
 Health Technology Assessment 
 

 1 

 

Health technology assessment of antidepressant pharmacotherapies and 
cognitive behavioral therapies in treatment of major depressive disorder 
Scoping document for a Health Technology Assessment  

 

29 April 2020 

Tala Ballouz, Henock G Yebyo, Yuki Tomonaga, Dominik Menges, Arjun Bhadhuri, 
Matthias Schwenkglenks, Milo A Puhan 
 

The Swiss Medical Board (SMB) is planning a project addressing the value of antidepressants within a Health 

Technology Assessment (HTA) framework in collaboration with Epidemiology, Biostatistics, and Prevention 

Institute at the University of Zurich and the Institute of Pharmaceutical Medicine at the University of Basel. 

As discussed during the first expert meeting held on 10.12.2019, we performed a preliminary literature search 

on the available evidence and potential gaps to establish a research question. Findings were summarized in 

the first version of the scoping document. Following stakeholder feedback received on 20.03.2020, the 

document was revised and the research question was further refined. 

 

 

Considering inputs by the following stakeholders: 

Dr. Hanspeter Conrad, Swiss Mental Healthcare 

Prof. Dr.med  Drahomir Aujesky, Schweizerische Gesellschaft für Allgemeine Innere Medizin (SGAIM) 

Dr. med. Regula Capaul, Schweizerische Gesellschaft für Allgemeine Innere Medizin (SGAIM) 

Prof. Dr.med. Susanne Walitza, SGKJPP – Schweizerische Fachgesellschaft für Kinder- und Jugendpsychiatrie 

und -psychotherapie 

Markus Gnaegi, santésuisse 

Dr. Markus Wolf, University of Zurich, Department of Psychology, Clinical Psychology and Psychotherapy 

Research 

Prof. Dr. Birgit Watzke, University of Zurich, Department of Psychology, Clinical Psychology and Psychotherapy 

Research 

Andreas Daurù, Stiftung Pro Mente Sana 

Prof. Dr. Erich Seifritz,, SGPP – Schweizerische Gesellschaft für Psychiatrie und Psychotherapie 

Dr. Pierre Vallon, SGPP – Schweizerische Gesellschaft für Psychiatrie und Psychotherapie 

Markus Ziegler, Interpharma 

  



 Health Technology Assessment 
 

 2 

Table of Contents 
SUMMARY OF THE KEY FINDINGS OF THE SCOPING PROCESS .................................................... 3 
BACKGROUND ................................................................................................................................................ 4 

1. TREATMENT OF MAJOR DEPRESSIVE DISORDER ......................................................................................... 5 
A. Psychotherapy ..................................................................................................................................... 6 
B. Antidepressants ................................................................................................................................... 7 
C. Effects of treatment beyond the acute management phase ............................................................... 9 
D. Harms of treatment ........................................................................................................................... 10 
E. Patient preferences ............................................................................................................................ 11 
F. Cost-effectiveness of depression treatments ..................................................................................... 11 

2. SWISS CONTEXT ...................................................................................................................................... 12 
OBJECTIVES ............................................................................................................................................. 12 
POPULATION, INTERVENTION, COMPARATOR, AND OUTCOMES (PICOS) ................................ 13 
THE DATA SOURCES, SEARCH STRATEGY, AND ANALYSIS FOR THE CLINICAL 
ASSESSMENT AND COST-EFFECTIVENESS EVALUATION ARE AS FOLLOWS. ........................... 15 
PART 1: SYSTEMATIC REVIEW OF COMPARATIVE BENEFITS AND HARMS OF ADS AND 
CBTS IN THE TREATMENT OF MDD .................................................................................................... 15 
PART 2: QUANTITATIVE BENEFIT-HARM ASSESSMENT ................................................................. 20 
PART 3: HEALTH ECONOMIC EVALUATION ..................................................................................... 21 

1. SYSTEMATIC REVIEW OF ECONOMIC LITERATURE ................................................................................... 21 
2. COST-EFFECTIVENESS ANALYSIS ............................................................................................................. 22 
3. BUDGET IMPACT ANALYSIS ..................................................................................................................... 23 
4. PERSPECTIVE ........................................................................................................................................... 23 
5. ADDITIONAL DATA SOURCES ................................................................................................................... 23 

REFERENCES ............................................................................................................................................ 24 
APPENDIX I ............................................................................................................................................... 31 
APPENDIX II .............................................................................................................................................. 32 
 



 Health Technology Assessment 
 

 3 

Summary of the key findings of the scoping process  

• The reported beneficial effects of antidepressants in trials and meta-analyses and their clinical 

significance have been questioned by many in the field due to:  

1. highly selected populations in trials limiting the generalizability of the findings (i.e. unclear 

if the beneficial and harmful effects are similar in real world patients)  

2. most participants in trials had moderate to severe depression, while in clinical practice mild 

depression is more commonly encountered 

3. assessment of only short-term outcomes in most trials (up to eight weeks), while 

antidepressants are commonly prescribed for months  

4. antidepressants have been studied in these trials in isolation and not as one component of 

chronic disease management of patients with depression  

5. long-term adverse effects of antidepressants less detected due to the short-term follow up of 

trials 

6. inclusion of low-quality trials in systematic reviews  

• Some meta-analyses of individual participant data from short-term trials have shown a possible 

differential effect of antidepressants by severity of baseline depression, while others showed no 

differences.  

• Combination of psychotherapy and antidepressants mostly seems to be superior to both monotherapies 

in short-term trials.  

• Inconsistent findings regarding cost-effectiveness of antidepressants compared to non-pharmacologic 

therapies. 

• The systematic inclusion of values and patient preferences regarding antidepressant treatments in 

guideline development is often neglected.  

• Quantitative assessments of the benefit-harm balance of antidepressant treatments are scarce. 
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Background  

Major depressive disorder (MDD)– or unipolar major depression– is the most commonly diagnosed 

depressive disorder. It is characterized by a history of at least one major depressive episode that lasted 

at least two weeks. The depressive episode manifests itself with five or more of the symptoms listed in 

Table 1, one of which must be either depressed mood or loss of interest as described by the Diagnostic 

and Statistical Manual of Mental Disorders, 5th edition (DSM-5)1. However, none of these symptoms 

are pathognomonic for MDD and may occur frequently in other psychiatric or general medical illnesses. 

Additionally, each episode of MDD may be characterized by a different combination of symptoms, thus 

episodes may vary within an individual and across individuals. 

