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Patient-reported perspectives have become increasingly relevant in the evaluation of psychiatric 
treatments. In depression, discrepancies between clinician assessments and patients’ subjective 
experiences may arise, particularly in domains related to tolerability and daily functioning. Pragmatic 
investigations conducted under routine clinical practice conditions may help clarify how treatment 
outcomes are evaluated by different stakeholders. This observational, cross-sectional, multicentre 
study conducted in routine clinical practice compared physicians’ and patients’ opinions on 
antidepressant treatment outcomes following real-world use of tianeptine. Data were collected using 
structured self-administered questionnaires with 5-point Likert-type ordinal scales. Paired comparisons 
were performed using appropriate non-parametric tests. Sixty physicians and 542 patients from 
multiple clinical settings across Spain participated. Physicians’ and patients’ evaluations were largely 
concordant across global domains, with high or full satisfaction reported by 62% of physicians and 
55% of patients, alongside similarly positive evaluations of quality of life impact. However, systematic 
differences were observed in tolerability-related domains. For example, null or low interference with 
daily life activities was reported by 68% of patients compared with 56% of physicians. The findings 
indicate a high degree of physician–patient concordance in global evaluations of antidepressant 
treatment outcomes under routine clinical conditions, alongside domain-specific differences in 
tolerability assessments. These findings highlight the importance of incorporating patient-reported 
perspectives when evaluating treatment experience in depression.
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Patient-reported outcome measures (PROMs) have increasingly been recognised as an essential component in 
the evaluation of medical treatments, including psychiatric pharmacotherapy. Regulatory agencies and clinical 
guidelines emphasise the importance of incorporating patients’ perspectives on treatment benefits, tolerability 
and impact on daily functioning when assessing therapeutic outcomes1. In mental health care, these perspectives 
provide complementary information to clinician-rated assessments and contribute to a more comprehensive 
understanding of treatment effects in routine practice2. In depression, the inclusion of the patient’s perspective 
is particularly relevant. Residual symptoms3, adverse effects such as sexual dysfunction, sedation, insomnia 
or weight changes4–7 and drug–drug interactions frequently complicate antidepressant (AD) treatment8 and 
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may negatively affect adherence, functional recovery and quality of life. Importantly, clinical improvement as 
judged by healthcare professionals does not always coincide with patients’ subjective experience of treatment9,10, 
especially in domains related to daily functioning and tolerability.

Previous studies have reported a moderate degree of agreement between clinician-rated and patient-reported 
outcomes in depression, with higher concordance for overall symptom severity than for domains related to 
tolerability and everyday functioning11. These findings suggest that certain aspects of treatment experience 
may be perceived differently by patients and clinicians, potentially leading to gaps in shared understanding of 
treatment benefits and burdens. However, although PROMs are increasingly used in psychiatric research, their 
routine implementation in clinical practice remains challenging. Time constraints, heterogeneity of available 
instruments and limited feasibility for longitudinal monitoring in real-world settings complicate their systematic 
use in everyday care11. As a result, pragmatic approaches that capture patient experience without imposing 
excessive burden on clinicians or patients are particularly valuable in observational research.

Discrepancies between clinicians’ and patients’ perceptions appear to be especially relevant for tolerability-
related domains, such as sexual functioning, sedation, or interference with daily activities. These aspects are often 
underreported or insufficiently explored in routine clinical encounters, despite their well-established impact 
on treatment satisfaction, adherence and quality of life12. In addition, outcome measures used in depression 
research are highly heterogeneous, which complicates comparisons across studies and limits the generalisability 
of findings derived from controlled clinical trials alone. This heterogeneity reinforces the value of pragmatic, 
real-world investigations that directly explore how treatments are perceived by both patients and clinicians 
under routine care conditions13.

Tianeptine is an antidepressant with a pharmacological profile distinct from that of classical monoaminergic 
agents14–16. Beyond its antidepressant effects, it has been associated with anxiolytic properties and potential 
benefits on cognitive functioning17–20. Clinical and observational studies have described a favourable tolerability 
profile, which may be particularly relevant from the patient’s perspective21. However, despite its clinical use in 
Europe for several decades, evidence from real-world studies examining the alignment between physicians’ and 
patients’ perceptions of tianeptine remains limited.

