-

uptake inhibitor (Harveyuptake inhibitor (Harvey et alet al, 2000)., 2000).

Nortriptyline is less safe and presentsNortriptyline is less safe and presents

burdensome side-effects, but its efficacy isburdensome side-effects, but its efficacy is

undisputed. Lithium addition is the best-undisputed. Lithium addition is the best-

studied addition procedure (for augmentingstudied addition procedure (for augmenting

tricyclic antidepressant therapy). The psy-tricyclic antidepressant therapy). The psy-

chiatrist makes eight follow-up appoint-chiatrist makes eight follow-up appoint-

ments of 15 min each with the patient, thements of 15 min each with the patient, the

first four at 2-week intervals, the last fourfirst four at 2-week intervals, the last four

at monthly intervals. If considered neces-at monthly intervals. If considered neces-

sary by the psychiatrist, e.g. when medi-sary by the psychiatrist, e.g. when medi-

cation change is required, additionalcation change is required, additional

appointments are permitted. The task ofappointments are permitted. The task of

the psychiatrist is to provide pharmaco-the psychiatrist is to provide pharmaco-

therapy and clinical management. Thetherapy and clinical management. The

latter consists of psycho-education, discuss-latter consists of psycho-education, discuss-

ing the effects and side-effects of medica-ing the effects and side-effects of medica-

tion, motivating the patient to complytion, motivating the patient to comply

with the medication regimen, and providingwith the medication regimen, and providing

practical and emotional support.practical and emotional support.

Outcome measuresOutcome measures

Efficacy was defined by intra- and inter-Efficacy was defined by intra- and inter-

group differences at several assessmentgroup differences at several assessment

points. The principal outcome measurepoints. The principal outcome measure

was the difference between the assessmentswas the difference between the assessments

at baseline and those at week 24. The pri-at baseline and those at week 24. The pri-

mary instrument was the 17-item Hamiltonmary instrument was the 17-item Hamilton

Rating Scale for Depression (HRSD;Rating Scale for Depression (HRSD;

Hamilton, 1967), rated by three indepen-Hamilton, 1967), rated by three indepen-

dent observers, using a semi-structureddent observers, using a semi-structured

interview (de Jonghe, 1994; Kupkainterview (de Jonghe, 1994; Kupka et alet al,,

1996). The reliability of these raters’ assess-1996). The reliability of these raters’ assess-

ments was established before the studyments was established before the study

began and during the study they discussedbegan and during the study they discussed

their audiotaped assessments monthly withtheir audiotaped assessments monthly with

one of the authors (F.deJ.). Although theone of the authors (F.deJ.). Although the

patients and the treating physicians werepatients and the treating physicians were

not masked to randomisation, the ratersnot masked to randomisation, the raters

were not informed about the treatment con-were not informed about the treatment con-

dition and were instructed to restrict them-dition and were instructed to restrict them-

selves to discussion of the HRSD itemsselves to discussion of the HRSD items

only. The magnitude of the differences isonly. The magnitude of the differences is

expressed in effect sizes. Efficacy is also ex-expressed in effect sizes. Efficacy is also ex-

pressed in success rates. Success (remission)pressed in success rates. Success (remission)

is defined as an HRSD final score of 7is defined as an HRSD final score of 7

points or less.points or less.

The second instrument used was theThe second instrument used was the

Clinical Global Impression (CGI; Guy,Clinical Global Impression (CGI; Guy,

1976), both of severity (CGI–S) and of1976), both of severity (CGI–S) and of
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Fig. 1Fig. 1 Flow of participants through the first stages of the randomised trial.HRSD,Hamilton Rating Scale forFlow of participants through the first stages of the randomised trial.HRSD,Hamilton Rating Scale for

Depression.Depression.
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improvement (CGI–I). Assessments wereimprovement (CGI–I). Assessments were

made by the treating clinicians. The thirdmade by the treating clinicians. The third

instrument was a self-rating scale: theinstrument was a self-rating scale: the

Depression sub-scale of the SymptomDepression sub-scale of the Symptom

Checklist 90 (SCL–D; Arrindell & Ettema,Checklist 90 (SCL–D; Arrindell & Ettema,

1986). Success according to these instru-1986). Success according to these instru-

ments was defined as a final score of 1–2ments was defined as a final score of 1–2

on the CGI–S or CGI–I, and as an improve-on the CGI–S or CGI–I, and as an improve-

ment of at least 1 standard deviation on thement of at least 1 standard deviation on the

SCL–D. In short, efficacy assessments wereSCL–D. In short, efficacy assessments were

based on data drawn from three sources:based on data drawn from three sources:

the treating clinicians, the patients andthe treating clinicians, the patients and

independent observers. The assessmentsindependent observers. The assessments

were made at weeks 4, 8, 12 and 24.were made at weeks 4, 8, 12 and 24.

At each assessment 17 somatic com-At each assessment 17 somatic com-

plaints, whether or not related to therapy,plaints, whether or not related to therapy,

were systematically inquired about andwere systematically inquired about and

rated on a five-point scale (1, absent; 5,rated on a five-point scale (1, absent; 5,

extreme). These complaints were nausea,extreme). These complaints were nausea,

headache, diarrhoea, constipation, dizzi-headache, diarrhoea, constipation, dizzi-

ness, dry mouth, skin anomalies, eyeness, dry mouth, skin anomalies, eye

problems, excessive sweating, drowsiness,problems, excessive sweating, drowsiness,

shaking or trembling, loss of libido, fever,shaking or trembling, loss of libido, fever,

weight gain, weight loss, loss of appetiteweight gain, weight loss, loss of appetite

and ‘other complaints’. Scores 1 and 2 wereand ‘other complaints’. Scores 1 and 2 were

subsequently converted to 0 (absent) andsubsequently converted to 0 (absent) and

scores 3, 4 and 5 to 1 (present), beforescores 3, 4 and 5 to 1 (present), before

calculating a mean score for each treatmentcalculating a mean score for each treatment

group.group.

Statistical analysisStatistical analysis

Analysis of covariance (ANCOVA), in-Analysis of covariance (ANCOVA), in-

cluding the initial measures as covariants,cluding the initial measures as covariants,

and multivariate analyses of varianceand multivariate analyses of variance

(MANOVA) were used to test intra-group(MANOVA) were used to test intra-group

and inter-group differences. In addition,and inter-group differences. In addition,

one-group pre–post effect sizes and com-one-group pre–post effect sizes and com-

parative effect sizes (Cohen’sparative effect sizes (Cohen’s dd; Cohen,; Cohen,

1988) were calculated as the standard dif-1988) were calculated as the standard dif-

ference between two means, using theference between two means, using the

pooled standard deviation as denominatorpooled standard deviation as denominator

(Rosnow & Rosenthal, 1996). Pearson(Rosnow & Rosenthal, 1996). Pearson

chi-squared calculations (two-sided, levelchi-squared calculations (two-sided, level

of significanceof significance PP550.05) were used to com-0.05) were used to com-

pare refusal rates, base rates, withdrawalpare refusal rates, base rates, withdrawal

rates, success rates and somatic complaints;rates, success rates and somatic complaints;

analysis of variance was used to compareanalysis of variance was used to compare

mean age, total number of somatic com-mean age, total number of somatic com-

plaints and psychotherapy sessions. Finally,plaints and psychotherapy sessions. Finally,

using the HRSD remission rates and theusing the HRSD remission rates and the

SCL–D success rates, Kaplan–Meier survi-SCL–D success rates, Kaplan–Meier survi-

val estimates were calculated, and theval estimates were calculated, and the

curves obtained were compared using thecurves obtained were compared using the

log-rank test to take into account bothlog-rank test to take into account both

the rate of remission and the time neededthe rate of remission and the time needed

to achieve remission.to achieve remission.

