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Abstract
Background: Major Depressive Disorder (MDD) is highly recurrent.
Most patients with MDD are treated in the Primary Care (PC) setting. The
purpose of this systematic review was to identify risk factors associated
with relapse of MDD in PC. Method: A systematic review of PsycINFO,
PubMed, Web of Science and ScienceDirect, from 1978 to 2019, following
PRISMA guidelines was conducted. Results: Eight studies fulfilling the
eligibility criteria and 12 risk factors associated with relapse of MDD
were found. Patients who showed a higher frequency of relapse were:
1) those with higher scores in neuroticism, disability, current MDD
episode severity, and childhood abuse; 2) lower scores on extraversion,
self-esteem, emotional role, physical functioning; 3) history of MDD
relapse; 4) comorbidity; and 5) poorer adherence to antidepressant
medication (ADM). In terms of treatment, ADM combined with cognitive
behavioural therapy and psychoeducation was reported to produce fewer
relapses, as was mindfulness-based cognitive therapy for patients with a
higher score in childhood abuse. Conclusions: Despite the very varied
nature of the studies, different risk factors associated with relapse were
identified. However, more research is needed on this important problem,
with randomized controlled trials.
Keywords: Primary care, depression, relapse, recurrence, risk factors.

Resumen
Factores de Riesgo Asociados con Recaída en el Trastorno Depresivo
Mayor en Atención Primaria: una Revisión Sistemática. Antecedentes:
el Trastorno Depresivo Mayor (TDM) es altamente recurrente. La mayoría
de los pacientes con TDM son tratados en Atención Primaria (AP). Por ello,
el objetivo de esta revisión sistemática fue identificar factores de riesgo
relacionados con la recaída del TDM en AP. Método: se realizó una revisión
sistemática de PsycINFO, PubMed, Web of Science y ScienceDirect,
desde 1978 a 2019, siguiendo las pautas PRISMA. Resultados: ocho
estudios cumplieron criterios de elegibilidad identificando 12 factores
de riesgo asociados con recaída del TDM. Los pacientes que mostraron
mayor frecuencia de recaída fueron: 1) aquellos que mostraron mayor
puntuación en neuroticismo, discapacidad, severidad previa del TDM,
abusos en la infancia; 2) menor puntuación en extraversión, autoestima, rol
emocional, funcionamiento físico; 3) antecedentes de recaída del TDM; 4)
comorbilidad; y 5) peor adherencia a la medicación antidepresiva (MAD).
En cuanto al tipo de tratamiento, MAD con terapia cognitivo conductual
y psicoeducación reportaron menos recaídas y el tratamiento cognitivo
basado en mindfulness para pacientes con mayor puntuación en abusos en
la infancia. Conclusiones: pese a la alta heterogeneidad de los estudios,
se identificaron diferentes factores de riesgo asociados con recaída; sin
embargo, se necesita más investigación con ensayos controlados aleatorios
centrados en este problema.
Palabras clave: atención primaria, depresión, recaída, recurrencia, factores
de riesgo.

Major depressive disorder (MDD) is a highly prevalent mental
disorder, as well as the leading cause of disability worldwide
measured by years lived with disability (World Health Organization,
2017). Consequently, the associated economic costs are also huge
(Ruiz-Rodríguez et al., 2017). Traditionally, there was an initial
optimism triggered by the positive results of treatment. However,
longitudinal studies have shown that the course is less favourable
than initially thought. Approximately the 50% of patients who
recover from a first MDD episode suffer another MDD episode, and
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the risk of relapse increases with each new episode (Solomon et al.,
2000; Eaton et al., 2008). There is no consensus on the timing of
recovery, caused by different definitions which range from 4 to 12
months. Furthermore, there is no consensus on the differentiation
between relapse and recurrence (Frank et al., 1991; Reimherr et al.,
1998; Rush et al., 2006; Bockting et al., 2015). Therefore, given
the lack of consensus, both terms were used interchangeably in this
systematic review.
Once the recurrent course of MDD became clear, knowledge
about the risk factors of recurrence has become scientifically
relevant, and so, the number of studies on this topic has been
increasing lately. Previous meta-analyses evidenced that
psychological therapies had shown smaller relapse rates in
comparison to control conditions in where the most common
condition was antidepressant medication (ADM) (Kuyken et al.,
2016; Clarke, Mayo-Wilson, Kenny & Pilling, 2015; Cuijpers et
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al., 2013; Piet & Hougaard, 2011). Nevertheless, there is variability
between the relapse rates in each treatment, indicating that the same
treatment is not equally effective for all patients. On this basis, it
is relevant to increase the knowledge of individual variables that
are associated with relapses. Different meta-analyses, reviewing
cohort, longitudinal and randomized controlled trials (RCTs)
studies, show a clear relation between suffering relapse and having
experienced abuse in childhood, residual post-treatment symptoms
and history of MDD relapse. In addition, there is some evidence
of relapse in patients who have higher pre-test MDD severity,
comorbid psychopathology (specially emotional disorders), early
age of onset, high neuroticism, family history of psychopathology
(specially emotional disorders) and lack of social support (Burcusa
& Iacono, 2007; Hardeveld, Spijker, De Graaf, Nolen & Beekman,
2010; Buckman et al., 2018).
Nonetheless, studies in the context of Primary Care (PC) are
less frequent, despite being the most common healthcare service
for MDD patients, where 2 out of 3 received treatment (CanoVindel, 2011). Thus, increasing our knowledge about relapses of
MDD in PC becomes especially relevant (Fernández et al., 2006).
The highest quality source of evidence for this knowledge are
systematic reviews and meta-analyses, but the focus of these studies
in PC context so far has been on the efficacy and maintenance of
psychological therapies in comparison to the treatment as usual
(TAU), without specifying relapse rates or studying variables that
might predict recurrence (Cuijpers et al., 2009; Linde et al., 2015;
Twomey et al., 2015; Santoft et al., 2019). Therefore, the present
systematic review has been conducted with the aim of analysing
the different RCTs, and studies derived from them, in PC context,
in which psychological therapy is offered, and that indicate relapse
rates or variables that influence MDD relapse.
Method
This systematic review was conducted following Preferred
Reporting Method for Systematic Reviews (PRISMA) guidelines
(Moher et al., 2009; Cajal et al., 2020), PICOS principles
(Population, Intervention, Comparators, Outcomes, Study design)
(CfRa, 2009) were followed to determine the characteristics of the
included studies (Table 1).
Instruments

