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Abstract

Background.Treatment-Resistant Late-Life Depression (TRLLD) represents a significant clinical
and research challenge. Studies on TRLLD use heterogeneous diagnostic criteria limiting the
interpretation of results and the development of clinical guidelines.

This study aimed to establish expert consensus on the core components and definition of
TRLLD through a Delphi process conducted by a European Task Force of clinicians and
researchers with experience in late-life depression.
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Methods. We conducted an electronic Delphi study with 30 European experts to identify key definitional elements of TRLLD. In the 1st
survey round (SR), participants responded to open-ended questions on definitions of TRLLD. Responses informed the development of
70 structured items for 2nd SR, involving 58 closed (yes/no) items and 12 multiple-choice questions across six domains: symptom
presentation, cognitive impairment, comorbidities, pharmacotherapy, treatment adherence, and psychosocial factors. Consensus was
defined as ≥70% agreement. In 3rd SR, participants reviewed comments and validated the final categorical definition, the operational
staging model, and the derived decision algorithm for TRLLD.
Results. Consensus was reached for 72.4% of the 58 closed items. Experts agreed that the categorical definition of TRLLD should correspond to
major depressive disorder in individuals aged≥65 years who show insufficient response to two adequate antidepressant treatments, in the absence
of dementia and medical conditions that could account for depressive symptoms. An operational staging model and decision-making algorithm
were developed from consensus items.
Conclusion. This study provides the first European consensus definition of TRLLD and highlights the need for age-adapted diagnostic
criteria that reflect the clinical complexity of depression in older adults.

Introduction

Depression is common among older adults, with a 12-month
prevalence of around 5% for DSM-5 major depressive disorder
(MDD) among individuals aged 65 and older [1]. It is a leading
cause of disability and preventable morbidity worldwide [2–
5]. Despite advances in treatment options for late-life depression
(LLD), response rates are still strikingly low: only about half of
older adults achieve a meaningful response to antidepressant
medications [6].

Treatment-resistant late-life depression (TRLLD) is a leading
reason for consultation in psychiatry, geriatric medicine, and pri-
mary care [7]. It causes a substantial healthcare and economic
burden [7, 8] and is associated with increased mortality, including
suicide, compared with non-resistant LLD patients [9]. TRLLD
often co-occurs with multiple somatic diseases and has been linked
to incident dementia [9–11].With the rapid ageing of the European
population [12], extending the knowledge of clinical features and
management of TRLLD is a public health priority.

Current research is hindered by the absence of a consistent
framework regarding its diagnostic definition, which limits com-
parability across studies and reduces the applicability of clinical
evidence [9, 13–17]. This heterogeneity is reflected in randomised
clinical trials (RCTs): among TRLLD RCTs conducted to date,
approximately half define resistance as non-response to a single
antidepressant trial, while the other half define it as non-response to
two treatments, making the overall results difficult to interpret [14].

One of the operational staging models commonly used to
define treatment-resistant depression is the Thase and Rush
model (1997), which grades resistance according to the number
and type of failed treatment steps, but was originally developed for
the general adult population, rather than being specific to LLD
[18]. More recently, Patrick et al. (American NNDC Geriatric
Mood Disorders Task Group, 2024) proposed a definition of
TRLLD based on the presence of MDD in adults aged ≥60 years
(with age of onset specified), where MDD is the primary diagnosis
(i.e., not secondary to dementia or another medical condition)
and there is inadequate response to ≥2 adequate antidepressant
trials or to a course of ECT or rTMS, with treatment adequacy
judged against accepted dose and duration standards [9]. How-
ever, substantial variability in expert opinion persists regarding
core components of TRLLD, including how to evaluate adherence
to pharmacological treatment, how to account for the high burden
of physical health comorbidities, and which treatment modalities
– pharmacological and non-pharmacological – should be con-
sidered when determining resistance.

Given the absence of consensus and the multidimensional
nature of TRLLD, a Delphi process is particularly suitable for
integrating expert judgment. This position paper reports the find-
ings of a Delphi study conducted by a European panel of clinicians
and researchers with extensive experience in TRLLD. The aim was
to systematically assess the current views and establish consensus
on the essential definitional criteria of TRLLD.

Methods

Study design

We conducted an electronic Delphi (e-Delphi) study to systemat-
ically synthesise expert opinions and reach an informed consensus
on the resistance criteria for depression in older people [19].

Sample

Steering committee
The steering committee for this e-Delphi study was based in
Switzerland and the UK, and comprised four members: three
clinical academic old-age psychiatrists (BPM, AvG, and PV), and
one academic psychologist (VO). The committee was responsible
for overseeing the design of the study. Monthly meetings were held
to maintain study rigour and manage data collection.

Selection of experts
Clear selection criteria were applied to minimise researcher bias
based on the procedure outlined by Gill et al. [20] (Table 1).

Recruitment procedure

We emailed invitation letters to 30 experts from 14 European
countries. Interested parties could access the questionnaire via a
direct URL link.

Survey instrument and data collection procedures

The tools Google Forms (for the 1st SR) and SurveyMonkey® (for
the 2nd SR) were employed. Each e-Delphi SR remained open for a
minimum of 4 weeks [20].

Delphi survey rounds

We started with a 1st SR using open questions, followed by a 2nd SR
with a high proportion of closed questions, including contextual
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determinants relevant to the definition of TRLLD. For the 2nd SR,
the consensus threshold was defined a priori, specifying that a
minimum of 70% agreement would be required to consider an item
as having reached consensus. Delphi methodology does not pre-
scribe a single universally required level of agreement, and consen-
sus thresholds should be predefined and justified according to the
study’s aims [21]. We selected a ≥70% threshold, consistent with
previous psychiatric Delphi research on depression-related topics,
in which similar agreement thresholds have been used to define or
support consensus [22, 23]. We concluded with a 3rd SR, in which
all Delphi panel members were invited to review and validate the
final core definitional criteria for TRLLD (Figure 1). An explana-
tory email was sent to participants before each SR.

