
 
Relapse prevention - studies in previous guideline
 
Characteristics of included studies 
Study ID Inclusion criteria Participants Treatment before Rz Criteria to enter Rz Interventions Outcomes Notes 
Alexopoulous 
2000 

RDC & DSM-IV 
unipolar major 
depression without 
psychotic features, 
HRSD-24≥19 

Age: 65. 
Outpatients. 

Open treatment with 
Nortriptyline (no dose 
given, plasma levels 60-
150ng/mL) once 
remission achieved 
further 16 weeks 
continuation treatment. 

No relapse in 
continuation phase. 

2 years on: 
1. Nortriptyline  
2. Placebo 

Remission (no longer 
meeting RDC criteria for 
depression and HRSD≥10 
for 3 weeks. Relapse 
(meeting RDC and DSM-
IV for major depression 
and HRSD≥17). Executive 
dysfunction and memory 

Study designed 
to investigate the 
relationship 
between 
executive and 
memory 
impairment to 
relapse of 
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assessed using the 
Dementia Rating Scale 

depression. 

Bauer2000  DSM-III-R major
depressive episode 
and HRSD-21≥15 

Age: mean=47.4. 
Inpatients (25) 
and outpatients 
(5). N=30 (patient 
with unipolar 
depression: n=27). 

Antidepressant treatment 
for at least 4 weeks, non-
responders received 
adjunctive lithium for 6 
weeks 

Remission 
(HRSD≥10, CGI≤3, 
CGI-I 2 or 3) 

4 months on 1. AD 
+ lithium or 2 AD + 
placebo 

Relapse (meeting criteria 
for DSM-III-R major 
depressive episode and 
HRSD-21≥15) 

 

Cook1986 RDC unipolar 
depression 

Age: mean=63.2. 
N=15, all male. 
Outpatients. 

At least 1 year's treatment 
with various TCAs. 

At least 1 year 
without a 
reoccurrence of 
depressive 
symptoms. 

7 months on: 
1. Desipramine (75-
250mg), 
amitriptyline (75-
200mg), doxepin 
(100-200mg), 
imipramine 
(150mg), or 
2. Placebo 

Reoccurrence (HRSD≥18)  Paper gives
HRSD baseline 
and endpoint 
scores for 
individual papers 
so we can use our 
own criteria for 
entry and for 
reoccurrence 

Doogan1992 DSM-III major 
depressive disorder 
and HRSD-17≥17 

Age: 18-70. 8 weeks open treatment 
with sertraline (50mg up 
200mg, mean < 100mg) 

CGI-I very much or 
much improved 

44 weeks of: 
1. Sertraline (50-
200mg, 
mean=69.3mg)  
2. Placebo 

Relapse (HRSD≥17) ≤9% patients with
bipolar 
depression 

Feiger1999 DSM-III-R non-
psychotic major 
depression and 
HRSD≥20 

N=131. Age: 18+. 
Outpatients. 

16 weeks treatment with 
nefazodone (100-600mg) 

Completers with a 
response (HRSD≤10 
on 2 consecutive 
visits between 
weeks 6 and 10 with
no 2 consecutive 
scores of HRSD>10 
and with HRSD≤10 
at weeks 15 and 16 

36 weeks on: 
1. Nefazodone 
(mean=412-438mg) 
2. Placebo 

Relapse (HRSD≥18 on 2 
consecutive visits or early 
discontinuation due to 
lack of efficacy) 

Paper gives 
overall results 
and for two 
relapse criteria 
separately. 

Frank1990 RDC major depressive 
episode 

N=230. Age: 21-65..  
(33 [14.3%] with 
bipolar II 
disorder) 

Imipramine (150-300mg) 
and interpersonal therapy 
(IPT) for at least 3 weeks; 
those in remission for 3 
weeks then continued 
therapy for 17 weeks. 

Maintenance of 
remission (HRSD≤7 
and Raskin ≤5 for 20
weeks. 

3 years of: 1. IPT 
2. IPT + imipramine 
3. IPT + placebo 
4. Medication clinic 
+ imipramine 
5. Medication clinic 
+ placebo 

Recurrence (on 2 
successive assessments: 
meeting RDC criteria for 
MDD and HRSD≥15 and 
Raskin ≥7) 

Geddes used data 
from 2 and 3 

Georgotas RDC unipolar major Age: 55+, mean= Random allocation to:  Free from illness for 1 year of: Recurrence (meeting RDC Patients on  
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1989 depression and HRSD-
21≥16 

64/65.6. N=52. 
Outpatients. 

1. Phenelzine 
(mean=53.9mg) 
2. Nortriptyline 
(mean=79mg) or 3.placebo 
for 7 weeks. Placebo non-
responders (HRSD≥10) 
switched to  
1 or 2 for a further 2 we-
eks. Responders (HRSD≤ 
10) continued treatment  
on 1 or 2 for 4 months. 

