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ABSTRACT
Objective
To explore patient and health professional views and experiences of antidepressant treatment with particular focus on barriers and facilitators to discontinuing use.
Design
Systematic review with thematic synthesis
Data sources
MEDLINE, PubMed, Embase, PsycINFO, CINAHL, AMED, Health Management Information Consortium, OpenGrey, and the Networked Digital Library of Theses and Dissertations from inception until February 2017. Updated searches were carried out in July 2018.
Eligibility criteria
Primary studies, published in English, that used qualitative data collection and analysis, and had data on attitudes, beliefs, feelings, perceptions on continuing or discontinuing antidepressant use, of patients (aged 18 or above, who received treatment with antidepressants for at least 6 months) or any health professionals. 
Data extraction
One reviewer extracted data and assessed study quality, which was checked by a second reviewer. 
Findings
Twenty two papers were included in the review. A thematic synthesis was performed for patient perspectives only, due to insufficient data from a health professional perspective. The thematic synthesis yielded nine themes: (1) psychological and physical capabilities; (2) perception of antidepressants; (3) fears; (4) intrinsic motivators and goals; (5) the Doctor as a navigator to maintenance or discontinuation; (6) perceived cause of depression; (7) aspects of information that support decision-making; (8) significant others – a help or a hindrance; and (9) support from other health professionals.
Limitations
Coding and development of subthemes and themes was performed by one researcher and further developed through discussion between two researchers.
Conclusions
Barriers and facilitators to discontinuing antidepressant use are numerous and complex, and likely to require detailed conversations between patients and their general practitioners (GPs). These conversations are more likely to happen if GPs raise the issue of discontinuation. Further research from a health professional perspective including, but not limited to GPs, is needed.  
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INTRODUCTION

In Western countries, antidepressant prescriptions have risen steadily over time (McCarthy, 2013). In England, in 2016 there were over 64 million prescriptions, more than twice as many compared to 2006, at a cost of £267 million (Health and Social Care Information Centre, 2017). The main reason for this increase is increasing long-term use, with a median length of treatment now greater than two years (Kendrick et al., 2015; McCrea et al., 2016; Moore et al., 2009). While some people need to use antidepressants long-term to prevent relapse, studies suggest that 30-50% of long-term users have no evidence-based indication to continue and could try stopping (Cruickshank et al., 2008; Ambresin et al., 2015; Piek et al., 2014).
Continuation of antidepressants exposes patients to potential side effects including sleep disturbance, weight gain, sexual dysfunction and gastrointestinal bleeding (Ferguson et al., 2001). In the elderly, antidepressant use is associated with increased risk of strokes, falls, fractures, hyponatraemia and death (Coupland et al., 2011). It also results in substantial healthcare costs (Health and Social Care Information Centre, 2017; Vasiliadis et al., 2013).

The REDUCE programme (Kendrick, 2016), in which all but one review authors are involved, aims to develop safe and effective support for discontinuing long-term antidepressant use where appropriate. The act of stopping any long-term medication is complicated by many factors related to patients and prescribers (Reeve et al., 2013; Anderson et al., 2014). These need to be understood to develop safe and effective approaches to stopping medication. We therefore performed a scoping search to identify key qualitative literature on factors influencing patients’ and prescribers’ decisions to discontinue long-term antidepressants. We found three relevant reviews: a 2009 meta-ethnography of patient experiences of antidepressants, including stopping treatment (Malpass et al., 2009); and two thematic synthesis, one from the patient perspective and one from the prescriber’s, of barriers and facilitators to stopping any long-term medication (Reeve et al., 2013; Anderson et al., 2014). All three reviews included studies relating to antidepressant discontinuation. However, we also identified relevant primary qualitative studies that were not included in any of these reviews.  We therefore conducted a systematic review of qualitative studies exploring patient and health professional views and experiences of antidepressant treatment with particular focus on barriers and facilitators to discontinuing use.