Measures

In order to capture the current criteria and heterogeneity in
practice, as well as global perspectives (Table 2), in the 1st SR,
the expert panel responded to six open questions (Table 3), focus-
ing on defining contextual determinants relevant to the definition
of TRLLD [24]. These responses informed the development of

70 questions for the 2nd SR, comprising 58 closed questions
(yes/no or relevant/not relevant) and 12 open or multiple-choice
questions. These questions aimed to refine and consolidate the
previously gathered perspectives. The 70 items were organised
into six thematic sections: (1) global definition and clinical pres-
entation, (2) co-occurrence of cognitive impairment, dementia,
and vascular depression, (3) co-occurrence of other physical and
mental comorbidities, (4) pharmacokinetics, pharmacodynamics,
and drug interactions, (5) treatment adherence and tolerance, and
(6) social and psychological factors. Each section included a final
free-text comment field. Four additional demographic questions
were included. The questions were pretested by the steering com-
mittee and additional volunteer psychiatrists and research assistants
at Lausanne University Hospital. Consensus was defined as the
agreement of at least 70% in the closed questions [21].

Thematerials provided to the panel were primarily informed by a
recent systematic review conducted by some members of the Task
Force (covering the literature up toMarch 2024) [14]. The study was
conducted in accordance with the Conducting and Reporting Delphi
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Figure 1. Delphi method flowchart.

Table 1. Expert selection criteria and implementation, based on the procedure
outlined by Gill et al. [20]

Selection criteria How it was implemented in this study

Identifying the most
appropriate categories of
experts for the panel

– We identified experts in old-age
psychiatry, geriatrics, psychology,
neurology, and related fields with
expertise in LLD.

– The experts were selected for clinical
or research experience in old-age
psychiatry and/or geriatrics.

– Our recruitment strategy aimed to
achieve broad European geograph-
ical representation, thereby enriching
the panel with diverse perspectives
on TRLLD.

Identifying experts – Names were compiled from various
sources, including previous research
participation [14], publications on
LLD or TRLLD, and membership of
national or European professional
associations or societies.

– Most expert panellists were inde-
pendent academic clinicians and
reported no relevant conflicts of
interest.

– The main coordination of the Delphi
study was undertaken by a steering
committee comprised of independ-
ent researchers.

Contacting individuals – Experts were contacted and invited
to nominate additional professionals
whom they believed could provide
valuable insights. This snowball
sampling approach was used to
ensure a broad and diverse pool of
expertise.

Creating sub-lists for each
stakeholder group

– Experts were grouped according to
professional background, including
psychology, geriatrics, psychiatry,
neurology, and old-age psychiatry.

Inviting the experts – We aimed to assemble a convenience
sample of at least 30 experts.

European Psychiatry 3



Studies (CREDES) guidelines (Supplementary Table S1) [25],
thereby ensuring methodological transparency and replicability.

Participant feedback

At the end of the 1st SR and 2nd SR, all panellists received an
anonymised summary of aggregate results (item-level agreement
percentages) and synthesised qualitative comments from the free-
text fields. At the end of the 3rd SR, participants received feedback
on their comments regarding the categorical definition, the oper-
ational staging model, and the decision algorithm, either through
comments in the manuscript or via email.

Results

The study was conducted from January 2025 to January 2026. The
characteristics of the panel in terms of medical specialty, profes-
sional experience, country of practice, and academic background in
the 1st and 2nd SR, as well as those of the non-completers of the 2nd
SR, are presented in Table 2.

First survey round

First survey round findings
All panel members completed the 1st SR questions. Overall, 70% of
the panel recommended that two unsuccessful antidepressant trials
were necessary to define TRLLD. Participants were then asked
whether unsuccessful psychological treatments should be included
in defining treatment resistance; 37% supported the inclusion of
this. Additionally, 57% of participants emphasised the importance
of considering the biological causes and mechanisms of the disease
in this context.

Late-life specific considerations informing the second survey
round
At the end of the 1st SR, participants were invited to propose
criteria for defining treatment-resistant depression that should be
specifically considered in the older population. A total of
13 experts highlighted comorbidities and medical complexity,
and 13 focused on cognitive impairment and dementia-related
comorbidities. Eight participants referenced pharmacokinetic,
pharmacodynamic, and dosing challenges. Six noted the atypical
symptom presentation and diagnostic difficulties in this popula-
tion. Six proposed adopting criteria based on existing adult
guidelines. Four emphasised polypharmacy and drug interactions,
four cited treatment adherence and tolerance, and four identified
social and psychological factors as important considerations.
These insights served as the foundation for constructing the 2nd
SR of structured questions on contextual determinants relevant to
the definition of TRLLD.

Second survey round

A total of 80% (24/30) of participants completed the 2nd SR.
Consensus was achieved for 72.4% of the closed questions.
Tables 4 and 5 present the level of agreement across the various
questions in each section. Table 6 summarises the responses to the

Table 2. Demographics and professional background of the Delphi participants

Item
1st SR
(n = 30)

2nd SR
(n = 24)

Experts not
completing
2nd SR (n = 6)

Primary professional
background

Psychiatry (general) 16 (53.3%) 13 (54.2%) 3 (50.0%)

Old age psychiatry* 10 (33.3%) 7 (29.2%) 3 (50.0%)

Geriatrics 2 (6.7%) 2 (8.3%) 0 (0.0%)

Neurology* 1 (3.3%) 1 (4.2%) 0 (0.0%)

Psychology 1 (3.3%) 1 (4.2%) 0 (0.0%)

Years of professional
experience

6–9 years 3 (10.0%) 3 (12.5%) 0 (0.0%)

10–20 years 12 (40.0%) 12 (50.0%) 0 (0.0%)

>20 years 15 (50.0%) 9 (37.5%) 6 (100.0%)

Clinical degree/academic
background

MD (no PhD) 11 (36.7%) 9 (37.5%) 2 (33.3%)

PhD (with or without MD) 19 (63.3%) 15 (62.5%) 4 (66.7%)

Country of participants

Belgium 1 (3.3%) 1 (4.2%) 0 (0.0%)

England 6 (20.0%) 4 (16.7%) 2 (33.3%)

France 7 (23.3%) 5 (20.8%) 2 (33.3%)

Germany 1 (3.3%) 1 (4.2%) 0 (0.0%)

