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In the past decade, the number of papers dealing with treatment resistance in depression has 

increased to a considerable degree. It has been recently discussed whether current definitions of 

treatment resistance are appropriate: issues of misdiagnosis, diagnostic and biological 

heterogeneity, and suboptimal therapeutic strategies have been raised [1-3]. However, current 

conceptualizations of treatment resistance focus on the characteristics of the patient (whether 

neurobiological assets, or attitudes, or psychiatric comorbidity) for the insufficient effectiveness of 

antidepressant drugs and omit any reference to the potential iatrogenic effects of treatment [4]. As 

if, in the field of infectious disease, treatment resistance was conceptualized independently of 

previous use of antibiotics. 

We will try to outline some historical developments of the concept of treatment resistance in 

depression and how a different assessment strategy is required to address current clinical 

challenges. 

 

The development of the concept 

Definitions of treatment resistance in depression are generally based on failure to respond to 

a trial with antidepressant drugs or, with a more stringent specification, on insufficient responses to 

at least two courses of adequate treatment [5]. Adequate drug treatment is defined as use of 

antidepressant drugs at doses significantly superior to placebo in double-blind studies administered 

continuously for a minimum duration of 6 weeks [5]. Simpson and Kessel [6] provided an important 

specification: one trial should include the use of a high-dose (200-300 mg) tricyclic antidepressants 

such as imipramine for a minimum of 6 weeks. Such specification was justified by the apparent 

superiority of tricyclics over other antidepressants in severe depression and their dose-response 

characteristics [7], despite the fact that a recent meta-analysis of trials comparing tricyclics to 

selective serotonin reuptake inhibitors failed to show any significant difference in efficacy for the 

average patient [8]. More recently, with the replacement of tricyclics by second generation 
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antidepressants, switching and augmentation strategies have been advocated, despite their overall 

lack of efficacy [9, 10]. The basic clinical concept is the fact of using the term resistance only when 

the best therapeutic options had been used, not on a simple trial basis. For instance, in one of the early 

trials on the use of psychotherapeutic strategies in treatment-resistant depression [11], the definition 

of Simpson and Kessel [6] was used before applying cognitive-behavioral strategies to the patient 

population. Further, a 2-year follow-up was available. The Authors concluded that a trial of cognitive-

behavioral therapy (CBT) by an experienced therapist should be performed before labeling an episode 

of major depression as “refractory” or “treatment resistant” [11]. These latter terms should apply only 

when a psychotherapeutic effort has been made. Until then, it seems more appropriate to define 

depression as “drug refractory” or “drug resistant”. 

Other important aspects that emerged were the difficulties in determining a simple categorical 

distinction between responses and non-responses in depression. Following the introduction of the 

concept of staging in psychiatry in 1993 [12], different methods to stage degree of treatment 

resistance in patients with unipolar depression have been suggested [3, 13]. There is no consensus 

about the superiority of a single staging method. Thase and Rush [14] proposed a 5-stage model (TR-

S): patients were classified according to the number and classes of antidepressants that failed to 

produce a response, with staging moving from more common to less common treatments. Thus, for 

instance, stage I was characterized by failure of at least one adequate trial of one major class of 

antidepressant.  According to a second model, called European approach [15], stage A represented 

no response to one adequate antidepressant trial lasting 6–8 weeks; treatment-refractory depression 

(TRD), stage B, was the failure to 2 or more adequate trials of different antidepressants given in 

adequate dosages for a period of at least 12-16 weeks but no longer than 1 year; chronic resistant 

depression (stage C) was due to resistance to several antidepressant trials, including augmentation 

strategy, lasting 12 months or more. The Massachusetts General Hospital model considered both the 

number of failed trials and the intensity or optimization of each trial without assumptions on the 
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hierarchy of antidepressant classes. This method generates a continuous variable reflecting the degree 

of resistance in depression and ranging from 0 to 5 [5].  

Finally, the Maudsley Staging Method incorporated, in addition to the number of failed treatment 

trials, factors considered to be closely related to the depressive illness itself: duration, severity, 

treatment failure to antidepressants, use of augmentation, and use of electroconvulsive therapy [16]. 

At the end, the stage of treatment resistance was represented as a single score ranging from 3 and 15. 