Our main results were calculated in aOur main results were calculated in a

per protocol sample, which consists of allper protocol sample, which consists of all

patients who started with the treatmentpatients who started with the treatment

they were allotted to. Secondary resultsthey were allotted to. Secondary results

were calculated in an intention-to-treatwere calculated in an intention-to-treat

sample, which consisted of all randomisedsample, which consisted of all randomised

patients. In both of these samples the ‘lastpatients. In both of these samples the ‘last

observation carried forward’ method wasobservation carried forward’ method was

applied. Secondary results were also calcu-applied. Secondary results were also calcu-

lated in an observed-cases sample, whichlated in an observed-cases sample, which

consisted of all patients who completedconsisted of all patients who completed

the treatment, and in this sample only thethe treatment, and in this sample only the

observed data were used.observed data were used.

Patients were considered to have with-Patients were considered to have with-

drawn from pharmacotherapy if theydrawn from pharmacotherapy if they

stopped taking medication for any reason,stopped taking medication for any reason,

or experienced no benefit after the fouror experienced no benefit after the four

treatment steps in the protocol. Patientstreatment steps in the protocol. Patients

were considered to have withdrawn fromwere considered to have withdrawn from

psychotherapy if they stopped attendingpsychotherapy if they stopped attending

the sessions without the agreement of theirthe sessions without the agreement of their

therapist, but not if therapy was terminatedtherapist, but not if therapy was terminated

before session 16 or before week 24 bybefore session 16 or before week 24 by

mutual agreement. Patients randomised tomutual agreement. Patients randomised to

the combined therapy condition couldthe combined therapy condition could

withdraw from both aspects of treatment.withdraw from both aspects of treatment.

At the start of the study, we expected aAt the start of the study, we expected a

recovery rate difference of about 15%, withrecovery rate difference of about 15%, with

a success rate about 65% in the combineda success rate about 65% in the combined

condition and 50% in the psychotherapycondition and 50% in the psychotherapy

condition. Based on 0.75 power to detectcondition. Based on 0.75 power to detect

a significant difference (a significant difference (PP¼0.05, one-0.05, one-

sided), the intention was to involve aboutsided), the intention was to involve about

200 participants in the study (100 in each200 participants in the study (100 in each

condition).condition).

RESULTSRESULTS

A total of 208 participants were assigned toA total of 208 participants were assigned to

psychotherapy (psychotherapy (nn¼107) or combined107) or combined

therapy (therapy (nn¼101) using block randomis-101) using block randomis-

ation. Four blocks were formed, definedation. Four blocks were formed, defined

by gender and age. Of the randomisedby gender and age. Of the randomised

patients, 17 refused the proposed treat-patients, 17 refused the proposed treat-

ment: one in the psychotherapy group andment: one in the psychotherapy group and

16 in the combined therapy group16 in the combined therapy group

((ww22¼15.30, d.f.15.30, d.f.¼1;1; PP550.001). Almost0.001). Almost

all of those refusing the combined therapyall of those refusing the combined therapy

objected to taking medication ratherobjected to taking medication rather

than the psychotherapeutic aspect. Therethan the psychotherapeutic aspect. There

was no significant difference betweenwas no significant difference between

those who refused and those whothose who refused and those who

accepted the proposed treatment, whetheraccepted the proposed treatment, whether

in clinical variables, psychiatric history orin clinical variables, psychiatric history or

demographic characteristics.demographic characteristics.

The characteristics of the 191 patientsThe characteristics of the 191 patients

in the per protocol sample are given inin the per protocol sample are given in

Table 1. Their mean age was 35.5 yearsTable 1. Their mean age was 35.5 years

(s.d.(s.d.¼10.7). There was no significant differ-10.7). There was no significant differ-

ence between the two treatment conditions,ence between the two treatment conditions,

except that psychiatric treatment during theexcept that psychiatric treatment during the

current episode was more frequent in thecurrent episode was more frequent in the

psychotherapy group (psychotherapy group (ww22¼3.90, d.f.3.90, d.f.¼1;1;

PP¼0.048). The psychotherapy withdrawal0.048). The psychotherapy withdrawal

rates are shown in Table 2. Three-quartersrates are shown in Table 2. Three-quarters

of the patients in the psychotherapy condi-of the patients in the psychotherapy condi-

tion and 84% in the combined therapy con-tion and 84% in the combined therapy con-

dition terminated their psychotherapy withdition terminated their psychotherapy with

the agreement of their therapist; this differ-the agreement of their therapist; this differ-

ence is not statistically significant. Theseence is not statistically significant. These

patients had a mean of 13 psychotherapypatients had a mean of 13 psychotherapy

sessions in both treatment conditions.sessions in both treatment conditions.

Pharmacotherapy withdrawal rates arePharmacotherapy withdrawal rates are

shown in Table 3. The rate was less thanshown in Table 3. The rate was less than

10% after 8 weeks, but climbed to 35%10% after 8 weeks, but climbed to 35%

at week 24.at week 24.

Table 4 presents the efficacy results,Table 4 presents the efficacy results,

expressed in mean HRSD, CGI and SCLexpressed in mean HRSD, CGI and SCL

scores. Intra-group differences betweenscores. Intra-group differences between

baseline and week-24 assessments are sta-baseline and week-24 assessments are sta-

tistically significant in both treatment con-tistically significant in both treatment con-

ditions for both the per protocol andditions for both the per protocol and

observed-cases samples. Inter-group differ-observed-cases samples. Inter-group differ-

ences at week 24 are statistically significantences at week 24 are statistically significant

(ANCOVA) in the per protocol sample(ANCOVA) in the per protocol sample

according to the CGI–I (according to the CGI–I (PP550.05) and the0.05) and the

SCL–D (SCL–D (PP550.001). In the observed-cases0.001). In the observed-cases

sample, statistically significant inter-groupsample, statistically significant inter-group

differences at week 24 are shown by thedifferences at week 24 are shown by the

HRSD (HRSD (PP550.046) and the SCL–D0.046) and the SCL–D

((PP550.001). In the intention-to-treat sample0.001). In the intention-to-treat sample

no difference between the two treatmentno difference between the two treatment

groups was found at any point by anygroups was found at any point by any

assessment method (according to theassessment method (according to the

Bonferroni-adjustedBonferroni-adjusted PP value).value).