 

Table 1. Symptoms of a depressive episode (DSM-5)1 

o Depressed mood most of the day, nearly every day 

o Loss of interest or pleasure in most or all activities, nearly every day 

o Insomnia or hypersomnia nearly every day 

o Significant weight loss or weight gain (e.g., 5 percent within a month) or decrease or increase in 

appetite nearly every day 

o Psychomotor retardation or agitation nearly every day that is observable by others 

o Fatigue or low energy, nearly every day 

o Decreased ability to concentrate, think, or make decisions, nearly every day 

o Thoughts of worthlessness or excessive or inappropriate guilt, nearly every day 

o Recurrent thoughts of death or suicidal ideation, or a suicide attempt 

 

For improved diagnostic specificity, DSM-5 further classifies MDD into 8 different subtypes such as 

peripartum, anxiety, melancholic, and catatonic. However, these subtypes are not mutually exclusive 

and a depressive episode may have features of more than one subtype1. DSM-5 also includes a severity 

specifier for MDD (i.e. mild, moderate or severe) depending on the number and severity of symptoms 

and the degree of functional disability1. 

 

The lifetime prevalence of MDD varies across countries2. It is estimated to be around 12.8% and 20.6% 

in Europe and the United States (US), respectively 3,4. In Switzerland, MDD, which accounts for 2% of 

the total disability-adjusted life years5, has a lifetime prevalence of approximately 16.7%6. Across all 

settings, women are affected twice more than men. The prevalence of MDD peaks in the second and 

third decades of life and again, but to a lesser extent in the fifth and sixth decades 7. The severity, 

frequency and duration of symptoms varies between individuals. Individuals may experience a single 

episode of MDD in their lifetime, have a highly recurrent course with full resolution of symptoms 

between each episode, or have persistently fluctuating depressive symptoms. For most individuals, the 

typical course is recurrent with 50% of individuals recovering from the first MDD episode experiencing 

at least one recurrent episode in their lifetime. The likelihood of recurrence increases with each 
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subsequent episode, with the greatest risk of recurrence being in the first few months after recovery from 

the last depressive episode8. In some cases, MDD episodes may not respond satisfactorily to 

antidepressant treatment. Those that do not respond to two consecutive treatments of antidepressants 

given at an adequate dosage for a sufficient time are labeled as “treatment-resistant depression”9. The 

enormous variation in the presentation and course of MDD is reflected in the breadth of explanations 

for the pathophysiological and etiological mechanisms underlying depression. The exact mechanisms 

are not fully understood, however available evidence argues for a complex interaction between 

neurobiological (e.g. brain neurotransmitters, changes in receptor functions and glucocorticoid 

production),  psychosocial (e.g. early life trauma, stressors, social isolation) and genetic factors10–12 .  

 

1. Treatment of major depressive disorder 
Numerous treatment strategies for MDD are available. These include psychotherapy (such as cognitive 

behavioral therapy or interpersonal therapy) and/or pharmacotherapy with the aim of achieving 

symptoms remission and restoring a normal level of psychosocial functioning as needed for a 

satisfactory personal and working life and social participation. An example of an approach to the 

management of MDD adapted from the Swiss Guidelines- Schweizerische Gesellschaft für Psychiatrie 

und Psychotherapie (SGPP) is illustrated in the figure below (Figure 1)14,15.  

 
Figure 1. Treatment algorithm for MDD as by the Swiss Guidelines SGPP (adapted and translated) 

 
The management of MDD can be divided into three phases14–17:  

1- Acute phase (6-12 weeks) during which the treatment goal is symptom improvement until 

remission has been achieved and psychosocial functioning has been restored. 



 Health Technology Assessment 
 

 6 

2- Continuation phase (4-9 months) where treatment is continued, and remission is sustained. 

The main aim of this phase is to reduce the risk of experiencing a relapse since discontinuation 

of treatment of an acute episode of MDD may be associated with a higher risk of relapse even 

if the depressive symptoms have largely subsided.  

3- Maintenance phase (≥1 year) to prevent recurrent depressive episodes in those at a higher risk 

of recurrence of MDD and/or those with risk factors and diminished coping resources that may 

trigger recurrent episodes or contribute to it becoming a chronic condition.  

 

The choice of initial treatment depends on multiple factors such as patient preference, costs, comorbid 

conditions, prior treatment experience, drug-drug interactions, anticipated side effects and the severity 

of symptoms.  

 

A. Psychotherapy 

Psychotherapy is defined as: “the informed and intentional application of clinical methods and 

interpersonal stances derived from established psychological principles for the purpose of assisting 

people to modify their behaviors, cognitions, emotions and/or other personal characteristics in directions 

that the participants deem desirable”18. Several types of psychotherapies are used for the treatment of 

MDD and several meta-analyses have shown their efficacy with none of the psychotherapies showing 

superior efficacy over another19–22. Table 2 lists the major types of psychotherapies used in major 

depression. The choice of psychotherapy is usually based on the availability of treatment and patient 

preferences. Most often, cognitive behavioral therapy (CBT) and interpersonal psychotherapy are used 

as they are the most frequently studied types of psychotherapy in major depression.  

 

Table 2. Types of psychotherapy used in major depression 

o Cognitive behavioral therapy 
o Interpersonal psychotherapy 
o Psychodynamic therapy 
o Supportive psychotherapy 
o Behavioral activation 
o Family and couples therapy 
o Life review therapy 

 

The efficacy of psychotherapies has been demonstrated in numerous RCTs. In a meta-analysis of 304 

studies comparing 15 specific types of psychotherapy to control conditions (e.g. waiting list) in adult 

depression, Cuijpers et al. reported significant moderate to large effects of psychotherapies23. However, 

such meta-analyses are thought to overinflate the effect of psychotherapy due to inclusion of low quality 

studies and publication bias24–26. While some randomized controlled trials (RCTs) on psychotherapy are 

rigorous in design and implementation including the use of comparators that control for the non-specific 
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effects of psychotherapy, others are suboptimal (open-label trials, inadequate blinding of outcome rating 

etc). 

 

The most frequently used and studied psychotherapy is cognitive-behavioral therapy (CBT) which is 

considered a “family” of related therapies.  CBT is defined as “a form of psychotherapy that integrates 

theories of cognition and learning with treatment techniques derived from cognitive 

therapy and behavior therapy. CBT assumes that cognitive, emotional, and behavioral variables are 

functionally interrelated. Treatment is aimed at identifying and modifying the client’s maladaptive 

thought processes and problematic behaviors through cognitive restructuring and behavioral techniques 

to achieve change”. Categories and delivery formats of CBT are briefly described in Table 327–30. As 

access to face-to-face CBT may be limited by distance, time, cost and stigma, internet-based CBT offers 

potential advantages when it coming to increasing access to care while being equally effective as 

traditional CBT31.  