Italy 1 (3.3%) 1 (4.2%) 0 (0.0%)

Monaco 1 (3.3%) 0 (0.0%) 1 (16.7%)

Netherlands 1 (3.3%) 1 (4.2%) 0 (0.0%)

Norway 1 (3.3%) 1 (4.2%) 0 (0.0%)

Poland 1 (3.3%) 1 (4.2%) 0 (0.0%)

Portugal 1 (3.3%) 1 (4.2%) 0 (0.0%)

Romania 1 (3.3%) 1 (4.2%) 0 (0.0%)

Spain 2 (6.7%) 2 (8.3%) 0 (0.0%)

Sweden 1 (3.3%) 1 (4.2%) 0 (0.0%)

Switzerland 5 (16.7%) 4 (16.7%) 1 (16.7%)

*Some participants reported dual specialties (e.g., Psychiatry & Geriatrics; Psychiatry &
Neurology). For clarity, these were grouped under the most relevant primary category (Old
age psychiatry or Neurology, respectively). Psychology participant was PhD (no MD).

Table 3. 1st SR open-ended questions

Question

How would you define treatment-resistant late-life depression (TRLLD)?

How many ineffective treatment trials should be required to define
treatment resistance?

Which classes of treatments should be considered when evaluating an
unsuccessful attempt to treat late-life depression?

Do you think unsuccessful psychological treatments should be included
when defining TRLLD?

Should the biological causes and mechanisms of disease investigations be
included when defining TRLLD?

Are there any criteria for defining treatment-resistant depression that should
be specifically considered in the older population compared with the
adult population?
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Table 4. Consensus-endorsed statements from the 2nd SR identifying contextual determinants relevant to the definition of TRLLD

Category 1: Global definition and clinical presentation
Age definition & diagnostic criteria

Age-specific TRLLD criteria should be developed to better reflect the needs of older populations. 92%

It is important to define TRLLD as applying to individuals aged 65 years and older.* 79%

Individuals with the onset of treatment-resistant depression (TRD) at age 85 or older (≥85) should not be excluded from the definition of TRLLD.* 83%

There should be a minimum severity threshold for diagnosing TRLLD.* 75%

The minimum severity threshold for diagnosing TRLLD should be moderate depressive episode. 90%

The definition of TRLLD should specify whether it refers to early-onset or late-onset TRLLD. 96%

The distinction between recurrent depressive disorder and a first episode LLD should be specified in the definition of TRLLD.* 83%

TRLLD should include cases where older adults with a history of recurrent depressive disorder develop resistance to an antidepressant that was previously
effective.

88%

Category 1: Global definition and clinical presentation
Operational versus categorical definitions of TRLLD

TRLLD should be defined operationally – rather than as a fixed category – by using a continuum or staging model based on the number and type of failed
treatment attempts [18].*

83%

Existing TRD staging models [18] should be adapted for older adults. * 83%

If TRLLD should be defined operationally, the following TRLLD model should be used: Stage II: Failure of two adequate trials from two distinct classes. * 78%

If TRLLD should be defined operationally, the following TRLLD model should be used: Stage III: Stage II plus failure of augmentation (e.g., aripiprazole,
lithium, methylphenidate). *

83%

If TRLLD should be defined operationally, the following TRLLD model should be used: Stage IV: Stage III plus failure of Electroconvulsive Therapy (ECT),
repetitive Transcranial Magnetic Stimulation (rTMS), or ketamine.*

71%

In research, TRLLD should also be defined operationally rather than as a fixed category. 88%

If TRLLD should be defined operationally, the model should not begin with psychotherapy at Stage I.* 75%

Category 1: Global definition and clinical presentation
Number of treatment failures & psychotherapy

TRLLD definition should include a failure to respond to two adequate antidepressant trials.* 83%

Psychotherapeutic interventions should not be counted as one failed treatment when defining TRLLD.* 71%

Psychotherapy interventions should be defined as one out of three failed treatments used to define TRLLD.* 82%

Category 1: Global definition and clinical presentation
Treatment duration and evaluation timeline

A specific minimum duration for an antidepressant trial in older adults is necessary to adequately assess treatment response in LLD. 100%

Although the literature suggests that antidepressant response in older patients may require 10–12 weeks, this duration is considered too long for the
demands of real-world clinical practice.

88%

Clinicians should follow the principle “start low, go slow, but go,” using, if needed, the same minimum effective doses as in younger adults unless
contraindicated.

92%

Category 1: Global definition and clinical presentation
Symptom presentation in older adults

The diagnostic criteria for TRLLD should include atypical and masked symptoms commonly observed in older adults. 92%

The differences between improvements observed by clinicians and reported by patients should be considered when defining TRLLD. 96%

Discrepancies between symptom reduction and functional improvement should be considered in the TRLLD definition. 96%

Category 1: Global definition and clinical presentation
Assessment tools

The Montgomery–Åsberg Depression Rating Scale (MADRS) is an appropriate tool for monitoring symptoms in TRLLD. 88%

The Hamilton Depression Rating Scale (HAM-D) is an appropriate tool for monitoring symptoms in TRLLD. 88%

The Cornell Scale for Depression in Dementia is an appropriate tool for monitoring symptoms in TRLLD.* 79%

Category 2: Cognitive impairment, dementia, vascular depression

Cognitive impairment can interfere with the accurate diagnosis of TRLLD. 96%

Cognitive impairment can affect treatment response in LLD. 100%

Continued
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multiple-choice questions. Additionally, the free-text field included
the following comments from members, organized by section as
detailed below (Table 7).

Overall, there was a high level of consensus on the contextual
determinants relevant to the definition of TRLLD,while some items
remained under debate. A best-case/worst-case sensitivity analysis
for all 58 closed items was performed to assess the impact of the six
non-responding experts in the 2nd SR. Results are presented sep-
arately for items that reached consensus in the observed analysis
(Supplementary Table S2) and items that did not reach consensus
(Supplementary Table S3). These tables show which consensus
itemswould fall below the 70% threshold in theworst-case scenario,
and which non-consensus items would reach the 70% threshold in
the best-case scenario.