As we calculatedAs we calculated PP separately for eachseparately for each

time point and outcome in this table, atime point and outcome in this table, a

Bonferroni correction seems prudent. WithBonferroni correction seems prudent. With

15 assessments in each sample and a mean15 assessments in each sample and a mean

intercorrelation of about 0.4 between theintercorrelation of about 0.4 between the

assessments, a probability of about 0.01 isassessments, a probability of about 0.01 is

more accurate, in which case only themore accurate, in which case only the

difference in SCL–D scores in this table isdifference in SCL–D scores in this table is

relevant. This is also the case with therelevant. This is also the case with the

MANOVA analyses: only the SCL–D scoreMANOVA analyses: only the SCL–D score

shows significant inter-group differencesshows significant inter-group differences

((FF¼4.32, d.f.4.32, d.f.¼1;1; PP¼0.008). Table 5 pre-0.008). Table 5 pre-

sents the efficacy results in the per protocolsents the efficacy results in the per protocol

sample, expressed in effect sizes.sample, expressed in effect sizes.

Table 6 presents the efficacy results,Table 6 presents the efficacy results,

expressed in success rates. In the per proto-expressed in success rates. In the per proto-

col sample, the success rates at week 24col sample, the success rates at week 24

vary between 32% and 69% in the psy-vary between 32% and 69% in the psy-

chotherapy condition, and between 42%chotherapy condition, and between 42%

and 79% in the combined therapy condi-and 79% in the combined therapy condi-

tion. If CGI success is defined as a scoretion. If CGI success is defined as a score

of 1 or 2 on either the severity or the im-of 1 or 2 on either the severity or the im-

provement scale, the success rates at weekprovement scale, the success rates at week

24 rise to 73% for psychotherapy and to24 rise to 73% for psychotherapy and to

81% for combined therapy. Statistically81% for combined therapy. Statistically

significant excess success rates at week 24significant excess success rates at week 24
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are shown by the SCL–D in both samplesare shown by the SCL–D in both samples

(with(with PP values close to the Bonferroni-values close to the Bonferroni-

adjusted value of 0.01), and in neitheradjusted value of 0.01), and in neither

sample by the other scales.sample by the other scales.

An overview of the main results is pre-An overview of the main results is pre-

sented in Table 7. In the intention-to-treatsented in Table 7. In the intention-to-treat

sample no difference between the two treat-sample no difference between the two treat-

ment groups was found at any moment byment groups was found at any moment by

any assessment method (according to theany assessment method (according to the

Bonferroni-adjustedBonferroni-adjusted PP value). The Kaplan–value). The Kaplan–

Meier survival curves for the two treatmentMeier survival curves for the two treatment

groups (of the per protocol sample) in termsgroups (of the per protocol sample) in terms

of HRSD remission and SCL–D success areof HRSD remission and SCL–D success are

shown in Figs 2 and 3.shown in Figs 2 and 3.

In analysis of the Kaplan–Meier survi-In analysis of the Kaplan–Meier survi-

val estimates based on the HRSD, the meanval estimates based on the HRSD, the mean

time needed to achieve remission was 138time needed to achieve remission was 138

days in the psychotherapy group and 129days in the psychotherapy group and 129

days in the combined therapy group. Theredays in the combined therapy group. There

is no significant difference between the twois no significant difference between the two

treatment groups in the distribution of timetreatment groups in the distribution of time

to remission (log rankto remission (log rank¼2.39, d.f.2.39, d.f.¼1,1,

PP¼0.122). In the estimates based on the0.122). In the estimates based on the

SCL–D the mean time needed to achieveSCL–D the mean time needed to achieve

success was 120 days in the psychotherapysuccess was 120 days in the psychotherapy

group and 104 days in the combined ther-group and 104 days in the combined ther-

apy group. From week 4 on, the differencesapy group. From week 4 on, the differences

between the two treatment groups arebetween the two treatment groups are

significant (log ranksignificant (log rank¼5.30, d.f.5.30, d.f.¼1,1, PP¼
0.021). In both treatment groups, somatic0.021). In both treatment groups, somatic

complaints decreased between the baselinecomplaints decreased between the baseline

and end-point assessments. No statisticallyand end-point assessments. No statistically

significant inter-group difference betweensignificant inter-group difference between

the mean scores of somatic complaintsthe mean scores of somatic complaints

was found at any assessment point. As farwas found at any assessment point. As far

as individual items are concerned, 6 of theas individual items are concerned, 6 of the

17 complaints were significantly more17 complaints were significantly more

frequent in one of the two treatmentfrequent in one of the two treatment

conditions: dry mouth and excessiveconditions: dry mouth and excessive

sweating in combined therapy, and head-sweating in combined therapy, and head-

ache, nausea, trembling or shaking andache, nausea, trembling or shaking and

‘other complaints’ in psychotherapy.‘other complaints’ in psychotherapy.

Follow-up data on this study sample areFollow-up data on this study sample are

still being gathered.still being gathered.

DISCUSSIONDISCUSSION

Sample selectionSample selection

The inclusion and exclusion criteria appliedThe inclusion and exclusion criteria applied

in this study led to selection bias: our studyin this study led to selection bias: our study

population was restricted to ambulatorypopulation was restricted to ambulatory

patients presenting with a major depressivepatients presenting with a major depressive

disorder of mild or moderate severity and,disorder of mild or moderate severity and,

in 75% of cases, a duration of less than 2in 75% of cases, a duration of less than 2

years. Nearly a quarter (23%) of poten-years. Nearly a quarter (23%) of poten-

tially eligible patients were excluded ontially eligible patients were excluded on

account of an HRSD baseline score of 25account of an HRSD baseline score of 25

points or more. This means that our resultspoints or more. This means that our results

may be cautiously generalised, as far asmay be cautiously generalised, as far as

4 04 0

Table1Table1 Characteristics of the per protocol study sampleCharacteristics of the per protocol study sample

PsychotherapyPsychotherapy

((nn¼106)106)

Combined therapyCombined therapy

((nn¼85)85)

TotalTotal

((nn¼191)191)

Gender, %Gender, %
MaleMale 33.033.0 32.932.9 33.033.0
FemaleFemale 67.067.0 67.167.1 67.067.0

Age (years), %Age (years), %
19^2919^29 34.934.9 34.134.1 34.634.6
30^3930^39 34.034.0 35.335.3 34.634.6
40^4940^49 17.917.9 18.818.8 18.318.3
50^5950^59 10.410.4 7.17.1 8.98.9
60^6560^65 2.82.8 4.74.7 3.73.7

Marital status, %Marital status, %
MarriedMarried 18.418.4 25.925.9 21.821.8
DivorcedDivorced 5.85.8 2.42.4 4.34.3
WidowedWidowed 1.01.0 1.21.2 1.21.2
NevermarriedNever married 73.873.8 70.670.6 72.372.3
OtherOther 1.01.0 0.50.5

Educational level, %Educational level, %
LowLow 13.713.7 12.912.9 13.413.4
IntermediateIntermediate 35.335.3 42.442.4 38.538.5
HighHigh 51.051.0 44.744.7 48.148.1

Living situation, %Living situation, %
Living with at least one personLiving with at least one person 51.551.5 61.261.2 55.955.9
Living aloneLiving alone 46.646.6 38.838.8 43.143.1
OtherOther 1.91.9 1.11.1

Job status, %Job status, %
JobJob 43.143.1 42.442.4 42.842.8
On sickness benefitOn sickness benefit 31.431.4 24.724.7 28.328.3
Social security benefitSocial security benefit 7.87.8 7.17.1 7.57.5
Disability benefitDisability benefit 5.95.9 7.17.1 6.46.4
StudentStudent 6.96.9 5.95.9 6.46.4
OtherOther 4.94.9 12.912.9 8.68.6