An attempt to integrate the various models including the use of psychotherapeutic strategies was 

finally suggested [13]. The basic principle is that it is quite different to treat patients with a major 

depressive episode who displayed positive response to previous therapeutic trials (stage 0) and 

patients who failed to respond to at least three adequate trials (including psychotherapy) of which at 

least one concerned with augmentation/combination or electroconvulsive therapy (stage 4).   

                                                                                                                                                              

The missing dimensions 

A first problem, that was acknowledged by many investigators, concerned the difficulties in 

drawing a separation line in the Hamilton Depression Rating Scale scores [17] among non-response 

(<25% symptom reduction from baseline), partial response (25% to 49% symptom reduction), and 

response without remission (50% or greater reduction) [18].  In this latter case, the evaluation of the 

presence of residual symptomatology, that interferes with quality of life and functioning despite 

improvement of depressed mood [19], may blur the distinction between resistant and non-resistant 

depression. Yet, what is neglected in this approach is the difference between insufficient or no 

benefits and clinical worsening. Re-analyzing the Beta-Blocker Heart Attack Trial, Horwitz et al. [20] 

found that propranolol reduced the risk of dying for the “average” patient who survived an acute 

myocardial infarction, whereas it was harmful in a subgroup of patients characterized by specific co-

therapy histories. If we accept the possibility that a treatment which is helpful on average may be 

ineffective on some and even harmful on someone else, we may identify a subgroup of patients who 
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deteriorate upon treatment. In the methodological recommendations for trials in psychological 

interventions [21], it is suggested to indicate in a trial the number of patients who deteriorate, who 

would otherwise be masked by the definition of failure to improve. And these cases indeed occur in 

trials [20] as well in practice [22]. 

A second neglected aspect has to do with the issue of responsiveness. Richardson and Doster 

[23] suggested the importance of considering three dimensions in the process of evidence-based 

decision: baseline risk of poor outcomes from an index disorder without treatment (benefits), 

responsiveness to the treatment option, and vulnerability to the adverse effects of treatment. Labeling 

what falls outside the limits of responsiveness as resistance is questionable. For instance, anxious 

depression is less likely to respond to antidepressant drugs compared to non-anxious depression [24].  

In a sample characterized by anxiety and depression of mild severity we can shift into the realm of 

resistance what is simply the result of a treatment that has limited efficacy. Similar considerations 

may apply to the limited effectiveness of novel antidepressants [25].  

       A rational approach to treatment takes into account the balance between potential benefits and 

adverse effects applied to the individual patient [23]. Yet, the iatrogenic effects of treatment are 

carefully avoided in the literature on treatment resistance in depression [4]. This is a major omission, 

as the following examples indicate. A particular form of resistance occurs when a drug which resulted 

in clinical response in previous episodes is no longer effective when it is started again after a drug 

free period. The prevalence of this type of resistance varies but may occur in up to one third of patients 

[26, 27]. Resistance may also ensue with loss of clinical effect in a patient who previously responded 

to antidepressant drug treatment. The return of depressive symptoms during maintenance 

antidepressant treatment was found to occur in a significant proportion of patients in published trials 

[26, 28]. Increase in dosage may only yield temporary improvement [26]. Use of antidepressants may 

be associated not only with the return of depressive symptoms during maintenance treatment (loss of 

clinical effect), but also with the appearance of new symptoms and exacerbation of baseline clinical 
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picture (paradoxical effects). Improvement may result from antidepressant discontinuation [26]. 

Finally, before entering a trial, patients may discontinue their current antidepressant treatment. Even 

with slow tapering, the likelihood of withdrawal syndromes and persistent postwithdrawal disorders 

and symptoms is very high and the likelihood of response of these syndromes to the introduction of 

new antidepressants is very variable [29-33]. 

Resistance to re-challenge, loss of clinical effects, paradoxical reactions, withdrawal and 

postwithdrawal syndromes tend to cluster and may share a common mechanism that has been 

subsumed under the rubric of oppositional model of tolerance [26, 32]. Very seldom these phenomena 

are considered in a trial. An exception is the ADAPT trial that excluded patients who presented with 

loss of therapeutic response. The trial failed to detect differences between low-dose aripiprazole and 

placebo in treatment resistant depression despite a good sample size, a sophisticated design, and a 

careful assessment [34]. Further, short-term effects may be related to a phenomenon (e.g., 

withdrawal) that is not considered from the beginning and may wane with duration of treatment. In 

other words, depending on the type of sample, a drug may be more effective than placebo in 

overcoming withdrawal and postwithdrawal symptomatology and not necessarily depressive 

symptoms.  

