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Objective: The authors compared a combination of clomipramine and
psychodynamic psychotherapy with clomipramine alone in a random-
ized controlled trial among patients with major depression. Methods:
Seventy-four patients between the ages of 20 and 65 years who were as-
signed to ten weeks of acute outpatient treatment for major depression
were studied. Bipolar disorder, psychotic symptoms, severe substance
dependence, organic disorder, past intolerance to clomipramine, and
mental retardation were exclusion criteria. Results: Marked improve-
ment was noted in both treatment groups. Combined treatment was as-
sociated with less treatment failure and better work adjustment at ten
weeks and with better global functioning and lower hospitalization rates
at discharge. A cost savings of $2,311 per patient in the combined treat-
ment group, associated with lower rates of hospitalization and fewer
lost work days, exceeded the expenditures related to providing psy-
chotherapy. Conclusions: Provision of supplemental psychodynamic
psychotherapy to patients with major depression who are receiving an-
tidepressant medication is cost-effective. (Psychiatric Services 53:
585-590, 2002)

etter integration of psycho-
Btherapy and antidepressant

medication is a significant
challenge in the treatment of mental
illness (1,2), and new studies should
aim to demonstrate that the provision
of supplemental psychotherapy im-
proves outcomes of patients with de-
pression for whom effective medica-
tion is prescribed (3-7). Previous
studies have shown that combined
treatment is superior to antidepres-
sant medication alone in selected
subgroups of inpatients who have de-

pression (8), especially those with
more severe symptoms (9).

Our basic hypothesis was that com-
bined treatment is more beneficial
than antidepressant medication alone
among psychiatric patients with ma-
jor depression who are referred to
general psychiatric services. Such pa-
tients have a slow or partial response
to standard psychiatric treatment
(1,10) and may benefit from simple
psychotherapeutic programs de-
signed to facilitate an alliance with a
therapist (11) and to work out the
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psychosocial factors that are common
correlates of poor response to antide-
pressant medication (12,13). Prelimi-
nary investigations have indicated
that simple psychodynamic psy-
chotherapy in the context of general
psychiatric services is feasible when
delivered by skilled, well-trained
nurses under close supervision (14,
15). Better psychodynamic psy-
chotherapeutic processes predict bet-
ter long-term outcomes for patients
who have depression (15). Finally, an
outpatient crisis intervention that
combined intensive care, psychody-
namic psychotherapy, and antide-
pressant medication was associated
with lower treatment costs than usual
psychiatric treatment (16).

To further investigate the cost-ef-
fectiveness of combined treatment
for major depression, we compared a
combination of antidepressant med-
ication and psychodynamic psy-
chotherapy with antidepressant med-
ication alone in a randomized con-
trolled trial.

Methods

Subjects and randomization
Between 1994 and 1996, a psychia-
trist and a research nurse screened
consecutive patients who were re-
ferred for acute outpatient treatment
at a community mental health center.
A total of 390 patients between the
ages of 20 and 65 years with a new
episode of care and symptoms of de-
pression were selected by four inde-
pendent psychologists. Inclusion cri-
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teria were a diagnosis of a major de-
pressive episode on the basis of the
Structured Clinical Interview for
DSM-1V (SCID), whatever the sever-
ity of any concurrent suicidal idea-
tion, personality psychopathology, or
past resistance to treatment, and a
score of at least 20 on the Hamilton
Depression Rating Scale (HDRS).
(Possible scores on the HDRS range
from 0 to 52, with higher scores indi-
cating more severe depression.) Ex-
clusion criteria were bipolar disor -
der, psychotic symptoms, severe sub-
stance dependence, organic disor -
der, mental retardation, history of
severe intolerance to clomipramine,
and poor command of the French
language.

The ethics committee of the de-
partment of psychiatry at the Univer-
sity of Geneva approved the study. In-
formed written consent was obtained
from each patient before assignment
to treatment.

A total of 110 patients were eligible
for the study. Ten of these were di-
verted to another study, and five
dropped out before randomization.
The remaining 95 patients were ran-
domly assigned to one of the two out-
patient treatment groups on an in-
tent-to-treat basis—47 to the com-
bined treatment (experimental)
group and 48 to the clomipramine
(control) group. The random assign-
ment process included stratification
by presence of personality disorders,
past major depressive syndrome, and
gender.