Duration of present episode (years), %Duration of present episode (years), %
5511 73.573.5 74.774.7 74.074.0
1^21^2 11.211.2 10.710.7 11.011.0
4422 15.315.3 14.714.7 15.015.0

Psychiatric treatment during present episode, %Psychiatric treatment during present episode, %
Not treatedNot treated 73.773.7 85.985.9 79.179.1
TreatedTreated 26.326.3 14.114.1 20.920.9

Medication 3 months before study, %Medication 3 months before study, %
NomedicationNomedication 76.576.5 78.278.2 77.377.3
MedicationMedication 23.523.5 21.821.8 22.722.7

Depressed episodes in past 5 years, %Depressed episodes in past 5 years, %
00 68.868.8 69.269.2 69.069.0
11 17.717.7 11.511.5 14.914.9
22 13.513.5 15.415.4 14.414.4
5533 3.83.8 1.71.7

HRSD scoreHRSD score
Mean (s.d.)Mean (s.d.) 18.14 (3.37)18.14 (3.37) 17.99 (3.57)17.99 (3.57) 18.07 (3.45)18.07 (3.45)
MedianMedian 18.00 (4.43)18.00 (4.43) 18.00 (4.38)18.00 (4.38) 18.00 (4.41)18.00 (4.41)

CGI^S scoreCGI^S score
Mean (s.d.)Mean (s.d.) 0.730.73 0.720.72 0.720.72
MedianMedian 4.004.00 4.004.00 4.004.00

SCL^D scoreSCL^D score
Mean (s.d.)Mean (s.d.) 49.90 (8.87)49.90 (8.87) 48.96 (9.48)48.96 (9.48) 49.48 (9.14)49.48 (9.14)
MedianMedian 50.0050.00 49.0049.00 49.0049.00

CGI^S,Clinical Global Impression ^ Severity; HRSD,Hamilton Rating Scale for Depression; SCL^D, SymptomCGI^S,Clinical Global Impression ^ Severity; HRSD,Hamilton Rating Scale for Depression; SCL^D, Symptom
Checklist ^ Depression.Checklist ^ Depression.
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severity is concerned, to 77% of theseverity is concerned, to 77% of the

patients registered at our out-patient clinicspatients registered at our out-patient clinics

with a major depressive disorder and anwith a major depressive disorder and an

HRSD baseline score of 12 points or more.HRSD baseline score of 12 points or more.

Study designStudy design

Our study addresses the pragmatic questionOur study addresses the pragmatic question

of the differential clinical utility of two fullyof the differential clinical utility of two fully

realised treatment packages, both represen-realised treatment packages, both represen-

tative of actual clinical practice. To pre-tative of actual clinical practice. To pre-

serve external validity, limits were set toserve external validity, limits were set to

scientific rigour; there was no psycho-scientific rigour; there was no psycho-

therapy plus placebo condition, nor antherapy plus placebo condition, nor an

antidepressant plus sham psychotherapyantidepressant plus sham psychotherapy

condition. The treating clinician empha-condition. The treating clinician empha-

sised to patients the importance of compli-sised to patients the importance of compli-

ance, but there was no pill count norance, but there was no pill count nor

plasma level confirmation. Our study didplasma level confirmation. Our study did

not address questions about therapeuticnot address questions about therapeutic

factors.factors.

The randomisation in our study appearsThe randomisation in our study appears

successful. However, there is one statisti-successful. However, there is one statisti-

cally significant difference between thecally significant difference between the

treatment conditions, and it is one thattreatment conditions, and it is one that

possibly disadvantaged the psychotherapypossibly disadvantaged the psychotherapy

arm: more patients in the psychotherapyarm: more patients in the psychotherapy

condition (26%) than in the combinedcondition (26%) than in the combined

therapy condition (14%) had undergone atherapy condition (14%) had undergone a

psychiatric treatment during the presentpsychiatric treatment during the present

episode, apparently to no avail, beforeepisode, apparently to no avail, before

entering the trial.entering the trial.

AcceptabilityAcceptability

More patients (99%) agreed to receiveMore patients (99%) agreed to receive

psychotherapy than agreed to combinedpsychotherapy than agreed to combined

therapy (84%). The fact that manytherapy (84%). The fact that many

depressed patients refused pharmaco-depressed patients refused pharmaco-

therapy comes as no surprise; it is a dailytherapy comes as no surprise; it is a daily

problem in clinical practice.problem in clinical practice.

FeasibilityFeasibility

The feasibility of a 6-month course of psy-The feasibility of a 6-month course of psy-

chotherapy is fair. That the mean numberchotherapy is fair. That the mean number

of actual sessions was less than 16 was fore-of actual sessions was less than 16 was fore-

seen, and is explicable; patients and thera-seen, and is explicable; patients and thera-

pists go on holiday, and sometimes theypists go on holiday, and sometimes they

get influenza. More importantly, it is notget influenza. More importantly, it is not

unusual for patient and therapist to agreeunusual for patient and therapist to agree

that a course of fewer than 16 sessions isthat a course of fewer than 16 sessions is

enough. To nobody’s surprise, 25% of theenough. To nobody’s surprise, 25% of the

patients in the psychotherapy conditionpatients in the psychotherapy condition

broke off their therapy. Interestingly, onlybroke off their therapy. Interestingly, only

16% did so in the combined therapy group.16% did so in the combined therapy group.

The difference is not statistically signifi-The difference is not statistically signifi-

cant, but at least we can say that addingcant, but at least we can say that adding

pharmacotherapy to psychotherapy is notpharmacotherapy to psychotherapy is not

detrimental to the feasibility of the latter.detrimental to the feasibility of the latter.

The feasibility of 2 months of anti-The feasibility of 2 months of anti-

depressant therapy, in our study combineddepressant therapy, in our study combined

with psychotherapy, is fair: after 8 weekswith psychotherapy, is fair: after 8 weeks

less than 10% of the patients had aban-less than 10% of the patients had aban-

doned treatment. Long-term feasibility isdoned treatment. Long-term feasibility is

poor; nevertheless, after 20 weeks less thanpoor; nevertheless, after 20 weeks less than

30% of patients had withdrawn from the30% of patients had withdrawn from the

study. This result is above expectation; instudy. This result is above expectation; in

antidepressant research a drop-out rate upantidepressant research a drop-out rate up

to 30% after 4–6 weeks of treatment isto 30% after 4–6 weeks of treatment is

generally considered acceptable. Addinggenerally considered acceptable. Adding

psychotherapy to pharmacotherapy seemspsychotherapy to pharmacotherapy seems

to improve the feasibility of the latter treat-to improve the feasibility of the latter treat-

ment. On the other hand, after 24 weeks ofment. On the other hand, after 24 weeks of

treatment only 65% of the patients weretreatment only 65% of the patients were

still taking antidepressants. Again, thisstill taking antidepressants. Again, this

accords with general research findings:accords with general research findings:

poor compliance is a major problem inpoor compliance is a major problem in

any long-term medical treatment.any long-term medical treatment.