 

Flawed designs and unwarranted assumptions 

 In clinical practice adapting the treatment plan to the changing status of the individual patients 

is a common strategy. It takes into account both the history of previous treatments and the response 

to those treatments. When Sir Austin Bradford Hill transferred the methodology that had accumulated 

with randomized trials in agricultural sciences in the first double-blind placebo-controlled study in 

medicine [35], the scenario was dominated by the challenges that acute diseases entailed. 

Tuberculosis was widespread, there were many reports in the literature claiming effectiveness of drug 

therapy, and the amount of streptomycin that was available was limited [36]. Randomized controlled 
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trials (RCT) in medicine thus referred to an average patient who fulfilled the criteria for admission 

and ignored the patient’s individual history [37]. There were good reasons for the choices: most 

clinical encounters were for acute diseases and patients were unlikely to have experienced many 

treatments before (such as repeated exposure to antibiotics). Today most of the clinical activities are 

concentrated on chronic disease or non-disease specific complaints [38]. Yet, the standard 

randomized controlled trial design is still based on the acute disease model and ideally evaluates 

therapeutic effects in untreated patients who have a recent acute onset of their disturbances. This is 

in sharp contrast with the fact that previous treatments may have actually modified the course and 

responsiveness of the individual patient [18, 38].  

 Adaptive interventions [39] or adaptive treatment strategies [38] have been developed for 

adjusting a treatment plan to the changing state of an individual patient. An adaptive intervention is 

a multistage process that is based on patients’ characteristics and intermediate outcomes collected 

during an intervention, such as the patient’s response after the first line of treatment [39]. The 

STAR*D trial [40] was based on adaptive interventions that followed non-response to initial 

treatment, such as switching to or augmentation with another type of treatment, potentially modifying 

treatment response. The aim of the trial was to apply the best pharmacological strategies for obtaining 

remission in major depression using the least conservative definition of treatment resistant depression 

(one failed trial with citalopram). Those who did not recover were submitted to four sequential steps 

involving switching, augmentation, and combination strategies based on available literature. The 

results were rather disappointing. The cumulative rate of remission after 4 sequential steps was 67% 

and, when sustained recovery (taking into account relapse rates while on treatment) was considered, 

the cumulative rate was 43%. This means that the strenuous efforts after step one (open treatment 

with citalopram) yielded an additional 6% of sustained recovery. Even though each step of the trial 

was carefully conceived to increase the likelihood of response in patients who did not remit, remission 

rates decreased after each treatment step [40]. Rates of relapse increased after each treatment step in 
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patients who achieved remission. Further, intolerance (dropouts for any reason during the first 4 

weeks or side effects afterwards) increased after each treatment step. Many of the  STAR*D findings 

can be interpreted in light of the oppositional  model  of tolerance [32]: pharmacological 

manipulations, either by switching or augmentation (steps 1 and 2) may propel depressive illness into 

a refractory phase, characterized by low remission, high relapse, and high intolerance (steps 3 and 4).  

  The conceptual assumption of the STAR*D and other trials concerned with treatment resistant 

depression is that, after testing a standard treatment in a group of patients, we are left with a fairly 

homogeneous group characterized by resistance. The basic flaw is to assume improvement to be a 

unitary phenomenon [41].  Actually non-response includes a very wide range of explanations 

(inadequate treatment in terms of duration, doses or indications; the occurrence of side effects 

prevailing over benefits; incomplete adherence; previous exposure to that specific treatment; 

psychosocial events intervening during the trial; problems in the patient-doctor relationship; 

modifications in patient’s lifestyle and illness behavior) [42]. In particular, manifestations of 

tolerance induced by previous treatments (e.g., loss of clinical effects, withdrawal syndromes) may 

affect the results [4]. The term “iatrogenic comorbidity” refers to the unfavorable modifications in 

the course, characteristics, and responsiveness to treatment of an illness that may be related to 

previously administered therapies [4, 43]. Such vulnerabilities may manifest themselves during 

treatment administration and/or after its discontinuation. The changes are persistent and not limited 

to a short phase such as in the case of persistent postwithdrawal disorders [4]. Timing may add 

heterogenous features: certain individuals may change readily with respect to certain symptoms, 

whereas other subjects may have opposite tendencies [41]. As a result, designs that use highly 

heterogeneous populations at the start and are based on identification of non-response end up 

following an oversimplified conceptual model that clashes with the clinical reality they would attempt 

to mimic. 
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The wreck of depression management 

