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Back ground: The Ca na dian Psy chi at ric As so cia tion and the Ca na dian Net work for Mood and Anxi ety Treat ments part nered to
pro duce clini cal guide lines for psy chia trists for the treat ment of de pres sive dis or ders. 

Meth ods: A stan dard guide lines de vel op ment pro cess was fol lowed. Rele vant lit era ture was iden ti fied us ing a com put er ized
Med line search sup ple mented by re view of bib li og ra phies. Op era tional cri te ria were used to rate the qual ity of sci en tific evi -
dence, and the line of treat ment rec om men da tions in cluded con sen sus clini cal opin ion. This sec tion, “Com bin ing Psy cho ther apy
and Phar ma co ther apy,” was 1 of 7 ar ti cles drafted and re viewed by cli ni cians. Re vised drafts un der went na tional and in ter na -
tional ex pert peer re view. 

Re sults: Rec om men da tions are given for the use of com bined psy cho ther apy and phar ma co ther apy for the treat ment of de pres -
sive dis or ders. Three meth ods of com bined treat ment are iden ti fied: con cur rent treat ment (psy cho ther apy plus phar ma co ther -
apy) for the acute- treatment phase, se quen tial treat ment (add ing the other treat ment for non re spond ers or par tial re spond ers to
mono ther apy in the acute- treatment phase), and cross over treat ment (switch ing to psy cho ther apy for the maintenance- treatment
phase af ter re sponse to phar ma co ther apy in the acute phase). 

Con clu sions: Com bined treat ment with psy cho ther apy and phar ma co ther apy is widely used in clini cal prac tice. The rec om men -
da tions for use of com bined treat ment are, how ever, based on only a lim ited evi dence base. 

IN TRO DUC TION

Spe cific psy cho thera pies and phar ma co ther apy are ef fec -
tive treat ments for de pres sive dis or ders (see Sec tions III

and IV). There is lit tle evi dence, how ever, to guide a de ci sion
be tween mono ther apy with ei ther treat ment. Hence, the
choice of treat ment rests on clini cal as sess ment. Fac tors to
con sider in this choice in clude se ver ity and chron ic ity of the
de pres sive epi sode, re sponses to past treat ments, po ten tial
side ef fects or rela tive con tra in di ca tions to phar ma co ther apy, 
avail abil ity of psy cho ther apy, and pa tient pref er ence. 

In ad di tion to mono ther apy, there is also the op tion to com -
bine phar ma co ther apy and psy cho ther apy. For many years,
com bined treat ment was a time- honoured prin ci ple in the
clini cal prac tice of psy chia try (1). The po ten tial bene fits of
com bin ing psy cho ther apy and phar ma co ther apy in clude im -
proved treat ment re sponse, en hanced qual ity of life, re duced
re lapse/re cur rence rates, and fa cili ta tion of lower medi ca tion
dos ages, along with en hanced com pli ance (2–5). The ad di -
tional costs of com bined treat ment (not only eco nomic costs,
but also costs as so ci ated with side ef fects and time for

treat ment) may not, how ever, be jus ti fied if re sults are not
clearly su pe rior to those ob tained with mono thera pies (6).
Un for tu nately, there are still very few stud ies evalu at ing
com bined treat ment. This sec tion re views the lim ited evi -
dence for com bin ing psy cho ther apy with phar ma co ther apy
and gives clini cal rec om men da tions for the use of com bined
treat ment. 

1. What are the practical issues in providing combined
treatment?

There are 2 main ob jec tives in con sid er ing com bi na tion treat -
ments: in creas ing re sponse or re mis sion rates (en hanced ef fi -
cacy) dur ing acute in ter ven tions, and re duc ing the rate of
re lapse or re cur rence (re lapse pre ven tion) dur ing main te -
nance treat ments. Three meth ods of com bined treat ment have 
been sys tem ati cally evalu ated in a small number of con trolled 
tri als (see Ta ble 5.1). While most of the ear lier stud ies failed
to dem on strate the “added value” of com bi na tion ther apy for
ma jor de pres sive dis or der (MDD), sev eral sub se quent, larger
tri als found that com bined ther apy con ferred a sig nifi cant ad -
van tage for chronic de pres sion (2) and dysthymia (7). Dif fer -
ent lev els of chron ic ity and se ver ity may partly ex plain the
dif fer ent con clu sions across stud ies. 

