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Background: The Canadian Psychiatric Association and the Canadian Network for Mood and Anxiety Treatments partnered to
produce clinical guidelines for psychiatrists for the treatment of depressive disorders.

Methods: A standard guidelines development process was followed. Relevant literature was identified using a computerized
Medline search supplemented by review of bibliographies. Operational criteria were used to rate the quality of scientific evi-
dence, and the line of treatment recommendations included consensus clinical opinion. This section, “Combining Psychotherapy
and Pharmacotherapy,” was 1 of 7 articles drafted and reviewed by clinicians. Revised drafts underwent national and interna-
tional expert peer review.

Results: Recommendations are given for the use of combined psychotherapy and pharmacotherapy for the treatment of depres-
sive disorders. Three methods of combined treatment are identified: concurrent treatment (psychotherapy plus pharmacother-
apy) for the acute-treatment phase, sequential treatment (adding the other treatment for nonresponders or partial responders to
monotherapy in the acute-treatment phase), and crossover treatment (switching to psychotherapy for the maintenance-treatment
phase after response to pharmacotherapy in the acute phase).

Conclusions: Combined treatment with psychotherapy and pharmacotherapy is widely used in clinical practice. The recommen-
dations for use of combined treatment are, however, based on only a limited evidence base.

INTRODUCTION treatment) may not, however, be justified if results are not
clearly superior to those obtained with monotherapies (6).

ecific psychotherapies and pharmacotherapy are effec- Unfortunately, there are still very few studies evaluating

ive treatments for depressive disorders (see Sections 111 combined treatment. This section reviews the limited evi-

dence for combining psychotherapy with pharmacotherapy
and gives clinical recommendations for the use of combined
treatment.

and V). Thereislittleevidence, however, to guide adecision
between monotherapy with either treatment. Hence, the
choice of treatment rests on clinical assessment. Factors to
consider in this choiceinclude severity and chronicity of the
depressive episode, responses to past treatments, potential 1. What arethe practical issuesin providing combined
sideeffectsor relative contraindicationsto pharmacotherapy, treatment?

availability of psychotherapy, and patient preference. Thereare 2 main objectivesin considering combination treat-

In addition to monotherapy, there is a so the option to com- ments: increasing response or remission rates (enhanced effi-
bine pharmacotherapy and psychotherapy. For many years, cacy) during acute interventions, and reducing the rate of
combined treatment was a time-honoured principle in the relapse or recurrence (relapse prevention) during mainte-
clinical practice of psychiatry (1). The potential benefits of nancetreatments. Three methodsof combined treatment have
combining psychotherapy and pharmacotherapy include im- been systematically eval uated inasmall number of controlled
proved treatment response, enhanced quality of life, reduced trials (see Table 5.1). While most of the earlier studies failed
relapse/recurrence rates, and facilitation of lower medication to demonstrate the “ added value” of combination therapy for
dosages, along with enhanced compliance (2-5). The addi- major depressive disorder (MDD), several subsequent, larger
tional costs of combined treatment (not only economic costs, trialsfound that combined therapy conferred asignificant ad-

but also costs associated with side effects and time for vantagefor chronic depression (2) and dysthymia (7). Differ-
ent levels of chronicity and severity may partly explain the
different conclusions across studies.
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Table5.1 Methods of combined treatment

Combination design Description

Concurrent Both treatments are initiated at the same time
Sequential A second treatment is added to the original treatment
Crossover One treatment is discontinued and a second is initiated

compatible and complementary. This may take the form of
explaining that there are multiple pathways by which people
develop depression, and, as such, there are severa effective
waysof treating theillness. When morethan asingletherapist
isinvolved, communication between therapistsis a cardinal
rule (8).

2. How effective is combined concurrent treatment?

Most of the combinegd-treatment studies have involved con-
current treatment (2,3,9-19). The effectiveness of combined
concurrent treatment waseval uated in amegaanal ysi sinvol v-
ing approximately 600 patientswith unipolar depressionwho
had received either 16 weeks of cognitive-behavioural ther-
apy (CBT) alone, or interpersonal therapy (1PT) alone, or IPT
plus antidepressants (19). Megaanalysis differs from
metaanalysisinthat it allowsthe data of each individual to be
retained and permits testing for interactions between treat-
ment types and patient characteristics. There were no signifi-
cant differences among treatments in less severely ill
patients. Remission rates (defined as a Hamilton Depression
Rating Scale [HDRS] score of 7 or less for at least 4 weeks
that was maintained until week 16) were 37% for IPT alone
and 48% for combined treatment. For more severely ill pa-
tients, combinationtreatment involving | PT wassignificantly
better than IPT aone (49% compared with 25%).