Definition of TRLLD

Based on information collected in the 1st and 2nd SR, we
identified a set of contextual determinants relevant to the def-
inition of TRLLD, which, while not incorporated as defining
criteria, are highly relevant to implementation in routine prac-
tice, research design, and future evaluation of TRLLD. After
synthesising the findings within each thematic category, the 3rd
SR focused on consolidating the core definitional criteria of
TRLLD into a practical categorical definition, an operational
staging model, and a decision algorithm, presented in Tables 8
and 9; Figure 2.

Third survey round

In the 3rd SR, all expert panel members (who are co-authors of this
consensus paper) reviewed, refined, and endorsed the final con-
sensus and core definitional criteria in terms of the categorical
definition, the operational staging model, and decision algorithm
derived from the preceding SR (Tables 8 and 9; Figure 2).

Discussion

This article reports a novel expert consensus on TRLLD, distin-
guishing core definitional criteria from consensus-endorsed con-
textual determinants identified across the three survey rounds.
Based on the core criteria, we propose a final categorical definition,
an operational staging model, and a decision algorithm for TRLLD
(Tables 8 and 9; Figure 2).

Our categorical definition and operational staging model are
built on the framework proposed by Patrick et al. [9]. They incorp-
orate perspectives of a geographically diverse European expert
panel, provide greater specificity and clarify how the severity and
type of medical and cognitive comorbidities should influence clas-
sification, and propose an operational staging approach to TRLLD
(Table 9).

Global definition and clinical presentation

Consensus was reached on an age cutoff of ≥65 years for defining
TRLLD. The age of 65 years is a conventional geriatric threshold

Table 4. Continued

Category 2: Cognitive impairment, dementia, vascular depression

Cognitive screening should be routinely included in the TRLLD assessment. 92%

Older adults with TRD, no prior history of depressive episodes, and dementia should not be included in the definition of TRLLD. They should be classified
separately (e.g., as behavioural and psychological symptoms of dementia with treatment-resistant depressive symptoms).*

75%

In patients with LLD, if apathy is the only remaining symptom after two or three adequate treatment trials, this does not indicate a TRLLD.* 75%

Category 3: Physical or mental comorbidities and TRLLD

Certain conditions (e.g., thyroid disorders, testosterone deficiency, anaemia, vitamin deficiencies, etc.) should be screened for before diagnosing TRLLD. 92%

If a patient has persistent depressive symptoms in the context of another primary psychiatric disorder despite receiving adequate treatment, this does not
indicate TRLLD.*

83%

Physical comorbidities (e.g., chronic pain or hypertension) should be adequately managed before confirming a diagnosis of TRLLD.* 79%

Category 4: Pharmacokinetics, pharmacodynamics, drug interactions and TRLLD

Age-specific pharmacokinetic and pharmacodynamic characteristics should be considered when defining TRLLD. 96%

Category 5: Treatment adherence, tolerance and TRLLD

Poor adherence is a common cause of treatment failure in older adults with depression. 96%

In patients with Late-Life Depression (LLD), if one pharmacological treatmentwas discontinued due to side effects, it should not be considered a failed trial,
even if depressive symptoms improved with this treatment.

92%

The standard TRLLD assessment should include structured questions about adherence, with input from a proxy such as a partner or caregiver.* 83%

Older adults with cognitive impairment require additional adherence monitoring before being classified as TRLLD. 88%

Category 6: Social, psychological factors and TRLLD

Social isolation contributes to poor treatment outcomes in LLD. 92%

Psychosocial stressors (e.g., financial difficulties, recent losses, or institutional living) should be routinely assessed before diagnosing TRLLD.* 83%

Note: Percentages indicate the proportion of participating experts in the 2nd SR (n = 24) who endorsed each statement. Itemsmarkedwith one asterisk (*) fell below the 70% consensus threshold
under the worst-case scenario, assuming that all six experts who did not complete the 2nd SR would have disagreed. See Supplementary Table S2 for the full sensitivity analysis.
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and is also consistent with literature describing clinically relevant
differences in depression in older adults. Meta-analytic evidence
suggests that antidepressant response may be less robust in adults
aged ≥65 years than in younger adult populations, supporting the
need for age-specific consideration of treatment resistance from
this age onward [26]. In addition, LLD is frequently characterised by
greater medical comorbidity, vascular burden, neuroendocrine dys-
regulation, cognitive impairment, and increased risk of subsequent
dementia, all of which may influence both clinical presentation and
treatment response [27]. Therefore, the ≥65-year cutoff should be
understood as a consensus-based and clinically pragmatic thresh-
old [27]. No consensus was achieved on establishing a distinct
“very-late-onset” subgroup beginning at age 85. There is an age-
related increase in the incidence of new-onset depression across

older age strata; however, incidence estimates specifically for indi-
viduals aged ≥85 years are less consistently reported [28, 29]. The
depressive phenotype and response to treatment in this oldest
group may differ from that observed in the broader older-adult
population [30, 31]. Older individuals often present with somatic
complaints, irritability, neurovegetative changes, and cognitive
symptoms, rather than overt dysphoria [32]. This aligns with
reviews describing ‘masked’ or atypical features, which can hinder
the timely identification of TRLLD [32]. Further studies should
clarify whether incident cases in the oldest-old have distinct fea-
tures, particularly regarding treatment response, that might justify
considering them as a separate category.

Within the panel, the MADRS was the most used monitoring
instrument in clinical practice, followed by theGDS orHAM-D/HDRS.

Table 5. Non-consensus statements in the 2nd SR

Category 1: Global definition and clinical presentation
Age definition and diagnostic criteria

Current adult TRD criteria are generally applicable to older adults. 62%

Adults aged ≥85 years should be considered a distinct diagnostic subgroup (e.g., Very Late-Onset-TRD). 58%

In recurrent depression, if a previously effective antidepressant no longer works, it should not count as an adequate trial for TRLLD; two or three different
new antidepressants should be tried first.