 
Table 3. Cognitive behavioral therapy (CBT) 

Types o Cognitive therapy  

o Problem-solving therapy 

o Rational-emotive behavior therapy 

o Third wave therapies (e.g., mindfulness-based CBTs, acceptance and 

commitment therapy, dialectical behavior therapy) 

Delivery formats o Face to face (Individual or group-based) 

o Internet-based CBT (iCBT) (guided or unguided self-help) 

 

B. Antidepressants 

Several classes of antidepressants exist (Table 4), with selective serotonin reuptake inhibitors (SSRIs) 

being most commonly used as first-line treatments. 

Table 4. Classes of antidepressants 

 Classes of antidepressants Examples 

1st generation 
antidepressants 

Monoamine oxidase inhibitors (MAOIs) Tranylcypromine, phenelzine,  seligiline 

Tricyclic antidepressants (TCA) Amitriptyline, amoxapine, clomipramine, 

imipramine, nortriptyline 

2nd generation 
antidepressants 

Selective serotonin reuptake inhibitors 

(SSRI) 

Citalopram, escitalopram, fluoxetine, 

fluvoxamine, paroxetine, sertraline 

Serotonin-norepinephrine reuptake 

inhibitors (SNRI) 

Venlafaxine, duloxetine, desvenlofaxine, 

levomilnacipran 

Atypical antidepressants  Mirtazapine, agomelatine, bupropion 

 

Many guidelines, such as the American Psychiatric Association (APA) and European Psychiatric 

Association (EPA) guidelines recommend the use of antidepressants as first line therapy in 
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depression16,32. On the other hand, in contrast to other guidelines, NICE recommends against the use of 

antidepressants in those with mild depression based on the judgement that their benefit-harm balance 

does not justify their use33. Similarly, both the Swiss SGPP  and German S-3 guidelines17 recommend 

withholding antidepressants in mild depression based on patient preferences and/or if the symptoms are 

expected to resolve without treatment17.  

 

Efficacy of antidepressants  

An exploratory screening of the literature was conducted to identify existing systematic reviews and 

Health Technology Assessment (HTA) documents assessing outcomes related to antidepressants. The 

search resulted in the list of systematic reviews and meta-analyses illustrated in the appendix (Appendix- 

Table 1). A full systematic literature review of the effectiveness and safety of antidepressants will be 

undertaken as described later in the document.  

 

i. Antidepressants vs. placebo 

Multiple systematic reviews have examined the effects of antidepressants compared to placebo, all of 

which found a significant effect of antidepressants on depressive symptoms. The most comprehensive 

systematic review to date includes a network meta-analysis of 522 RCTs comprising 116,477 

individuals and assessed the short-term efficacy and acceptability of 21 antidepressants. Both placebo-

controlled and head-to-head trials were included and short-term outcomes (at 8 weeks) were assessed. 

Most patients had moderate-severe depression. Similar to previous systematic reviews, results showed 

that antidepressants were effective in reducing the symptoms of depression and achieving remission34. 

However, the clinical significance of these findings has been debated. Hengartner et al. transformed the 

effect size (d=0.3) reported by Cipriani et al. into mean-point differences on the HDRS-17 scale. The 

effect size corresponded to approximately 2 points on the scale and the authors considered it to be 

clinically irrelevant as drug-placebo differences below 3 points are undetectable by clinicians35. 

Interestingly, in a previously published systematic review and meta-analysis of 131 RCTs comparing 

SSRIs and placebo, authors found effect sizes similar to those reported by Cipriani et al. As these effect 

sizes were below predefined clinical threshold criteria (defined by NICE) set by the authors, they also 

questioned the clinical relevance of their results36. Additional limitations to the available evidence 

include the high or unclear risk of bias of most trials and low generalizability of results due to the high 

selectivity of included patients in trials. Most trials recruited participants through advertisement and 

excluded those with comorbid conditions. Thus, evidence from these trials may not be based on people 

that are commonly seen in real world clinical practice settings as demonstrated by the STAR*D trial37,38. 

This trial was designed to evaluate treatment outcomes in representative outpatients and enrolled 4,041 

participants based on broadly inclusive selection criteria. Authors estimated that more than 77% of those 

participants would have been excluded from a conventional phase III clinical trial37,38.  
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Differences in the effectiveness of antidepressants as a function of severity of depression is 

controversial. A few individual participant data (IPD) meta-analyses have examined the influence of 

baseline severity on the efficacy of antidepressants with contradicting results. Khan et al. reported an 

increasing benefit of antidepressants with increased severity of depression symptoms compared to 

placebo in a study including 329 patients 39. Fournier et al. reported similar findings and attributed their 

findings to decreased responsiveness to placebo among the more severe patients rather than increased 

responsiveness to medications40. Contrarily and in larger IPD meta-analyses, Furukawa et al., Gibbons 

et al., and Rabinowitz et al. did not show any significant drug-placebo difference as a function of initial 

depression severity41–43. 

 

ii. Antidepressants vs. psychotherapy alone or in combination with psychotherapy 

Studies indicate that antidepressants and psychotherapy have comparable efficacy; however, some have 

suggested that the two therapies have differential long-term effects. In contrast to antidepressants, where 

the benefits may be lost after discontinuation, the effects of psychotherapy may persist up to 15 months 

after completion of therapy44,45.  

The combination of antidepressants and psychotherapy has been well established as superior to either 

monotherapies. Cuijpers et al. recently examined the relative effects (treatment response, remission and 

acceptability) of psychotherapies, pharmacotherapies and their combination in a systematic review that 

included a network meta-analysis of 101 studies with 11,910 patients included46. Most participants in 

this systematic review had moderate to severe depression and most trials had high risk of bias. Overall, 

combined treatment was more effective than either therapy alone in achieving response at the end of 

treatment course. Combined psychotherapy or psychotherapy alone were more acceptable than 

antidepressants alone. Combination treatment was also more effective than antidepressants in two 

separate network meta-analyses limited to studies assessing moderate or severe depression. There were 

too few studies on patients with mild depression to be able to assess the relative effects of treatments46. 

C. Effects of treatment beyond the acute management phase 

The effectiveness of antidepressants has been largely based on short-term RCTs with systematic reviews 

and meta-analyses combining data on outcomes spanning 4-12 weeks. However, as antidepressants are 

usually continued for several months after initial remission as continuation or maintenance therapy to 

prevent relapse16, an examination of effects beyond the acute phase is essential. Results from long-term 

RCTs and observational studies suggest that antidepressants may not produce beneficial effects in the 

long-term but may in fact increase the risk of relapse or other harmful effects35,47–50. For example, in a 

9-year observational study in the US, patients with depression treated with medications were more likely 

to experience recurrence of symptoms than those treated without medications, regardless of the MDD 

severity50. Results from a systematic review and meta-analyses of 27 RCTs with 3037 patients followed 

up for a median of 16.6 months included a higher likelihood of relapse with increased duration of 
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treatment51. Cuijpers et al. reported better efficacy of combination therapy in achieving treatment 

response than both psychotherapy and pharmacotherapy alone and better efficacy with psychotherapy 

than pharmacotherapy at 6 and 12 months46. These results were in line with previous systematic reviews 
44,52,53. 