METHODS
Protocol and registration
The review protocol was registered with the PROSPERO International Prospective Register of Systematic Reviews (http://www.crd.york.ac.uk/PROSPERO/display_record.php?ID=CRD42016053941)
Eligibility criteria
We included primary studies that: (1) used qualitative data collection (e.g. interviews, focus groups) and analysis, including qualitative components of mixed methods studies, and (2) had data, regardless of study aims, on attitudes, beliefs, feelings, perceptions on continuing or discontinuing antidepressant use, of patients (aged 18 or above, who received treatment with antidepressants for at least 6 months) or health care professionals with particular focus on barriers and facilitators to discontinuation.  Although we did not restrict by study aims, it needed to be clear from the abstract that there was relevant information for the aims of our research. Furthermore, we did not restrict type of health professional (e.g. general practitioners, nurses, psychiatrists, pharmacists, primary care mental health workers, psychotherapists, nursing home staff) or setting.  
We excluded studies that: (1) used survey data, including open responses to survey questions, (2) defined continuation or discontinuation of treatment in terms of adherence or non-adherence in the initial stage of treatment only (less than 6 months), or (3) were not published in English.
Search strategy and sources 
We searched the following databases from inception until 6 February 2017: MEDLINE (Ovid), PubMed, Embase (Ovid), PsycINFO (EBSCOhost), CINAHL (EBSCOhost), AMED (EBSCOhost), Health Management Information Consortium, OpenGrey, and the Networked Digital Library of Theses and Dissertations from inception. Updated searches were undertaken in July 2018.

The MEDLINE search strategy (appendix 1) was developed by an experienced health librarian (SD). The strategy consisted of terms and text words of antidepressants and discontinuation, and a modified qualitative research filter (DeJean et al., 2016). This strategy was then adapted by one researcher (EM) for the remaining databases. 

We also performed citation searching, reference list checking and related article checking for full papers meeting the inclusion criteria from our initial database searches, and contacted experts in the field. Related article searching was performed using the “related articles” feature in PubMed, and stopped after 100 suggestions for resource limitations.
Study selection
One researcher (EM) screened all titles and abstracts yielded by searches against inclusion criteria. Two researchers (TK and RR) screened a 10% sample of titles and abstracts each. We obtained full papers for all titles and abstracts appearing to meet inclusion criteria or where there was uncertainty. Two researchers (EM and TK) then independently assessed whether these full papers met the inclusion criteria. Any disagreements were resolved by discussion. 
Data collection/extraction process
Data extraction was performed into a standardised form created in Excel by one researcher (EM) and checked by two researchers (HB and TK). Data extracted included: research setting, aims of study, theoretical background, sampling approach, participant characteristics, data collection methods, data analysis approach, and findings.
Assessment of study quality
There is debate over what criteria to use to assess study quality when conducting qualitative evidence syntheses, therefore we used two different methods (Carroll et al., 2015)

Each study was assessed against the CASP criteria for qualitative research (Critical Appraisal Skills Programme, 2017). This checklist supports critical appraisal of research by asking reviewers questions about 10 domains that should be considered in qualitative research. Prior experience within the review group found the consolidated criteria for reporting qualitative research (COREQ) 32-item checklist allowed a deeper assessment of study quality than other tools (Tong et al., 2007). We therefore also used COREQ in this review. Assessment of study quality was performed by one reviewer (EM) and checked by two reviewers (HB and TK), with any disagreements resolved by discussion. A priori we decided not to exclude studies from the review or analysis based on their assessed quality (Carroll et al., 2015). Post-hoc , we performed sensitivity analyses of the effects of study quality on our findings, by excluding studies with poorer assessments, compared to other studies, in any CASP domain.
Data synthesis
We conducted a thematic synthesis to synthesise findings (Thomas and Hardsen, 2008). All included papers were imported into NVivo (version 11). Following multiple readings to achieve immersion, one researcher (EM) performed line by line coding of participants’ views and authors’ interpretation of their study findings that touched on continuing or discontinuing antidepressant use, regardless of where they were located in the paper. Papers were coded in order of publication, beginning with the oldest. Codes, sub-themes and themes were developed iteratively as papers were analysed. Sub-themes and themes were further developed and refined through discussion between two researchers (EM and AG). Sensitivity analyses were performed by excluding studies with special populations e.g. those with experience of treatment for illicit drug use.

At monthly  meetings we discussed the research process, it’s progress, and our findings with our Public Involvement (PPI) colleagues.