The conceptual flaws and the spurious results of the literature have yielded two detrimental 

clinical consequences. One is the development of drugs geared to treatment resistance, such as 

ketamine/esketamine [25], which would not survive the test of a classic RCT in depression. The 

second consequence has been the assumption that treatment with whatever antidepressant is right in 

the first place, and failure to respond is entirely shifted (and implicitly blamed) upon patients’ 

characteristics. Treatment resistance thus calls for switching and augmentation, instead of 

reconsideration of the process in treatment selection. Fava and Rafanelli [4] have applied the concept 

of cascade iatrogenesis, that originated in geriatrics [44], to psychiatric settings. The patient is 

prescribed an increasing number of medications that, as in the STAR*D, in the long run cause other 

problems and may make the illness refractory. When symptoms of behavioral toxicity are 

misinterpreted or simply ignored, a cascade of events leading to illness deterioration or its chronic 

course may result from the choices of the clinician [4]. 

An initial cross-sectional examination with a very narrow focus [45] seems to generate a 

number of decisions that are performed in “automatic”, as a result of algorithms or guidelines, with 

few opportunities for modifying the initial judgment. 

 

A new look at the problem 

Nierenberg and Amsterdam [46] introduced the term “pseudo-resistance” in depression, for 

indicating the presence of inappropriate dose and duration of treatment, poor adherence by the patient, 

important comorbidity that may affect response. Pharmacokinetic factors, such as concomitant use of 

metabolic inducers, may also contribute to the phenomenon of pseudo-resistance. Another aspect of 

pseudo-resistance involves patients who are misdiagnosed as having unipolar depression when they 

suffer from diseases such as bipolar illness, vascular dementia, or anxiety disorders [46]. However, 

there is a more substantial question that arises. The majority of depressed patients qualify not for one, 
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but for several psychiatric disorders [47]. Comorbid anxiety disorders were found to be the most 

powerful clinical factors associated with TRD [48]. Is a single course of an antidepressant drug an 

adequate treatment for a patient with complex comorbidities, having been exposed to a variety of 

previous treatments? 

For addressing such complexities and the unsatisfactory degree of remission that current 

therapeutic strategies entail [19], the sequential model of treatment has been developed [49, 50]. Such 

an approach has been found to entail significant benefits in terms of relapse rate [50]. The 

characteristic of this treatment is that sequence is performed regardless of the outcome of the first 

component (whether treatment failure occurred or not), as pre-planned strategy. In unipolar 

depression, the sequential use of pharmacotherapy and psychotherapy was found to improve long-

term outcome after termination of treatment [50]. Sequential approaches do not fall within the realm 

of maintenance strategies and often departed from standard modalities of assessment and treatment 

planning. The sequential model relies on strategies such as repeated assessments, emphasis on 

subclinical and residual symptomatology, individualized treatment and multidisciplinary settings 

[51].  

Yet, psychotherapy has been largely neglected in treatment resistance in depression, despite 

evidence supporting its role [52, 53]. For instance, Wiles and colleagues [54] performed a randomized 

controlled trial aimed to examine the effectiveness of cognitive-behavioral therapy as an adjunct to 

usual care (including pharmacotherapy) in a large sample of primary care patients (n=469) with TRD 

compared to usual care alone. Augmenting usual care with CBT significantly increased the treatment 

response at 6 months compared to usual care alone (46% vs 22%), reducing depressive symptoms 

and improving quality of life in such patients. Treatment gains were maintained at a 12-month follow-

up. The addition of CBT to usual care was also found to be cost-effective in primary care patients 

who had not responded to antidepressant drugs [55], providing further support to the efficacy of CBT 

in this population. One may thus suggest a restrictive use of the term treatment resistance to cases 
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who have been submitted to a sequential combination of treatments (either psychotherapy after 

pharmacotherapy or vice versa) to begin with. Another important aspect in arriving at a definition 

involves consideration of the issue of the spectrum of action of the therapeutic tool (expected 

responsiveness). 

Once treatment resistance has been established, assessment based on diagnostic criteria and 

rating scales such as the Hamilton Depression rating Scale [17] is clearly inadequate. First, using the 

checklist for assessing behavioral toxicity suggested by Fava and Rafanelli [4], a staging system based 

on the occurrence of manifestations of oppositional tolerance becomes feasible (Table 1).  