Twenty-one patients (12 in the ex-
perimental group and nine in the con -
trol group, or 22 percent) were ex-
cluded from the analyses—four who
did not return for treatment (three in
the experimental group and one in
the control group), three who
dropped out against medical advice
(two in the experimental group and
one in the control group), and 14 who
were discharged because they had ex-
clusion characteristics that were not
detected at entry, including severe al-
cohol or drug dependence (five in
each group) and adverse effects (two
in each group). These patients were
not significantly different from the
other patients in terms of the main
outcome variables at intake. The 74
patients who completed the study
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were not significantly different from
the 21 who were withdrawn or from
the group of 95 as a whole.

Treatment

We compared two ten-week acute
treatment programs for major de-
pression: clomipramine combined
with psychodynamic psychotherapy
and clomipramine alone. Both treat-
ments involved the same clomipra-
mine protocol and intensive nursing
in a specialized milieu. In addition,
the amount of structured psychody-
namic psychotherapy provided dur-
ing combined treatment was compa-
rable to the amount of supportive

|
We
compared
two ten-week
acute treatment programs
for major depression:
clomipramine combined
with psychodynamic
psychotherapy and
clomipramine

alone.

care provided during treatment with
clomipramine alone. Supportive care
involved individual sessions aimed at
providing empathic listening, guid-
ance, support, and facilitation of an
alliance by one carefully designated
caregiver.

To ensure reliable standards of
treatment, distinct nursing teams
were trained for six months in the use
of specific manuals. The attendant
psychiatrist and the chief nurse
agreed on the following guidelines for
referring a study patient to inpatient
care: a change to a manic episode,
suicidal threats or severe lack of con-
trol and disruption to the alliance or

to interpersonal bonds, severe inhibi-
tion preventing attendance at the
center, a serious threat to caregivers
and significant others, and a confused
state. A careful review indicated that
all guidelines were followed.

Psychodynamic psychotherapy.
Preliminary reports on patients treat-
ed with psychodynamic psychothera-
py have focused on the relationships
between the alliance process and out-
come (14), indicating that both non-
specific and specific ingredients of
psychotherapy contribute to success-
ful crisis intervention among patients
with depression (15). It has been ob-
served that a “treatment barrier” as-
sociated with personality psycho-
pathology produces traumatic experi-
ences and acute interpersonal con-
flicts in patient-caregiver relation-
ships (16). The inactivation of such a
barrier predicts alliance, treatment
response, and outcome (14).

Thus for this study we made sever-
al assumptions. First, we assumed
that alliance is an intersubjective
process that depends on personality
traits and management of resistance,
impasse, and rupture (17). Second,
we assumed that these obstacles to
the alliance are activated by acute
narcissistic discomfort that stems
from various combinations of current
traumatic experiences and enduring
conflicts between the idealized ex-
pectations of the infant and the realis-
tic needs of the adult. Third, we as-
sumed that the treatment barrier pre-
vents an adequate response to antide-
pressant treatment by standing in the
way of a positive self-image and rein-
vestment in rewarding interpersonal
relationships (14). Finally, we as-
sumed that, when framed as a mourn-
ing process, psychodynamic psy-
chotherapy and its supervision may
break the vicious cycle between nar-
cissistic discomfort and the reinforce-
ment of pathological personality
traits, thus inactivating the treatment
barrier and its negative effect on the
remission process.

Designated effective ingredients of
psychodynamic therapy are a struc-
ture for the therapeutic relationship,
empathy and emotional expression,
insight, awareness, and facilitation
and reinforcement of new interper-
sonal bonds. The corresponding ap-
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propriate interventions for obtaining
these ingredients are emphasis of the
value of therapeutic relationships and
their evolution; facilitation of affect
catharsis through empathic listening
to the unique personal experience of
the patient and active designation (ex-
pression in verbal terms) of the over-
whelming feelings underlying his or
her distress; recollection of present
and past life crises that offer insight
into enduring patterns of maladaptive
interpersonal relationships and psy-
chological conflicts facilitating bond
disruption; focus on compulsive ide-
alization of the corresponding attach-
ment styles, beloved objects, and
grandiose self-images and on the ac-
tive ignorance of the unpleasantness
of such processes; and breaking away
from excessive concern about separa-
tion, deception, and loss to reinforce
better self-caring, help seeking, and
new investments. The corresponding
treatment stages are nonspecific al-
liance process and psychoeducation,
working alliance, insight, focusing,
awareness, mourning, and reality
reinvestment.

Four nurses were selected on the
basis of their proven clinical experi-
ence (more than five years) with pa-
tients with depression, their crisis in-
tervention practice under psychody-
namic supervision (more than two
years), and their demonstrated psy-
chotherapeutic skills with patients
with depression.