FINDINGS
Study selection
The initial search yielded 4710 records in total, including 3455 unique records (figure 1). Of these 3373 were ineligible after review of title and abstract. Of 82 remaining papers, one was unobtainable, and 60 were excluded after assessment of full papers (abbreviated  reports of full papers included in the review n=2; perspective was neither adult patients nor healthcare professionals n=4; did not use qualitative data collection and analysis n=23; no data on attitudes, beliefs, feelings, perceptions on continuing or discontinuing antidepressant use n=31). Twenty one papers, reporting 21 studies, were therefore included after the initial search. The updated search yielded 912 records, of which 664 were unique. Of these, 661 were ineligible after reviews of titles and abstracts. Of the three full papers assessed, two were excluded (no data on attitudes, beliefs, feelings, perceptions on continuing or discontinuing antidepressant use n=1, did not use qualitative data collection and analysis n=1). A total of 22 papers reporting 22 studies were therefore included in our review (Karp, 1993; Knudsen et al., 2002; Pollack and Grime, 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Holt, 2007; Johnston et al., 2007; Leydon et al., 2007; Wilson, 2007; McMullen and Herman, 2009; Aselton, 2010; Dickinson et al., 2010; McKinney and Greenfield, 2010; Iden et al., 2011; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Eveleigh, 2015; Nygaard et al., 2015; Weaver, 2015; Bosman et al., 2016; Johnson et al., 2017). Of note, no potentially relevant titles and abstracts were excluded solely on the basis of being non-English language publications.
Study characteristics
Characteristics of included studies are presented in appendix 2. Studies dated from 1993-2017 and were carried out in the UK, Netherlands, Denmark, Norway, USA, Canada, Australia and New Zealand. One study was of general practitioner (GP) perspectives only, one of GPs and nurses working in nursing homes, four studies were of general practitioner (GP) and patient perspectives (including one of patients aged 75 and over), and 16 from patient perspectives only. Of these 16 studies, 11 were in specific populations (women only, including one of pregnant women only, n=5; aged 19-24, n=2; participants in experiments to support antidepressant discontinuation, n=2; experience of treatment for illicit drug use, n=1; experience of using antidepressants and CBT, n=1). Sixteen studies were reported in journal articles, three in PhD theses, one in a Doctor of Clinical Psychology thesis, one in an MA thesis, and one as a final report of a research fellowship. Where reported, minimum duration of antidepressant use ranged from 6 months to 1 year, and maximum duration from 4 years to greater than 19 years.
Quality assessment
Assessed against the CASP criteria (appendix 3), all studies had a clear statement of aims for which qualitative methodology was appropriate, and all were considered valuable research. 
Assessed against the 32 item COREQ checklist, all items were reported by a minimum of two studies (appendix 4). All 22 studies reported sample size, description of sample, use of interview guide, participant quotations, and had consistency between data and reported findings. Twenty one studies reported on the methodological theory that underpinned their study, the sampling method used, and had clear major themes or minor themes. Only two studies, both PhD theses, reported a description of their coding tree. 
Synthesis of results
Data from all studies were initially coded. Data from all studies were initially coded, with data from 21 studies found in the abstract (n=1), results (n=21), or discussion (n=11). A further study was reported in a Master of Arts thesis, which did not employ a typical IMRaD (Introduction, Methods, Results and Discussion) format (Hoogen, 2006). Quotations from participants were found throughout this document. Due to the limited number of studies and “thinness” of the data, there was insufficient data to perform a meaningful thematic synthesis for health professional perspectives. The thematic synthesis presented in the following is therefore from patient perspectives only. Sub-themes were however cross-checked with coded data from the healthcare professionals’ perspective. For codes assigned to more than one study, concordance or discordance with sub-themes is highlighted below.

Thematic synthesis yielded nine themes, and 49 sub-themes (see figure 2 and appendix 5). These themes are listed below, in decreasing order of the quantity of coded data contained within them:
1. Psychological and physical capabilities
2. Perception of antidepressants
3. Fears
4. Intrinsic motivators and goals
5. The Doctor as a navigator to maintenance or discontinuation
6. Perceived cause of depression
7. Aspects of information that support decision-making
8. Significant others – a help or a hindrance
9. Support from other health professionals
1. Psychological and physical capabilities
This theme refers to patients’ beliefs about their capabilities to discontinue antidepressants, the possession of effective coping skills e.g. mindfulness, knowledge and experience of antidepressant discontinuation, perceived dependence on antidepressants, intermittent need for antidepressants, and stability of life circumstances. This theme was mentioned in 17 studies (Karp, 1993; Knudsen et al., 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Holt, 2007; Leydon et al., 2007; Wilson, 2007; McMullen and Herman, 2009; Aselton, 2010; Dickinson et al., 2010; McKinney and Greenfield, 2010; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Eveleigh, 2015; Weaver, 2015; Bosman et al., 2016).