EfficacyEfficacy

Statistically significant and clinically rele-Statistically significant and clinically rele-

vant improvements between the baselinevant improvements between the baseline

assessment and week 24 are shown on allassessment and week 24 are shown on all

instrument ratings in both treatmentinstrument ratings in both treatment

groups. The magnitude of the improvementgroups. The magnitude of the improvement

is illustrated by the one group (pre–post)is illustrated by the one group (pre–post)

effect sizes (see Table 5). The effect sizeseffect sizes (see Table 5). The effect sizes

vary but they are all large (defined as 0.8vary but they are all large (defined as 0.8

or more by Cohen, 1988). In this context,or more by Cohen, 1988). In this context,

the results of Lipsey & Wilson (1993) arethe results of Lipsey & Wilson (1993) are

interesting: these authors reported that theinteresting: these authors reported that the

mean one-group (pre–post) effect size ofmean one-group (pre–post) effect size of

psychological interventions is 0.76 (45psychological interventions is 0.76 (45

meta-analyses). Another indicator of intra-meta-analyses). Another indicator of intra-

group improvement is the success rates atgroup improvement is the success rates at

week 24 (see Table 6). In both conditionsweek 24 (see Table 6). In both conditions

they vary from moderate to large. Thesethey vary from moderate to large. These

results corroborate the widely held viewresults corroborate the widely held view

that combined therapy is an efficaciousthat combined therapy is an efficacious

treatment of depression, and support thetreatment of depression, and support the

more controversial view that psycho-more controversial view that psycho-

therapy too (in this case SPSP) is antherapy too (in this case SPSP) is an

effective treatment of depression.effective treatment of depression.

Statistically significant inter-group dif-Statistically significant inter-group dif-

ferences appear as early as week 4. How-ferences appear as early as week 4. How-

ever, the relevance of these data is limited.ever, the relevance of these data is limited.

In 4 weeks SPSP has not yet had a fairIn 4 weeks SPSP has not yet had a fair

chance to show its efficacy. Nobody ex-chance to show its efficacy. Nobody ex-

pects psychotherapy to provide rapid re-pects psychotherapy to provide rapid re-

sults. The main results (HRSD scores atsults. The main results (HRSD scores at

week 24 in the per protocol sample) doweek 24 in the per protocol sample) do

not demonstrate statistically significantnot demonstrate statistically significant

differences between the treatment groupsdifferences between the treatment groups

(Table 7). This result is corroborated by(Table 7). This result is corroborated by

the facts that the comparative HRSD effectthe facts that the comparative HRSD effect

size is small and that the survival analysissize is small and that the survival analysis

does not indicate any superiority of com-does not indicate any superiority of com-

bined therapy over pharmacotherapy. Inbined therapy over pharmacotherapy. In

contradistinction to this, the SCL–D scorescontradistinction to this, the SCL–D scores

do show, in both the per protocol sampledo show, in both the per protocol sample

and the completers sample, statisticallyand the completers sample, statistically

significant and clinically relevant inter-significant and clinically relevant inter-

group differences, all of which favourgroup differences, all of which favour

combined therapy over psychotherapy.combined therapy over psychotherapy.

4141

Table 2Table 2 Psychotherapy withdrawal rates for both conditionsPsychotherapy withdrawal rates for both conditions

WeekWeek Withdrawal rate (%)Withdrawal rate (%) PearsonPearson ww22 (2-sided)(2-sided) PP

PsychotherapyPsychotherapy

((nn¼106)106)

Combined therapyCombined therapy

((nn¼85)85)

88 1010 99 0.050.05 0.8250.825

1616 2222 1313 2.472.47 0.1160.116

2424 2525 1616 2.272.27 0.1320.132

Table 3Table 3 Pharmacotherapy compliance and withdrawal rates for the combined therapy condition (Pharmacotherapy compliance andwithdrawal rates for the combined therapy condition (nn¼85)85)

WeekWeek Patients takingmedication (%)Patients takingmedication (%) Withdrawal rate (%)Withdrawal rate (%)

VenlafaxineVenlafaxine SSRISSRI NortriptylineNortriptyline Lithium additionLithium addition

44 9191 55 00 00 55

88 8080 77 44 00 99

1212 7272 77 22 00 1919

1616 6767 77 22 00 2424

2020 6262 66 22 11 2828

2424 5858 66 11 00 3535

SSRI, selective serotonin reuptake inhibitor.SSRI, selective serotonin reuptake inhibitor.
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The comparative SCL–D effect size is 0.49,The comparative SCL–D effect size is 0.49,

a value considered medium by Cohena value considered medium by Cohen

(1988), and the survival analysis confirms(1988), and the survival analysis confirms

the superiority of combined therapy. Thus,the superiority of combined therapy. Thus,

only the SCL–D consistently provides evi-only the SCL–D consistently provides evi-

dence supporting the view that combineddence supporting the view that combined

therapy is more efficacious than psycho-therapy is more efficacious than psycho-

therapy alone. In a previous study (detherapy alone. In a previous study (de

JongheJonghe et alet al, 2001), in which we investi-, 2001), in which we investi-

gated the advantages of combined therapygated the advantages of combined therapy

overover pharmacotherapy alone, we similarlypharmacotherapy alone, we similarly

found that it was the SCL–D, ratherfound that it was the SCL–D, rather

than the HRSD and the CGI, assessmentsthan the HRSD and the CGI, assessments

that consistently demonstrated significantthat consistently demonstrated significant

differences.differences.

Different instruments combined withDifferent instruments combined with

different definitions of success unsurpris-different definitions of success unsurpris-

ingly result in different success rates. Iningly result in different success rates. In

addition, the emotional involvement of theaddition, the emotional involvement of the

observers differ: the HRSD scores deter-observers differ: the HRSD scores deter-

mined by therapy-independent, assumedlymined by therapy-independent, assumedly

more neutral raters, the CGI scores bymore neutral raters, the CGI scores by

probably more optimistic clinicians whoprobably more optimistic clinicians who

were evaluating the treatment theywere evaluating the treatment they

provided, and the SCL–D scores by patientsprovided, and the SCL–D scores by patients

evaluating their own depression. The one-evaluating their own depression. The one-

group pre–post effect sizes computed atgroup pre–post effect sizes computed at

week 24 in the total study group showweek 24 in the total study group show

that the clinician–CGI combination isthat the clinician–CGI combination is

considerably more optimistic than theconsiderably more optimistic than the

patient–SCL–D or the observer–HRSDpatient–SCL–D or the observer–HRSD

combinations. The latter two seem to agreecombinations. The latter two seem to agree

quite well. The optimism of the clinician–quite well. The optimism of the clinician–

CGI combination is also reflected in theCGI combination is also reflected in the

fact that, if CGI success is defined as a scorefact that, if CGI success is defined as a score

of 1 or 2 on either the severity or theof 1 or 2 on either the severity or the

4 24 2

Table 4Table 4 Scores on the four outcomemeasures, and test results (analysis of covariance)Scores on the four outcomemeasures, and test results (analysis of covariance)