The nurses who worked with the
patients who received combined
treatment had weekly supervisory ses-
sions with a psychoanalyst. These ses-
sions covered setting limits and main-
taining an alliance, developing empa-
thy, developing insight and awareness,
clarifying patients’ internal conflicts,
and facilitating the separation process
at the termination of treatment. Ac-
cording to psychoanalytic works that
stress that unconscious conflicts are
barely understandable in a psychiatric
situation, the primary aim was to work
out the “treatment barrier-like” reac-
tions that undermined active coopera-
tion and rational management of psy-
chiatric treatment (18). Nevertheless,
the corresponding transference-coun-
tertransference relationships were in-
vestigated when they posed a major
threat to continuation of treatment.

Clomipramine protocol. Clomip-
ramine was administered at a dosage
of 25 mg on the first day, gradually in-
creasing to 125 mg on the fifth day.
Electrocardiograms were performed
before the start of the protocol and
were repeated during weeks 1 and 2.
Drug monitoring was conducted dur-
ing weeks 2, 4, 6, and 8 and at dis-
charge. Clinicians were allowed to ad-
just the dosage of clomipramine on
the basis of the patient’s clinical status
and achievement of an optimal plasma
concentration of clomipramine plus
desmethylclomipramine (between 200
and 300 ng/L). Previous studies have
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demonstrated a strong treatment re-
sponse with this dosing strategy (19).
Alternative treatment consisting of 20
to 40 mg of citalopram a day was per-
mitted for patients who refused the
clomipramine treatment or experi-
enced severe side effects.

Instruments and assessment

At intake and at ten weeks, three psy-
chologists assessed the severity of de-
pression with the SCID, the HDRS,
and a Health-Sickness Rating Scale
(HSRS) (15). In addition, three expe-
rienced psychiatrists administered
the Global Assessment Scale (GAS) at
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intake and at discharge. The number
of days of hospitalization and sick
leave were recorded by independent
psychologists. The intraclass correla-
tion coefficients were .79 for the
HDRS, .76 for the GAS, and .93 for
assessment of major depressive epi-
sode. The HSRS scores were rated by
consensus.

All raters were independent. The
nurse therapists and the members of
the clinical staff did not participate in
the outcome assessments. The psy-
chologists who made the assessments
of hospitalizations, number of days of
hospitalization, number of days of
sick leave, and GAS scores were
blinded to each patient’s treatment
assignment. Blinding is difficult to
maintain in the case of patients re-
ceiving intensive care in a general
psychiatry service, so the individuals
who rated the presence and severity
of major depression and HSRS score
at ten weeks were not blinded to
treatment assignment.

Adherence to therapy was moni-
tored by two psychologists through
weekly one-hour sessions during
which several treatment fidelity in-
dexes were rated by consensus, in-
cluding the adequacy of the treat-
ment format, the treatment tech-
nique, and the process levels at-
tained—nonspecific alliance, working
alliance, insight, focusing, awareness,
mourning, and reality reinvestment
(20). In this article, only adequacy of
treatment is reported.

Clomipramine dosage schedules
and plasma clomipramine concentra-
tions were recorded on a compliance
form. Unit costs were computed for
each item of the treatment program.
Expected expenditures (in U.S. dol-
lars) for ten weeks of treatment were
$2,012 for combined treatment and
$1,270 for clomipramine alone, for an
average daily cost of $29 and $18, re-
spectively. We assumed that expenses
for clinical supervision, clomipramine
administration, laboratory services,
equipment, and assets would be the
same for both treatment groups. The
indirect costs of loss of work days
were computed on the basis of an av-
erage unit cost of $156 a day, which
was developed by the economics and
public health section of the Geneva
Bureau of Statistics.
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Table 1

Characteristics at intake of 74 patients with major depression who were assigned
to treatment with a combination of psychodynamic psychotherapy and
clomipramine or with clomipramine alone?

Combination Clomipramine
treatment (N=35) alone (N=39)
Variable N or mean % N or mean %
Age (meanzSD years) 36+9.5 36.7+10.4
Hamilton Depression Rating
scale (mean+SD score) 24.3+3.2 24+2.9
Global Assessment Scale
(meanzSD score) 43.3+3.7 43.1+4.1
Sex, female 23 66 22 56
Stable employment 25 71 32 82
Past major depressive syndrome 18 51 21 54
Recurrence of illness 7 20 11 28
Personality disorder 16 46 18 46

2 None of the differences between groups were significant.

Data analysis

Point comparisons of the treatment
groups were performed according to
the metric characteristics of an a pri-
ori hierarchy of seven major outcome
variables: hospitalization, number of
days of hospitalization, whether the
patient was in full remission (score of
seven or less on the HDRYS), treat-
ment failure (persistence of a major
depressive episode), severity of de-
pression (based on HDRS scores),
GAS score, and score on the “adjust-
ment to work” subscale of the modi-
fied HSRS. Possible scores on this
subscale range from 1 to 5, with low -
er scores indicating better adjust-
ment. Changes over time were exam-
ined with repeated-measures analy-

ses of variance, with type of treatment
as a grouping factor. Analyses of co-
variance and two-way analyses of vari-
ance were used to control for age,
gender, past major depressive syn-
drome, and global functioning at in-
take on the observed relationships be-
tween treatment choice and the main
outcome variables. To control for in-
tent to treat, the analyses were re-
peated with all 95 patients who had
been randomly assigned to treatment.