Therefore, the objective of the present study was not to assess the clinical efficacy of tianeptine, but to 
compare physicians’ and patients’ perceptions of its effectiveness, tolerability and overall impact on quality of life 
following real-world use. By examining areas of concordance and discordance between both perspectives, this 
study aims to contribute to a more patient-centerd approach to antidepressant treatment and to inform clinical 
decision-making in routine psychiatric practice22.

Methods
Study design and setting
This was an observational, cross-sectional, multicentre study conducted under routine clinical practice 
conditions. The study was designed to compare physicians’ and patients’ perceptions of antidepressant treatment 
outcomes following real-world use, without any intervention or modification of usual clinical care.

The study was carried out in outpatient and hospital-based clinical settings across Spain, including 
psychiatric and geriatric care services. Data collection took place over a predefined recruitment period, during 
which participating clinicians consecutively enrolled eligible patients as part of their usual clinical activity. The 
study did not include prospective follow-up or retrospective data collection beyond the information routinely 
available at the time of assessment.

Participants and sampling
Eligible participants were adult patients (≥ 18 years) with a clinical diagnosis of major depressive disorder 
who had been receiving treatment with tianeptine for at least 8 weeks prior to inclusion, according to routine 
prescribing criteria. There were no restrictions regarding concomitant pharmacological treatments. Patients 
treated for depressive episodes in the context of bipolar disorder were excluded.

Participating physicians were specialist clinicians (psychiatrists or geriatric medicine specialists) responsible 
for the clinical management of the included patients. Physicians were recruited from all Spanish autonomous 
regions, with the aim of achieving broad geographical representation proportional to regional population size.

An intentional sampling strategy was used to recruit physicians, who agreed voluntarily to participate in the 
study. Each participating physician was asked to consecutively include a predefined number of eligible patients 
attending routine follow-up visits during the recruitment period. This consecutive, non-random sampling 
approach was chosen to minimise selection bias and to reflect routine clinical practice as closely as possible.

All patients who fulfilled eligibility criteria were invited to participate, and inclusion was conditional on 
providing written informed consent. Physicians completed their questionnaires without prior knowledge of 
their patients’ responses, in order to reduce potential information bias.

Study instruments and data collection
Data were collected using a structured, self-administered questionnaire specifically developed for the purposes of 
this study. The same questionnaire framework was used for physicians and patients, with parallel items adapted 
to each respondent group, in order to allow direct comparison of perceptions regarding antidepressant treatment 
outcomes. The full English translation of the physician and patient questionaries is provided in Supplementary 
Table S1.

The questionnaire was designed to capture subjective perceptions of treatment experience rather than 
objective clinical outcomes. Items assessed perceived effectiveness (antidepressant, anxiolytic and relief of 
somatic symptoms), convenience of dosage, perceived speed of onset, tolerability (including effects on alertness, 
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daily activities, sleep, sexual functioning and appetite), perceived quality of life, overall satisfaction with 
treatment and the degree of fulfilment of initial treatment expectations.

Variables were measured using 5-point Likert-type ordinal scales, with clearly defined semantic anchors 
ranging from “null” to “full” effect or satisfaction. The wording of items was deliberately non-technical to ensure 
comprehensibility for patients with different educational backgrounds and to minimise response bias.

The questionnaire was developed by the study team based on clinical relevance and prior experience with 
antidepressant treatment and underwent external review by independent experts in psychiatry and clinical 
pharmacology. Items were selected to represent domains considered most relevant for capturing potential 
discrepancies between patients’ and physicians’ perceptions of treatment outcomes. Given the comparative 
and exploratory objectives of the study, a full psychometric validation was not performed. Before study 
implementation, the instrument was pilot tested in a small mixed sample of participants to evaluate item clarity 
and acceptability. Test–retest reliability was examined by re-administering the questionnaire after 7 days, in the 
absence of clinically meaningful changes, to assess score stability and the consistency of item interpretation. This 
preliminary assessment was considered sufficient to support face validity and to justify use of the instrument in 
the present study.