WeekWeek PsychotherapyPsychotherapy Combined therapyCombined therapy FF PP

MeanMean s.d.s.d. nn MeanMean s.d.s.d. nn

Per protocol samplePer protocol sample

HRSDHRSD 11 18.1418.14 3.373.37 106106 17.9917.99 3.573.57 8585

44 15.7415.74 5.305.30 106106 14.8114.81 5.155.15 8585 1.391.39 0.2410.241

88 13.7313.73 5.955.95 106106 12.7312.73 6.366.36 8585 1.151.15 0.2840.284

1212 13.0713.07 5.735.73 106106 11.2811.28 6.476.47 8585 4.024.02 0.0460.046

2424 11.3511.35 7.137.13 106106 9.539.53 6.936.93 8585 3.043.04 0.0830.083

CGI^SCGI^S 11 4.434.43 0.730.73 101101 4.384.38 0.720.72 7979

44 3.503.50 1.051.05 106106 3.333.33 1.141.14 8585 0.200.20 0.6560.656

88 2.842.84 1.111.11 106106 2.542.54 1.241.24 8585 1.401.40 0.2380.238

1212 2.582.58 1.191.19 106106 2.312.31 1.251.25 8585 1.011.01 0.3150.315

2424 2.152.15 1.281.28 106106 1.801.80 1.231.23 8585 2.262.26 0.1340.134

CGI^ICGI^I 44 3.183.18 0.830.83 9898 2.842.84 0.820.82 8282 7.407.40 0.0070.007

88 2.602.60 0.940.94 102102 2.352.35 1.011.01 8383 2.942.94 0.0880.088

1212 2.362.36 1.061.06 102102 2.122.12 1.031.03 8383 2.262.26 0.1340.134

2424 2.072.07 1.241.24 102102 1.721.72 1.031.03 8383 3.883.88 0.0500.050

SCL^DSCL^D 11 49.9049.90 8.878.87 103103 48.9648.96 9.489.48 8383

44 45.1945.19 11.9411.94 106106 40.4840.48 12.0012.00 8484 8.818.81 0.0030.003

88 39.5639.56 12.5712.57 106106 36.2936.29 13.0613.06 8484 3.233.23 0.0740.074

2424 36.9136.91 13.9113.91 106106 30.5030.50 12.3012.30 8484 10.8710.87 0.0010.001

Observed-cases sampleObserved-cases sample

HRSDHRSD 11 18.1418.14 3.373.37 106106 17.9917.99 3.573.57 8585

44 15.4815.48 5.395.39 9494 14.5214.52 5.065.06 8181 1.121.12 0.2910.291

88 13.4113.41 5.985.98 9595 12.1212.12 6.176.17 7373 1.471.47 0.2270.227

1212 12.7412.74 5.545.54 8585 10.2010.20 6.166.16 6666 6.956.95 0.0090.009

2424 10.8410.84 7.407.40 7575 8.408.40 6.676.67 6565 4.064.06 0.0460.046

CGI^SCGI^S 11 4.434.43 0.730.73 101101 4.384.38 0.720.72 7979

44 3.333.33 1.081.08 8181 3.293.29 1.141.14 7070 0.100.10 0.7490.749

88 2.712.71 1.111.11 7777 2.462.46 1.131.13 6363 1.211.21 0.2740.274

1212 2.422.42 1.131.13 6565 2.162.16 1.221.22 5050 0.690.69 0.4090.409

2424 1.861.86 1.101.10 4343 1.461.46 0.840.84 4646 3.563.56 0.0630.063

CGI^ICGI^I 44 3.103.10 0.830.83 8181 2.792.79 0.780.78 7070 5.275.27 0.0230.023

88 2.512.51 0.940.94 7777 2.322.32 0.960.96 6363 1.351.35 0.2470.247

1212 2.262.26 1.001.00 6565 2.082.08 1.051.05 5050 0.810.81 0.3710.371

2424 1.741.74 1.001.00 4343 1.481.48 0.720.72 4646 1.741.74 0.1910.191

SCL^DSCL^D 11 49.9049.90 8.878.87 103103 48.9648.96 9.489.48 8383

44 44.0044.00 11.5911.59 9292 39.8539.85 11.8711.87 8080 6.606.60 0.0110.011

88 38.5338.53 11.8911.89 9494 35.4635.46 12.6512.65 7272 3.503.50 0.0630.063

2424 34.0034.00 13.9113.91 7373 27.6827.68 10.7610.76 6262 13.3013.30 550.0010.001

CGI^I/S,Clinical Global Impression ^ Improvement/Severity; HRSD,Hamilton Rating Scale for Depression; SCL^D, Symptom Checklist ^ Depression.CGI^I/S,Clinical Global Impression ^ Improvement/Severity; HRSD,Hamilton Rating Scale for Depression; SCL^D, Symptom Checklist ^ Depression.
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improvement scale, the success rates atimprovement scale, the success rates at

week 24 are 73% in the psychotherapyweek 24 are 73% in the psychotherapy

group and 81% in the combined therapygroup and 81% in the combined therapy

group. However, when it comes to possiblegroup. However, when it comes to possible

differences in efficacy between thedifferences in efficacy between the

treatment conditions, the comparativetreatment conditions, the comparative

effect sizes at week 24 show that it is theeffect sizes at week 24 show that it is the

patients who detect a clinically meaningfulpatients who detect a clinically meaningful

difference, not the clinicians or the indepen-difference, not the clinicians or the indepen-

dent raters. The last finding is the moredent raters. The last finding is the more

noteworthy, considering that Hamiltonnoteworthy, considering that Hamilton

(1967) intended the HRSD to be an instru-(1967) intended the HRSD to be an instru-

ment suitable for the assessment of pharma-ment suitable for the assessment of pharma-

cotherapy, and hence deliberately selectedcotherapy, and hence deliberately selected

items he believed sensitive to antidepressantitems he believed sensitive to antidepressant

therapy.therapy.

Side-effectsSide-effects

Combining antidepressant therapy withCombining antidepressant therapy with

psychotherapy does not increase thepsychotherapy does not increase the

overall frequency of somatic complaints.overall frequency of somatic complaints.

Unsurprisingly, dry mouth and excessiveUnsurprisingly, dry mouth and excessive

sweating were more frequent in thesweating were more frequent in the

combined therapy group, but the morecombined therapy group, but the more

frequent occurrence of headache, nausea,frequent occurrence of headache, nausea,

trembling or shaking and ‘other com-trembling or shaking and ‘other com-

plaints’ in the psychotherapy group seemsplaints’ in the psychotherapy group seems

4 34 3

Table 5Table 5 Effect sizes in the per protocol sampleEffect sizes in the per protocol sample

One-group pre^post effect sizeOne-group pre^post effect size Comparative effect sizeComparative effect size

PsychotherapyPsychotherapy Combined therapyCombined therapy

HRSDHRSD 1.221.22 1.531.53 0.260.26

CGI^SCGI^S 2.192.19 2.562.56 0.280.28

CGI^ICGI^I NANA NANA 0.310.31

SCL^DSCL^D 1.111.11 1.681.68 0.490.49

CGI^I/S,Clinical Global Impression ^ Improvement/Severity; HRSD,Hamilton Rating Scale for Depression; NA, notCGI^I/S,Clinical Global Impression ^ Improvement/Severity; HRSD,Hamilton Rating Scale for Depression; NA, not
applicable; SCL^D, Symptom Checklist ^ Depression.applicable; SCL^D, Symptom Checklist ^ Depression.