Unfortunately, the combination of CBT plus pharmacother-
apy was not evaluated in the megaanalysis. However, 2 of 3
randomized controlled trials (RCTs) comparing CBT, phar-
macotherapy, and the combination, did not find any differ-
ences among treatments in the acute treatment of MDD
(11,14), whilethethird found that combination treatment was
superior only to pharmacotherapy alone (9). Two of these
studies reported relapse/recurrence rates in follow-up. CBT
had lower relapse/recurrence ratesthan did pharmacotherapy
alone; however, the combination treatment did as well as
CBT aone (10,18).

Therole of IPT and pharmacotherapy in maintenance treat-
ment was also addressed in a 3-year RCT (12). Five treat-
ments were compared: imipramine alone, placebo aone,
maintenance IPT aone, maintenance IPT and placebo, and
imipramine and maintenance |PT. Imipramine had a highly
significant prophylactic effect, while the maintenance IPT
had a modest effect; the combination did not produce signifi-
cant advantage over medication alone (12).

A similar design was used to eval uate combined treatment for
maintenance treatment of elderswith depression (3). Patients
were treated to remission with a combination of IPT and
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nortriptyline and then randomized to 1 of 4 maintenance-
treatment conditions: nortriptyline alone, placebo alone, pla-
cebo and monthly maintenance IPT, or nortriptyline and
monthly maintenance |PT. Recurrence rates over 3 years
were 20% for the combined nortriptyline plus | PT, compared
with 43% for nortriptyline alone, 64% for IPT plus placebo,
and 90% for placebo alone. Combined nortriptyline plus | PT
was significantly superior to placebo plus | PT, but there was
only a trend to superiority over nortriptyline monotherapy
(P =0.06).

Inavery large RCT (n = 681), cognitive-behavioural analysis
system of psychotherapy (CBA SP) in combination with nefa-
zodonewassignificantly more effective than either treatment
alone in the acute treatment of chronic depression (2) (see
also Section 111). Theresponseratesfor CBA SP, nefazodone,
and the combination were 48%, 48%, and 73%, respectively,
whileremission rateswere 33%, 29%, and 48%, respectively.

While patients or therapists in these RCTs were not masked,
the use of blinded ratersin most of these studies reduced the
likelihood that the treatment effects for psychotherapy were
inflated. Additionally, thefact that many of these studiesalso
included placebo and clinical management (CM) conditions
meant that there was alevel of control for the effects of non-
specific factors, such as attention and structure, associated
with receiving treatment.

Recommendations for Concurrent Combined Treatment
(see Table 5.2)

Acute-phase treatment. Concurrent combined treatment is not
recommended because there is no evidence for greater efficacy than that
achieved with psychotherapy or pharmacotherapy alone (Level 2
evidence), except in the following circumstances:

First-line treatment | - Chronic depression: cognitive-behavioural
analysis system of psychotherapy (CBASP)
plus nefazodone is more effective than either

treatment alone (Level 2 evidence).

- Severe depression: interpersonal therapy
(IPT) plus pharmacotherapy may be more ef-
fective than either treatment alone
(Level 1 evidence).

Maintenance-phase treatment. Concurrent combined treatment is not
recommended because there is no evidence for greater efficacy than
that achieved with psychotherapy or pharmacotherapy alone (Level 2
evidence), except in the following circumstances:

First-linetreatment | - Elderly patients: IPT plus nortriptyline may
reduce relapse rates, compared with either
treatment alone, in patients treated with the
combination in the acute phase

(Level 2 evidence).

3. How effective isthe sequential addition of
psychother apy and phar macother apy?

From the perspective of managing nonresponse to psycho-
therapy alone, adding an antidepressant would be warranted
when apatient shows a poor responseto psychotherapy alone
after 8 weeks, or only a partial response after 12 weeks. In
both instances, a decision whether to continue with
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psychotherapy or discontinuein favour of CM should also be
considered (8).

One study addressed the question of adding medications to
psychotherapy (1PT) nonresponders, compared with starting
with both treatments combined. Two cohorts of women with
recurrent MDD were treated with combination IPT and imi-
pramine at the outset of treatment or with IPT alone, with se-
quential addition of imipramine for IPT nonresponders (13).
Results showed that a significantly greater percentage of
women treated sequentially achieved remission (79%), com-
pared with women treated with concurrent combination ther-
apy (66%). Thestrategy of first providing | PT to women with
recurrent depression and then adding antidepressant medica-
tionif remissionisnot achieved may be especially relevant to
women who are considering pregnancy and/or breast-
feeding.