and biases of the studies, based on standardized guidelines of
scoring and interpretation. A score of 1 means that the criterion is
fully met, and 0 is given in case of non-fulfilment and N/A if it was
not applicable. Finally, based on the total score obtained, each study
was ranked in arbitrary categories according to its methodological
quality: excellent (score 15-16), very good (13-14), good (11-12),
fair (9-10), poor (≤8).
Procedure
Search Strategy. In order to identify relevant literature on the
field, four electronic databases were used: PsycINFO, PubMed,
Web of Science and ScienceDirect, in which studies from 1978
(data of the first study of MDD relapses in PC) to December
2019, were examined. Following PICOS, the search strategy
was the combination of the following terms: “Primary Health
Care”, “depress*”, “major depressive disorder”, “relapse” and
“recurren*”.
Inclusion and Exclusion Criteria. Studies fulfilling the
following criteria were included: 1) they were RCTs studies, or
studies developed from RCTs; 2) were developed exclusively
in PC patients; 3) included patients aged 18 or older with MDD
by the use of diagnostic interview; 4) compared psychological
treatment to another control condition and, if there was more
than one experimental treatment, the comparisons between these
treatments were also performed; 5) relapse criteria was explicitly
operationalized; 6) they provided data of relapse rates or variables
correlated to relapse; 7) were published in English or Spanish and,
8) they were submitted to peer-review.
Studies were excluded when: 1) they were developed specifically
in geriatric population, or 2) patients had a diagnosis of perinatal
depression.
Selection Process. The selection process was carried out by
the first and second authors in order to reduce selection bias. Both
authors conducted three inter-judge evaluations to assess the level of
affinity in each screening phase (titles, abstracts and full evaluation
of the article). During the process, in case of discrepancy between
the reviewers, a collaborative evaluation was conducted to assess
the adequacy of the study and, if no consensus was reached, the
senior author participated in the decision.
Results

Quality Assessment. The McMaster Critical Review Form –
Quantitative studies (CRF-QS; Law et al., 1998) was used to judge
the quality of the included studies. The scale, composed by 15
dichotomous items, helps to identify the methodological accuracy

Table 1
Characteristics of studies according to PICOS
P

Adult patients (18 years or older) with a diagnosis of MDD

I

Psychological treatment, alone or combined with ADM, delivered in PC

C

Control condition or, in the case of more than one experimental condition,
comparisons between them

O

Relapse rate and/or variables related with relapse of MDD

S

Randomised controlled trials or studies derived from them

Note: P: population; I: intervention; C: comparators; O: outcomes; S: study design; MDD:
major depressive disorder; ADM: antidepressant medication; PC: primary care

A total of 1.269 articles were found using the previously
mentioned keywords, from which 1.124 did not met the inclusion
criteria after analysing their titles and abstracts. Moreover, 50
were removed as they were duplicated. Thereafter, 95 abstracts
were analysed, from which 29 were excluded. Of the remaining
66, after reading the full text, 58 were removed for not meeting any
inclusion criteria. The most common reasons for exclusion were
that the studies did not report information about relapse (28/58),
they were not RTCs or studies derived from them (11/58) or they
were not carried out exclusively in PC reporting the results of
different settings jointly (8/58). Finally, 8 studies were included
(Figure 1).
Characteristics of Included Studies. The 8 selected studies
evidenced high heterogeneity in terms of patient selection criteria,
kind of treatment, study design, country, employed instruments,
data analysis, follow-up time, definition of relapse and sample size
(Katon et al., 2001; Gopinath et al., 2007; Conradi et al., 2007;
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References found in literature search (n = 1269)
PsycINFO (n = 211), PubMed (n= 344), Web of Science (n = 331), Science
Direct (n = 383)

Excluded from title
evaluation
(n = 1124)

Studies selected for further screening (n =145)

Excluded duplicates
(n = 50)

Studies selected for abstract evaluation (n = 95)

Excluded from abstract
evaluation (n = 29)

Studies considered for full text evaluation (n = 66)

Excluded (n = 58)
28 No information on relapse
11 No randomized controlled trial
8 No primary care context exclusively
4 No psychological treatment
2 Full text unavailable
2 Mixed sample
3 No objective measures

Studies added to the review: 8

Figure 1. Flow diagram of studies selection process

Conradi et al., 2008; De Graaf et al., 2011; Wardenaar et al., 2014;
Kuyken et al., 2015; Verhoeven et al., 2017). Therefore, it was
not possible to carry out a meta-analysis. Table 2 details the most
relevant characteristics of each study.
Sample and Intervention Characteristics. The eight included
studies conform a polled sample size of 1380 patients, in which
the number of females was slightly higher, and the mean age was
44.8 years. The studies were developed in three countries (USA,
Holland and UK). Concerning patient selection criteria, in five
of the studies the sample was formed by patients diagnosed with
MDD, and in three of them they were patients in remission of
MDD.
Regarding the characteristics of the treatments, they were
heterogeneous in terms of phase of implementation (acute or
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maintenance), type of treatment and dose of therapy received. One
half of the studies took place in the acute phase, when the patients
were diagnosed with MDD (Conradi et al., 2007; Wardenaar et
al., 2014), and other half in the maintenance phase, i.e. at the time
when the patient had already recovered from MDD episode (Katon
et al., 2001; Kuyken et al., 2015). The kind of treatment employed,
depending of the study was: psychoeducation (PE) (Katon et al.,
2001; Conradi et al., 2007), MBCT+ADM (Kuyken et al., 2015),
CBT (Conradi et al., 2007), and computerized CBT (CCBT) (De
Graaf et al., 2011). However, it is important to note that the number
of sessions in presential therapy ranged from 2 to 12. In other
words, the dose received ranged from 150 to 1.160 minutes of
therapy. The CCBT study was composed of 17 treatment sessions
with an indeterminate duration.
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Table 2
Characteristics of included studies
Author
Katon et al. (2001)

Gopinath et al. (2007)

Conradi et al. (2007)

Subjects
N (Age)

Selection criteria

SCID; SCL-20

12 months

DSM-IV criteria for MDD at any
follow-up evaluation, according
to SCID.