D. Harms of treatment 

Since the US Food and Drug Administration (FDA) issued a black warning regarding the increased risk 

of suicidal behavior in children and adolescents on SSRIs54, the safety of antidepressants has been 

increasingly questioned. The assessment of the harms of antidepressants has been limited by highly 

selected trial populations and the short-term nature of follow-up, thereby potentially limiting the 

detection of long-term harmful effects. Despite the general tolerability of antidepressants, in particular 

SSRIs compared to TCAs or MAOs, they are not without harmful effects36,55–57.  A systematic review 

examining the risks and benefits of 2nd generation antidepressants reported that 63% of patients in 

efficacy trials experienced at least one adverse event during treatment with gastrointestinal disturbances 

being the most common55. On the short term, these adverse effects, such as nausea and headache, are 

often transient and resolve after several days or weeks58. Adverse event reports on long-term use of 

antidepressants included sexual dysfunction, bleeding, withdrawal effects, weight gain and osteoporotic 

fractures56,57. These effects may be more pronounced in older and comorbid populations. A recently 

published systematic umbrella review of 45 systematic reviews of 4,471 observational studies showed 

evidence of several adverse effects including high risk of osteoporotic fractures, stroke and 

gastrointestinal tract bleeding particularly in those over the age of 65 years. Authors also found evidence 

suggestive of increased risk of neonatal and maternal adverse events in pregnant women using 

antidepressants59. However, after accounting for confounding by indication, the authors reported that 

none of the associations with adverse outcomes were supported by convincing evidence59. In older 

people, the link between dementia and antidepressants has been examined with conflicting results. While 

some studies proposed that antidepressants reduce the risk of dementia60, other longitudinal studies have 

suggested the contrary61. In a systematic review of 18 longitudinal studies, Chan et al. concluded that 

antidepressants are indeed associated with a greater risk of dementia62.  

Such findings suggest the need for a benefit-harm assessment to justify the net benefit of the use of 

antidepressants. Such an assessment would also include the possible harms of psychotherapies as an 

alternative to antidepressants. These harms have been largely neglected and have not been 

systematically reviewed63. Meister et al. reported that only one out of 9 psychotherapy trials on persistent 

depressive disorder published information on adverse events as compared to 39 out of 42 drug trials63. 

Additionally, as of yet there isn’t a generally accepted definition of side effects of psychotherapy and 

the distinction between the main effects and side effects of psychotherapy often may not be very clear64. 

However, it has been suggested that psychotherapies could potentially lead to deterioration of depression 



 Health Technology Assessment 
 

 11 

during therapy, non-response, symptom substitution and suicidal ideations in about 5-20% of 

patients65,66.  

E. Patient preferences 

Evidence-informed decision-making does not only involve the best available evidence on the 

effectiveness and efficacy of interventions, but also patient perspectives and preferences. In depression, 

the importance of patient preferences in particular have been emphasized in some treatment guidelines 

(e.g., German S-3 and Swiss SGPP guidelines)14–17. Additionally, since some of the available treatments 

have demonstrated equivalent efficacy, some authors suggest that patient preferences can be important 

in choosing a treatment option67. For example, surveys exploring the attitudes of individuals towards 

different treatments found that their main concern was the side effects of antidepressants, whereas 

concerns towards psychotherapy were more related to time commitments and costs involved. In terms 

of acceptability, a meta-analysis suggested a 3-fold preference for psychological treatment over 

pharmacological treatment in psychiatric disorders including depression68. In a survey of 641 patients 

from primary care practices in Germany, 58% reported that they are likely or very likely to consider 

psychotherapy as a treatment option for depression. In a subgroup analysis, patients with moderate 

depression showed higher preference for antidepressants as a treatment option than patients with mild 

depression69. Taking into consideration these patient preferences during doctor-patient consultations 

may play an important role in treatment adherence and may lead to better health outcomes. Furthermore, 

patient preferences are rarely taken into account explicitly and systematically in guideline development. 

However, using systematic methods to explore the preference-sensitivity of treatment decisions may be 

of significant value. For instance, it is possible to incorporate patient preferences in the benefit-harm 

assessments of antidepressants at guideline level. 

F. Cost-effectiveness of depression treatments 

Costs of antidepressants and psychotherapy may influence the choice of treatment and may impose 

significant additional economic burdens. Studies assessing the cost-effectiveness of different modalities 

had conflicting results70–72. Recently, Ross and colleagues used a decision analytic model to evaluate 

the cost-effectiveness of CBT versus second generation antidepressants in the US. Neither treatment 

was found to be consistently more cost-effective than the other. At 1 year, there was a 70% likelihood 

that second generation antidepressants would be the preferable treatment. However, at 5 years there was 

75% likelihood that CBT would be preferable, reflecting the potential for long-term cost savings. Most 

of the uncertainty of these findings came from the lack of evidence on the relative rates of relapse as 

long-term trials are generally lacking73.  
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2. Swiss Context 
According to the Swiss Health Survey conducted in 2017, 8.6% of the population surveyed had 

symptoms of moderate to severe depression, which is comparable to the rest of Europe. More women 

than men are diagnosed with depression and the highest prevalence appears to be in people aged 15-24 

years74. A longitudinal assessment of the development of MDD in 18-19 year old individuals in Zurich 

followed up to the age of 50 years revealed a cumulative incidence of 32.5%75. The burden associated 

with depression in Switzerland has been assessed by Tomonaga et al. and estimated to be around €8 

billion per year, related mainly to hospitalization costs and workdays lost 76.  

 

Data on the management of depression in Switzerland is scarce. Data from the Swiss Health Surveys 

seems to indicate that many patients are treated with medications. Using a health claims database 

(Helsana), Haller et al. recently estimated that 8.7% of the population were prescribed antidepressants 

over one year, which is higher than antidepressant prescription prevalence in other European countries77. 

Women and older people were more likely to receive antidepressants and most of the patients were 

prescribed the medications by general practitioners78. A drug report published in 2019 by Helsana 

revealed that antidepressants were ranked as the 5th most expensive and purchased class of drugs. 

Additionally, purchases have increased since 2015 and 2017 by 21.5% and 13.3% respectively79. 

Appendix 2 lists the available antidepressant drugs in Switzerland by class and active ingredient 

according to the Swiss "Spezialitätenliste".  