There were two main barriers to discontinuation. The first was a patient’s dependence (psychological, physical or undefined) on antidepressants, which was described in 10 studies (Karp, 1993; Knudsen et al., 2002; Verbeek-Heida and Mathot, 2006; Wilson, 2007; Dickinson et al., 2010; McKinney and Greenfield, 2010; Schofield et al., 2011; Bayliss and Holttum 2015; Eveleigh, 2015; Weaver, 2015), e.g.: 

[Patient:] “It’s psychological that dependence. You’re afraid everything will go wrong if you don’t take your medicine” (Knudsen et al., 2002) 

The second was problematic experiences (self or others) of discontinuing antidepressants, which was described in nine studies (Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; Wilson, 2007; Dickinson et al., 2010; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Eveleigh, 2015; Bosman et al., 2016), e.g.:

[Patient:] “I have tried to stop, I did foolishly, foolishly try to stop and I just stopped taking them. That was a mistake, big mistake.” (Leydon et al., 2007)

The three main facilitators were: confidence in capability to discontinue (Karp, 1993; McMullen and Herman, 2009; Eveleigh, 2015; Weaver, 2015), effective coping strategies (Wilson, 2007; Bayliss and Holttum 2015; Weaver, 2015), and stable life circumstances (McMullen and Herman, 2009; McKinney and Greenfield, 2010; Bosman et al., 2016). Confidence in capability to discontinue and effective coping strategies were often interlinked. For example, in a study of patients who had received mindfulness-based cognitive course to help discontinue antidepressants, one patient stated:

“My take on it was, well, there’s the pills, there’s the, um, meditation and the processes I’ve learnt. So, it- it gave me confidence I think..That I had, um, I had a way of dealing with it…not just come off the pills… but it gave me confidence that I could cope.” (Weaver, 2015)

From a GP perspective, patients’ psychological dependence (Pollack and Grime, 2002; Bosman et al., 2016; Johnson et al., 2017), and difficult life circumstances (Pollack and Grime, 2002; Dickinson et al., 2010; Bosman et al., 2016), were also barriers to discontinuation. 
2. Perception of antidepressants
This encompasses patients’ characterisation of antidepressants (natural/benign versus negative/unnatural characterisation), their effect (positive, lack of, or negative), and feelings about long term antidepressant use, and these were evident in 16 studies (Karp, 1993; Pollack and Grime, 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Holt, 2007; Leydon et al., 2007; Wilson, 2007; McMullen and Herman, 2009; Aselton, 2010; Dickinson et al., 2010; McKinney and Greenfield, 2010; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Eveleigh, 2015; Bosman et al., 2016). A perceived positive effect of antidepressant use appeared to be the main barrier to discontinuation (Karp, 1993; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Dickinson et al., 2010; McKinney and Greenfield, 2010; Eveleigh, 2015; Bosman et al., 2016), e.g.:

[Patient:] “Well, I am feeling very well, I am very stable. I’m in harmony, I don’t have any mood swings or anything. I don’t think I could feel any better than I do now. Also mentally. So, I won’t risk it. I won’t attempt it, maybe it would be successful, but I won’t dare to try.”  (Eveleigh, 2015)

Experiencing unacceptable side effects was the main facilitator to discontinuation (Karp, 1993; Holt, 2007; Wilson, 2007; McMullen and Herman, 2009; Aselton, 2010; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Bosman et al., 2016). These included both physical and psychiatric side effects, with the most frequent being emotional numbing, e.g.: 

[Patient:] “I absolutely hated taking antidepressants. I think they mute people. It makes you a blank human being who is unable to fully express emotions. I would rather have some crazy ups and downs than be static. This is why I stopped taking antidepressants. I’ve actually been fine and it’s been about four months.” (Aselton, 2010) 

This specific side effect was mentioned as a reason to discontinue antidepressants in five studies, including one in patients currently or recently undergoing treatment for illicit drug use (Holt, 2007; Wilson, 2007; Aselton, 2010; Schofield et al., 2011; Bayliss and Holttum 2015). However, in one study this side effect was described in terms of a positive effect, thereby serving as a barrier to discontinuation: 

[Study author:] “Antidepressants had a greater role to play in making un-problematic the difficult relationships in Kylie’s life. The numbing effects of the drug protected Kylie from some of the pain she was used to experiencing in interactions with her family, especially her parents, allowing her to respond differently to those provocations in the interest of learning to have a different kind of relationship. This seemed only somewhat successful in interactions with her parents—Kylie reported that their hurtful patterns of relating to her remained unchanged; though, once she was back on the antidepressants, she could ignore them better.” (Hoogen, 2006)

Interestingly, for older patients (≥ 75 years), there was a noted lack of concern from both themselves and their GPs over side effects:

[Patient:] “Neither patients nor GPs had concerns about side effects and this provides little apprehension in the initiation and maintenance of antidepressants”` (Dickinson et al., 2010)
3. Fears 
Fears relating to stopping or continuing antidepressants were mentioned in 15 studies (Karp, 1993; Knudsen et al., 2002; Pollack and Grime, 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; McMullen and Herman, 2009; Dickinson et al., 2010; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Eveleigh, 2015; Nygaard et al., 2015; Weaver, 2015; Bosman et al., 2016). 