Data collection took place during routine clinical visits. Patients completed their questionnaires independently 
and anonymously, without assistance from the prescribing physician. Physicians completed their corresponding 
questionnaires separately, based on their clinical judgement of each included patient, and without access to the 
patient’s responses.

In addition to perception-based variables, physicians provided descriptive clinical information regarding 
treatment discontinuation, reasons for discontinuation and work incapacity related to the depressive episode 
when applicable. Patient questionnaires also included basic demographic and clinical descriptors relevant for 
subgroup analyses.

Sample size and statistical analysis
Sample size
The sample size was determined a priori to ensure sufficient precision in the estimation of physicians’ 
and patients’ responses to the study questionnaire. The primary objective of the study was descriptive and 
comparative, focusing on the distribution of perception scores and on the differences between paired physician–
patient assessments.

In the absence of prior data allowing more specific assumptions, sample size calculation was based on a 
conservative approach for the estimation of proportions, assuming the most unfavourable scenario (p = 0.5). 
Under this assumption, a maximum margin of error of 3% around point estimates was targeted, with a confidence 
level of 95%.

Based on these criteria, a minimum sample of approximately 550 patients was required. To achieve this 
target while maintaining feasibility in routine clinical practice, the study design planned the participation of 
60 physicians, each consecutively recruiting the first 10 eligible patients who agreed to participate among those 
attending their routine consultations from the study start date.

The final study sample included 542 patients, which was considered sufficient to meet the predefined precision 
and confidence requirements for the descriptive and comparative analyses.

Statistical analysis
Descriptive statistics were used to summarise physician and patient characteristics, as well as questionnaire 
responses. Qualitative variables were expressed as absolute and relative frequencies, and quantitative variables 
as means and standard deviations.

Differences between independent groups were assessed using Student’s t-test or the Mann–Whitney U test, 
as appropriate, depending on data distribution. Differences in proportions were analysed using the chi-squared 
test.

The main comparative analysis of the study focused on the comparison of perception scores between 
physicians and their corresponding patients. As these assessments were paired by case and based on ordinal 
Likert-type scales, comparisons were performed using the Wilcoxon signed-rank test for paired data.

Statistical significance was defined as a two-sided p value < 0.05. In addition to p values, mean differences in 
scores between physicians and patients were calculated to provide an objective quantification of the magnitude 
of observed differences.

To facilitate interpretation of potential clinical relevance, score differences were also examined in relation 
to the semantic categories of the response scale, assessing whether observed differences reflected a change in 
category between physician and patient perceptions.

All statistical analyses were performed using SPSS software (version 21.0; SPSS Inc., Chicago, IL, USA).

Ethical considerations
The study was conducted in accordance with the ethical principles set out in the Declaration of Helsinki and 
complied with applicable national regulations for observational research involving human participants.

The study protocol FUF-TIA-2016-01 (JUS-EXP-2016-01), together with all study materials, was reviewed 
and approved by the Research Ethics Committee of Hospital Universitario Puerta de Hierro Majadahonda 
(Madrid), prior to study initiation.

All participating patients provided written informed consent before being included in the study. Physicians 
also provided their explicit consent to participate and to contribute anonymised data through the study’s 
electronic data collection platform.
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Researcher physicians
(n = 60)

Age(years)

Mean (CI95%) 49.5 (47.1–51.9)

Median 51

Range 32–63

Sex

Men-Female 73.3%-26.7%

Speciality

Psychiatry 90%

Geriatrist 2%

Other 8%

Health care setting

Outpatient Centre 63.3%

Hospital 30.0%

Private consultancy (with/without previous categories 13.7%

Previous Professional Experience(years)

Range 1–37

Mean (CI95%) 19.3 (16.7–21.8)