N=386

Study developed from Katon et
al. (2001)
Comparison between group of
patients with / without relapse

SCID; SCL-20; CDS;
SF-36; SCL-12; CTQ; NEO
Neuroticism Scale Selfefficacy score; 3 panic items;
Sheehan disability inventory;
Morisky scale

12 months

“

Age: 18-80

Recovery of MDD
but high risk for
relapse

N=267

MDD

Acute
Intervention:
1) PE (3 session+12 telephonebased contacts) 2) CBT (10-12
45 min. sessions) + PE (3 90 min
sessions +12 telephone-based
contacts)
3) 1 session in psychiatry + PE
(3 sessions +12 telephone-based
contacts)
Control: brief counselling, ADM,
referral to specialized care

CIDI; BDI

36 months

New MDD episode after the
period of at least 8 weeks without
depression (Frank et al., 1991)
according to CIDI

Recurrent MDD

Study developed from Conradi
et al. (2007)
Description of relapsed patients
from PE and TAU groups

CIDI; BDI; MOS-SF-36;
NEO-FFI; Rosenberg selfesteem scale; Loneliness
Scale; Mastery Scale;
hostility and anxiety scale
from SCL-90

36 months

“

MDD

Study developed from Conradi
et al. (2007)
Comparison between patients
with early remission, late
remission, remission+recurrence,
and chronical courses

“

36 months

“

MDD

Study developed from Conradi
et al. (2007)
Comparison between patients
with slow symptom decline, quick
symptom decline, steady residual
symptoms, and slow symptom
increase

“

132 months

“

MDD

Intervention:
1)CCBT (17 sessions)
2)CCBT (17 sessions) + TAU
(GP and/or ADM)
Control: TAU (GP and/or ADM)

CIDI; BDI-II

12 months

Increase of at least 9 points in the
BDI (during the follow-ups at 6,
9 or 12 months) in patients with
previous significant improvement
were significantly improved at 3
months

Recovery of MDD

Maintenance
Intervention: MBCT (8 session
of 2.25 hours) +ADM
Control: ADM

SCID; GRID-HAMD; BDI;
MSCL; WHOQOL-BREF;
EQ-5D-3L

24 months

DSM-IV criteria for MDD in the
follow-up assessment according
to SCID

N=123

N=153

N=213
Age: 18-70

De Graaf et al. (2011)

N=303
Age: 18-65

Kuyken et al. (2015)

Relapse definition

Maintenance
Intervention: PE, development
of relapse plan (2 sessions of
90 & 60 min + 3 telephone
monitoring + 4 email
Control: TAU (ADM)

Age: 18-70

Verhoeven et al. (2018)

Follow-up
time

Recovery of MDD
but high risk for
relapse

Age: 18-70

Wardenaar et al. (2014)

Instruments

386
Age:18-80

Age: 18-70

Conradi et al. (2008)

Kind of intervention/
comparison groups

N=424
Age: 18 or
more

Note: MDD: Major Depressive Disorder;; GP: General Practitioner; PE: Psychoeducation; TAU: Treatment as Usual; ADM: Antidepressant Medication; CBT: Cognitive Behavioral Therapy;
CCBT: Computerized Cognitive Behavioural Therapy; MBCT: Mindfulness based Cognitive Therapy; SCID: Structured Clinical Interview (Williams et al., 1992); CIDI: Composite International
Diagnostic Interview (Wittchen, 1994; Andrews & Peters, 1998); BDI: Beck Depression Inventory (Beck et al., 1961; Bouman et al., 1988); BDI-II: Beck Depression Inventory II (Beck et al.,
1996); GRID-HAMD: GRID- Hamilton Depression Rating Scale (Williams et al., 2008); SCL-20: Hopkins Symptom Checklist depression scale (Derogatis et al., 1974); NEO-FFI: Neuroticismextraversion-openness five-factor inventory (Costa & McCrae, 1992); WHOQOL-BREF: World Health Organization Quality of Life BREF (Harper & Power, 1998); EQ-5D-3L: Health-related
quality of life (Brooks, 1996); SF-36: Short Form Health Survey (Ware, 2000); CDS: Chronic Disease Score (Clark et al., 1995); CTQ: Childhood Trauma Questionnaire (Bernstein et al.,
1994)
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Assessment and Follow-Up. Assessment of MDD status of the
patients was performed using diagnostic interviews (CIDI; SCID)
and different instruments (BDI; BDI-II; GRID-HAMD; PHQ-9;
SCL-20). The follow-ups ranged from 12 to 132 months, being the
median 24 months (SD 38.16).
Research Design and Data Analysis. It is important to note that
from two of the included RCTs (Conradi et al., 2007; Katon et
al., 2001) four additional studies were derived, which also became
part of the systematic review. Three in the first case (Conradi et
al., 2008; Wardenaar et al., 2014; Verhoeven et al., 2017) and
one in the second case (Gopinath et al., 2007). The reason for the
inclusion is that the aims of the derived studies were different from
the original research.
The statistics conducted to identify factors associated with
relapse were: univariate analysis, logistic regression analysis, Cox
regression, linear regression (Gopinath et al., 2007; Conradi et al.,
2008; Kuyken et al., 2015) and Kruskal-Wallis test (Wardenaar et
al., 2014; Verhoeven et al., 2017). It is remarkable that the most
recent studies, by using latent class growth models and mixed
growth models, have identified different subgroups in the sample
based on the residual symptomatology (Verhoeven et al., 2017),
and also on the treatment trajectory (Wardenaar et al., 2014).
Information about Relapse. The criteria used to define relapse
are different in each study, a fact that could bias the results. The
relapse rate was reported in four studies and the variables that were
associated with relapse were reported in five articles from four
different RCTs (see Table 4 and Table 5).
Quality of Reviewed Studies. Of the eight studies included, four
were judged to have an excellent quality and four were rated with
very good quality. The most common bias was the non-justification
of the sample size (Table 3).
Different variables correlated with the recurrence of MDD;
Table 4 shows the relapse rate according to the treatment used,
and Table 5, according to the sociodemographic, clinical and
psychosocial variables.
Risk Factors Associated with Relapse
Relapse Rate Depending of Treatment Type. The type of
treatment was associated with differences in relapses, ranging
from a 31% to 69.07% relapse rate. Due to the heterogeneity
among studies, a distinction should be made between the studies
who were performed in the acute vs. maintenance phases.
The studies developed in the acute phase employed five
different treatments. Only one of the studies reported statistically
Table 3
Quality of included studies
Studies