The overriding fear that served as a barrier to discontinuation, and the most frequently used code in this study, was of relapse (Karp, 1993; Knudsen et al., 2002; Pollack and Grime, 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; Schofield et al., 2011; Buus et al., 2012; Bayliss and Holttum 2015; Eveleigh, 2015; Nygaard et al., 2015; Weaver, 2015; Bosman et al., 2016), e.g.: 

[Patient:] “I don’t dare to stop, the fear that all will come back as it was before” (Verbeek-Heida and Mathot, 2006)

GPs were also fearful of causing relapse due to reducing or stopping antidepressants (Bosman et al., 2016; Johnson et al., 2017).

Fear of withdrawal effects was another patient barrier to discontinuation (Leydon et al., 2007; Dickinson et al., 2010; Schofield et al., 2011; Bayliss and Holttum 2015; Eveleigh, 2015; Bosman et al., 2016), e.g.: 

 “LR [interviewer]: Is there anything else that ….. makes you keep taking the drugs? 
P [patient]: ... the major factor is the side effects of coming off them .... I don’t think I take them to sustain my mood but purely just to stop the side effects”  (Leydon et al., 2007)

In contrast, fear of addiction was the main facilitator to discontinuation (Verbeek-Heida and Mathot, 2006; McMullen and Herman, 2009; Schofield et al., 2011; Bayliss and Holttum 2015; Eveleigh, 2015; Bosman et al., 2016), e.g.:

“JH [interviewer]: two years um so what kinds of things what led you to decide to come off of antidepressants.
Veronica [patient]: Um I guess some of it about it in the media and um worrying about becoming addicted“  (McMullen and Herman, 2009)
4. Intrinsic motivators and goals 
This refers to factors that arise entirely from within an individual in order to satisfy basic psychological needs for autonomy, competence, and relatedness (Deci and Ryan, 2002). Aspects include self-identity, self-stigma, goal priority, irrationality, and desire to function independently of antidepressants. This theme was described in 14 studies (Karp, 1993; Knudsen et al., 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; McMullen and Herman, 2009; Aselton, 2010; Dickinson et al., 2010; McKinney and Greenfield, 2010; Schofield et al., 2011; Buus et al., 2012; Eveleigh, 2015; Nygaard et al., 2015; Bosman et al., 2016).

Self-identity was both a barrier and facilitator to discontinuation. A self-identity of “old”, and “disabled” were barriers to discontinuation (Hoogen, 2006; Dickinson et al., 2010; Schofield et al., 2011), while a self-identity of “healthy” and “true-self” were facilitators (Karp, 1993; Knudsen et al., 2002; Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; Aselton, 2010; Schofield et al., 2011; Bosman et al., 2016). 

The self-identity of being “a good mother” was found to be both a barrier and a facilitator (Hoogen, 2006; McMullen and Herman, 2009; Nygaard et al., 2015),e.g.: 

[Patient:] “I really feel like I can do it right this time—that, if I take the antidepressants, I can be the kind of mommy I need to be.” (Hoogen, 2006)
[Patient:] “I had jitters and other um problem uh really with sleeping just about right around the clock trying to be a mom but I couldn’t. And my daughter hearing my daughter say you’re not like my mom. You’re not my mom any more. You’re always sleeping. You never wanna go out with me. You don’t wanna go to the park.  You want to do nothing. And that really was sad for me. Made me [mhm]. So I just said that’s it. I will never touch another med again. So I quit them altogether.” (McMullen and Herman, 2009)
5. The Doctor as a navigator to maintenance or discontinuation of antidepressants 
This theme refers to the role of the Doctor in directing the patient towards maintaining or discontinuing antidepressants. It encompasses the Doctor’s recommendation/approval to continue or discontinue antidepressants, their role in initiating discussions about discontinuation with the patient, support/guidance of the discontinuation process, work practices e.g. lack of review, and work issues e.g. lack of time. This theme was mentioned in 13 studies (Karp, 1993; Pollack and Grime, 2002; Verbeek-Heida and Mathot, 2006; Johnston et al., 2007; Leydon et al., 2007; Wilson, 2007; Dickinson et al., 2010; McKinney and Greenfield, 2010; Schofield et al., 2011; Bayliss and Holttum 2015; Eveleigh, 2015; Nygaard et al., 2015; Bosman et al., 2016). In most cases the Doctor referred to was a GP.