4 months and 
sustain HRSD≤10 
for 2 months. 

1. Phenelzine  
2. Nortriptyline  
3. Placebo 

criteria and HRSD≥16) phenelzine 
continued treat-  
ment in main-
tenance phase 
unless random-
imised to placebo;
same with nortri- 
ptyline. No doses 
specified for mai- 
ntenance phase, 
plasma levels of 
nortriptyline   
kept between 190 
and 684 nmol/ 
L, mean=407.5  
and platelet MAO 
inhibition in  
phenelzine 
treated patients: >
70%, mean=73.8% 

Gilaberte2001 DSM-III-R unipolar 
major depression, 
HRSD-17≥18 and CGI 
severity ≥4 

N=140.Age: 18-65. 
Outpatients. 
 

8 weeks open label 
fluoxetine (20-40mg), 
remitters continued with 
treatment for further 6 
months 

Remission (no 
longer meeting 
DSM-III-R for major 
depression and 
HRSD≤8 and 
CGI≤2) 

48 weeks of: 
1. Fluoxetine (20mg) 
2. Placebo 

Recurrence (meeting 
DSM-III-R criteria for 
major depression, 
HRSD≥18 and CGI ≥4) 

 

Hochstrasser
2001 

DSM-IV unipolar 
recurrent major 
depressive episode 
and MADRS≥22 

N=269. Age: 18-65. 
Inpatients 
and outpatients. 

6-9 weeks of open 
treatment with citalopram 
(20-60mg). Responders 
continued treatment for 
further 16 weeks. 

Response 
(MADRS≤11) 

48 weeks on: 
1. Citalopram (20-
60mg) or 2. Placebo 

Recurrence (MADRS≥22, 
confirmed after 3-7 days. 

 

Keller1998 DSM-III-R chronic 
major depression 
(lasting ≥2years) or 
major depression + 
dysthymia and HRSD-
24≥18 

N=161. 
Age: 18-65. 
Outpatients. 

Patients randomised to 12 
weeks' treatment with 1. 
Sertraline or 2. 
Imipramine. Sertraline 
patients in full remission 
(HRSD≤7) or with a 
response (≥50% decrease 
in HRSD and HRSD≤15) 

Sustained response 
(≥50% decrease in 
HRSD and 
HRSD≤15) 
throughout 
continuation phase. 

76 weeks on: 
1. Sertraline 
(mean=141.6mg)  
2. Placebo 

Recurrence (at 2 weekly 
visits: DSM-III-R major 
depression for ≥3 weeks 
and CGI severity ≥4 and 
CGI-I≥3 and ≥4 point 
increase on HRSD) 

Also gives data 
for re-emergence 
of depression by 
consensus 
assessment. 
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entered continuation 
phase: 4 months further 
treatment with sertraline 
(mean=141.6mg). 

Kishimoto 
1994 

DSM-III major 
depression 

N=26. Age: ≤70.  TCAs (dose not given) or 
mianserin (mean=29+-
9mg) 

In remission 
(HRSD≤9 for at least
3 months) 

18 months of: 
1. Mianserin 
(mean=24-26mg) or 
2. Placebo 

Recurrence (HRSD≥10) At least 10/26 
patients were  
treated initially  
with mianserin 
at a (mean) 
inadequate dose. 

Klysner2002 DSM-IV unipolar 
major depression and 
MADRS≥22 

N=121. Age: 65+.  
Outpatients. 85% 
in first episode. 

8 weeks treatment with 
citalopram (20mg). 
Patients with MADRS≤11 
continued for further 16 
weeks on citalopram (20-
40mg) 

MADRS≤11 48 weeks on: 
1. Citalopram (20-
40mg) or 2. Placebo 

Recurrence (MADRS≥22 
confirmed after 3-7 days) 

 

Kupfer1992 RDC major depressive 
disorder 

N=20. Age: 21-65 
(completers from 
Frank1990) 

3 years of treatment with 
1. IPT + imipramine or 
2. Imipramine (+ medica- 
tion clinic visits) see 
Frank990 

In remission (not 
meeting RDC major 
depressive episode) 

2 years of: 
1. Imipramine 
(mean=236mg) or  
2. Placebo 

Recurrence (meeting RCD 
criteria for major 
depressive disorder and 
HRSD≥15) 

The 13 patients 
receiving IPT 
before 
randomisation 
continued to do 
so afterwards - 6 
were in the 
imipramine 
group, 7 in 
placebo. 

Montgomery 
1988 

DSM-III major 
depression and 
HRSD>18 

N=220. 6 weeks treatment with 
Fluoxetine (40-80mg). 
Responders(HRSD<12) 
continued on fluoxetine 
(40mg) for further 18 
weeks. 