Second, when Feinstein [56] introduced the concept of comorbidity, he referred to any 

“additional co-existing ailment” separate from the primary disease, even in the case this secondary 

phenomenon does not qualify as a disease per se. Indeed, in clinical medicine, the many methods that 

are available for measuring comorbidity are not limited to disease entities [57]. In psychiatry there is 

still the tendency to rely exclusively on diagnostic criteria and psychiatric symptoms, excluding other 

information related to for instance to impairment, distress, and well-being [45, 58]. The method of 

macroanalysis [45, 59] is however available and establishes a relationship between co-occurring 

syndromes and problems based on where treatment should begin in the first place. Macroanalysis 

starts from the assumption that in most cases there are functional relationships with other more or 

less clearly defined problem areas, and that the targets of treatment may vary during the course of 

disturbances. The clinical applications of the method to the problem of treatment resistant depression 

have been described in detail elsewhere [52].  

Finally, treatment outcome is the cumulative result of the interaction of several classes of 

variables with a selected treatment: living conditions (e.g., housing, nutrition, work environment, 

social support), patient characteristics (e.g., age, sex, genetic, general health conditions, personality, 

well-being), illness features and previous therapeutic experience, self-management, and treatment 

setting (e.g., physician’s attitude and attention, illness behavior) [42]. Such variables may be 
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therapeutic or counter-therapeutic. In certain patients, their interactive combination may lead to 

clinical improvement, whereas, in other cases, it may produce no effect, and, in a third group, it may 

lead to worsening of the condition. Looking for counter-therapeutic ingredients is an important and 

yet neglected issue when treatments have failed (Fig. 1). In addition to oppositional tolerance, 

depression in the setting of specific medical disorders, such as Cushing’s syndrome, may be 

associated with poor response to antidepressant drugs [60, 61]. Illness behavior, in its experiential, 

cognitive and behavioral aspects, is an additional important source of counter-therapeutic attitudes 

[62]. What the patient perceives represents the experiential aspect; the way he/she interprets such 

perceptions constitutes the cognitive aspect; the role of the patient in collaborating with treatment 

plan (self-management) constitutes the behavioral aspect. For instance, in psychiatric practice one 

can observe that certain types of patients seem to antagonize drug effects, whether this is due to 

psychological reactance (a motivational force that leads individuals to fear loss of control), the 

balance between internal and external health control beliefs, and illness behavior [63]. Such 

paradoxical clinical phenomena can be easily found in the setting of personality disturbances [64]. 

Yet they do not invariably occur in every patient with certain characteristics, because they depend on 

the interaction between patient and doctor. 

Other sources of counter-therapeutic elements come from dysfunctional cognitive schemas:  

prospective studies have shown that more negatively biased cognitive schemas are associated with a 

worse clinical course and more severe symptomatology [65]. Conversely, the presence of unaffected 

areas of psychological well-being may predict a more favourable clinical course [66]. There is a wide 

variation in the characteristics of illness behavior in depressed patients [67] and in the response of 

both positive and negative schemas to treatment [66]. Both illness behavior and dysfunctional 

cognitive schemas may antagonize pharmacological treatment [42]. Counter-therapeutic factors are 

generally neglected in consideration of treatment resistant depression, while they should be object of 

close clinical scrutiny. Illness behavior may be responsive to psychotherapeutic management 
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(application of psychological understanding to the management and rehabilitation of the individual 

patient, including establishing a therapeutic relationship, identifying current problems with specific 

assessment procedures, and encouraging self-therapy) which should not be confused with formal 

psychotherapy [68]. Yet, this is exactly what reductionistic thinking that characterizes current 

conceptualization of treatment resistance is likely to minimize.   

 

The emergence of alternative research designs 

 A substantial weakness of the design of current RCT is the insufficient attention to previous 

treatments aside from response rates, with particular reference to iatrogenic comorbidity [43]. Patients 

are included in a trial as long as they meet certain inclusion criteria as to their current conditions. The 

comparison between treatment groups is thus flawed by a randomization process that does not take 

into account these variables [18]. 