CRF-QS scale
Scores

Interpretation

Katon et al. (2001)

15/16

Excellent

Gopinath et al. (2007)

14/16

Very good

Conradi et al. (2007)

15/16

Excellent

Conradi et al. (2008)

14/16

Very good

Wardenaar et al. (2014)

14/16

Very good

Verhoeven et al. (2017)

14/16

Very good

De Graaf et al. (2011)

15/16

Excellent

Kuyken et al. (2015)

15/16

Excellent
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significant differences between relapse rates and type of treatment;
specifically among patients with ADM who received PE+CBT
or PE in where the first group showed fewer relapse rates (50%
vs 74.6%; OR 0.34, 95% CI: 0.13-0.84) (Conradi et al., 2007).
Regarding maintenance studies, Kuyken et al. (2015) reported the
suitability of MBCT+ADM in patients who showed higher scores
in child abuse, identifying a significantly lower percentage of
relapses for this group of patients in contrast to TAU (ADM) 47%
vs 59% (HR 0.53, 95% IC: 0.29-0.95; p=0.03).
Sociodemographic Factors. The studies have examined
different variables: gender, age, educational level, employment
status, marital status and race. No correlations were found
between any of the indicated variables and relapse (Gopinath et
al., 2007; Conradi et al., 2008; Kuyken et al., 2015; Verhoeven
et al., 2018), except for one study that linked marital status,
specifically being married, with a greater chance of following
a remission + relapse pattern vs. an early remission pattern
(Waardenar et al., 2014).
Personality Factors. Gopinath et al. (2007) have found a
correlation between higher scores in neuroticism and relapse.
Verhoeven et al. (2018), using latent growth models, showed that
higher scores in neuroticism and lower scores in extraversion
were characteristic of the group that showed the highest number
of relapses, which they termed “slow increase in symptoms”.
However, Wardenaar et al. (2014) found no correlation between
these variables.
Disability and Social Support. In four of the studies, disability
and social support were considered a focus of interest (Gopinath et
al., 2007; Conradi et al., 2008; Wardenaar et al., 2014; Verhoeven
et al., 2017). Gopinath et al. (2007) reported that higher scores on
social, family and work disability were related to a greater chance
of relapse. Poorer social functioning also correlated with relapse
in the study of Conradi et al. (2008), although no correlation
was found in Wardenaar et al. (2014) with the same variables. In
addition, a poorer perception in general health also correlated with
relapse, as did those patients that showed worse social functioning
(Verhoeven et al., 2017).
Baseline Severity. Baseline severity is operationalised in the
studies considering the score obtained in the initial questionnaire.
Two of the studies which evaluated this factor found a relationship
between greater baseline severity and relapse (Gopinath et al.,
2007; Conradi et al., 2008). In contrast, another study found no
correlation between baseline severity and relapse (Wardenaar et
al., 2014).
History of MDD Relapse. Two studies (Conradi et al., 2008;
Katon et al., 2001) found a relation between experiencing a new
relapse and having suffered 2 or more previous MDD relapse.
However, Wardenaar et al. (2014) did not found a relation between
those variables.
Comorbidity. The impact of comorbidity on relapse has been
evaluated in three studies. Comorbid anxiety (Conradi et al., 2008),
fear or panic symptoms and somatization (Gopinath et al., 2007)
were evidenced as risk factors for relapse. Also, Wardenaar et al.
(2014) indicated comorbid dysthymic disorder as a risk factor for
relapse, although they found no correlation with the other disorders
listed above.
Adherence to ADM. The adherence to the ADM is a factor of
interest to determine if the combination of various interventions
are effective in the relapse prevention. One of the studies indicated
that poorer adherence to ADM in the previous 30 days correlated
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Table 4
Percentage of patients with recurrence of MDD during follow-up across treatments
Study

Intervention phase

Intervention

Percentage of recurrence
12 month

Katon et al. (2001)

Conradi et al. (2007)

Psychoeducation + Relapse prevention plan

Maintenance

–

–

35%

–

–

Psychoeducation

–

–

69,07%

Cognitive Behavioural Therapy + Psychoeducation

–

–

55,55%

Psychiatry consultation + Psychoeducation

–

–

57,58%

Treatment as usual

–

–

63,93%

31,3%

–

–

31%

–

–

20,7%

–

–

Computerized Cognitive Behavioural Therapy
De Graaf et al. (2011)

Acute

Computerized Cognitive Behavioural Therapy + Treatment as usual
Treatment as usual