 

Objectives 

The HTA aims to assess the effectiveness, safety, benefit-harm balance, and health economic properties 

of antidepressant pharmacotherapy alone, CBT alone, or antidepressant pharmacotherapy in 

combination with CBT, beyond the acute management phase in adults with MDD.  

 

Specific objectives will include the following: 

• To determine the clinical effectiveness and safety of different antidepressant pharmacotherapies and 

CBT alone or in combination (Table 6), beyond the acute phase 

• To quantitatively assess the benefit-harm balance of the different antidepressant interventions when 

administered beyond the acute phase  

• To evaluate the cost-effectiveness and budget impact of the different antidepressant interventions 

beyond the acute phase  
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Table 5. MDD treatment Interventions and comparators 

 

AD: Antidepressant; CBT: Cognitive Behavioral Therapy 

 

Population, intervention, comparator, and outcomes (PICOs)  

i. Population 

The target population of the HTA will be adult patients (18 years or older), diagnosed with MDD using 

validated diagnostic instruments, such as DSM-3, DSM-4, DSM-5 and ICD-10. Patients with treatment 

resistant depression, persistent depressive disorders, seasonal affective disorders, bipolar depression, 

psychotic depression, substance/medication induced depressive disorder, and perinatal depression are 

not considered part of the target population as they constitute categories of depression that are distinct 

from major depressive disorder and need their own treatment approaches. However, some studies may 

have included mixed populations of these other depression types. In this case, we will consider studies 

if the MDD cases covered at least 90% of the participants. We will include studies that reported on 

concurrent mental disorders in addition to MDD and we will assess the impact of including such 

populations on the overall effect in sensitivity analyses. We will exclude studies that focus exclusively 

on patients with MDD with a specific comorbid mental disorder as the type of intervention studied 

would be targeting the comorbid mental disorder rather than MDD alone..  

 

ii. Intervention 

We will consider studies that have administered any of the following interventions for at least 12 weeks: 

1. Antidepressants 

o SSRIs (escitalopram, citalopram, paroxetine, fluvoxamine, fluoxetine, sertraline)  

o SNRIs (duloxetine, reboxetin, venlafaxine) 

o TCAs (clomipramine, amitryptiline, trimipramine, doxepin)  

o Atypical antidepressants (mirtazapine , agomelatine, bupropion) 

o MAOIs (moclobemide) 

o Serotonin modulators (vortioxetine, trazodone) 

o Tetracyclic antidepressant (mianserin) 

2. CBTs, including face-to-face (individual or group-based) and internet-based CBTs (guided or 

unguided self-help) 

Interventions  Comparators 

AD Usual care/placebo 

AD  AD  

AD  CBT 

AD plus CBT Usual care/placebo 

AD plus CBT AD 

AD plus CBT CBT 
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3. Combination of ADs and CBTs 

 

iii. Comparators 

We will include the following comparators: 

o Control conditions (e.g., placebo, waiting list, treatment as usual) 

o Antidepressant pharmacotherapy or CBT as monotherapy 

 

iv. Outcomes  

a. Clinical efficacy or effectiveness outcomes: 

• Response rates: typically defined as 50% improvement between baseline and endpoint using (i) 
standardized clinician-rated scales (e.g. Hamilton Rating Scale of Depression (HDRS or HAM-

D),  Montgomery–Asberg Depression Rating Scale (MADRS)) or (ii) self-report measures 

(such as Patient Health Questionnaire-9 (PHQ-9), Beck Depression Inventory (BDI), and BDI-

II) or any other depression scale used by the authors. 

• Remission rates 

• Relapse rates 

• Improvement in social function or activities of daily life (functional capacity) as reported by 

authors 

• Quality of life (as measured by SF-36 Health Survey, WHO quality of life-BRFE or any other 

instrument) 

• Patient adherence 

 

b. Safety or harm outcomes:  
• Acceptability (defined as study drop‐out for any reason) 

• Specific adverse events (e.g. hyponatremia, seizures, suicidal ideas or behaviors, hepatotoxicity, 

weight gain, gastrointestinal symptoms, sexual side effects) 

• Withdrawals because of specific adverse events 

• Treatment burden 
 

c. Health economic outcomes:  

• Short-term and long-term costs 

• Direct and indirect costs 

• Quality-adjusted life years (QALYs) 

• Cost-effectiveness (costs per QALY gained) 

• Budget impact 
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Subgroups  

The following subgroups will be treated separately in the case of expected possible sources of 

heterogeneity and differential effects: 

- Baseline severity of the MDD: mild , moderate and severe   

- Dosing schedule of antidepressants (fixed or flexible) 

- Delivery format of CBT 

- Type of scale rating (clinician rated versus self-reported) 

- Age: 18-41 years, 42-65 years, ≥65 years 

- Treatment duration: Less than 12 weeks, 12 weeks to 6 months, >6 months to 12 months, >12 

months to 24 months, and >24 months after randomization 

- Studies in settings similar to Switzerland compared to others (i.e. industrialized versus non-

industrialized).  
- Type of setting: inpatient vs. outpatient and specialized vs. primary care settings 

The data sources, search strategy, and analysis for the clinical assessment and cost-effectiveness 

evaluation are as follows. 

 

Part 1: Systematic review of comparative effectiveness and safety of ADs and CBTs in 

the treatment of MDD 

 
Information sources  

We will focus on RCTs that meet the above PICOs to address the question of effectiveness and safety 

of ADs and CBTs.  

 

Search strategy 

We will adopt our approach used previously in various areas (including the rehabilitation–ICU project 

commissioned by the SMB) to follow a two-step systematic search process80. That is, although the aims 

could differ (e.g., sometimes they focus on AD or CBT monotherapy or on acute treatment phase only, 

mixed populations, etc.), there have already been several published systematic reviews of 

antidepressant/CBT interventions. We expect the potentially eligible RCTs for our aim to be identified 

reliably by the most recently published high-quality systematic reviews. We will thus first identify the 

existing high-quality systematic reviews on MDD interventions and we will further conduct a follow-

up research to identify more recently published studies following the systematic reviews. 

 

(i) In the first step, we will conduct a systematic search in the Medline (PubMed) and Cochrane 

Library databases for systematic reviews on MDD interventions published in the last 4 years (i.e.2018-

2020). Search terms for ADs will include "antidepressant", "antidepressant drug therapy", 
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‘antidepressant pharmacologic therapy’ as well as individual generic names and broad terms related to 

second-generation antidepressants in conjunction with "systematic reviews", "meta-analysis" and 

"network meta-analysis". For the CBTs, terms such as "psychotherapy", "cognitive therapy" and 

"cognitive-behavioral therapy" will be used. Two independent reviewers will read the titles and abstracts 

of the identified systematic reviews to assess eligibility. We will then evaluate the eligibility of the 

systematic reviews based on full-text and further assess their quality using the "Assessing the 

Methodological Quality of Systematic Reviews" (AMSTAR) 2 checklist81. Since we will use the 

systematic reviews for retrospective extraction of individual RCTs for our HTA, we will emphasize the 

AMSTAR-2 criteria that deemed relevant for our aim, such as those that focus on the PICOs, the quality 

of the literature search (completeness, selection, extraction strategies), more precisely on the AMSTAR-

2 criteria 1 and 4–9. Systematic reviews meeting these criteria will be considered to be of good quality 

and will be used to extract potential sources of RCTs eligible for our analysis (i.e., all studies identified 

in- and excluded in each systematic review will be considered). 