Results

Patient characteristics

The basic demographic and clinical
characteristics at intake for the 74 pa-
tients who were included in the analy-
ses are summarized in Table 1. The

Table 2

Outcome measures at discharge among 74 patients with major depression who
were assigned to treatment with a combination of psychodynamic psychotherapy
and clomipramine or with clomipramine alone?

Variable

Combination Clomipramine
treatment (N=35) alone (N=39)

Normean % Normean %

Global Assessment Scale (mean+SD score)®
Days of hospitalization (mean+SD)¢
Hospitalizations®

62.846.8 58.3+7.2
1.142.2 3.245.9
2 6 9 23

2 The total mean+SD number of days spent in acute outpatient treatment was 84.4+20, and the
mean number of inpatient and outpatient days combined was 86.6+20.

b Significant time-by-treatment interaction (F=8.158, df=1, 72, p=.006)

¢ Separate variances independent t test, t=2.115, df=49.1, p=.04

d Fisher’s exact test, p=.05
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patients in both treatment groups
were predominantly young women
with moderate to severe depression
and poor global functioning. There
were no significant differences in
characteristics between the two
groups at intake.

Treatment characteristics

The meanxSD duration of treatment
tended to be shorter for the patients
who received combined treatment
(82.3+20 days, median=77, range, 49
to 138) than for those who received
clomipramine alone (90.5+£19.3 days,
median=85, range, 61 to 160). No sig-
nificant differences between groups
were found in the number of days of
clomipramine treatment at ten weeks
(57.6+14.8 days in the combined treat-
ment group and 56+15.1 days in the
clomipramine group), the number of
days of clomipramine treatment at
discharge (67.8+23.8 and 72.4+24.3,
respectively), or the number of switch-
es to citalopram (five and six, respec-
tively). Both treatment groups had
low dropout rates (two patients, or 6
percent, in the combined treatment
group and one patient, or 3 percent,
in the clomipramine group), fair com-
pliance (plasma drug concentrations
of 225.4+104.3 and 225.7+135.6
ng/L, respectively), and an adequate
treatment format (33 patients, or 94
percent, and 38 patients, or 97 per-
cent, respectively).

Outcome
Outcome at ten weeks. The repeat-
ed-measures analysis of variance
showed a marked negative effect of
time on mean+SD HDRS scores at
ten weeks (8.927 in the combined
treatment group and 9.7+£7.3 in the
clomipramine group; F=286.4, df=1,
72, p<.001). No treatment effect was
noted. However, the patients who re-
ceived combined treatment were less
likely to experience treatment failure
(major depressive episode present at
ten weeks): three patients (9 percent)
compared with 11 patients (28 per-
cent) (Fisher’s exact test, p=.04) and
had better scores on the adjustment
to work subscale (1.7+.8 compared
with 2.1+.8; Mann-Whitney U=864,
df=1, p=.04).

Outcome at discharge. Table 2
lists mean GAS scores, mean number
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of hospitalizations and days, and
number of hospitalizations for the
two groups. Repeated-measures
analysis of variance showed a signifi-
cant treatment-by-time interaction
for GAS scores. Post hoc tests showed
a significant group effect at discharge
(F=7.87, df=1, 72, p=.006) but not at
intake. In addition, assignment to
combined treatment was associated
with a lower rate of hospitalization
and fewer days of hospitalization. The
patients in this group lost fewer work
days during treatment (46.1+37.1
days compared with 57.9+£38.6 days);
the difference was significant when
we controlled for whether the patient
was employed at intake (34.5£23 days
compared with 56.2+34.6 days; t=
2.44, df=38.0, p=.02).

This finding was unchanged when
we repeated the analyses and con-
trolled for age, gender, initial severity
of depression, GAS score at intake,
compliance, and intent to treat.
Among patients who had optimal
plasma clomipramine concentrations
(250 to 400 ng/L), the benefits of
combined treatment were superior to
those of antidepressant medication
alone.