42%

Category 1: Global definition and clinical presentation
Operational versus categorical definitions of TRLLD

If TRLLD is defined operationally, Stage I should be ‘failure of at least one adequate trial of a major antidepressant class.’ † 67%

Category 1: Global definition and clinical presentation
Number of treatment failures & psychotherapy

TRLLD should be defined as occurring in patients who do not achieve response, defined as a 50% or greater reduction in symptom severity from baseline. † 67%

In LLD, residual symptoms after two or three adequate treatment trials do not indicate TRLLD. † 67%

Category 1: Global definition and clinical presentation
Assessment tools

The Patient Health Questionnaire–9 (PHQ–9) is appropriate for monitoring symptoms in TRLLD. 58%

The Geriatric Depression Scale (GDS) is appropriate for monitoring symptoms in TRLLD. 62%

Category 2: Cognitive impairment, dementia, vascular depression

Older adults with TRD, no prior depressive history, and comorbid MCI should be classified separately (e.g., Organic syndrome with TRD symptoms), not
included in TRLLD.

42%

Older adults who meet criteria for vascular depression should be classified separately, not included in TRLLD. 37%

Category 3: Physical or mental comorbidities and TRLLD

Chronic physical illnesses should be considered in the definition of TRLLD. † 67%

Category 4: Pharmacokinetics, pharmacodynamics, drug interactions and TRLLD

When relevant, age-related pharmacokinetics and pharmacodynamics considerations should apply starting at age 60. 62%

TRLLD should not be diagnosed without checking plasma levels when a co-medication induces hepatic enzymes affecting antidepressant metabolism. † 67%

Medications with known depressogenic effects (e.g., beta-blockers) should be reduced or discontinued before labelling a case as TRLLD. 58%

Category 5: Treatment adherence, tolerance and TRLLD

Adherence should be routinely assessed via plasma drug levels before diagnosing TRLLD. 58%

Category 6: Social, psychological factors and TRLLD

Accessibility issues (e.g., access to ECT or blood level testing) should be considered in the definition of TRLLD. † 67%

Note: Statements listed here did not reach the predefined consensus threshold (≥70% agreement) among experts participating in the 2nd SR (n = 24). Percentages represent the proportion
endorsing each statement. Itemsmarkedwith † did not reach consensus in the observed 2nd SR results but would cross the 70% threshold under the best-case scenario in the sensitivity analysis.
See Supplementary Table S3.
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This pattern highlights a discrepancy: although atypical presentation
was considered important, commonly used symptom scales do not fully
capture atypical ormaskedmanifestations. Consequently, these features
were not included as core definitional criteria. This may lead to under-
detection in routine clinical practice and requires further evaluation in
future studies.

Most panellists agreed that non-response to two adequate anti-
depressant trials should be required, consistent with definitions
applied in general adult populations [33]. As summarised in
Table 8, although this Delphi study did not define specific target
antidepressant doses or trial durations, adequacy should be judged
according to recognised national and international guidelines, tak-
ing into account both dose and duration [34, 35]. In line with the
principle of “start low, go slow, but go” [36], antidepressant treat-
ment in older adults should be initiated and titrated cautiously,
while aiming, when clinically appropriate and tolerated, for the
same minimum effective doses as in younger adults unless contra-
indicated [37].

Consensus supported including older adults who develop late-
life resistance to an antidepressant that was previously effective.
Longitudinal data indicate heterogeneous trajectories in relation

Table 6. Distribution of responses to selected multiple-choice questions on key
operational parameters relevant to the definition of TRLLD (2nd SR)

Question
Responses

(n)
Responses

(%)

What duration do you consider most
appropriate to evaluate the response to
antidepressants in late life? (optimal early
decision point)

4 weeks 11 46

6 weeks 10 42

≥8 weeks 3 13

From which week (e.g., 2 weeks…) can the
effectiveness of antidepressant treatment
be evaluated in a patient with LLD?

< 4 weeks 5 21

4–6 weeks 14 58

> 6 weeks 5 21

From what age should late-onset TRLLD be
defined?

<60 years 2 8

60 years 7 29

≥65 years 12 50

≥70 years 2 8

Which scale or score do you mostly use in
clinical practice for TRLLD?

MADRS 11 46

GDS 6 25

HAM-D/HDRS 4 17

DSM criteria 1 4

HADS 1 4

Others (e.g., “clinical only”) 4 17

Please specify any tools (PHQ–9, GDS, HAM-D,
Cornell) that should not be used for TRLLD.

GDS 9 38

PHQ–9 8 33

Cornell 3 13

HAM-D 3 13

Others 2 8

When assessing TRLLD, which of the following
should be prioritised?

Symptom severity 11 46

Depending on the clinical context 11 46

Functional impairment 9 38

Note: This table summarises expert responses to predefined multiple-choice questions
included in the 2nd SR (n = 24). For each question, the number (n) and percentage (%)
indicate howmany experts selected each response option. Some questions received multiple
answers from experts.

Table 7. Summary of the free-text comments by thematic category in the 2nd SR

Category
Summary of comments from panel
members

Category 1: Global definition
and clinical presentation

One expert cautioned that the term
treatment-resistant may be
counterproductive if applied too early
in the care pathway, as it may convey
a defeatist message to patients, given
that remission after a first
antidepressant trial is uncommon.

Category 2: Co-occurrence of
cognitive impairment,
dementia, and vascular
depression

Eight panellists emphasised the
importance of distinguishing
cognitive symptoms attributable to
depression from mild cognitive
impairment or dementia due to
neurodegenerative aetiology.

Category 3: Co-occurrence of
other physical and mental
comorbidities

Some experts noted that physical
conditions are highly prevalent in
TRLLD and emphasised that physical
and mental disorders may co-occur
without requiring a single unifying
explanatory framework. For
definitional purposes, they argued
that only aetiological factors
supported by robust evidence as
potential contributors to depressive
symptoms should be retained.

Category 4: Pharmacokinetics,
pharmacodynamics, and
drug interactions

Comments diverged: some experts
emphasised that clinical context
should guide testing and
interpretation, whereas others
recommended that, in addition to
plasma concentration monitoring,
pharmacogenetic profiling should be
considered.

Category 5: Treatment
adherence and tolerance

Some experts noted that antidepressant
plasma concentrations do not
necessarily index adherence, as
atypical levels may reflect
pharmacogenetic variation. Several
suggested that a detailed clinical
history, supplemented by caregiver/
family input, may be more
informative than laboratory testing
for sustained adherence, and called
for greater attention to adverse
effects.