Conversely, the benefit of adding psychotherapy (CBT) to
antidepressant medi cations was a so demonstrated in a study
of partialy remitted patients (17). Patients continued to re-
ceive pharmacotherapy (primarily tricyclic antidepresants
[TCAS] or selective serotonin reuptake inhibitors [SSRI 9] ) at
the same dose and were randomized to receive CM or CBT.
CBT sdignificantly reduced relapse rates during a 1-year
follow-up: 29% for CBT, compared with 47% with CM. This
is one of the first randomized trials to show that the preven-
tion of relapseby CBT hasan additive effect with medication.
Further, CBT was started after partial remission, avoiding the
potential difficulties of adifferential group composition asa
function of treatments offered.

Recommendationsfor Sequential Combined Treatments
(see Table 5.2)

Thereislimited evidence to support a sequential combined strategy;
that is, adding psychotherapy or pharmacotherapy to patients who show
nonresponse or partial response to monotherapy.

Second-line treatment | - Adding cognitive-behavioural therapy
(CBT) for patients with residual depressive
symptoms after acute treatment with phar-
macotherapy improves remission rates and
reduces relapse/recurrence rates (Level 2

evidence).

- Adding pharmacotherapy for women with
partial or no response after acute treatment
with interpersonal therapy (IPT) may im-
prove remission rates (Level 3 evidence).

4. How effectiveisthe crossover from pharmacotherapy
in the acute phaseto psychotherapy in the maintenance
phase for the prevention of depressive
relapse/recurrence?

It is now generally accepted that the long-term outcome for
many patients with depression is disappointing. Substantial
rates of relapse and recurrence have been reported in

V. Combining Psychotherapy and Pharmacotherapy 61S

numerousfollow-up studies. Some patients, eventhough they
responded to medicationsin the acute phase of treatment, ex-
press a preference for nonpharmacologic treatments for
maintenance treatment.

In an effort to address this problem, newer treatment strate-
gies have been developed to capitalize on the efficacy of
well-administered, specific treatmentsfor different phases of
depression. When combined, these multiple interventions
may provide more long-term benefit to patients than do each
of thetreatmentsdelivered onitsown. Thestudiesin thissec-
tion are more concerned with increasing survival timeto re-
lapse/recurrence and are less focused on the nature of the
acute-phase response. Infact, afull acute-phaseresponseand
remissionisoftenrequiredfor patientsto bedligiblefor cross-
over to the second treatment.

One such study assessed the efficacy of crossing over from
acute treatment with various antidepressant medications to
CBT for maintenancetreatment (20). Subjectswere stratified
into 3well-matched conditions: 1) treatment with antidepres-
sant medication during acute treatment and follow-up; 2) an-
tidepressant medication during the acute phase with CBT
during follow-up; and (3) CBT during both acute phase and
follow-up. Analysis of the 16-week acute phase revealed no
significant differences acrossthe 3 conditions, with all show-
ing significant improvement. Over the 2-year follow-up pe-
riod, there were no significant differences in relapse rates
among the treatments.

The effect of modified cognitive-behavioural treatment (m-
CBT) onresidua symptoms, following successful pharmaco-
therapy, was also addressed in 2 small randomized studies
(21,22). Them-CBT consisted of cognitive therapy (CT), life-
style modifications, and well-being therapy. Forty patients
with primary MDD were treated to remission with mainly
TCA medications. Medications were tapered and eventually
discontinued. Patients were assigned to either m-CBT or CM.
There are 3 reports of patient outcomes assessed by longitudi-
nal follow-up. At 2-year follow-up, there was no significant
differenceinrelapseratesbetweenm-CBT and CM (21), but at
4-year follow-up them-CBT condition had significantly fewer
relapses (35% relapse rate, compared with 70% for CM) (23).
By the 6-year follow-up, therewere again no significant differ-
ences between the 2 treatments. When multiple depressive re-
lapses were considered, however, the CM group had
significantly more depressive episodes than did the m-CBT
group (24). Inasimilar study of recurrent MDD, m-CBT dem-
onstrated a significant advantage as a maintenance therapy
during 2 yearsof follow-up, with a25% rel apserate, compared
with 80% in the CM group (22). Because these studies did not
include a maintenance medication condition, however, it re-
mainsunclear whether them-CBT conferred additional benefit
over standard maintenance pharmacotherapy.