Costs

The costs associated with treating the
two groups of patients are listed in
Table 3. Combined treatment was as-
sociated with a mean savings of $465
per patient. In addition, the sick leave
costs were lower for the patients who
received combined treatment than
for those who received clomipramine
alone, with a mean savings of $1,846
per patient. Assignment to combined
treatment was associated with an
overall savings—including direct and
indirect costs—of $2,311 for the ten-
week period. Among patients who
had stable employment when they
entered the study, the savings were
markedly higher at $3,394 in indirect
costs.

Discussion

The results of this study indicate that
supplemental psychotherapy im-
proves the cost-effectiveness of acute
outpatient treatment for patients with
major depression who are receiving
effective medication. Combined
treatment demonstrated significant

Table 3

Mean per-patient costs associated with the treatment of patients with major de-
pression who were assigned to treatment with a combination of psychodynamic
psychotherapy and clomipramine or with clomipramine alone, in U.S. dollars

Combination Clomipramine
treatment (N=35) alone (N=39)
Cost component Mean SD Mean SD
Direct costs
Nurse visits 420 118 900 253
Psychotherapy sessions 570 160
Psychoeducation 114 0
Psychiatric examination
Resident 150 42 150 42
Attendant psychiatrist 40 0 40 0
Clinical supervision 400 112 200 56
Psychotherapy supervision 339 95
Days of hospitalization 620 1,234 1,837 3,360
Additional outpatient treatment 323 91 314 88
Total direct costs 2,976 835 3,441 966
Indirect costs
Days of sick leave 7,211 5,804 9,057 6,038
Total costs 10,187 2,859 12,498 3,057

@ Expenditures associated with clomipramine administration, laboratory services, equipment, and
assets are not included. Costs were converted from Swiss currency at the rate of 1.40 Swiss francs

per U.S. dollar.

advantages in terms of both function-
al outcome and service use. These
findings may depend on characteris-
tics of the treatment groups. For ex-
ample, community-service patients
who have more interpersonal conflicts
and personality psychopathology (3,9)
may have a higher rate of treatment
failure when pharmacotherapy is used
alone. Because persistent work im-
pairment is not unusual after signifi-
cant improvement of depressive symp-
toms (21), these data suggest that psy-
chotherapy enhances the response to
antidepressant medications in an out-
come dimension that is of major con-
cern in mental health (22).

This study had both strengths and
limitations. Its strengths included its
hypothesis-testing design, the fact
that there was an effective control
condition, and the use of well-bal-
anced treatment groups, careful drug
monitoring, and quality control of
treatment provision. However, sever-
al assessment issues deserve more
discussion. A caveat should be made
concerning the higher rate of treat-
ment failure among patients who did
not receive psychodynamic psycho-
therapy, because the assessment of
major depression at ten weeks was
conducted without blinding the raters
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to patients’ treatment assignment.
However, patients who were in full
remission at ten weeks had lower
GAS scores, a lower rate of hospital-
ization, and fewer work days lost at
discharge; all of these variables were
assessed by raters blinded to treat-
ment assignment.

Another limitation is related to the
quality of the treatment provided.
Because the therapists were not certi-
fied psychotherapists and transfer-
ence interpretation was not a central
concern, “psychodynamic psycho-
therapy” may not be an appropriate
term for the intervention used in this
study. Nevertheless, the primary aim
went far beyond treatment optimiza-
tion and psychoeducation (23). Ac-
cording to Luborsky’s model (24), the
therapeutic relationship focused on a
specific conflictual theme—treat-
ment barrier—Dbut the critical accom-
plishment was narcissistic impasse
working out through the mourning
process rather than neurotic conflict
working through. Given the consider-
able emphasis in psychodynamic psy-
chotherapy on processing abnormal
personality traits, exploratory psy-
chotherapies (25,26) provide a closer
model of the technique used in this
study.
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Together with the results of other
studies (27), the data from our study
contrast with previous reports that
psychodynamic psychotherapy has lit-
tle efficacy among psychiatric pa-
tients (28). One possible explanation
for these differences is that ours was a
simple intervention provided by pro-
fessional, well-trained caregivers and
not an independent treatment admin-
istered by external psychotherapists.
In addition, the psychodynamic psy-
chotherapy we used had both psycho-
dynamic and nonpsychodynamic com-
ponents. Further analyses of the data
would clarify which of these factors
better explains the results.

Conclusions

This study showed that antidepressant
medication combined with psychody-
namic psychotherapy is superior to an-
tidepressant medication alone in the
treatment of outpatients with major
depression, which suggests that psy-
chodynamic psychotherapy may be a
factor in the cost-effectiveness of acute
treatment of major depression. ¢
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