Category 6: Social and
psychological factors

The panel largely agreed that social
isolation contributes to poorer
treatment outcomes in LLD.
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to treatment resistance: some patients show inadequate response
from the first trial with an antidepressant, whereas others
respond initially and then lose response over time [38]. These
have been termed primary versus secondary treatment resistance,
sometimes misinterpreted as early-onset and late-onset [39]. Dis-
tinguishing these trajectories is clinically salient in late life: sec-
ondary resistance may be more common in those with greater
medical comorbidity and may be modifiable [40]. Additionally,
there was strong consensus on distinguishing recurrent versus
non-recurrent depression and early- versus late-onset forms –

defined by the majority of the expert panel as depression that first
manifests at age 65 years or older – given their potentially distinct
aetiologies – and, consequently, different treatment implications
[41, 42].

No consensus was reached on whether the mere presence of
residual symptoms after two or three adequate treatment trials
should independently qualify an individual as having TRLLD.
Nonetheless, it is important to emphasise that minimising residual
symptoms remains a central therapeutic goal. In later life, these
symptoms are common and should be actively evaluated and
managed, while also recognising that some may reflect underlying
physical illness, frailty, or other non-depressive processes requiring
targeted assessment and treatment [43]. Where residual symptoms
are attributable to ongoing depressive pathology, they are strongly
associatedwith increased relapse risk andpoorer quality of life [44, 45].

Experts endorsed the need for a categorical approach to TRLLD
and agreed that the Thase and Rush (1997) [18] staging model
should be adapted beginning at Stage II. Stage I – defined as failure

Table 8. Summary of the expert panel’s consensus on the core definitional criteria for TRLLD (categorical definition)

Domain Criterion Clarifications/Notes

Global definition and
symptoms

– ≥65 years old.
– ≥2 adequate antidepressant trial failures at guideline-supported

doses and durations [34, 35].
– A moderate to severe depressive episode as measured by a

validated scale (e.g., MADRS ≥20 or HAM-D ≥17).

– No upper age limit.
– Psychotherapy non-response is not part of the core

TRLLD criterion, but it may count as one of three failed
treatments in an operational definition and should be
documented.

– The “optimal early decision point” for evaluating anti-
depressant response is after 4 weeks; this does not
define the minimum duration of an adequate trial.

– Early-onset vs late-onset TRLLD should be indicated.
– First vs recurrent depressive episode should be

indicated.

Cognitive comorbidities – Exclude patients with dementia from TRLLD classification. – MCI can be included in the TRLLD definition; cognitive
follow-up should be ensured.

Physical comorbidities – Acute physical comorbidities with potential moodmanifestations
should be excluded.

– Chronic physical comorbidities should be adequately
managed.

Pharmacokinetics,
pharmacodynamics, and
treatment adherence

– Structured questions about adherence with input from a proxy,
such as a partner or caregiver.

Social and Psychological
factors

– Access barriers (e.g., limited availability or treatment costs)
should be documented and considered in clinical management,
as they may limit the ability to complete adequate treatment
trials.

Note: This table summarises the core definitional criteria of the categorical TRLLD definition (minimum threshold), corresponding to Stage II in the operational staging model presented in
Table 9. The statements presented in this table were synthesised from items reaching consensus and were subsequently reviewed and refined by the expert panel in the 3rd SR.

Table 9. Adaptation of the Thase and Rush staging model for TRLLD (European Task Force consensus)

Stage Thase and Rush [18] European Task Force TRLLD definition, 2026

Stage I Failure of ≥1 adequate trial of antidepressant monotherapy. Not endorsed as TRLLD (Stage I “failure of ≥1 adequate trial of a major
antidepressant class,” did not reach consensus).

Psychotherapy non-response does not count towards the ≥2 antidepressant trials,
but may be documented as 1 of 3 failed treatments in an operational framework.

Stage II Stage I + failure of adequate trial of a different antidepressant
class.

Stage II (minimum TRLLD level): failure of ≥2 adequate antidepressant trials.

Stage III Stage II + failure of adequate trial of a tricyclic antidepressant. Stage III: Stage II + failure of augmentation therapy (e.g., aripiprazole, lithium).

Stage IV Stage III + failure of adequate trial of a MAOI. Stage IV: Stage III + failure of advanced intervention strategy (e.g., ECT, rTMS,
ketamine/esketamine).

Stage V Stage IV + failure of an ECT course. Not applicable.

Note: In the European Task Force operational model, Stage II corresponds to theminimum categorical TRLLD definition and requires that all core definitional criteria specified in Table 8 aremet.
Stage I was not endorsed because failure of a single antidepressant trial did not meet the panel’s threshold for defining TRLLD. Stage II therefore represents the minimum categorical TRLLD
definition, requiring failure of ≥2 adequate antidepressant trials. Stages III and IV were adapted to reflect contemporary LLD practice, informed by the Delphi panel responses to questions
developed on the basis of our previous systematic review of interventions for TRLLD [14]: augmentation strategies are included at Stage III, and advanced interventions, including ECT, rTMS, and
ketamine/esketamine, are included at Stage IV. The adapted staging model should be interpreted as a framework for describing the degree of treatment resistance in TRLLD rather than as a
prescriptive treatment algorithm.
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of a single adequate antidepressant trial – did not reach consensus,
whereas Stage II corresponds to the minimum threshold of the
categorical TRLLD definition established in this study (Table 8).

The adapted staging model should be interpreted as a frame-
work for describing the degree of treatment resistance in TRLLD
rather than as a prescriptive treatment algorithm. The design of the
survey questions addressing this model was informed by the find-
ings of our preceding systematic review [14]. The differences from
the original Thase and Rush model reflect the responses of the
Delphi panel across the 2nd SR (see Table 4).