Kuyken et al. (2015)

Maintenance

36 month

34,6%

Treatment as usual

Acute

24 month

Mindfulness based Cognitive Therapy + Antidepressant medication

–

44%

–

Antidepressant medication

–

47%

–

Table 5
Factors associated and not associated with relapse of MDD
Lower
social
functioning

History of MDD
relapse

Baseline
severity

Personality

Gopinath et al. (2007)

+

+ (≥2 previous relapse)

+

+ Higher neuroticism

Conradi et al. (2008)

+

+ (>2 previous relapse)

+

-

-

Wardenaar et al. (2014)

- Higher neuroticism
- Lower extraversion

Comorbidity

Demographic

Other

+ Somatization
+ Fear or panic
symptoms
- Dysthymia

- Gender
- Age
- Marital status
- Employment status
- Race
- Educational level

+ Higher disability on social,
work or family areas
+ Lower self-efficacy
+ Lower emotional role
+ Lower mental health index
Higher score in CTQ
+ Poorer adherence to ADM

+ Anxiety

- Gender
- Age
- Marital status
- Employment status
- Educational level

+ Worse physical
functioning

+ Dysthymia
- Somatization
- Anxiety

- Gender
- Age
- Employment status
- Educational level
+ Being married

- Adherence to ADM

Kuyken et al. (2015)
Verhoeven et al. (2017)

- Adherence to ADM
+

+ Higher neuroticism
+ Lower
extraversion

- Gender
- Age
- Marital status
- Employment status
- Educational level

+ Lower self-esteem

Note: + evidence of positive association with relapse; - evidence of no association with relapse; ADM: antidepressant medication; MDD: major depressive disorder; CTQ: Childhood Trauma
Questionnaire (Bernstein et al., 1994)

with relapse (Gopinath et al., 2007), although a different study
did not find any correlation with adherence (Wardenaar et al.,
2014). It is important to emphasize that in the study conducted by
Kuyken et al. (2015), even if there were no differences regarding
relapse, of patients in the TCBM+ADM group, 71% discontinued
the consumption of ADM, a 29% decreased the consumption and
the 13% maintained the initial dose; whereas in the TAU group
(ADM) the 76% of patients continued with the initial dose, the rest
(24%) did not continue with the ADM.

Others. Other variables that correlated with relapse were studied.
Gopinath et al. (2007) reported that patients who scored higher
on childhood abuse, poorer on mental health, poorer on emotional
role, or had less self-efficacy, were more likely to relapse. Conradi
et al. (2008) found a relation between poorer physical functioning
and relapse. Verhoeven et al. (2017) reported that low self-esteem
was one of the characteristics of the groups who experienced a
high relapse rate (“slow increase in symptoms” and “constant
residual symptoms”).
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Discussion
The aim of this study was to conduct, following PRISMA
guidelines, a systematic review of RCTs that studied different risk
variables for MDD relapse in PC context, where most patients
with mild or moderate MDD are treated. The characteristics and
quality of reviewed studies were analysed and type of treatment,
sociodemographic factors, personality, disability and social
support, baseline severity, history of MDD relapse, comorbidity,
adherence to ADM, and other relapse factors were studied.
The results of the included studies identified different variables
related to relapse. Higher scores in neuroticism, disability (social,
occupational, family), baseline MDD severity and childhood abuse
were predictors of relapse. Lower scores on extraversion, selfesteem, self-efficacy, emotional role, and physical functioning
were also positively related with relapse. Moreover, a history of
two or more previous relapses, comorbidity (dysthymic disorder,
somatization, panic or fear symptoms), and poorer adherence to
ADM in the 30 days prior to treatment were also associated with
relapse (Katon et al., 2001; Gopinath et al., 2007; Conradi et al.,
2007; Conradi et al., 2008; De Graaf et al., 2011; Wardenaar et al.,
2014; Kuyken et al., 2015; Verhoeven et al., 2017). These results
are consistent with those found in some meta-analyses, except for
marital status (Buckman et al., 2018, Hardeveld et al., 2010; Burcusa
& Iacono, 2007). One of the studies in this review identified a higher
risk of relapse for married individuals (Verhoeven et al., 2017).
Regarding the type of treatment, two appear to be the most
effective, in terms of significance, in preventing relapse in the PC
context. CBT combined with PE and ADM (Conradi et al., 2007);
and MBCT+ADM in a population with high scores at childhood
abuse (Kuyken et al., 2015). In the first case, the results are in
line with previous literature (Cuijpers et al., 2013, 2020), although

Clarke et al. (2015) indicated the superiority of CBT without
ADM. On the other hand, metanalyses show a smaller chance
of relapse for MBCT, compared to TAU or placebo, in patients
with three or more previous episodes, than the one informed by
Kuyken et al. (2015). Also, as was expected, the studies with a
longer follow-up time reported higher relapse rates (Conradi et
al., 2007; Kuyken et al., 2015). Despite this, it is important to
note that the patients in psychological therapy suffered fewer
relapses rates except in the study of De Graaf et al. (2011), with
unsupported online computerized therapy, and in psychoeducation
treatment modality in Conradi et al. (2007). Two studies in which
the treatment had little or no support from the psychologist (low
intensity treatments).
Finally, independently from the results discussed, there were
several limitations of the current study that should be noted, in
order to be considered in the interpretation of the results and for
future research. First, the main limitation was the small number of
published studies on PC about MDD relapse, even when the topic
is of considerable interest, as it is the most common setting for
assistance (Fernández et al., 2006) with a high rate of recurrence
(Solomon et al., 2000; Eaton et al., 2008). Second, the studies
were highly heterogeneous, limiting the generalizability of the
results. Third, previous literature had shown other variables related
with MDD relapse which were not assessed in the studies of this
systematic review: familiar psychopathological history, impact of
stressful life events, duration of the MDD episode and assessment
of cognitive factors (Burcusa & Iacono, 2007; Hardeveld et al.,
2010; Buckman et al., 2018).
These limitations suggest the importance of conducting more
research in this particular area, given the limited number of studies
that have been performed is restricting our knowledge about
relapse of MDD in PC.