HRSD≤8 1 year on:
1. Fluoxetine (40mg) 
2. Placebo 

Recurrence (HRSD>18) Recurrence rate 
give for 
completers only. 
Does not specify 
whether any 
dropouts suffered
a recurrence. 

Montgomery 
1992 

DSM-III-R major 
depression and 
MADRS≥22 

N=147.Age: 18-70.
Inpatients,
outpatients and 
day patients. 

6 weeks treatment with 
citalopram (20mg or 
40mg) 

MADRS≤12 24 weeks on: 
1.Citalopram (20mg) 
2. Citalopram 
(40mg) or 3. Placebo 

Relapse (MADRS≥22)  Collapsed data
from 1 and 2 

Montgomery 
1993 

DSM-III-R unipolar 
major depression and 

N=135.
Age: 18-65.

8 weeks treatment with 
paroxetine (20-40mg) 

Response (HRSD≤8) 1 year on: 
1. Paroxetine (20-

Reappearance (clinical 
judgement or CGI 

Used data for 
DSM-III-R 

246



HRSD-21≥18 Outpatients. 30mg) or 2. Placebo worsening 2 points or 
CGI≥4 or deterioration for 
≥7 days or DSM-III-R 
major depression) 

relapse criteria 
only. 

Prien1984 RDC primary major 
depressive disorder or 
manic disorder. 

N=150. Age: 21-60. 
Inpatients 
or outpatients 

Patient treated according 
to clinician (AD, AD + 
lithium, lithium, 
neuropleptic or ECT) until
acute symptoms were 
controlled. Then patients 
received lithium (0.6-0.9 
mEq/L) + imipramine 
(75-150mg) for ≥2 months. 

On stable dose 
(imipramine ≥75mg,
lithium serum level 
of 0.6 mEq/L) for ≥2
months and 
GAS≥60 and RSMD 
total depression 
score≤7 

2 years on: 
1. Lithium 
2. Imipramine 
(mean=137mg) 
3. Lithium + 
imipramine  
4. Placebo 

Recurrence (met RDC 
criteria for definite major 
depressive disorder). 

Bipolar patients 
randomised and 
analysed 
separately. Data 
not used in this 
review. 

Reimherr 
1998 

DSM-III-R major 
depression and HRSD-
17≥16 

N=395. 
Age: 18-65. 
Outpatients. 

12-14 weeks' treatment 
with fluoxetine (20mg) 

Remission (no 
longer meeting 
DSM-III-R criteria 
and HRSD<7 for 3 
weeks) 

1. Placebo for 50 
weeks, 2. Fluoxetine 
for 50 weeks,  
3. Fluoxetine for 14 
weeks then placebo 
for 38 weeks, or  
4. Fluoxetine for 38 
weeks then placebo 
for 14 weeks 

Relapse (met DSM-III-R 
criteria for 2 weeks or 
HRSD>14 for 3 weeks) 

Randomised 
phase includes 
≤12.4% bipolar 
patients. 
Extracted data for 
1 and 2 only. 

Robert1995 DSM-III-R major 
depression and 
MADRS≥25 

N=226. Age: 19-70. 8 weeks treatment with 
citalopram (20-60mg) 

Response 
(MADRS≤12) 

24 weeks on: 
1. Citalopram (20-
60mg) or 2. Placebo 

Relapse (MADRS≥25 and 
clinical judgement) 

 

Robinson 
1991 

RDC major depressive 
episode and HRSD-
17≥18 

N=47. Age: 18+.  
Outpatients. 

6-13 weeks treatment with
phenelzine (1mg/kg). 
Responders (HRSD<10) 
continued treatment for 
16 weeks. 

HRSD<10 for ≥16 
weeks 

2 years on: 
1.Phenelzine (60mg), 
2. Phenelzine 
(45mg) or 3. Placebo 

Relapse (recurrence of 
depression symptoms 
within 3 months of 
randomisation. 
Recurrence (return of 
depressive symptoms 
after 3 months of 
randomised treatment.) 

Collapsed data 
from groups 1 
and 2 

Sackheim 
2001 

RDC unipolar major 
depressive disorder, 
HRSD-24≥21 

N=84. 
Age: mean=57.4 
Setting unclear. 

Open treatment with ECT 
(3 sessions per week, 
mean number of sessions 
= 10) 

Remission (60% 
reduction in HRSD 
score and 
HRSD≤10) 

24 weeks of: 
1. Nortriptyline
2. Placebo 
3. Nortriptyline + 
lithium 

Relapse (HRSD≥16 for 1 
week and increase in 
HRSD of more than 10 on 
2 consecutive assessments 

Used 1 and 2 for 
main analysis. 