 

(ii) In the second step, we will conduct a follow-up search of studies that may be published in periods 

following the publication of the selected high-quality systematic reviews. The databases used will 

include Medline (PubMed), EMBASE, PsycInfo and Cochrane Library. For the follow-up research, we 

will use the same search strategies that were used in the selected high-quality systematic reviews to 

ensure consistency. In addition, bibliographies of the included studies will be searched for additional 

studies. We will exclude studies that were conducted prior to 1 January 1995. We chose this date based 

on the date of introduction of the last major class of antidepressants (SNRIs) into the market. It is likely 

that the landscape of MDD treatment before 1995 differed from what it is now. On the other, we 

anticipate no major changes in MDD management since then. We will also search for unpublished 

studies in Clinical Trials.gov, Drugs@FDA, the European Medicines Agency, the National Institute of 

Mental Health website, the American Psychological Association website, Scopus, the conference 

proceedings citation index, and reference lists of relevant reviews and included trials. Studies published 

in English, German, French or Italian will be considered. 

 

Study selection and data management  

Individual RCTs that will be identified from the selected high-quality systematic reviews (step 1 above) 

and follow-up research (step 2 above) will be reviewed in full text to determine their eligibility for our 

analysis. See Figure 1 for the selection process of the studies. In the case of multiple publications from 

the same RCT, we will include all publications if they provide complementary information; otherwise 

we will include only those with the most informative and complete data. We will use CADIMA 

(https://www.cadima.info)– an online platform– for conducting the study screening and data extraction. 

The extracted data will be exported to an excel which will then be used for analysis in R. Two 

independent reviewers will be involved in the full-text assessment to select eligible RCTs for our 
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analysis. Disagreements between reviewers will be resolved by consensus between the two reviewers 

and with the involvement of an experienced senior reviewer. 

 

Data collection 

We will extract information from the selected RCTs regarding study (setting, design, randomization, 

concealment, blinding, year of publication), demographic and other characteristics of study participants 

(age, severity of disease), details of the intervention and comparators (type, dose, mode of delivery), 

and measured outcomes (see outcomes above). The same reviewers will collect the necessary data 

independently in consultation with a senior reviewer for any disagreement or clarification. Where 

deemed necessary, trial authors will be contacted by e-mail up to three times for additional or rectifying 

unclear information. 
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Figure 2. A dummy flowchart for study selection 

SR: Systematic review 

 

Risk of bias (methodological quality) assessment  

For all selected RCTs, we will assess study-level risk of bias on the different domains in accordance to 

the Cochrane Handbook82, including random sequence generation, concealment of allocation, blinding 

(participant, staff and outcome evaluation), differential loss of follow-up, and selective reporting and 

other factors such as sponsorship bias. The same investigators involved in the review will independently 

rate the risk of bias. If the raters disagree, the final rating will be made by consensus or with the 

involvement of another member of the review group. 
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Data synthesis 

We will perform descriptive statistics for the included RCTs regarding the PICOs and additional 

characteristics such as study settings, year of publication, and sponsorship. The comparisons will be 

presented in the network diagram, showing all available comparisons, number of participants, level of 

variance, average risk of bias in each comparison. Primary analysis will be done by intervention type 

(e.g. antidepressants versus CBT). Further analyses may include analysis by class (e.g. SSRI, face-to-

face CBT) and by individual treatment (e.g. sertraline, group CBT).  

 

Pairwise meta-analyses  

We will perform a pairwise meta-analysis with random-effect model for the pairwise comparisons to 

obtain a summary of standardized mean differences (SMD, Cohen's d) for the continuous outcomes or 

odds ratio (OR) for the dichotomous outcomes with their 95% confidence intervals (CIs)83. The 

heterogeneity for the placebo-controlled and the active head-to-head comparisons will be visually 

inspected using forest plots and the heterogeneity will be statistically quantified using I2 statistic with 

its 95% CI. 

 

Assessment of the transitivity assumption 

The epidemiological and clinical plausibility of the transitivity assumption will be assessed84. We will 

look more closely at whether distributions of possible effect modifiers are similar across comparisons. 

Some clinical features, such as bipolarity, psychotic and subthreshold depression, may moderate 

efficacy; and thus, we will ensure the transitivity in our network meta-analysis with regard to these 

variables by limiting our samples to participants with non-psychotic unipolar major depression. We will 

examine if other variables (e.g., age, depression severity, doses, mode of delivery, etc.) are similarly 

distributed across studies grouped by comparison. The inclusion of placebo and concerns about its 

potential to violate the transitivity assumption will be examined carefully. 

 

Network meta-analyses 

We will estimate the indirect and mixed effects using a frequentist, multivariate, random-effect meta-

analysis model85. The estimation will use binomial probability for dichotomous outcomes and normal 

probability for continuous outcomes and takes into account correlations in multi-arm RCTs. The 

heterogeneity variance in the random effect distribution will be considered to measure the extent of 

treatment effect variability across the studies and within the comparisons. We will assume a single 

heterogeneity parameter for each network. Finally, we will rank the different antidepressant treatments’ 

efficacy and safety based on the surface under the cumulative ranking curve (SUCRA).  
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Assessment of inconsistency 

While the conceptual evaluation of the transitivity assumption determines the justifiability of conducting 

network meta-analysis, we will also evaluate the consistency of direct and indirect evidence on the 

observed data using a consistency test statistic. The consistency test often has a low power, which tends 

to lead to a false negative for the presence of inconsistency and should therefore be interpreted with 

caution. We will calculate the Inconsistency Factor with its 95% CIs for the closed loops available using 

the node-splitting method86, which tests the direct estimate of a comparison with the indirect estimate 

coming from the entire network, unlike the loop-specific approach that compares with the indirect 

estimate pooled from a specific loop87. We will also evaluate consistency across the entire network by 

calculating the I2 for network heterogeneity, inconsistency, and for both88,89. 

 

All analyses will be carried out in R. 

 

Publication bias 

We will use the comparison-adjusted funnel plots to investigate whether the results in imprecise studies 

differ from those in more precise studies90. We will also perform network meta-regression model to 

identify relationships between study size and effect size91. 