References
American Psychiatric Association (1994). Diagnostic and statistical
manual of mental disorders (4th ed.). https://bit.ly/2XpiBsY
American Psychiatric Association (2000). Diagnostic and statistical
manual of mental disorders (4th ed., text rev.). https://bit.ly/3bT8NN9
Andrews, G., & Peters, L. (1998). The psychometric properties of the
composite international diagnostic interview. Social Psychiatry and
Psychiatric Epidemiology, 33(2), 80-88.
https://doi.org/10.1007/s001270050026
Beck, A.T., Ward, C.H., Mendelson, M., Mock, J., & Erbaugh, J. (1961). An
inventory for measuring depression. Archives of General Psychiatry, 4(6),
561-571. https://doi.org/10.1001/archpsyc.1961.01710120031004
Beck, A. T., Steer, R. A., & Brown, G. K. (1996). Manual for the Beck
depression inventory-II. Psychological Corporation.
https://bit.ly/2Tub62S
Bernstein, D. P., Fink, L., Handelsman, L., Foote, J., Lovejoy, M., Wenzel,
K., Sapatero, J., & Ruggiero, J. (1994). Initial reliability and validity of
a new retrospective measure of child abuse and neglect. The American
Journal of Psychiatry, 151(8), 1132-1136.
https://doi.org/10.1176/ajp.151.8.1132
Bockting, C. L., Hollon, S. D., Jarrett, R. B., Kuyken, W., & Dobson,
K. (2015). A lifetime approach to major depressive disorder: The
contributions of psychological interventions in preventing relapse and
recurrence. Clinical Psychology Review, 41, 16-26.
https://doi.org/10.1016/j.cpr.2015.02.003
Bouman, T. K., Luteijn, F., Albersnagel, F. A., & Van der Ploeg, F. A.
(1985). Enige ervaringen met de Beck depression inventory (BDI).

50

[some experiences with Beck’s depression inventory (BDI)]. Gedrag:
Tijdschrift Voor Psychologie, 13(2), 13-24. https://bit.ly/36yj3JT
Brooks, R. (1996). EuroQol: The current state of play. Health Policy, 37(1),
53-72. https://doi.org/10.1016/0168-8510(96)00822-6
Buckman, J. E. J., Underwood, A., Clarke, K., Saunders, R., Hollon, S. D.,
Fearon, P., & Pilling, S. (2018). Risk factors for relapse and recurrence
of depression in adults and how they operate: A four-phase systematic
review and meta-synthesis. Clinical Psychology Review, 64, 13-38.
https://doi.org/10.1016/j.cpr.2018.07.005
Burcusa, S. L., & Iacono, W. G. (2007). Risk for recurrence in
depression. Clinical Psychology Review, 27(8), 959-985.
https://doi.org/10.1016/j.cpr.2007.02.005
Cajal, B., Jiménez, R., Gervilla, E., & Montaño, J. J. (2020). Doing a
systematic review in health sciences. Clínica y Salud, 31(2), 77-83.
https://doi.org/10.5093/clysa2020a15
Cano-Vindel, A. (2011). Emotional disorders in primary care. Ansiedad y
Estrés, 17(1), 75-97. https://bit.ly/33oKhD0
Clark, D. O., Von Korff, M., Saunders, K., Baluch, W. M., & Simon,
G. E. (1995). A chronic disease score with empirically derived
weights. Medical Care, 33(8), 783-795.
https://doi.org/10.1097/00005650-199508000-00004
Clarke, K., Mayo-Wilson, E., Kenny, J., & Pilling, S. (2015). Can nonpharmacological interventions prevent relapse in adults who have
recovered from depression? A systematic review and meta-analysis of
randomised controlled trials. Clinical Psychology Review, 39, 58-70.
https://doi.org/10.1016/j.cpr.2015.04.002

Risk Factors Associated with Relapse in Major Depressive Disorder in Primary Care Patients: A Systematic Review