Table 6Table 6 Success rates on the four outcomemeasuresSuccess rates on the four outcomemeasures

WeekWeek PsychotherapyPsychotherapy Combined therapyCombined therapy Total sampleTotal sample PearsonPearson ww22 (2-sided)(2-sided) PP

%% nn %% nn %% nn

Per protocol samplePer protocol sample

HRSD remissionHRSD remission 44 9.49.4 106106 5.95.9 8585 7.97.9 191191 0.820.82 0.3650.365

88 17.917.9 106106 22.422.4 8585 19.919.9 191191 0.580.58 0.4460.446

1212 17.917.9 106106 27.127.1 8585 22.022.0 191191 2.292.29 0.1300.130

2424 32.132.1 106106 42.442.4 8585 36.636.6 191191 2.152.15 0.1430.143

CGI^S successCGI^S success 44 19.819.8 106106 22.422.4 8585 20.920.9 191191 0.180.18 0.6680.668

88 42.542.5 106106 52.952.9 8585 47.147.1 191191 2.082.08 0.1490.149

1212 49.149.1 106106 63.563.5 8585 55.555.5 191191 4.004.00 0.0450.045

2424 67.067.0 106106 75.375.3 8585 70.770.7 191191 1.571.57 0.2100.210

CGI^I successCGI^I success

44 17.017.0 106106 30.630.6 8585 23.023.0 191191 4.934.93 0.0260.026

88 45.345.3 106106 56.556.5 8585 50.350.3 191191 2.362.36 0.1240.124

1212 56.656.6 106106 68.268.2 8585 61.861.8 191191 2.702.70 0.1000.100

2424 68.968.9 106106 78.878.8 8585 73.373.3 191191 2.392.39 0.1220.122

SCL^D successSCL^D success 44 29.129.1 103103 50.650.6 8383 38.738.7 186186 8.948.94 0.0030.003

88 51.551.5 103103 68.768.7 8383 59.159.1 186186 5.645.64 0.0180.018

2424 60.260.2 103103 77.177.1 8383 67.767.7 186186 6.026.02 0.0140.014

Observed-cases sampleObserved-cases sample

HRSD remissionHRSD remission 44 10.610.6 9494 6.26.2 8181 8.68.6 175175 1.111.11 0.2930.293

88 18.918.9 9595 23.323.3 7373 20.820.8 168168 0.470.47 0.4920.492

1212 17.617.6 8585 31.831.8 6666 23.823.8 151151 4.114.11 0.0430.043

2424 34.734.7 7575 50.850.8 6565 42.142.1 140140 3.703.70 0.0540.054

CGI^S successCGI^S success 44 24.724.7 8181 24.324.3 7070 24.524.5 151151 0.000.00 0.9540.954

88 48.148.1 7777 55.655.6 6363 51.451.4 140140 0.780.78 0.3770.377

1212 53.853.8 6565 70.070.0 5050 60.960.9 115115 3.103.10 0.0780.078

2424 76.776.7 4343 87.087.0 4646 82.082.0 8989 1.571.57 0.2100.210

CGI^I successCGI^I success 44 21.021.0 8181 34.334.3 7070 27.227.2 151151 3.363.36 0.0670.067

88 50.650.6 7777 61.961.9 6363 55.755.7 140140 1.781.78 0.1820.182

1212 61.561.5 6565 74.074.0 5050 67.067.0 115115 1.981.98 0.1590.159

2424 81.481.4 4343 91.391.3 4646 86.586.5 8989 1.871.87 0.1710.171

SCL^D successSCL^D success 44 33.733.7 8989 53.253.2 7979 42.942.9 168168 6.476.47 0.0110.011

88 54.954.9 9191 73.673.6 7272 63.263.2 163163 6.026.02 0.0140.014

2424 66.266.2 7171 85.285.2 6161 75.075.0 132132 6.356.35 0.0120.012

CGI^I/S,Clinical Global Impression ^ Improvement/Severity; HRSD,Hamilton Rating Scale for Depression; SCL^D, Symptom Checklist ^ Depression.CGI^I/S,Clinical Global Impression ^ Improvement/Severity; HRSD,Hamilton Rating Scale for Depression; SCL^D, Symptom Checklist ^ Depression.
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to be either a spurious or a mysteriousto be either a spurious or a mysterious

finding.finding.

Other relevant researchOther relevant research

The paucity of studies investigating theThe paucity of studies investigating the

relative value of psychotherapy and com-relative value of psychotherapy and com-

bined therapy in the treatment of depres-bined therapy in the treatment of depres-

sion is striking. We found only sevension is striking. We found only seven

studies, five of which were published morestudies, five of which were published more

than 10 years ago, addressing this issuethan 10 years ago, addressing this issue

in ambulatory psychiatric patients within ambulatory psychiatric patients with

major depressive disorder and assessingmajor depressive disorder and assessing

individual psychotherapy proper. Resultsindividual psychotherapy proper. Results

are not only scarce, they are also conflict-are not only scarce, they are also conflict-

ing. Three studies report the efficacy ofing. Three studies report the efficacy of

combined therapy to be superior to thatcombined therapy to be superior to that

of psychotherapy, whereas four do not findof psychotherapy, whereas four do not find

a significant difference. In some respectsa significant difference. In some respects

our results seem to concur with those ofour results seem to concur with those of

KellerKeller et alet al (2000), Blackburn(2000), Blackburn et alet al (1981)(1981)

and Weissmanand Weissman et alet al (1979), who report a(1979), who report a

superior efficacy of combined therapy oversuperior efficacy of combined therapy over

psychotherapy. However, our main resultspsychotherapy. However, our main results

seem to concur with those of Thaseseem to concur with those of Thase et alet al

(1997), Hollon(1997), Hollon et alet al (1993), Beck(1993), Beck et alet al

(1985) and Murphy(1985) and Murphy et alet al (1981), who(1981), who

report an equal efficacy of both forms ofreport an equal efficacy of both forms of

treatment. The main differences in designtreatment. The main differences in design

between the eight studies make compari-between the eight studies make compari-

sons precarious. The patients in our studysons precarious. The patients in our study

sample were certainly less severelysample were certainly less severely

depressed than those studied by Kellerdepressed than those studied by Keller etet

alal (2000), all of whom had chronic depres-(2000), all of whom had chronic depres-

sion compared with 85% of our patients.sion compared with 85% of our patients.

Depression in our sample was probably lessDepression in our sample was probably less

than in the ‘more severe’ subgroup andthan in the ‘more severe’ subgroup and

greater than in the ‘less severe’ subgroupgreater than in the ‘less severe’ subgroup

studied by Thasestudied by Thase et alet al (1997), who found(1997), who found

a significant difference in efficacy in theira significant difference in efficacy in their

former subgroup. Another consideration isformer subgroup. Another consideration is

that the length of our study (24 weeks)that the length of our study (24 weeks)

was greater than that of the seven otherwas greater than that of the seven other

studies. In addition, it may be mentionedstudies. In addition, it may be mentioned

that we studied both a per protocol andthat we studied both a per protocol and

an observed-cases sample, that in our studyan observed-cases sample, that in our study

the HRSD scores were assessed by an inde-the HRSD scores were assessed by an inde-

pendent observer, not by the treatingpendent observer, not by the treating

clinician, that we asked the opinion ofclinician, that we asked the opinion of

the patient, and that we worked withthe patient, and that we worked with

experienced psychotherapists or intensivelyexperienced psychotherapists or intensively

supervised residents.supervised residents.