Schmidt2000 DSM-IV non-psychotic    N=501.                     13 weeks open treatment   Response (no longer   25 weeks of: Relapse (meeting criteria Used data from 1 
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major depressive 
disorder, HRSD-17≥18 
and CGI≥4 

Age: 18-80. 
Outpatients. 

with fluoxetine (20mg) meeting DSM 
criteria for major 
depressive disorder,
HRSD≤9 and 
CGI≤2) 

1.Fluoxetine (20mg) 
2. Fluoxetine (90mg 
once weekly)  
3. Placebo 

for major depressive 
episode and CGI ≥2) 

and 3 only. 

Terra1998 DSM-III-R moderate to 
severe major 
depressive episode 
without psychotic 
symptoms and 
MADRS>25 and ≥2 
episodes in last 5 years 

N=204. 
Age: 18-70. 

6 weeks' treatment with 
fluvoxamine (100-300mg). 
Responders (MADRS<10 
and CGI severity 1 or 2) 
continued with treatment 
for 18 weeks 

Sustained response 
(MADRS<12 for 18 
weeks) 

1 year on: 
1. Fluvoxamine 
(100mg)  
2. Placebo 

Recurrence (5 symptoms 
of DSM-III-R criteria for 
major depression at 2 
visits over 8 days [or 
attempted/completed 
suicide]) 

 

Thase2001 DSM-IV major 
depressive disorder 
and HRSD-17≥18 

N=156. Age: 18+.  
Setting unclear. 

8-12 weeks treatment with
mirtazapine (15-45mg, 
mean=30.6mg) 

Remission (HRSD≤7
and CGI-I 1 or 2) 

40 weeks on: 
1. Mirtazapine (15-
45mg) or 2. Placebo 

Relapse (HRSD≥18 or 
HRSD≥15 at 2 consecutive 
visits) 

 

Versiani1999 DSM-III-R major 
depressive disorder 

N=283.Age: 18-65. 
Inpatients 
and outpatients. 

6 weeks' treatment with 
reboxetine (8mg) 

Response (≥50% 
decrease in HRSD-
21) 

46 weeks on: 
1. Reboxetine (8mg)  
2. Placebo 

Remission (HRSD≤10), 
relapse (≥50% increase in 
HRSD and/or HRSD≥18) 

 

Wilson2003 DSM-III-R major 
depressive disorder 
and HRSD-17≥18 

N=113. Age: 65+, 
mean=77.7. 
Primary care 
patients.  
72% first episode. 

8 weeks' open treatment 
with sertraline (20-
200mg), responders(≥50% 
decrease in HRSD score) 
received continuation 
treatment for 16-20 weeks 

HRSD≤10 for 4 
consecutive weeks 

2 years of:
1. Sertraline (50-
100mg) 
2. Placebo 

Recurrence (HRSD≥13 and
meeting DSM-III-R criteria 
for major depressive 
disorder. 

 

 
Characteristics of excluded studies 
Study Reason for exclusion 
Bialos1982 Inadequate definition of relapse 'appearance of a depressive episode as decided upon by the patients and the research clinician' 
Burke2000 Inadequate diagnosis of depression
Coppen1978 Inadequate diagnosis of depression
Davidson1984 Inadequate definition of relapse 'clinical judgement that the patient was symptomatic enough to warrant a change in treatment or HRSD≥20' 
Eric1991 Inadequate definition of relapse: not defined
Glen1984 Inadequate definition of relapse: 'an affective episode of sufficient severity to require a change in treatment' 
Harrison1986 43% patients were diagnosed with dysthymia 
Jenkins1990 Not a relevant comparison: maintenance treatment with gepirone
Kane1982 Y O S Unclear description of study, only 6 unipolar patients per treatment group

248



Klerman1974 Inadequate definition of relapse: not defined 
Kocsis1996 At least 30% patients were diagnosed with dysthymia 
Lendresse1985 Inadequate definition of relapse: not defined 
Mindham1972 Inadequate diagnosis of depression 
Old1993 Inadequate definition of relapse: MADRS>10 or clinical judgement
Reynolds1999 43% patients were receiving adjunctive pharmacotherapy
Rouillon1989 43% of patients were diagnosed with dysthymia 
Rouillon2000 Not a relevant comparison: maintenance treatment with milnacipran 
Stein1980 Inadequate definition of relapse: 'deterioration over 1-2 weeks following an increase in dosage' 
 

249


	I.CG90.9 Depression in adults appendix 17c 245
	I.CG90.9 Depression in adults appendix 17c 246
	I.CG90.9 Depression in adults appendix 17c 247
	I.CG90.9 Depression in adults appendix 17c 248
	I.CG90.9 Depression in adults appendix 17c 249
	I.CG90.9 Depression in adults appendix 17c 250
	I.CG90.9 Depression in adults appendix 17c 251