Median 20

Daily healthcare activity

Average number of patients treated/day 18.6

Patients with depression diagnostic 39.7%

Nº prescriptions of antidepressant treatment (last week)

Mean (CI95%) 31(25.2–37.3)

Experience with tianeptine(months)

Mean (CI95%) 10.7 (9.1–12.2)

Median 10

Range 2–24

Patients
(n = 542)

Age (years)

Mean (CI95%) 52.3 (51.0-53.7)

Median 52

Range 19–102

Sex

Male-Female 33%-67%

Mean age (years) male-female 48.9–54.1

Educational level patients

Reads/writes 11%

Primary education 21%

Secondary education 20%

Baccalaureate 17%

Intermediate university studies 15%

Higher university studies 14%

Evolution of depressive disease

First episode 41.8%

Recurrent disease 58.2%

Previous episodes Mean (CI95%) 3.8 (3.5–4.1)

 Previous episodes Median 3

 Nº recurrences maxims 15

Time of evolution of present episode (months)

 Mean (CI95%) 6.8 (6.3–7.2)

 Median 6

 Range 1–48

Duration of tianeptine treatment (months)

 Mean (CI95%) 3 (2.8–3.1)

 Median 2

Continued
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Patient data were collected and analysed in anonymised form, and no information allowing individual 
identification was recorded. Participation in the study did not involve any modification of prescribed treatments 
or additional clinical procedures beyond routine care.

Results
Study population
All invited specialists agreed to participate in the study (N = 60). These physicians, predominantly psychiatrists, 
consecutively included a total of 542 patients diagnosed with a depressive episode and treated with tianeptine 
for at least 8 weeks prior to study inclusion. All physician questionnaires and 538 patient questionnaires were 
completed in full. Four patients provided only sociodemographic information and did not complete the 
remaining questionnaire sections; these cases were therefore not included in the comparative analyses. No 
specific reasons for non-completion were reported.

The mean age of the patient sample was 52.3 years. The professional profile of the participating physicians 
and the clinical and therapeutic characteristics of the patients are summarised in Table 1.

Treatment expectations and discontinuation
At treatment initiation, physicians most frequently reported therapeutic intentions related to the elimination 
of depressive symptoms (98.7%), avoidance of cognitive adverse effects (91.3%) and minimisation of potential 
drug–drug interactions (76.4%). Patients reported similar expectations, most commonly the elimination of 
depressive symptoms (98.3%), avoidance of cognitive disturbances (85.5%), potential interactions with other 
treatments (69.3%) and preservation of sexual functioning (68.4%).

At the time of assessment, 42 of 542 patients (7.8%) had discontinued treatment with tianeptine. The most 
frequently reported reasons for discontinuation were insufficient improvement of symptoms, poor adherence, 
emergence of adverse effects and relapse or recurrence.

A total of 110 patients (20.3%) reported a previous period of work incapacity related to the depressive 
episode, with a mean duration of 87 days (median: 60 days).

Table 2 summarises the distribution of perception scores reported by physicians and patients across all survey 
items.

Physicians’ perceptions of treatment outcomes
Most physicians reported high or full satisfaction with tianeptine’s perceived effectiveness in relieving depressive 
symptoms (58%), anxiety symptoms (57%) and somatic symptoms (54%). Perceived satisfaction with the speed 
of onset of action was also rated as high or full by 51% of physicians, whereas satisfaction with the recommended 
dosage regimen was comparatively lower, with 38% of physicians reporting high or full satisfaction. With regard 
to tolerability, the majority of physicians rated the impact of treatment on daily activities (56%), level of alertness 
(55%), sleep quality (52%), appetite (47%) and sexual functioning (45%) as null or low.

When examining the fulfilment of physicians’ initial expectations, the highest mean scores were observed 
for avoidance of drug–drug interactions (mean = 4.1) and preservation of cognitive functioning (mean = 4.0), 
followed by effects on sexual functioning (mean = 3.86) and relief of depressive symptoms (mean = 3.57).