One expert cautioned that the label treatment-resistant can
convey a defeatist approach if applied too early in care [46], which
is especially important given the high non-response rates in LLD,
approximately 51% after one antidepressant trial [6]. This concern
is further contextualised bymeta-analytic evidence concluding that,
in adults aged ≥65 years, the overall benefit of second-generation
antidepressants (e.g., SSRIs, SNRIs, or mirtazapine) is modest and
heterogeneous, and potentially attenuated in the context of frailty
and tolerability issues [26, 47]. To mitigate this risk, it is important
to reiterate that the TRLLD designation only applies after two
adequate antidepressant treatments have been unsuccessful, and
that there are still multiple possible and potentially effective thera-
peutic avenues available [14, 35] when following an evidence-based,
guideline-informed sequential treatment approach.

In terms of psychotherapy, 71% of experts indicated that non-
response to psychotherapy should not count as a failed treatment in
the categorical definition of TRLLD. Although this met the prede-
fined consensus threshold, it was one of the weakest consensus
findings and did not remain robust in the sensitivity analyses.
However, these analyses should be interpreted cautiously, as most
panellists with formal psychotherapy training were retained for the
2nd SR. In the proposed definition, psychotherapy non-response
was not retained as a core definitional criterion, but its role should
remain open to further evaluation and may be documented within
the broader operational staging framework. The lack of consensus
also likely reflects the limited and heterogeneous evidence
base specific to TRLLD, which complicates operationalisation

(e.g., modality, intensity, delivery format). It may also be influenced
by variability in access to and delivery of psychotherapeutic services
for older adults across health systems. Notably, scientific evidence
of LLD emphasises the importance of combining pharmacotherapy
with evidence-based psychotherapies wherever possible, while
acknowledging that research into psychotherapy for TRLLD
remains limited [14, 48].

Experts agreed that psychotherapy may be included as one of
three failed treatments in an operational definition. Therefore,
although treatment resistance is established by the failure of two
adequate antidepressant treatments, a history of non-response to
psychotherapy should be mentioned explicitly (Table 9).

Most panellists agreed that one should wait approximately
4 weeks to observe the effects of antidepressants. This stands in
contrast to literature suggesting that, in patients aged ≥65 years, a
longer trial than in general adult populations may be warranted
(8 weeks) [13]. As endorsed by most panel members, waiting
8 weeks is often not feasible in real-world clinical practice, under-
scoring the need for close monitoring and timely, proactive adjust-
ments when early improvement is absent. In this context, the
panel’s preference for week 4 as an optimal early decision point is
consistent with the literature on early decision-making in LLD,
which suggests that (i) more than 40% of partial responders at week
4 ultimately attain full response by the end of acute treatment;
(ii) fewer than 25% of non-responders at week 4 attain full response
by week 12; and (iii) early full response is largely sustained through
week 12 [49–51]. Accordingly, changing treatment before week
4 may lead to premature discontinuation of potentially effective
therapy in toomany patients, whereas the absence of at least partial
response by week 4may reasonably prompt treatmentmodification
(e.g., switch or augmentation).

Cognitive impairment and TRLLD

The panel agreed that individuals with dementia should be
excluded from the definition of TRLLD and emphasised the
importance of determining the aetiology of cognitive decline in

Figure 2. Consensus-based decision algorithm for defining TRLLD (categorical definition). Note: This algorithm operationalises the categorical TRLLD definition (minimum
threshold), which corresponds to Stage II in the operational stagingmodel presented in Table 9. It was derived from statements reaching consensus andwas subsequently reviewed
and refined by the expert panel in the 3rd SR.
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older adults with TRLLD. Even if biomarkers are not part of the
TRLLD definition, some could be part of the differential diagnosis.
Emerging blood-based biomarkers such as plasma p-tau217 or
neurofilament light (NfL), markers of specific Alzheimer pathology
and non-specific neurodegeneration, respectively, may provide
adjunctive evidence to distinguish whether cognitive symptoms in
TRLLD reflect a primary neurodegenerative process or are secondary
to depression [52–55]. However, particularly in the very old, abnor-
mal tau measures may also reflect preclinical pathology and may not
map directly onto current symptoms, so results should be interpreted
in a clinical context [56, 57]. Where available and clinically indicated,
additional investigations such as amyloid PET imaging for Alzhei-
mer’s disease or cerebrospinal fluid α-synuclein assays for Lewy body
disease may further support differential diagnosis and phenotyping
[58]. The lack of consensusondefining patientswithTRLLD,noprior
depressive history, and comorbid mild cognitive impairment (MCI)
as a separate category may reflect the aetiological heterogeneity of
MCI in LLD. While cognitive impairment may be at least partly
related to the depressive episode in some patients [59], in others, it
may indicate an underlying neurodegenerative process [60,
61]. Therefore, patients with TRLLD and comorbid cognitive impair-
ment should receive longitudinal cognitive follow-up [61]. From a
clinical standpoint, individuals with LLD/TRLLD and cognitive
impairment, irrespective of the underlying aetiology, require active
treatment, as theymay be particularly susceptible to accelerated brain
ageing and adverse outcomes [10, 62].

Apathy is another frequent and clinically meaningful feature in
LLD. In a geriatric cohort, approximately 38% of older adults with
depression have clinically significant apathy, and its severity pre-
dicts disability independently of overall depressive severity
[63]. Importantly, apathy is not a formal diagnostic criterion for
a depressive episode in DSM-5 or ICD-10; therefore, its presence or
absence should not be used to determine whether the minimum
severity threshold (i.e., a moderate depressive episode) is met.
Nonetheless, apathy remains clinically relevant in LLD and should
be assessed and documented as an associated feature.

Other comorbidities and TRLLD

Some experts questioned whether residual somatic symptoms (e.g.,
sleep, appetite, fatigue/energy-related symptoms) should count
against the TRLLD definition. Ultimately, the statement that
“residual symptoms after two or three adequate treatments indicate
TRLLD” did not reach consensus, so residual somatic symptoms
were not included as a defining criterion. Nonetheless, the clinical
management of somatic residual symptoms remains understudied,
and further research should define optimal strategies for their
assessment and treatment.