 

Confidence of evidence  

We will assess the quality or confidence of the direct estimates using the standard Grading of 

Recommendations Assessment, Development and Evaluation (GRADE) approach based on the five 

domains (risk-of-bias92, inconsistency93, indirectness94, imprecision95, and publication bias96). For the 

network estimates, particularly of the indirect and mixed effects, we will adopt the GRADE approach 

with the extension for network meta-analysis97. 

 

Part 2: Quantitative benefit-harm assessment  

In this analysis, we will simultaneously consider all outcomes relating to benefits and harms associated 

with antidepressant interventions in order to quantitatively assess the benefit-harm balance. We will use 

the approach by Gail et al.98, which we have previously demonstrated in various decision contexts, 

including statins99, roflumilast100, aspirin101, and target blood pressure102. The approach uses an 

exponential model to estimate the absolute events of benefit and harm in MDD patients who have taken 

the antidepressant interventions over a period of time compared to their counterparts without the 

antidepressant interventions. The resulting absolute events for each outcome will be adjusted according 

to patient preference to produce events on a common scale. Each of the preference-adjusted events will 

be summed over the outcomes to produce a benefit-harm balance index. This index will be used to assess 

whether the benefit outweighs the harm or vice versa. The analysis will be performed stochastically with 



 Health Technology Assessment 
 

 21 

10,000 (could be more depending on the converging success) simulations taking the distribution–i.e., 

considering the statistical uncertainty– of the input parameters, including treatment effects, baseline 

incidence and patient preferences. The results will then be a distribution of the benefit-harm balance 

index. We will calculate the probability (or proportion of simulations) that patient subgroups would be 

more likely to experience net benefit from the antidepressant interventions.  

 

The probability that the net benefit equals the net harm (i.e., zero net benefit, on average) is 0.5, where 

patients and clinicians would be in equipoise. Although it is not clear at what level above the equipoise 

the treatments should be initiated, we will adopt a previously used threshold probability of 0.6, which 

ensures a certain absolute net benefit99–102. A probability of net benefit between 0.4 and 0.6 indicates 

uncertain benefit-harm balance, suggesting that initiation of antidepressant treatments should be 

conditional on the patients’ risk profile and treatment goals and values. Any probability value below 0.4 

suggests that the antidepressant interventions are less likely to provide net benefit. 

 

Evidence for the BHA will include findings from the systematic review that addresses the comparative 

clinical effectiveness and safety of ADs and CBTs (Part 1). In addition, the quantitative benefit-harm 

assessment needs multiple parameters on top of the treatment effects from the systematic reviews. 

Briefly, the minimal parameters needed to conduct the benefit-harm balance assessment include 

treatment/intervention estimates, baseline incidence of benefit and harm outcomes without the use of 

antidepressant treatments, and patient preference (or relative importance) of outcomes. Therefore, 

besides the outputs of our systematic review, we will additionally search for valid, precise, and relevant 

data from observational, registry or health insurance data specifically to find the baseline risks of the 

selected benefit and harm outcomes, which will allow us to estimate the absolute effect of antidepressant 

interventions. Similarly, we will assess the availability of patient preferences on the benefit and harm 

outcomes. Where possible, we will explore better data sources for baseline risks and preferences that 

would apply specifically to the Swiss context. 

 

Part 3: Health Economic Evaluation 

Approach to health economic assessment 

 

1. Systematic review of economic literature 
In a systematic literature search, literature on the cost-effectiveness of antidepressant pharmacotherapy 

alone, CBT alone, or antidepressant pharmacotherapy in combination with CBT in patients with MDD 

will be identified. This search will be based on the search strategy used for the clinical effectiveness 

assessment and adapted for the health economic evaluation by removing the RCT filter and adding a 

health economic filter. 
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The identified economic studies will be critically assessed. As one tool, the “Consolidated health 

economic evaluation reporting standards” (CHEERS) checklist will be used103. Plausibility of the results 

and the transferability of international results to Switzerland will be critically considered. Transferability 

will be assessed through a multistep approach based on previously published procedures104–107. To the 

extent that they are transferable, costs and incremental cost-effectiveness ratios (ICERs) may be adapted 

to Switzerland by taking into account differences in healthcare resource utilization and purchasing 

power parities108,109. Change of healthcare costs over time will be used in this case to extrapolate all cost 

estimations to the same year (presumably 2018)110. The aim of the cost adaptation would be to make 

international cost-effectiveness results more comparable and to achieve a rough indication of the 

possible magnitude of ICERs for Switzerland. It will not be possible to directly interpret resulting 

estimates as "ICERS for Switzerland", where practice patterns and effects may differ from those 

published internationally. 

Results will be summarized in tabular and/or graphical formats and synthesized narratively. 

 

2. Cost-effectiveness analysis 
The range and complexity of the cost-effectiveness part will depend on the results of the systematic 

review of the economic literature, and on the results of the clinical part. Only after assessing the quantity 

and quality of the available information, it will be possible to decide if a detailed de novo cost-

effectiveness analysis is sensible to perform. 

 

Ideally, a de novo cost-effectiveness analysis will be conducted for Switzerland including all treatments 

listed in the PICO. To correctly compare the selected interventions, this would require to apply a uniform 

horizon. However, it is not yet known whether a longer-term analysis will be feasible with the available 

data. 

Depending on the available literature and on the results of the network meta-analysis conducted, one of 

the following approaches may be pursued: 

• Markov model with long time horizon based on the data available for all interventions 

• Markov model with long time horizon based on the short-term data available plus mid/long-term 

modelling based on extrapolation of long-term estimates 

• Markov model with short time horizon based on the data available for all interventions 

• Alternative approaches may include health economic evaluation based on other models, depending 

on the type of evaluation judged more adequate for the decision context and better comparable to 

other health economic studies in the context. 

In case a cost-effectiveness analysis is not sensibly feasible given the available data, we will develop a 

cost or cost-minimization model. The model will be suitable to accommodate new evidence as it arises 

and link different levels of effectiveness of AD treatments to cost impact and economic performance.  
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3. Budget impact analysis 
The actual expenditure for the treatment of MDD patients and the impact on the Swiss healthcare system 

will also be investigated in a budget impact analysis, considering the available information for 

Switzerland. Several scenarios assuming different MDD treatments (out of AD, CBT, and usual 

care/placebo alone) will be compared to scenarios including different combination of the investigated 

treatments (assuming different market shares, like for example 50% AD alone, 25% AD plus CBT, and 

25% CBT alone). 

 

4. Perspective 
Costs will be assessed from a health insurance law (KVG) perspective and, if possible, from a societal 

perspective. 