Overall, 62% of physicians reported high or full satisfaction with tianeptine treatment and 56% reported high 
or full satisfaction with its perceived impact on patients’ quality of life.

Patients
(n = 542)

 Range 1–16

Indication of tianeptine treatment during episode

As first treatment 35.6%

As second treatment 40.8%

 Due to bad tolerance to previous treatment 72.5%

 Due to bad adherence to previous treatment 25%

As concomitant treatment (insufficient response to 
first treatment) 23.6%

Patients with concomitant treatment with Tianeptine 82.5%

Benzodiazepines 68%

Others antidepressant 33%

Antipsychotics 7%

Euthymics 6%

Others 5%

Antiepileptics 4%

Psychostimulants 1%

Table 1.  Study subjects: Professional profile of research specialists and clinic- therapeutic profile of patient 
surveyed.
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Null
1

Low
2

Medium
3

High
4

Full
5

Punctuation
(average) p (Wilcoxon signed-rank test)

1. Tianeptine efficacy

Control of depressive symptoms

Patients 2% 12% 35% 44% 6% 3.40 < 0.001

Physicians 2% 12% 27% 49% 9% 3.52

Control of anxiety symptoms

Patients 2% 10% 32% 45% 9% 3.50 0.009

Physicians 1% 11% 28% 46% 11% 3.57

Control of somatic depressive symptoms

Patients 3% 14% 30% 41% 8% 3.38 < 0.001

Physicians 2% 12% 27% 44% 10% 3.51

2. Usability and response time of tianeptine

Patient satisfaction with prescribed posology

Patients 1% 26% 40% 28% 4% 3.07 < 0.001

Physicians 2% 18% 42% 33% 5% 3.21

Satisfaction with rapid action of drug

Patients 2% 13% 39% 42% 4% 3.33 < 0.001

Physician 2% 11% 35% 46% 5% 3.42

3. Tianeptine Tolerability

Interference with alert level (sedation)

Patients 35% 34% 17% 13% 2% 2.13 < 0.001

Physician 12% 43% 18% 11% 16% 3.25

Interference with dairy life activities

Patients 36% 32% 16% 15% 1% 2.14 < 0.001

Physician 13% 43% 17% 12% 15% 3.28

Interference with sleep quality (insomnia)

Patients 37% 27% 19% 15% 2% 2.19 < 0.001

Physician 13% 39% 21% 13% 14% 3.24

Interference with sexual function (inappetence or dysfunction)

Patients 40% 27% 20% 11% 1% 2.06 < 0.001

Physicians 13% 32% 23% 11% 20% 3.07

Interference with appetite changes (increased or decrease appetite)

Patients 38% 28% 21% 11% 1% 2.09 < 0.001

Physician 12% 35% 23% 13% 17% 3.14

4. Health outcomes of tianeptine treatment

Quality of life achieved by this patient

Patients 2% 11% 36% 46% 5% 3.42 0.011

Physician 1% 12% 32% 49% 7% 3.48

Global satisfaction with treatment

Patients 2% 12% 31% 48% 7% 3.48 < 0.001

Physician 1% 9% 28% 52% 10% 3.60

5. Compliance of expectations on needs that induced tianeptine treatment

To eliminate depressive symptoms (*) n = 531 cases

Patients 3% 14% 32% 38% 13% 3.45 < 0.001

Physicians 3% 11% 28% 43% 15% 3.57

Avoid interactions with other drugs (*) n = 411 cases

Patients 2% 5% 23% 43% 27% 3.80 < 0.001

Physicians 1% 2% 15% 50% 32% 4.09

Avoid intellectual and consciousness impairment. (*) n = 491 cases

Patients 1% 6% 25% 44% 24% 3.79 < 0.001

Physicians 0% 4% 20% 48% 28% 4.00

Avoiding disruption of sex life. (*) n = 386 cases

Patients 5% 9% 23% 39% 24% 3.66 < 0.001

Physicians 4% 4% 20% 44% 27% 3.86

Table 2.  Patients’ and physicians’ perceptions and opinions of antidepressant treatment with tianeptine. 
n = 538, except for (*).
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Patients’ perceptions of treatment outcomes
Patients’ perceptions of tianeptine effectiveness were predominantly distributed within the medium-to-high 
range of the scale for depressive, anxiety and somatic symptoms, with proportions ranging from 71% to 79%. 
Satisfaction with the prescribed dosage regimen and perceived speed of therapeutic effect were also mainly 
rated in the medium-to-high range (68% and 79%, respectively). Regarding tolerability, the majority of patients 
(65–69%) reported null or low interference of tianeptine with alertness, daily activities, sleep, sexual functioning 
and appetite.