An RCT examined the addition of mindfulness-based cogni-
tive therapy (MBCT), compared with treatment as usual
(TAU), inthe prevention of relapsein patientswith recurrent
MDD currently in remission or recovery (25). Patients were
requiredto havehad at | east 2 episodesinthelast S years, with
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at least 1 of these within the last 2 years. MBCT is designed
specificaly for patients with former depression and is aimed
at improving attentional competence so that earlier detection
of, andintervention for, mood-linked negative thinking styles
is enhanced. Patientsin clinical remission from a depressive
episode were randomized to receive TAU, or TAU plus
MBCT, and followed for 1 year. Results indicated that, for
patients who had experienced 3 or more previous depressive
episodes, the rate of relapse for TAU was 66%, compared
with 37% for TAU plus MBCT. This represented a medium
effect size in favour of MBCT.

Recommendationsfor Crossover Psychotherapy for
Maintenance Treatment

(see Table 5.2)

Crossover psychotherapy for maintenance treatment following
pharmacotherapy for acute treatment is not routinely recommended due
to the absence of studies comparing crossover psychotherapy with
pharmacotherapy in the maintenance phase of treatment.

Second-line treatment Recurrent depression: cognitive-
behavioural therapy (CBT), or modifica-
tions of CBT (for example, modified
cognitive-behavioura therapy [m-CBT]
or mindfulness-based cognitive therapy
[MBCT]) for maintenance treatment re-
duces recurrence rates in patients who are
not receiving maintenance pharmacother-
apy (Level 2 evidence).

ACKNOWLEDGMENTS

The authors thank the following for their contributions: Dr Ray-
mond W Lam, Dr Gilbert D Pinard and Dr Ari E Zaretsky contrib-
uted to early drafts of this paper; Dr Jan Scott and Dr Michael Thase
provided external peer review prior to publication.

REFERENCES

1. Gabbard GO. Psychodynamic Psychiatry in clinical practice. 3rd ed. Washington
(DC): American Psychiatric Press; 2000.

2. Keller MB, McCullough JP, Klein DN, Arnow B, Dunner DL, Gelenberg AJ, and

others. A comparison of nefazodone, the cognitive behaviora-analysis system of

psychotherapy, and their combination for the treatment of chronic depression. N

Engl JMed 2000;342:1462-70.

Reynolds CF 111, Frank E, Perel M, Imber SD, Cornes C, Miller MD, and others.

Nortriptyline and interpersonal psychotherapy as maintenance therapiesfor recur-

rent major depression: arandomized controlled trial in patients older than 59 years.

JAMA 1999;281:39-45.

. Klerman GL, Weissmann MM. Interpersonal psychotherapy (IPT) and drugsin the

treatment of depression. Pharmacopsychiatry 1987;20:3-7.

5. Persons JB, Thase ME, Crits-Christoph P. The role of psychotherapy in the treat-
ment of depression: review of two practice guidelines. Arch Gen Psychiatry
1996;53:283-90.

6. Thase ME. When are psychotherapy and pharmacotherapy combinations the treat-
ment of choice for major depressive disorder? Psychiatr Q 1999;70:333-46.

7. Browne G, Steiner M, Roberts J, Gafni A, Byrne C, Bell B, and others. Sertraline
and interpersonal psychotherapy, alone and combined, in the treatment of patients
with dysthymic disorder in primary care: a2 year comparison of effectiveness and
cost. J Affect Disord; forthcoming.

8.Magder DM, Segal ZV, Gilbert B, Kennedy SH. Guidelinesfor combining pharma-
cotherapy with psychotherapy. In: Cameron P, Deadman J, Ennis J, editors. Stan-
dards and guidelines for the psychotherapies. Toronto: University of Toronto
Press; 1998. p 292-319.

9. Blackburn IM, Bishop S, Glen Al, Whalley LJ, Christie JE. The efficacy of cogni-
tive therapy in depression: atreatment trial using cognitive therapy and pharmaco-
therapy, each alone and in combination. Br J Psychiatry 1981;139:181-9.

w

N

The Canadian Journal of Psychiatry

Vol 46, Suppl 1

Tableb5.2 Criteriafor levels of evidence and
lines of treatment recommendations

Level of evidence  Criteria

1 Metaanalysis or replicated randomized controlled
trial (RCT) that includes a placebo condition

2 At least 1 RCT with placebo or active
comparison condition

3 Uncontrolled trial with 10 or more subjects

4 Anecdotal case reports

Lineof Treatment Criteria

First-line Level 1 or Level 2 evidence plus clinical support
Second-line Level 3 evidence or higher® plus clinical support
Third-line Level 4 evidence or higher® plus clinical support

Not recommended  Level 1 or Level 2 evidence for lack of efficacy

*Treatments with higher levels of evidence may be listed as lower lines of treatment
dueto clinical issues such as side effect or safety profile.