A key facilitator was the patient’s doctor recommending or approving the discontinuation of antidepressants (Pollack and Grime, 2002; Verbeek-Heida and Mathot, 2006; Johnston et al., 2007; Eveleigh, 2015; Nygaard et al., 2015), e.g.: 

[Patient:] “…if you get the advice, that it should be possible, then you start to think, maybe I should try. Because you do want to live without. It gave me the extra nudge that I needed to give it a try“ (Eveleigh, 2015)

In contrast, there were two key barriers to discontinuation. The first was lack or inadequacy of doctor support (Verbeek-Heida and Mathot, 2006; Eveleigh, 2015; Bosman et al., 2016), e.g.:  

Patient:] ”I think that the GP knows a lot, but only little bits. They only have basic knowledge about many areas. I do not blame them for that, but I do have more faith in the experts. I think that the GP should refer me sooner to specialised care, because they cannot know everything.” (Bosman et al., 2016)

The second was a belief it was the Doctor’s responsibility to initiate discussions about discontinuation  (Verbeek-Heida and Mathot, 2006; Dickinson et al., 2010; Bosman et al., 2016), e.g.:

[Patient:] “I do think that the GP is responsible for his patient, and should therefore also take the initiative around antidepressant treatment” (Bosman et al., 2016)

Furthermore, from both a patient and GP perspective, work practices in the form of a lack of GP review (Leydon et al., 2007; Dickinson et al., 2010; Iden et al., 2011; Schofield et al., 2011; Bayliss and Holttum 2015; Bosman et al., 2016; Johnson et al., 2017), and work issues of lack of time (Leydon et al., 2007; Dickinson et al., 2010; Bayliss and Holttum 2015; Bosman et al., 2016), were barriers to discontinuation. For example, in the case of lack of GP review: 

“LR [interviewer]: How often would you see your GP about it? P [patient]: I haven’t seen him for ... my review date is ... was last November, so I, I, they keep lining up, I must make an appointment to go and see him so that is down to me .... They keep signing the form so I keep on doing it.” (Leydon et al., 2007)

GP: ‘Sometimes you are just very busy and you think “let’s get those repeat prescriptions over and done with” (Bosman et al., 2016)
6. Perceived cause of depression 
This theme refers to patients’ beliefs or opinions about the causes of depression, and therefore the appropriate treatment. The belief that the depression was a long-term condition requiring long term treatment, or had a biochemical cause, was apparent in 10 studies (Karp, 1993; Pollack and Grime, 2002; Hoogen, 2006; Verbeek-Heida and Mathot, 2006; Johnston et al., 2007; Dickinson et al., 2010; Schofield et al., 2011; Buus et al., 2012; Eveleigh, 2015; Bosman et al., 2016), e.g.:

[Patient:] “I am aware that my body is supplied with substances [the medicine] that my brain does not produce enough of. I get that, and that they are really important substances inside my brain, that do this and that, but I don’t know how it gets in and works. I know that it is something I need. And that is ok. I’m ﬁne with that.” (Buus et al., 2012)

In contrast, this theme only appeared as a facilitator, in terms of the belief that depression was seasonal or caused by life circumstances, in one paper (McMullen and Herman, 2009).
7. Aspects of information that support decision-making
This refers to aspects of information concerning the process, and risk and benefits of discontinuing antidepressants. This theme was addressed in five studies (Pollack and Grime, 2002; Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; Nygaard et al., 2015; Bosman et al., 2016).

Incongruent or insufficient information on discontinuation was a barrier to discontinuation (Verbeek-Heida and Mathot, 2006; Leydon et al., 2007; Nygaard et al., 2015; Bosman et al., 2016), while information on how to discontinue and what to expect was a facilitator, (Pollack and Grime, 2002; Bosman et al., 2016) e.g.:

[Patient:] “I want to come off them and no-one will help me, and I don’t know what the effects will be if I come off them myself cause nobody will tell me.” (Leydon et al., 2007)

[Patient:] “I’ve just no idea what it would involve that’s why I’m frightened to come off them” (Leydon et al., 2007)
8. Significant others – a help or a hindrance 
This theme refers to the role that patients’ significant others (life partner, family, children, friends) play in encouraging or discouraging patients from discontinuing antidepressants. This theme was addressed in seven studies (Karp, 1993; Hoogen, 2006; McMullen and Herman, 2009; Schofield et al., 2011; Eveleigh, 2015; Nygaard et al., 2015; Bosman et al., 2016).