The fulfilment of patients’ initial treatment expectations was also predominantly rated in the high-to-full 
range of the scale (51–70%), with the highest mean scores corresponding to avoidance of drug–drug interactions 
(mean = 3.80) and preservation of cognitive functioning (mean = 3.79), followed by minimisation of sexual side 
effects (mean = 3.66) and relief of depressive symptoms (mean = 3.45).

Overall, 55% of patients reported high or full satisfaction with tianeptine treatment and 51% reported high 
or full satisfaction with its perceived impact on quality of life.

Subgroup analyses
Sex-related differences were observed in patient-reported satisfaction, with male patients reporting slightly 
higher overall satisfaction scores than female patients (mean = 3.54 vs. 3.36; p = 0.011, Mann–Whitney U test). 
Male patients more frequently reported an expectation of preserved sexual functioning at treatment initiation 
compared with female patients (84.4% vs. 60.4%; p < 0.001, chi-squared test).

Additional subgroup analyses comparing patients experiencing a first depressive episode with those with 
recurrent episodes are presented in Table  3. Patients with first episodes reported higher ratings for relief of 
depressive symptoms, preservation of sexual functioning, avoidance of drug–drug interactions, overall 
satisfaction and quality of life.

Comparison between physicians’ and patients’ perceptions
Overall, physicians and patients reported comparable perceptions of treatment effectiveness, satisfaction with 
practical aspects of treatment and perceived impact on quality of life, with no statistically significant differences 
observed for these domains (Fig. 1).

In contrast, physicians consistently rated the negative impact of tianeptine on various aspects of daily 
functioning and tolerability higher than did patients (Fig. 2), indicating a systematic difference in perceived 
tolerability between the two groups.

Physicians’ ratings of the fulfilment of initial expectations motivating treatment prescription were also 
systematically higher than patients’ ratings, although the magnitude of these differences was small.

When considering the overall benefit–risk balance, physicians’ and patients’ assessments of general treatment 
satisfaction (80% vs. 79%) and perceived impact on quality of life (81% vs. 82%) largely overlapped and were 
predominantly located within the medium-to-high range of the response scale.

Discussion
This observational, cross-sectional study examined the alignment between physicians’ and patients’ perceptions 
of antidepressant treatment outcomes following real-world use of tianeptine. Overall, the findings indicate a 
substantial degree of concordance between both groups regarding perceived effectiveness, satisfaction with 
practical aspects of treatment and impact on quality of life, suggesting that, in routine clinical practice, physicians’ 
global impressions of treatment outcomes are generally consistent with patients’ subjective experiences. Notably, 
the main area of discordance identified in this study concerned tolerability-related domains, as physicians 
systematically rated the negative impact of treatment on daily functioning, alertness, sleep, sexual functioning 
and appetite higher than did patients. This pattern was consistent across multiple domains and contrasts with the 
frequent assumption that clinicians tend to underestimate treatment burden compared with patients.