Com bined treat ment can be pro vided by a sin gle in di vid ual,
and in psy chi at ric prac tice this is proba bly the most com mon
ap proach. Where a sin gle treat ment pro vider does not have
the skills to per form the ad di tional treat ment, com bined ther -
apy would in volve team work be tween a phy si cian and a non -
physi cian thera pist or be tween 2 phy si cians. When a sin gle
cli ni cian over sees the com bined treat ment, it is im por tant to
pro vide the pa tient with a ra tion ale or over view of the way in
which medi ca tions and psy cho logi cal in ter ven tions are
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com pati ble and com ple men tary. This may take the form of
ex plain ing that there are mul ti ple path ways by which peo ple
de velop de pres sion, and, as such, there are sev eral ef fec tive
ways of treat ing the ill ness. When more than a sin gle thera pist 
is in volved, com mu ni ca tion be tween thera pists is a car di nal
rule (8).

2. How effective is combined concurrent treatment?

Most of the combined- treatment stud ies have in volved con -
cur rent treat ment (2,3,9–19). The ef fec tive ness of com bined
con cur rent treat ment was evalu ated in a megaana ly sis in volv -
ing ap proxi mately 600 pa tients with uni po lar de pres sion who
had re ceived ei ther 16 weeks of cognitive- behavioural ther -
apy (CBT) alone, or in ter per sonal ther apy (IPT) alone, or IPT
plus an ti de pres sants (19). Megaana ly sis dif fers from
metaana ly sis in that it al lows the data of each in di vid ual to be
re tained and per mits test ing for in ter ac tions be tween treat -
ment types and pa tient char ac ter is tics. There were no sig nifi -
cant dif fer ences among treat ments in less se verely ill
pa tients. Re mis sion rates (de fined as a Ham il ton De pres sion
Rat ing Scale [HDRS] score of 7 or less for at least 4 weeks
that was main tained un til week 16) were 37% for IPT alone
and 48% for com bined treat ment. For more se verely ill pa -
tients, com bi na tion treat ment in volv ing IPT was sig nifi cantly 
bet ter than IPT alone (49% com pared with 25%). 

Un for tu nately, the com bi na tion of CBT plus phar ma co ther -
apy was not evalu ated in the megaana ly sis. How ever, 2 of 3
ran dom ized con trolled tri als (RCTs) com par ing CBT, phar -
ma co ther apy, and the com bi na tion, did not find any dif fer -
ences among treat ments in the acute treat ment of MDD
(11,14), while the third found that com bi na tion treat ment was 
su pe rior only to phar ma co ther apy alone (9). Two of these
stud ies re ported re lapse/re cur rence rates in follow- up. CBT
had lower re lapse/re cur rence rates than did phar ma co ther apy
alone; how ever, the com bi na tion treat ment did as well as
CBT alone (10,18). 

The role of IPT and phar ma co ther apy in main te nance treat -
ment was also ad dressed in a 3- year RCT (12). Five treat -
ments were com pared: imi pramine alone, pla cebo alone,
main te nance IPT alone, main te nance IPT and pla cebo, and
imi pramine and main te nance IPT. Imi pramine had a highly
sig nifi cant pro phy lac tic ef fect, while the main te nance IPT
had a mod est ef fect; the com bi na tion did not pro duce sig nifi -
cant ad van tage over medi ca tion alone (12). 

A simi lar de sign was used to evalu ate com bined treat ment for
main te nance treat ment of elders with de pres sion (3). Pa tients
were treated to re mis sion with a com bi na tion of IPT and

nor trip tyline and then ran dom ized to 1 of 4 maintenance-
 treatment con di tions: nor trip tyline alone, pla cebo alone, pla -
cebo and monthly main te nance IPT, or nor trip tyline and
monthly main te nance IPT. Re cur rence rates over 3 years
were 20% for the com bined nor trip tyline plus IPT, com pared
with 43% for nor trip tyline alone, 64% for IPT plus pla cebo,
and 90% for pla cebo alone. Com bined nor trip tyline plus IPT
was sig nifi cantly su pe rior to pla cebo plus IPT, but there was
only a trend to su pe ri or ity over nor trip tyline mono ther apy
(P = 0.06).

In a very large RCT (n = 681), cognitive- behavioural analy sis
sys tem of psy cho ther apy (CBASP) in com bi na tion with ne fa -
zo done was sig nifi cantly more ef fec tive than ei ther treat ment
alone in the acute treat ment of chronic de pres sion (2) (see
also Sec tion III). The re sponse rates for CBASP, ne fa zo done,
and the com bi na tion were 48%, 48%, and 73%, re spec tively,
while re mis sion rates were 33%, 29%, and 48%, re spec tively.