Concluding remarksConcluding remarks

In summary, we investigated the possibleIn summary, we investigated the possible

advantages of combining antidepressantsadvantages of combining antidepressants

with psychotherapy in ambulatory patientswith psychotherapy in ambulatory patients

with mild to moderate major depressivewith mild to moderate major depressive

disorder. We found that psychotherapy isdisorder. We found that psychotherapy is

more acceptable than combined therapy.more acceptable than combined therapy.

The 6-month feasibility of psychotherapyThe 6-month feasibility of psychotherapy

was fair, that of combined therapy waswas fair, that of combined therapy was

poor. None the less, both therapies werepoor. None the less, both therapies were

efficacious in reducing the symptoms ofefficacious in reducing the symptoms of

depression. The advantages of combiningdepression. The advantages of combining

antidepressants with SPSP appeared equi-antidepressants with SPSP appeared equi-

vocal. Neither the treating clinicians norvocal. Neither the treating clinicians nor

the independent observers were able tothe independent observers were able to

ascertain them, but the patients experiencedascertain them, but the patients experienced

them clearly.them clearly.
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Fig. 2.Fig. 2. Kaplan^Meier survival curves of remissionKaplan^Meier survival curves of remission

on the Hamilton Rating Scale for Depression in theon the Hamilton Rating Scale for Depression in the

per protocol sample.per protocol sample.

Fig. 3Fig. 3 Kaplan^Meier survival curves of success onKaplan^Meier survival curves of success on

the Symptom Checklist ^ Depression in the perthe Symptom Checklist ^ Depression in the per

protocol sample.protocol sample.
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APPENDIXAPPENDIX

Protocol for pharmacotherapyProtocol for pharmacotherapy

Step 1Step 1
All patients start with the serotonin^noradrenalineAll patients start with the serotonin^noradrenaline
reuptake inhibitor venlafaxine at a dosage of 75mgreuptake inhibitor venlafaxine at a dosage of 75mg
per day.What happens afterwards depends on theper day.What happens afterwards depends on the

duration of the treatment and the reaction of theduration of the treatment and the reaction of the
patient (Table A1).patient (Table A1).

Step 2Step 2
In case of venlafaxine intolerance or inefficacy,In case of venlafaxine intolerance or inefficacy,
change the medication to a selective serotonin reup-change the medication to a selective serotonin reup-
take inhibitor (SSRI). Preference is given to fluoxetinetake inhibitor (SSRI).Preference is given to fluoxetine
or, as a second option, fluvoxamine. However, theor, as a second option, fluvoxamine. However, the
choice can be influenced by the patient’s preferencechoice can be influenced by the patient’s preference
or treatment history. The chosen SSRI is prescribedor treatment history. The chosen SSRI is prescribed
according to a specific guideline, different but com-according to a specific guideline, different but com-
parable with that described in step 1 (further detailsparable with that described in step 1 (further details
available from the authors upon request).available from the authors upon request).

Step 3Step 3
In case of SSRI intolerance or inefficacy, theIn case of SSRI intolerance or inefficacy, the
medication is switched to nortriptyline, a tri-medication is switched to nortriptyline, a tri-
cyclic antidepressant, at a dosage of 50mg percyclic antidepressant, at a dosage of 50mg per
day. What happens afterwards depends on theday. What happens afterwards depends on the
duration of the treatment and the reaction of theduration of the treatment and the reaction of the
patient (Table A2).patient (Table A2).

Step 4Step 4
In case of nortriptyline inefficacy, lithium is added.In case of nortriptyline inefficacy, lithium is added.
Plasma concentrations are maintained in the rangePlasma concentrations are maintained in the range
0.8^1.2mmol/l.0.8^1.2mmol/l.

4 54 5

CLINICAL IMPLICATIONSCLINICAL IMPLICATIONS

&& Both psychotherapy and combined therapy (psychotherapy and antidepressants)Both psychotherapy and combined therapy (psychotherapy and antidepressants)
are effective treatments of depression.are effective treatments of depression.

&& The advantages of combining antidepressants with psychotherapy are equivocal.The advantages of combining antidepressants with psychotherapy are equivocal.

&& The preference of the patientmay determine the choice between psychotherapyThe preference of the patientmay determine the choice between psychotherapy
and combined therapy.and combined therapy.

LIMITATIONSLIMITATIONS

&& The study populationwas restricted to ambulatory patients presenting with aThe study populationwas restricted to ambulatory patients presenting with a
major depressive disorder ofmild ormoderate severity.major depressive disorder ofmild ormoderate severity.

&& The study periodwas limited to 24 weeks; follow-up data are not yet available.The study periodwas limited to 24 weeks; follow-up data are not yet available.

&& The study did not address questions about therapeutic factors.The study did not address questions about therapeutic factors.
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Table A1Table A1 Protocol for patients started on venlafaxine at 75mg/dayProtocol for patients started on venlafaxine at 75mg/day

Duration of treatmentDuration of treatment
(weeks)(weeks)

If the patient is. . .If the patient is. . .

WorseWorse Not betterNot better Slightly betterSlightly better Much betterMuch better

11 SwitchSwitch11 MaintainMaintain22 MaintainMaintain MaintainMaintain
22 SwitchSwitch 150mg/day150mg/day MaintainMaintain MaintainMaintain
44 SwitchSwitch SwitchSwitch 225mg/day225mg/day MaintainMaintain
66 SwitchSwitch SwitchSwitch 300mg/day300mg/day MaintainMaintain
88 SwitchSwitch SwitchSwitch SwitchSwitch MaintainMaintain

1. Switch fromvenlafaxine to selective serotonin reuptake inhibitor.1. Switch fromvenlafaxine to selective serotonin reuptake inhibitor.
2. Maintain the dosage at the current level.2. Maintain the dosage at the current level.

Table A2Table A2 Protocol for patients switched to a selective serotonin reuptakeProtocol for patients switched to a selective serotonin reuptake

inhibitor at100mg/dayinhibitor at100mg/day

Duration of treatmentDuration of treatment
(weeks)(weeks)

If the patient is. . .If the patient is. . .

WorseWorse Not betterNot better Slightly betterSlightly better Much betterMuch better

11 AdaptAdapt11 100mg/day100mg/day 100mg/day100mg/day MaintainMaintain
22 AdaptAdapt 150mg/day150mg/day 150mg/day150mg/day MaintainMaintain
44 AddAdd33 AdaptAdapt AdaptAdapt MaintainMaintain
66 (Failure)(Failure)44 AddAdd AddAdd MaintainMaintain
88 (Failure)(Failure) (Failure)(Failure) (Failure)(Failure) MaintainMaintain

1. Adapt the dosage according to the plasma concentration.1. Adapt the dosage according to the plasma concentration.
2. Maintain the dosage at the pre-existing level.2. Maintain the dosage at the pre-existing level.
3. Add lithium to nortriptyline.3. Add lithium to nortriptyline.
4. Therapeutic failure, meaning that the patient withdraws from the trial.4. Therapeutic failure, meaning that the patient withdraws from the trial.
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