Previous research has shown that agreement between clinician-rated and patient-reported outcomes 
in depression is often domain-specific, with higher concordance for overall symptom severity and lower 
concordance for functional and tolerability-related outcomes11. The present findings are consistent with this 

Aspect Type of episode n Mean p-value

Results of quality of life
First episode 225 3.56

< 0.001
Recurrent 309 3.31

Personal satisfaction with treatment
First episode 225 3.60

0.004
Recurrent 309 3.38

To eliminate depressive symptoms
First episode 225 3.61

< 0.001
Recurrent 309 3.30

Avoid interactions with other drugs
First episode 225 3.36

0.047
Recurrent 309 3.61

Avoiding disruption of sex life
First episode 225 3.44

0.009
Recurrent 309 3.14

Table 3.  Influence of the type of current depressive episode on some patients’ perceptions after their 
experience of tianeptine use.
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literature and further suggest that, in some contexts, clinicians may adopt a more cautious or conservative 
appraisal of potential adverse effects than patients themselves. Several factors may contribute to this discrepancy, 
including clinicians’ broader experience across patient populations and their awareness of known adverse effect 
profiles, whereas patients’ evaluations are grounded in their individual lived experience and may prioritise 
perceived benefits over mild or expected adverse effects. This divergence highlights the importance of explicitly 
exploring patient-reported experiences during clinical encounters, particularly for domains that may not be 
spontaneously disclosed23,24.

Tolerability-related outcomes, such as sexual functioning and interference with daily activities, have been 
identified as key determinants of adherence and long-term treatment success, yet these domains are not always 
systematically assessed in routine care despite their relevance to patient satisfaction and quality of life12. In this 
context, the present findings reinforce the clinical value of incorporating patient perspectives when evaluating 

Fig. 2.  Tolerability of tianeptine (degree of interference with the indicated functions).

 

Fig. 1.  Percepction of the efficacy of tianeptine in the control of depressive, anxiety and somatic symptoms.
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antidepressant treatments beyond symptom reduction alone. In addition, the observed alignment between 
physicians and patients regarding overall satisfaction and quality of life suggests that global evaluations may mask 
meaningful differences in specific experiential domains. This observation is consistent with reports highlighting 
the heterogeneity of outcome measures used in depression research and the limitations of relying on single 
summary indicators to capture treatment impact13. Pragmatic studies that disaggregate treatment experience 
into distinct domains may therefore provide more clinically actionable insights.

Interpretation of specific outcome domains
With respect to tianeptine specifically, the favourable perceptions reported by both physicians and patients 
across multiple domains provide a coherent framework for the domain-specific analyses presented below. These 
findings are in line with previous clinical and observational studies describing its effectiveness and tolerability 
profile21. However, the present study extends existing knowledge by focusing on the degree of alignment between 
physician and patient perspectives under routine practice conditions, rather than on efficacy outcomes per se.

Both physicians and patients reported medium-to-high perceived effectiveness of tianeptine across 
depressive, anxiety and somatic symptom domains. This overall convergence supports the clinical plausibility 
of the findings and is consistent with previous studies describing the effectiveness of tianeptine in depressive 
disorders, including its effects on anxiety and neurocognitive symptoms25,26. Importantly, these perceptions 
reflect real-world clinical experience rather than controlled efficacy assessments.

Perceptions of practical aspects of treatment, such as speed of onset and dosage regimen, were also broadly 
aligned between physicians and patients. Although physicians tended to provide slightly higher ratings in these 
domains, the magnitude of these differences was small and unlikely to be clinically meaningful. Nevertheless, 
this pattern may suggest that certain sources of patient dissatisfaction, even when mild, are not always fully 
captured during routine clinical evaluation27.

With regard to tolerability, patients consistently reported low interference of treatment with key aspects of 
daily functioning, including alertness, sleep, appetite, sexual functioning and overall activity. These findings 
are in line with previous reports highlighting the favourable tolerability profile of tianeptine17. At the same 
time, physicians systematically perceived greater interference across these domains, particularly in relation to 
daily activities. This discrepancy may reflect clinicians’ heightened awareness of potential adverse effects and 
underscores the importance of systematically exploring patient-reported experiences to avoid overestimation or 
misinterpretation of treatment burden.

Expectations, satisfaction and subgroup patterns
Overall satisfaction with treatment and perceived impact on quality of life were remarkably similar between 
physicians and patients and were predominantly rated in the medium-to-high range. This convergence is 
consistent with the generally favourable benefit–risk profile of tianeptine described in previous literature28 and 
supports the internal coherence of the study findings.