10. Blackburn IM, Eunson KM, Bishop S. A two-year naturalistic follow-up of de-
pressed patients treated with cognitive therapy, pharmacotherapy and a combina-
tion of both. J Affect Disord 1986;10:67—75.

11. Evans MD, Hollon SD, DeRubeis RJ, Piasecki M, Grove WM, Garvey MJ, and
others. Differential relapse following cognitive therapy and pharmacotherapy for
depression. Arch Gen Psychiatry 1992;49:802-8.

12. Frank E, Kupfer DJ, Perel M, Cornes C, Jarrett DB, Mallinger AG, and others.
Three-year outcomes for maintenance therapiesin recurrent depression. Arch Gen
Psychiatry 1990;47:1093-9.

13. Frank E, Grochocinski VVJ, Spanier CA, Buysse DJ, Cherry CR, Houck PR, and oth-
ers. Interpersonal psychotherapy and antidepressant medication: eval uation of ase-
quential treatment strategy in women with recurrent major depression. J Clin
Psychiatry 2000;61:51—7.

14. Hollon SD, DeRubeis RJ, Evans MD, Wiemer MJ, Garvey MJ, Grove WM, and
others. Cognitive therapy and pharmacotherapy for depression. Singly andin com-
bination. Arch Gen Psychiatry 1992;49:774-81.

15. Miller MD, Wolfson L, Frank E, Cornes C, Silberman R, EhrenpreisL, and others.
Usinginterpersonal psychotherapy (1PT) in acombined psychotherapy/medication
research protocol with depressed elders. A descriptive report with case vignettes. J
Psychother Pract Res 1997;7:47-55.

16. Murphy GE, SimonsAD, Wetzel RD, Lustman PJ. Cognitive therapy and pharma-
cotherapy. Singly and together in thetreatment of depression. Arch Gen Psychiatry
1984;41:33-41.

17. Paykel ES, Scott J, Teasdale JD, Johnson AL, Garland A, MooreR, and others. Pre-
vention of relapse in residual depression by cognitive therapy: A controlled trial.
Arch Gen Psychiatry 1999;56:829-35.

18. SimonsAD, Murphy GE, LevineJL, Wetzel RD. Cognitivetherapy and pharmaco-
therapy for depression. Sustained improvement over one year. Arch Gen Psychia-
try 1986;43:43-8.

19. Thase ME, Greenhouse JB, Frank E, Reynolds CF, 111, Pilkonis PA, Hurley K, and
others. Treatment of major depression with psychotherapy or psychotherapy—phar-
macotherapy combinations. Arch Gen Psychiatry 1997;54:1009-15.

20. Blackburn IM, Moore RG. Controlled acute and follow-up trial of cognitive ther-
apy and pharmacotherapy in out-patientswith recurrent depression. Br JPsychiatry
1997;171:328-34.

21. FavaGA, Grandi S, Zielezny M, Canestrari R, Morphy MA. Cognitive behavioral
treatment of residual symptomsin primary major depressive disorder. Am J Psy-
chiatry 1994;151:1295-9.

22. FavaGA, Rafanelli C, Grandi S, Conti S, Belluardo P. Prevention of recurrent de-
pression with cognitive behavioral therapy: preliminary findings. Arch Gen Psy-
chiatry 1998;55:816-20.

23.FavaGA, Grandi S, Zielezny M, Rafanelli C, Canestrari R. Four-year outcomefor
cognitive behavioral treatment of residual symptoms in major depression. Am J
Psychiatry 1996;153:945-7.

24. FavaGA, Rafanelli C, Grandi S, Canestrari R, Morphy MA. Six-year outcome for
cognitive behavioral treatment of residual symptoms in major depression. Am J
Psychiatry 1998;155:1443-5.

25. Teasdale JD, Segal ZV, Williams M, Ridgeway VA, Soulsby JM, Lau MA. Pre-
vention of relapse/recurrencein major depression by mindful ness-based cognitive
therapy. J Consult Clin Psychol 2000;68:615-23.