Significant others could exert pressure on patients to continue or discontinue antidepressants, e.g.: 

[Patient:] “She [my wife] really does understand that I would like to try to taper, it’s not like she doesn’t want me to. But she said please take the pills, because you’re so much easier to handle... ha ha. So I just keep taking them.”  (Eveleigh, 2015)

[Patient:] “Well my family told me to stop taking them, they weren’t happy about it” (Schofield et al., 2011)

Finally, significant others could facilitate discontinuation by providing support and guidance through the discontinuation process e.g. by monitoring patients’ symptoms (Nygaard et al., 2015; Bosman et al., 2016).
9. Support from other health professionals 
Although only mentioned in two studies, other health professionals, in addition and instead of the GP, were perceived as sources of support and guidance to facilitate discontinuation (Nygaard et al., 2015; Bosman et al., 2016). Specific professionals included mental health assistants, psychiatrists or psychologists.
Sensitivity analysis
Four studies had poorer assessments in any CASP domain compared to the other eighteen studies include in the thematic analysis of patient perspectives (Karp, 1993; McKinney and Greenfield, 2010; Nygaard et al., 2015; Weaver, 2015). The exclusion of two of these studies from the analysis, including one with the poorest assessment of study quality, did not result in any changes to our findings (McKinney and Greenfield, 2010; Weaver, 2015). However, the exclusion of the remaining two studies resulted in changes to our findings, which only affected subthemes of barriers to discontinuation (Karp, 1993; Nygaard et al., 2015). The exclusion of one study resulted in the loss of physical dependence from the subtheme “dependence” (Karp, 1993). The exclusion of a second study, which concerned pregnant women only, resulted in the loss of fear of effect of discontinuation on fetus from the subtheme “fear – miscelleaneous” (Nygaard et al., 2015). The exclusion of one study concerning patients who had current or recent experience of treatment for illicit drug use, did not affect our findings (Holt, 2007).
DISCUSSION
Principal findings 
We identified 22 relevant studies and were able to perform a thematic synthesis of 20 primary studies reporting a patient perspective. There were insufficient data to perform a thematic synthesis for a health professional perspective.

The thematic synthesis of patient perspectives yielded nine themes and 49 subthemes. In summary, patients’ psychological ability, enhanced by effective coping strategies (e.g. mindfulness based cognitive therapy) and stable life circumstances, facilitated antidepressant discontinuation. A positive perception of antidepressant treatment was linked with continuing treatment, whilst experiencing unacceptable side effects was linked with discontinuing treatment. The most common fear preventing patients from discontinuing antidepressants was relapse of their depression, while fear of addiction facilitated discontinuation. A patient’s self-identity (of being ‘healthy’ or one’s ‘true self’) could influence whether they saw discontinuation as a valid option. For the most part, patients reported doctors had a vital role in their decision to continue or discontinue antidepressants. There was an expectation that doctors would initiate any discussion on discontinuation, and patients were likely to follow their doctor’s recommendation to continue or discontinue treatment. Other reasons for continuing treatment included a perception that depression was a long-term condition, requiring long-term treatment, or had a biochemical cause. Finally, adequate information about discontinuation, and the support of significant others, or health professionals besides their doctor, could facilitate patients discontinuing their antidepressant treatment.   
Strengths of the study
As far as we are aware, this is the first qualitative evidence synthesis specifically addressing barriers and facilitators to discontinuing long term antidepressant use. 

We searched a number of databases to find relevant studies. This included a search of grey literature, which yielded four studies that would otherwise not have been located. In addition, we used supplemental searches, shown to be essential in locating further high-quality references (Papaioannou et., 2010), which yielded one study that would otherwise not have been located. Despite our comprehensive strategy, we may have missed articles as qualitative work is not as well indexed in comparison to quantitative studies e.g. RCTs (Booth, 2016).

Our use of thematic synthesis was appropriate given our research question, aim to inform intervention design, and timeframe (Booth et al., 2016). Furthermore, we included 20 studies in the thematic synthesis, which exceeds the suggestion of a minimum 12 studies for a robust analysis (Booth et al., 2016). 
We provided direct quotations from included studies to ground our interpretations in the original studies (Finfgeld-Connett et al., 2010), and considered dissonance cases within our themes (Booth et al., 2015). Using this approach, we gained deeper insights into barriers and facilitators of discontinuing antidepressants than from reading any of the included studies in isolation. Nevertheless, the process of synthesising qualitative studies is inherently interpretive. Our synthesis is one possible interpretation of the data. It is possible that another research team may generate another interpretation of this set of studies. 
Limitations
Due to time constraints we did deviate from our protocol. Instead of two researchers independently performing line by line coding and generating analytical themes, coding and development of subthemes and themes was performed by one researcher and further developed through discussion between two researchers. This method has been used in other published qualitative evidence syntheses.  