Conradi, H. J., Jonge, P. d., Kluiter, H., Smit, A., Meer, K. v. d., Jenner,
J. A., van Os, T.W. D. P.; Emmelkamp, P. M. G., & Ormel, J. (2007).
Enhanced treatment for depression in primary care: Long-term outcomes
of a psycho-educational prevention program alone and enriched with
psychiatric consultation or cognitive behavioral therapy. Psychological
Medicine, 37(6), 849-862.
https://doi.org/10.1017/S0033291706009809
Conradi, H. J., de Jonge, P., & Ormel, J. (2008). Prediction of the three-year
course of recurrent depression in primary care patients: Different risk
factors for different outcomes. Journal of Affective Disorders, 105(1),
267-271. https://doi.org/10.1016/j.jad.2007.04.017
Costa, P. T., & McCrae, R. R. (1985). The NEO personality inventory.
Psychological Assessment Resources. https://bit.ly/36lOBlW
Costa, P. T., & McCrae, R. R. (1992). Revised NEO personality inventory
(NEO-PI-R) and NEO five-factor (NEO-FFI) inventory professional
manual. Psychological Assessment Resources. https://bit.ly/3ggvuhw
Centre for Reviews and Dissemination (2009). CRD’s guidance for
undertaking reviews in health care. York Publishing Services.
https://bit.ly/3gnKwT0
Cuijpers, P., van Straten, A., van Schaik, A., & Andersson, G. (2009).
Psychological treatment of depression in primary care: A metaanalysis. The British Journal of General Practice: The Journal of the
Royal College of General Practitioners, 59(559), 51-60.
https://doi.org/10.3399/bjgp09X395139
Cuijpers, P., Berking, M., Andersson, G., Quigley, L., Kleiboer, A., &
Dobson, K. S. (2013). A meta-analysis of cognitive-behavioural
therapy for adult depression, alone and in comparison, with other
treatments. The Canadian Journal of Psychiatry / La Revue Canadienne
De Psychiatrie, 58(7), 376-385.
https://doi.org/10.1177/070674371305800702
Cuijpers, P., Noma, H., Karyotaki, E., Vinkers, C. H., Cipriani, A., &
Furukawa, T. A. (2020). A network meta‐analysis of the effects of
psychotherapies, pharmacotherapies and their combination in the
treatment of adult depression. World Psychiatry, 19(1), 92-107.
https://doi.org/10.1002/wps.20701
De Graaf, L. E., Gerhards, S. A. H., Arntz, A., Riper, H., Metsemakers,
J. F. M., Evers, S. M. A. A., Severens, J., L., Widdershoven, G., &
Huibers, M. J. H. (2011). One-year follow-up results of unsupported
online computerized cognitive behavioural therapy for depression in
primary care: A randomized trial. Journal of Behavior Therapy and
Experimental Psychiatry, 42(1), 89-95.
https://doi.org/10.1016/j.jbtep.2010.07.003
De Jong, G. J., & Kamphuis, F. (1985). The development of a Rasch-type
loneliness scale. Applied Psychological Measurement, 9(3), 289-299.
https://doi.org/10.1177/014662168500900307
Derogatis, L. R., Lipman, R. S., Rickels, K., Uhlenhuth, E. H., & Covi,
L. (1974). The Hopkins symptom checklist (HSCL): A self-report
symptom inventory. Behavioral Science, 19(1), 1-15.
https://doi.org/10.1002/bs.3830190102
Eaton, W. W., Shao, H., Nestadt, G., Lee, B. H., Bienvenu, O. J., & Zandi,
P. (2008). Population-based study of first onset and chronicity in major
depressive disorder. Archives of General Psychiatry, 65(5), 513-520.
https://doi.org/10.1001/archpsyc.65.5.513
Fernández, A., Haro, J. M., Codony, M., Vilagut, G., Martínez-Alonso,
M., Autonell, J., Salvador-Carulla, L., Ayuso-Mateos, L., Fullana, M.
A., & Alonso, J. (2006). Treatment adequacy of anxiety and depressive
disorders: Primary versus specialised care in Spain. Journal of Affective
Disorders, 96(1-2), 9-20. https://doi.org/10.1016/j.jad.2006.05.005
Frank, E., Prien, R. F., Jarrett, R. B., Keller, M. B., Kupfer, D. J., Lavori,
P. W., Rush, J. A., & Weissman, M. M. (1991). Conceptualization
and rationale for consensus definitions of terms in major depressive
disorder: Remission, recovery, relapse, and recurrence. Archives of
General Psychiatry, 48(9), 851-855.
https://doi.org/10.1001/archpsyc.1991.01810330075011
Gopinath, S., Katon, W. J., Russo, J. E., & Ludman, E. J. (2007). Clinical
factors associated with relapse in primary care patients with chronic or
recurrent depression. Journal of Affective Disorders, 101(1-3), 57-63.
https://doi.org/10.1016/j.jad.2006.10.023
Hardeveld, F., Spijker, J., De Graaf, R., Nolen, W. A., & Beekman, A. T.
F. (2010). Prevalence and predictors of recurrence of major depressive
disorder in the adult population. Acta Psychiatrica Scandinavica, 122(3),
184-191. https://doi.org/10.1111/j.1600-0447.2009.01519.x