While pa tients or thera pists in these RCTs were not masked,
the use of blinded ra ters in most of these stud ies re duced the
like li hood that the treat ment ef fects for psy cho ther apy were
in flated. Ad di tion ally, the fact that many of these stud ies also
in cluded pla cebo and clini cal man age ment (CM) con di tions
meant that there was a level of con trol for the ef fects of non -
spe cific fac tors, such as at ten tion and struc ture, as so ci ated
with re ceiv ing treat ment.

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 de pres sion: cognitive- behavioural
analy sis sys tem of psy cho ther apy (CBASP)
plus ne fa zo done is more ef fec tive than ei ther
treat ment alone (Level 2 evi dence).

• Se vere de pres sion: in ter per sonal ther apy
(IPT) plus phar ma co ther apy may be more ef -
fec tive than ei ther treat ment alone 
(Level 1 evi dence).

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-line treatment • Eld erly pa tients: IPT plus nor trip tyline may
re duce re lapse rates, com pared with ei ther
treat ment alone, in pa tients treated with the
com bi na tion in the acute phase 
(Level 2 evi dence). 

3. How effective is the sequential addition of
psychotherapy and pharmacotherapy?

From the per spec tive of man ag ing non re sponse to psy cho -
ther apy alone, add ing an an ti de pres sant would be war ranted
when a pa tient shows a poor re sponse to psy cho ther apy alone
af ter 8 weeks, or only a par tial re sponse af ter 12 weeks. In
both in stances, a de ci sion whether to con tinue with
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Table 5.1  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



psy cho ther apy or dis con tinue in fa vour of CM should also be
con sid ered (8). 

One study ad dressed the ques tion of add ing medi ca tions to
psy cho ther apy (IPT) non re spond ers, com pared with start ing
with both treat ments com bined. Two co horts of women with
re cur rent MDD were treated with com bi na tion IPT and imi -
pramine at the out set of treat ment or with IPT alone, with se -
quen tial ad di tion of imi pramine for IPT non re spond ers (13).
Re sults showed that a sig nifi cantly greater per cent age of
women treated se quen tially achieved re mis sion (79%), com -
pared with women treated with con cur rent com bi na tion ther -
apy (66%). The strat egy of first pro vid ing IPT to women with
re cur rent de pres sion and then add ing an ti de pres sant medi ca -
tion if re mis sion is not achieved may be es pe cially rele vant to
women who are con sid er ing preg nancy and/or breast-
 feeding. 

Con versely, the bene fit of add ing psy cho ther apy (CBT) to
an ti de pres sant medi ca tions was also dem on strated in a study
of par tially re mit ted pa tients (17). Pa tients con tin ued to re -
ceive phar ma co ther apy (pri mar ily tri cyc lic an ti de pre sants
[TCAs] or se lec tive se ro tonin re up take in hibi tors [SSRIs]) at
the same dose and were ran dom ized to re ceive CM or CBT.
CBT sig nifi cantly re duced re lapse rates dur ing a 1- year
follow- up: 29% for CBT, com pared with 47% with CM. This
is one of the first ran dom ized tri als to show that the pre ven -
tion of re lapse by CBT has an ad di tive ef fect with medi ca tion. 
Fur ther, CBT was started af ter par tial re mis sion, avoid ing the
po ten tial dif fi cul ties of a dif fer en tial group com po si tion as a
func tion of treat ments of fered.

Recommendations for Sequential Combined Treatments 
(see Table 5.2)

There is limited 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 • Add ing cognitive- behavioural ther apy
(CBT) for pa tients with re sid ual de pres sive 
symp toms af ter acute treat ment with phar -
ma co ther apy im proves re mis sion rates and
re duces re lapse/re cur rence rates (Level 2
evi dence).

• Add ing phar ma co ther apy for women with
par tial or no re sponse af ter acute treat ment
with in ter per sonal ther apy (IPT) may im -
prove re mis sion rates (Level 3 evi dence).

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

It is now gen er ally ac cepted that the long- term out come for
many pa tients with de pres sion is dis ap point ing. Sub stan tial
rates of re lapse and re cur rence have been re ported in

nu mer ous follow- up stud ies. Some pa tients, even though they 
re sponded to medi ca tions in the acute phase of treat ment, ex -
press a pref er ence for non phar ma cologic treat ments for
main te nance treat ment. 

In an ef fort to ad dress this prob lem, newer treat ment strate -
gies have been de vel oped to capi tal ize on the ef fi cacy of
well- administered, spe cific treat ments for dif fer ent phases of
de pres sion. When com bined, these mul ti ple in ter ven tions
may pro vide more long- term bene fit to pa tients than do each
of the treat ments de liv ered on its own. The stud ies in this sec -
tion are more con cerned with in creas ing sur vival time to re -
lapse/re cur rence and are less fo cused on the na ture of the
acute- phase re sponse. In fact, a full acute- phase re sponse and
re mis sion is of ten re quired for pa tients to be eli gi ble for cross -
over to the sec ond treat ment. 