Comparisons with other studies
Our initial scoping search found one qualitative evidence synthesis specifically relating to antidepressant discontinuation (Malpass et al., 2009). This meta-ethnography of patients’ experiences of antidepressants, included 16 papers, five of which were included in our review (Karp, 1993; Knudsen et al., 2002; Pollack and Grime, 2002; Verbeek-Heida and Mathot, 2006; Holt, 2007). In relation to the decision to stop antidepressants, Malpass et al., identified six issues included in our study, namely: side effects, fear of addiction, ineffective or latency period of drug, authenticity, feeling better, assert control/patient agency, and psychological dependence, that were synonymous to sub-themes in our study (Malpass et al., 2009).  In addition, a content analysis of patient barriers and enablers to deprescribing any long term medication included 21 studies, two of which were included in our review (Reeve et al., 2013; Verbeek-Heida and Mathot, 2006; Leydon et al., 2007). Twenty eight of 42 subthemes identified by Reeve et al., were synonymous with subthemes identified in our study (Reeve et al., 2013). However, unlike our study, neither study identified confidence in capability to discontinue, and effective coping strategies as facilitators to stopping antidepressants, nor did they identify as a barrier the patient assumption that it is the doctor’s responsibility to initiate discussion of antidepressant discontinuation. 

Similar subthemes to our own were also found in a recent qualitative evidence synthesis of patient experiences and perceptions of seeking and using benzodiazepines and Z-drugs (Sirdifield et al., 2017). These subthemes included: effective coping strategies e.g. changes in cognitions; fear of relapse; lack of support from GP; positive effects of benzodiazepines on negative feelings; passive feeling of trust in GPs such that patient expected GPs would initiate a change of benzodiazepine if required.

Our themes of psychological and physical capabilities, perception of antidepressants, the fear factor, intrinsic motivators and goals, and perceived cause of depression are in agreement with Dijkstra et al.’s social cognitive theory based decision making model of discontinuing or restarting antidepressants (Dijkstra et al., 2008).
Implications for clinicians and researchers
The purpose of this review was to identify what factors influence patients’ and prescribers’ decisions to continue or discontinue long-term antidepressant treatment. Our findings can be utilised by doctors in order to inform their interactions with patients prescribed antidepressants. A key barrier we identified was the patient belief that the Doctor was responsible for initiating discussions about discontinuation. In a variety of illnesses and settings, it has been found that patient preference varies and that a substantial number of patients preferred less involvement in decision making than perceived (Brom et al., 2014; Cox et al., 2007). In regard to antidepressants specifically, a study by Malpass et al. found that GPs sometimes overinvested patients with autonomy and capacity to make decisions regarding treatment (Malpass et al., 2011). These findings suggest Doctors should not assume the patient will initiate a discussion about discontinuation, and instead take the impetus themselves if they feel it is appropriate for the patient to consider discontinuation. In the absence of action by the Doctor the status quo will be continuation of unnecessary antidepressant treatment for many patients. Furthermore, our findings that barriers to discontinuation include beliefs that depression has a biochemical cause and is a long-term condition requiring long-term treatment, have implications for the ways in which doctors introduce the conceptual basis for treatment when first prescribing antidepressants. Suggesting antidepressants correct a biochemical deficiency is likely to encourage a belief in the need for life-long use, yet the evidence-base for such a belief has not been established (Lacasse et al., 2005; Andrews et al., 2015). 

Our finding can be used by researchers wanting to develop safe and effective ways to support discontinuing long-term antidepressant use. We, as part of the REDUCE programme (Kendrick, 2016), aim to use the barriers and facilitators identified to inform the design of a partly internet based intervention aimed at helping patients discontinue antidepressants by providing round the clock support and guidance.

We were unable to perform a thematic synthesis of health professional perspectives due to a paucity of studies. Moreover, our thematic synthesis found that patients identified other health professionals besides doctors, such as mental health professionals, as potential sources of support in discontinuing antidepressants. Our research therefore highlights a need for further primary qualitative research of a health professional perspective including, but not limited to, GPs. 
Conclusion
Barriers and facilitators to discontinuing antidepressant use are numerous and complex, and likely to require detailed conversations between patients and their GPs. Moreover, these conversations are more likely to happen if GPs raise the issue of discontinuation. Further research from a health professional perspective including, but not limited to GPs, is needed.  
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