The WHOQOL group (1998). Development of the World Health
Organization WHOQOL-BREF Quality of Life Assessment.
Psychological Medicine, 28(3), 551-558.
https://doi.org/10.1017/S0033291798006667
Katon, W., Rutter, C., Ludman, E. J., Von Korff, M., Lin, E., Simon, G.,
Bush, T., Walker, M., & Unützer, J. (2001). A randomized trial of
relapse prevention of depression in primary care. Archives of General
Psychiatry, 58(3), 241-247. https://doi.org/10.1001/archpsyc.58.3.241
Kuyken, W., Hayes, R., Barrett, B., Byng, R., Dalgleish, T., Kessler, D.,
Lewis, G., Watkins, E., Brejcha, C., Cardy, J., Causley, A., Cowderoy,
S., Evans, A., Gradinger, F., Kaur, S., Lanhamh, P., Morant, N.,
Richards, J., Shahb, P., . . . Byford, S. (2015). Effectiveness and costeffectiveness of mindfulness-based cognitive therapy compared with
maintenance antidepressant treatment in the prevention of depressive
relapse or recurrence (PREVENT): A randomised controlled trial. The
Lancet, 386(9988), 63-73.
https://doi.org/10.1016/s0140-6736(14)62222-4
Kuyken, W., Warren, F. C., Taylor, R. S., Whalley, B., Crane, C., Bondolfi,
G., Hayes, R., Huijbers, M., Ma, H., Schweizer, S., Segal, Z., Speckens,
A., Teasdale, J. D., Van Heeringen, K., Williams, M., Byford, S., Byng,
R., & Dalgleish, T. (2016). Efficacy of mindfulness-based cognitive
therapy in prevention of depressive relapse: An individual patient data
meta-analysis from randomized trials. JAMA Psychiatry, 73(6), 565574. https://doi.org/10.1001/jamapsychiatry.2016.0076
Law, M., Sterwart, D., Pollock, N., Letts, L., Bosch, J., & Westmorland,
M. (1998). Critical Review Form, Quantitative Studies. McMaster
University.
https://srs-mcmaster.ca/wp-content/uploads/2015/04/Critical-ReviewForm-Quantitative-Studies-English.pdf
Linde, K., Sigterman, K., Kriston, L., Rücker, G., Jamil, S., Meissner,
K., & Schneider, A. (2015). Effectiveness of psychological treatments
for depressive disorders in primary care: systematic review and metaanalysis. The Annals of Family Medicine, 13(1), 56-68.
https://doi.org/10.1370/afm.1719
Moher, D., Liberati, A., Tetzlaff, J., Altman, D. G., & Group, T. P. (2009).
Preferred reporting items for systematic reviews and meta-analyses:
The PRISMA statement. PLoS Medicine, 6(7), e1000097.
https://doi.org/10.1371/journal.pmed.1000097
Morisky, D. E., Green, L. W., & Levine, D. M. (1986). Concurrent
and predictive validity of a self-reported measure of medication
adherence. Medical Care, 24(1), 67-74.
https://doi.org/10.1097/00005650-198601000-00007
Piet, J., & Hougaard, E. (2011). The effect of mindfulness-based cognitive
therapy for prevention of relapse in recurrent major depressive
disorder: A systematic review and meta-analysis. Clinical Psychology
Review, 31(6), 1032-1040. https://doi.org/10.1016/j.cpr.2011.05.002
Reimherr, F. W., Amsterdam, J. D., Quitkin, F. M., Rosenbaum, J. F., Fava,
M., Zajecka, J., Beasley, C., Michelson, D., Roback, P., & Sundell,
K. (1998). Optimal length of continuation therapy in depression: A
prospective assessment during long-term fluoxetine treatment. The
American Journal of Psychiatry, 155(9), 1247-1253.
https://doi.org/10.1176/ajp.155.9.1247
Rosenberg, M. (1965). Rosenberg self-esteem scale (RSE). Acceptance
and commitment therapy. Measures package, 61(52), 18.
https://bit.ly/30sbMcU
Ruiz-Rodríguez, P., Cano-Vindel, A., Muñoz Navarro, R., Medrano, L.,
Moriana, J. A., Buiza Aguado, C., Jiménez Cabré, G., & GonzálezBlanch, C. (2017). Impacto económico y carga de los trastornos
mentales comunes en España: una revisión sistemática y crítica.
Ansiedad y Estrés, 23(2-3), 118-123.
https://doi.org/10.1016/j.anyes.2017.10.003
Rush, A. J., Kraemer, H. C., Sackeim, H. A., Fava, M., Trivedi, M. H.,
Frank, E., Ninan, P. T., Thase, M. E., Gelenberg, A. J., Kupfer, D. J.,
Regier, D. A., Rosenbaum, J. F., Ray, O., & Schatzberg, A. F. (2006).
Report by the ACNP task force on response and remission in major
depressive disorder. Neuropsychopharmacology, 31(9), 1841-1853.
https://doi.org/10.1038/sj.npp.1301131
Santoft, F., Axelsson, E., Öst, L., Hedman-Lagerlöf, M., Fust, J., & HedmanLagerlöf, E. (2019). Cognitive behaviour therapy for depression in
primary care: Systematic review and meta-analysis. Psychological
Medicine, 49(8), 1266-1274.
https://doi.org/10.1017/S0033291718004208

51

Maider Prieto-Vila, Francisco José Estupiñá, and Antonio Cano-Vindel

Sheehan, D. V. (1983). Sheehan disability scale. Handbook of psychiatric
measures, 2, 100-102. https://bit.ly/3e7uXwE
Solomon, D. A., Keller, M. B., Leon, A. C., Mueller, T. I., Lavori, P. W.,
Shea, M. T., Corvell, W., Warshaw, M., Turvey, C., Maser, J. D., &
Endicott, J. (2000). Multiple recurrences of major depressive disorder.
The American Journal of Psychiatry, 157(2), 229-233.
https://doi.org/10.1176/appi.ajp.157.2.229
Twomey, C., O’Reilly, G., & Byrne, M. (2015). Effectiveness of cognitive
behavioural therapy for anxiety and depression in primary care: A metaanalysis. Family Practice, 32(1), 3-15.
https://doi.org/10.1093/fampra/cmu060
Verhoeven, F. E. A., Wardenaar, K. J., Ruhé, H. G. E., Conradi, H. J., &
de Jonge, P. (2018). Seeing the signs: Using the course of residual
depressive symptomatology to predict patterns of relapse and recurrence
of major depressive disorder. Depression and Anxiety, 35(2), 148-159.
https://doi.org/10.1002/da.22695
Wardenaar, K. J., Conradi, H., & de Jonge, P. (2014). Data-driven
course trajectories in primary care patients with major depressive
disorder. Depression and Anxiety, 31(9), 778-786.
https://doi.org/10.1002/da.22228

52

Ware Jr., J. E. (2000). SF-36 health survey update. Spine, 25(24), 31303139. https://doi.org/10.1097/00007632-200012150-00008
Williams, J. B., Gibbon, M., First, M. B., Spitzer, R. L., Davies, M., Borus,
J., Howes, M. J., Kane, J., Pope, H. G., Rounsaville, B., & Wittchen,
H. (1992). The structured clinical interview for DSM-III-R (SCID): II.
multisite test-retest reliability. Archives of General Psychiatry, 49(8),
630-636. https://doi.org/10.1001/archpsyc.1992.01820080038006
Williams, J. B. W., Kobak, K. A., Bech, P., Engelhardt, N., Evans, K.,
Lipsitz, J., Jason, O., Jay, P., & Kalali, A. (2008). The GRID-HAMD:
Standardization of the Hamilton depression rating scale. International
Clinical Psychopharmacology, 23(3), 120-129.
https://doi.org/10.1097/YIC.0b013e3282f948f5
Wittchen, H. (1994). Reliability and validity studies of the WHO-composite
international diagnostic interview (CIDI): A critical review. Journal of
Psychiatric Research, 28(1), 57-84.
https://doi.org/10.1016/0022-3956(94)90036-1
World Health Organization (2017). Depression and Other Common Mental
Disorders: Global Health Estimates.
http://apps.who.int/iris/bitstream/handle/10665/254610/WHO-MSDMER-2017.2-eng.pdf