The fulfilment of initial therapeutic expectations was also rated positively by both groups, particularly with 
respect to preservation of cognitive functioning and avoidance of drug–drug interactions. These domains 
are clinically relevant, as cognitive impairment and functional limitations are known to substantially affect 
occupational and social outcomes in patients with depression. The comparatively lower ratings observed for 
relief of depressive symptoms and avoidance of sexual dysfunction suggest that these areas may warrant closer 
attention during follow-up consultations.

Subgroup analyses indicated slightly higher satisfaction and expectation fulfilment among patients 
experiencing a first depressive episode compared with those with recurrent episodes (Table 3), as well as among 
male patients compared with female patients (Table 2). Although these differences should be interpreted 
cautiously, they are consistent with previously reported clinical and epidemiological patterns in depression and 
may reflect factors such as illness chronicity, treatment resistance, or gender-related differences in symptom 
perception and communication29–31.

Contextual validity and representativeness of the study population
The characteristics of both participating clinicians and patients support the contextual validity and 
representativeness of the study findings. Most participating physicians were psychiatrists working in outpatient 
settings, which reflects routine clinical practice in Spain and is consistent with patterns reported in other 
developed healthcare systems32,33. The clinical and demographic profile of the patient sample also aligns with 
epidemiological data on depression, including the predominance of middle-aged women and the observed 
mean age34–37, as well as the duration of depressive episodes reported in comparable studies38.

Although this study was not designed to estimate lifetime recurrence, the observed clinical characteristics are 
compatible with published data on the recurrent nature of depressive disorders in middle-aged populations39. 
Prescribing patterns and the use of concomitant treatments were consistent with routine clinical practice 
and established safety considerations40,41, and the minimum treatment duration required for inclusion was 
considered sufficient for patients to form informed perceptions of treatment outcomes42.

Finally, the methodological approach used to compare physician and patient perceptions is supported by 
the clarity and interpretability of the assessment instruments. The use of a structured 5-point ordinal scale with 
explicit semantic anchors facilitated meaningful comparison between groups, and the statistical methods applied 
were appropriate for the type of data and sample size, as detailed in the Methods section.

These considerations provide an appropriate context in which to interpret the strengths and limitations of 
the present study.
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Strengths and limitations
This study has several strengths, including its multicentre design, large sample size, and focus on paired physician–
patient assessments collected concurrently in real-world clinical settings. The use of parallel questionnaires 
allowed direct comparison of perceptions while minimising recall bias and temporal discrepancies.

Several limitations should also be acknowledged. First, the cross-sectional design precludes assessment of 
changes in perceptions over time and limits causal interpretation. Second, treatment duration varied among 
participants, which may have influenced individual evaluations of effectiveness and tolerability. Third, the 
questionnaire used was specifically developed for this study and was not intended as a psychometrically validated 
instrument; however, it was designed to be pragmatic, clinically relevant and feasible for routine use, and was 
pilot-tested to ensure clarity and interpretability.

Finally, as with all observational studies conducted in routine practice, the possibility of residual confounding 
and selection bias cannot be fully excluded. Nevertheless, the consecutive recruitment strategy and broad 
inclusion criteria were intended to enhance representativeness and ecological validity.

Clinical implications and conclusions
In conclusion, this study demonstrates a high degree of alignment between physicians’ and patients’ perceptions 
of antidepressant treatment outcomes in routine clinical practice, alongside systematic differences in the 
appraisal of tolerability-related domains. These findings underscore the importance of incorporating patient 
perspectives into treatment evaluation and decision-making, particularly for domains that directly affect daily 
functioning and quality of life.

Greater awareness of potential discrepancies between clinician and patient perceptions may facilitate more 
effective communication, shared decision-making, and individualised treatment planning. Future research may 
benefit from longitudinal designs and from the integration of standardised patient-reported measures to further 
explore the dynamics of physician–patient alignment over time.

Data availability
Data are available upon reasonable request to the corresponding author.
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