One such study  as sessed the ef fi cacy of cross ing over from
acute treat ment with vari ous an ti de pres sant medi ca tions to
CBT for main te nance treat ment (20). Sub jects were strati fied
into 3 well- matched con di tions: 1) treat ment with an ti de pres -
sant medi ca tion dur ing acute treat ment and follow- up; 2) an -
ti de pres sant medi ca tion dur ing the acute phase with CBT
dur ing follow- up; and (3) CBT dur ing both acute phase and
follow- up. Analy sis of the 16- week acute phase re vealed no
sig nifi cant dif fer ences across the 3 con di tions, with all show -
ing sig nifi cant im prove ment. Over the 2- year follow- up pe -
riod, there were no sig nifi cant dif fer ences in re lapse rates
among the treat ments. 

The ef fect of modi fied cognitive- behavioural treat ment (m-
 CBT) on re sid ual symp toms, fol low ing suc cess ful phar ma co -
ther apy, was also ad dressed in 2 small ran dom ized stud ies
(21,22). The m- CBT con sisted of cog ni tive ther apy (CT), life -
style modi fi ca tions, and well- being ther apy. Forty pa tients
with pri mary MDD were treated to re mis sion with mainly
TCA medi ca tions. Medi ca tions were ta pered and even tu ally
dis con tin ued. Pa tients were as signed to ei ther m- CBT or CM.
There are 3 re ports of pa tient out comes as sessed by lon gi tu di -
nal follow- up. At 2- year follow- up, there was no sig nifi cant
dif fer ence in re lapse rates be tween m- CBT and CM (21), but at
4- year follow- up the m- CBT con di tion had sig nifi cantly fewer
re lapses (35% re lapse rate, com pared with 70% for CM) (23).
By the 6- year follow- up, there were again no sig nifi cant dif fer -
ences be tween the 2 treat ments. When mul ti ple de pres sive re -
lapses were con sid ered, how ever,  the CM group had
sig nifi cantly more de pres sive epi sodes than did the m- CBT
group (24). In a simi lar study of re cur rent MDD, m- CBT dem -
on strated a sig nifi cant ad van tage as a main te nance ther apy
dur ing 2 years of follow- up, with a 25% re lapse rate, com pared
with 80% in the CM group (22). Be cause these stud ies did not
in clude a main te nance medi ca tion con di tion, how ever, it re -
mains un clear whether the m- CBT con ferred ad di tional bene fit 
over stan dard main te nance phar ma co ther apy. 

An RCT ex am ined the ad di tion of mindfulness- based cog ni -
tive ther apy (MBCT), com pared with treat ment as usual
(TAU), in the pre ven tion of re lapse in pa tients with re cur rent
MDD cur rently in re mis sion or re cov ery (25). Pa tients were
re quired to have had at least 2 epi sodes in the last 5 years, with 
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at least 1 of these within the last 2 years. MBCT is de signed
spe cifi cally for pa tients with former de pres sion and is aimed
at im prov ing at ten tional com pe tence so that ear lier de tec tion
of, and in ter ven tion for, mood- linked nega tive think ing styles 
is en hanced. Pa tients in clini cal re mis sion from a de pres sive
epi sode were ran dom ized to re ceive TAU, or TAU plus
MBCT, and fol lowed for 1 year. Re sults in di cated that, for
pa tients who had ex pe ri enced 3 or more pre vi ous de pres sive
epi sodes, the rate of re lapse for TAU was 66%, com pared
with 37% for TAU plus MBCT. This rep re sented a me dium
ef fect size in fa vour of MBCT. 

Recommendations for 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 • Re cur rent de pres sion: cognitive-
 behavioural ther apy (CBT), or modi fi ca -
tions of CBT (for ex am ple, modi fied
cognitive- behavioural ther apy [m- CBT]
or mindfulness- based cog ni tive ther apy
[MBCT]) for main te nance treat ment re -
duces re cur rence rates in pa tients who are 
not re ceiv ing main te nance phar ma co ther -
apy (Level 2 evi dence). 
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Table 5.2 Criteria for 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

Line of Treatment Criteria

First-line Level 1 or Level 2 evidence plus clinical support

Second-line Level 3 evidence or highera plus clinical support

Third-line Level 4 evidence or highera plus clinical support

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

aTreat ments with higher lev els of evi dence may be listed as lower lines of treat ment
due to clini cal is sues such as side ef fect or safety pro file.