An intervention can either be evaluated by a single large trial or by a series of smaller trials 

[69]. The standard of therapeutic trial in psychiatry is nowadays represented by the large, multi-center 

controlled randomized trial with broad inclusion criteria (e.g., major depressive disorder), but little 

attention is devoted to the clinical history of patients [18]. Not surprisingly, the conclusions that can 

be drawn by these trials are often very limited. The idea that randomization in trials may eliminate 

unmeasured confounders clashes against the effects of iatrogenic comorbidity. If we peruse the 

literature for clinical studies concerned with samples homogeneous for treatment history, we may 

find out that we do not even have adequate information from observational studies or open therapeutic 

trials. Small trials on carefully defined populations (in terms of comorbidity subgroups and treatment 

history) may actually provide important clinical information that is immediately helpful to the 

clinician encountering that specific patient. This strategy would constitute a paradigm shift in 

psychiatry.  



15 

 

Conflicting results among randomized controlled trials can represent a spectrum of outcomes 

based on different patient groups more than bias or random variability [70]. If a treatment is tested 

by a series of small trials with inclusion criteria specific for clinical characteristics (including 

treatment history, subgroups, comorbidity), we may have a better knowledge of its indications and 

contraindications. A series of trials with differentiated recruitment strategies, such as ineffectiveness 

of antidepressant drugs due to loss of clinical affect [71-73] and resistance to re-challenge [74, 75], 

may provide crucial information. An issue that is often forgotten is the fact that, in front of the 

individual patient (who is never the average patient), the physician needs to weigh the advantages 

and disadvantages of each treatment option and include patient preferences [76].  

 

Conclusions 

The clinical approach to major depressive disorders, especially in the case of drug resistance 

or partial remission, should be filtered by clinical judgment taking into consideration a number of 

clinical variables such as characteristics and severity of depressive illness, co-occurring 

symptomatology and problems (not necessarily syndromes), medical comorbidities, patient’s history 

with particular reference to previous treatments [52, 76]. Such information should be placed within 

what is actually available in the specific treatment setting and should be integrated with patient’s 

preferences. 

The ill-defined concept of treatment resistance is based on the untested assumption that 

treatment was right in the first place and failure to respond is shifted upon patients’ characteristics. 

Treatment resistance thus calls for switching and augmentation which may trigger a “cascade 

iatrogenesis” [4] instead of reconsideration of the process in treatment selection. The naivete of this 

approach reminds of early research on the placebo effect and its quest for identification of the” 

placebo reactor”, before studies identified the importance of the settings and patient-doctor interaction 

and demonstrated that the same subject may display a placebo response in one experimental condition 
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and not in another [42].  Further, this approach follows a reductionistic and outdated medical model. 

Engel [77] outlined how the biopsychosocial model is needed to explain the number of variables 

operating in therapeutic encounters, such as the behavior of the physician and the relationship 

between the patient and the physician: “…the successful application of rational therapies is limited 

by the physician’s ability to influence and modify the patient’s behavior in directions concordant with 

health needs” (p.132) [77].  

Clinical trials in psychopharmacology that neglect the issue of tolerance to previous 

treatments and a biopsychosocial perspective are at best useless and at worst misleading.  Further, 

there is increasing need of expanding the content of customary clinical information, by including 

evaluation of variables such as stress, lifestyle, well-being, illness behavior, and psychological 

symptoms. The approach entailed by medicine-based evidence [78] for studying individual trajectory 

of treatment response may unravel clinical insights that the randomized controlled trial would fail to 

disclose. Joint consideration of iatrogenic factors and expanded clinical information would constitute 

a paradigm shift in psychopharmacology and psychotherapy research in depression. 
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Table 1. Staging of manifestations of oppositional tolerance in current and/or previous depression 

episodes 

 

STAGE 0:  No occurrence of the following events: 

                    a. paradoxical effects (i.e., increased depression with antidepressants) 

                    b. switching to hypomania or mania while on antidepressants 

                    c. loss of clinical effect of antidepressants, despite adequate adherence 

                    d. lack of response to a previously effective antidepressant treatment when it 

was started again after a drug-free period 

                     e. new withdrawal or rebound syndromes after tapering, switching, and/or 

discontinuation of an antidepressant* 

                     f. persistent postwithdrawal disorder after tapering, switching, and/or 

discontinuation of an antidepressant* 

STAGE 1:  Occurrence of one event 

STAGE 2:  Occurrence of two events 

STAGE 3:  Occurrence of three events 

STAGE 4:  Occurrence of four or more events 

* according to the criteria by Cosci and Chouinard [33] 
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Fig. 1.  Counter-therapeutic factors contributing to treatment resistance in depression 
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