 

5. Additional data sources 
In addition to the published literature, the following sources of information may be used for the cost and 

budget impact analyses: 

• Swiss specialty list: will be used for the drug prices111 

• Swiss Hospital Statistics 2017/2018: hospitalized MDD patients may be identified through relevant 

treatments (e.g. CHOP codes), diagnostic codes (i.e. ICD-10 codes), and hospitalization codes (i.e., 

SwissDRG codes)112 

• Diagnosis-related case cost statistics (Statistik diagnosebezogener Fallkosten) of the Swiss Federal 

Office of Statistics: this statistic may be used to estimate the hospitalization cost per patient 

according to their SwissDRG (i.e., according to their diagnoses and treatment combinations 

received)113 

• Swiss tariff framework for ambulatory care (TARMED): TARMED positions may be used to 

estimate costs of outpatient consultations, services and interventions provided114 

 

Further sources may be identified and added at a later point in time. 
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Appendix I 

 
Identified systematic reviews and pairwise (or network) meta-analyses  

Clinical effectiveness Studies that reported 
safety outcomes 

Stdies that reported  
Cost-effectiveness 
evaluation 

Studies that used IPD Long-term outcomes 
AD vs. placebo/other AD AD vs. psychotherapies AD vs. combination of AD 

and pyschotherapy 
Cuijpers 202046 Cuijpers 202046 Cuijpers 202046 Jakobsen 201736 Brettschneider 201571 Noma 2019115 Cuijpers 202046 
Cipriani 201834 Chen 2019116 Krause 2019117 Reichenpfader 2014118 Koeser 2015119 Rabinowitz 201643 Henssler 2018120 
Chen 2019116 Krause 2019117 Gartlehner 2017121 Gartlehner 201155 Ramsberg 2012122 Kuyken 2016123 Karyotaki 201652 
Krause 2019117 Gartlehner 2017121 Cuijpers 2014124 Serretti 2010  Barret 200570 Gibbons 201242 Amick 201553 
Gartlehner 2017121 Gartlehner 2016126 Khan 2012127 Serretti 2009128  Fournier 201040 Cuijpers 2014 
Jakobsen 201736 Cuijpers 201344  Arroll 2005129  Kirsch 2008130 Cuijpers 201344 
Guaiana 2013131 Khan 2012127  Furukuwa 2002132  Cuijpers 200819 Williams 2009133 
Khan 2012127   Cuijpers 200819     Imel 200845 
Cipriani 2009134 Imel 200845     Deshauer 2008135 

Cipriani 2009136       
Furukuwa 2002132       

AD: antidepressant, IPD: individual participant data; Colors or highlights indicate same studies; IPD: Individual patient data (while the other studies used study-level aggregated data) 
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Appendix II 

 
List of available antidepressants by class and drug in Switzerland* 

Class Drug Brand name (Company) 

SSRI 

Escitalopram Cipralex (Lundbeck) 

Citalopram 

Citalopram Helvepharm (Helvepharm) 
Citalopram Mepha (Mepha Pharma) 

Citalopram Sandoz (Sandoz Pharmaceuticals) 
Citalopram Streuli (Streuli Pharma) 
Claropram (Axapharm) 

Claropram Spirig HC (Spirig HealthCare) 
Seropram (Lundbeck) 

Paroxetine 

Deroxat (GlaxoSmithKline) 

Paronex ((Sandoz Pharmaceuticals)) 
Paroxetin Helvepharm (Helvepharm) 
Paroxetin Mepha (Mepha Pharma) 

Paroxetin Spirig (Spirig HealthCare) 

Fluvoxamine Floxyfral (Mylan Pharma) 

Fluoxetine 

Fluctine (Eli Lilly) 
Fluoxetin Axapharm(Axapharm) 
Fluoxetin Helvepharm (Helvepharm) 

Fluoxetin Mepha (Mepha Pharma) 
Fluoxetin Sandoz  (Sandoz Pharmaceuticals) 
Fluoxetin Spirig (Spirig HealthCare) 

Sertraline 

Seralin Mepha ((Mepha Pharma)) 
Sertragen (Streuli Pharma) 
Sertralin Helvepharm (Helvepharm) 

Sertralin Pfizer (Pfizer) 
Sertralin Sandoz eco (Sandoz Pharmaceuticals) 
Sertralin Spirig HC (Spirig HealthCare) 

Zoloft (Pfizer) 

SNRI 

Duloxetine 

Cymbalta (Eli Lilly) 
Duloxetin Axapharm  (Axapharm) 

Duloxetin Mepha  (Mepha Pharma) 
Duloxetin NOBEL (NOBEL Pharma) 
Duloxetin Sandoz (Sandoz Pharmaceuticals) 

Duloxetin Zentiva (Helvepharm) 
Duloxetin Spirig HC (Spirig HealthCare) 

Reboxetin Edronax (Pfizer) 

Venlafaxine 

Efexor ER (Pfizer) 
Venlafaxin ER Sandoz (Sandoz Pharmaceuticals) 
Venlafaxin Mepha ER (Mepha Pharma) 

Venlafaxin Pfizer ER (Pfizer) 
Venlafaxin (Helvepharm) 
Venlafaxin Spirig HC (Spirig HealthCare) 

Venlax ER (Drossapharm) 

TCA 

Clomipramine Anafranil (Novartis) 

Amitriptyline Saroten (Lundbeck) 

Doxepin Sinquan (Pfizer) 

Trimipramine 

Surmontil (Sanofi-Aventis) 

Trimipramin Sandoz (Sandoz Pharmaceuticals) 
Trimipramine Zentiva (Helvepharm) 

Atypical antidepressants 
Mirtazapine 

Mirtazapin Helvepharm (Helvepharm) 

Mirtazapin Mepha (Mepha Pharma) 
Mirtazapin Sandoz eco (Sandoz Pharmaceuticals) 
Mirtazapin Spirig HC (Spirig HealthCare) 

Mirtazapin Streuli (Streuli Pharma) 
Remeron (MSD Merck Sharp & Dohme) 

Agomelatine Valdoxan (Servier) 

Bupropion Wellbutrin X, Zyban (GlaxoSmithKline) 

MAOIs Moclobemide Aurorix (MEDA Pharma) 

Serotonin modulators 
Vortioxetine Brintellix (Lundbeck) 

Trazodone 
Trazodon Sandoz (Sandoz Pharmaceuticals) 
Trittico (Vifor) 

Tetracyclic antidepressant Mianserin Mianserin Mepha 30 (Mepha Pharma) 

SSRI: Selective serotonin reuptake inhibitors, SNRI: Serotonin-norepinephrine reuptake inhibitors, TCA: Tricyclic antidepressants, MAOI: 
Monoamine oxidase inhibitors 

*as listed on http://www.xn--spezialittenliste-yqb.ch/ 
 