Consensus was reached on the need to screen for physical
pathology before labelling a case as TRLLD. Importantly, in indi-
viduals with high somatic burden, comorbidity is often associated
with lower treatment adherence [64]. Accordingly, these patients
warrant closer adherence monitoring to minimise the risk of mis-
classifying non-response due to poor adherence as TRLLD. Fur-
thermore, there was consensus to exclude from the definition
patients with depressive symptoms occurring in the context of
another primary psychiatric disorder (e.g., bipolar disorder or
schizoaffective disorder). Further discussions by task force groups
are needed to determine whether certain resistance criteria defined
for bipolar depression in adults can be adapted to the late-life
population [65].

Treatment adherence and tolerance and TRLLD

Our panel agreed that TRLLD assessment should include struc-
tured questions about adherence, with input from a proxy such as a
partner or carer. This approach can be difficult to implement for
socially isolated patients and may also be perceived as intrusive;
therefore, it should only be undertaken with the patient’s consent.
Nevertheless, it remains clinically relevant, as adherence in older
adults with depression is often suboptimal.

Studies in primary care cohorts of older adults show that
approximately 13.5% do not commence prescribed antidepres-
sants, 15.2% adhere to treatment insufficiently, and 37.1% do not
persist with treatment during roughly the first year [66]. In geriatric
cohorts, about one-half of older adults achieve an adherence level of
at least 80% of days covered [67]. These findings highlight the
clinical importance of structured adherence assessment and, where
appropriate, corroborating adherence with proxy input (e.g., a
partner or caregiver).

The use of plasma antidepressant levels to monitor adherence
was one of the most contentious issues. Some panel members
highlighted the limited availability of such testing in most centres
and the lack of robust evidence for a direct correspondence between
plasma concentrations and adherence, whereas others argued that
this relatively inexpensive assay could become more accessible if
incorporated into routine practice [68].

The British Association for Psychopharmacology’s guidelines
for the treatment of depressive disorders emphasise the need for
effective strategies to enhancemedication adherence [69]. They also
note that therapeutic drug monitoring can help assess treatment
adherence and lack of efficacy at apparently adequate doses [69].

The authors emphasise that aligning treatment with patient
preferences and implementing structured follow-up plans improves
both adherence and outcome; that adherence counselling is bene-
ficial, whereas information leaflets alone are not; and that once-daily
regimens can be as effective as multiple daily dosing and are
associated with better adherence [69]. Psychoeducational interven-
tions can improve outcomes in later life [70].

Further studies should determine the proportion of patients
classified as resistant under the presented definition who exhibit
non-adherence or subtherapeutic plasma antidepressant levels.

Social and psychological factors and TRLLD

Finally, the panel reached consensus on the relevance of social
determinants in both the definition and the care pathway for
TRLLD. Experts agreed that social isolation contributes to poorer
treatment outcomes in LLD and that access barriers should be
documented and considered when interpreting treatment
adequacy and resistance. Costs and insurance coverage limita-
tions restrict pharmacological access in LLD, affecting prescrip-
tion initiation, continuity, and adherence [71, 72]. These factors
are contextual determinants relevant to research and clinical
implementation, but should not be considered core criteria for
defining TRLLD. Addressing these barriers, through facilitated
access to medications, financial and logistical support, and
collaborative-care models embedded in primary care, is essential.
Furthermore, social isolation can restrict access to evidence-based
treatments –including pharmacotherapy, psychotherapy, or tele–
mental health– andmay shape howTRLLD is identified in routine
clinical practice. Despite recent improvements in digital connect-
ivity, substantial access gaps persist among socially
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disadvantaged, rural, and homebound older adults, limiting
engagement in remote interventions and exacerbating inequities
[73, 74].

Sensitivity analysis of consensus findings

A best-case/worst-case sensitivity analysis was performed to assess
the potential impact of the six experts who did not complete the 2nd
SR. This analysis showed that several items close to the 70%consensus
threshold were sensitive to assumptions regarding non-responders.
These findings do not invalidate the 2nd SR results, which were
based on the prespecified Delphi sample of 24 respondents, but
they should be considered when interpreting the robustness of
individual items. Full item-level results are provided in Supplementary
Tables S2 and S3.

Strengths and limitations

This study applies a rigorous Delphi methodology aligned with
CREDES guidance (Supplementary Table S1) [25], using iterative
SR, prespecified consensus thresholds, and structured feedback
between SR. The panel was international and multidisciplinary,
providing broad clinical input; however, geographical represen-
tation was uneven, with a substantial proportion of participants
from France, England, and Switzerland. This geographical imbal-
ance may limit the representativeness of the panel and should
therefore be considered when interpreting the findings. Item
generation was anchored in a comprehensive literature review
and refined through open-ended responses (1st SR), enhancing
content validity. The process achieved substantial agreement
(consensus on 72.4% of closed items) and produced operational
outputs, a consensus definition, and a decision algorithm that are
readily applicable to practice.

In terms of limitations, the panel included only one psychologist
and no psychosocial practitioners, which may have reduced the
robustness of consensus on psychotherapy-related items and calls
for cautious interpretation in the absence of broader specialist
input. This should, however, be considered alongside the fact that
the 2nd SR included five psychiatrists from Germany and Switzer-
land, where the official specialist designation explicitly combines
psychiatry and psychotherapy [75, 76]. Nevertheless, broader
multidisciplinary input, particularly from clinical psychologists
and psychotherapy specialists, should be considered in future revi-
sions of the TRLLD definition. More generally, and inherent to the
Delphi approach, these findings reflect expert consensus rather
than empirical testing; consensus represents agreement among
panellists and does not necessarily indicate an objectively “correct”
position, while persistent disagreement remains informative.
Therefore, future studies should evaluate the proposed TRLLD
criteria in independent samples by examining their feasibility in
routine practice, inter-rater reliability, and clinical validity. The
high proportion of closed questions in the 2nd SR may have
constrained expression of nuance, and anchoring effects may have
arisen because panellists viewed summaries from previous SR. To
mitigate this issue, a free-text field for open commentswas included in
each category. Another limitation is that not all non-pharmacological
approaches were considered in shaping the definition. Some, such as
psychotherapy, were considered in the Delphi process. However,
other interventions – like physical exercise – with a growing body
of evidence supporting their role in TRLLD [77–79], were not
specifically included.

Finally, while the panel achieved consensus on the importance of
adherence monitoring and age-specific pharmacokinetic

considerations, practical implementation strategies – including the
role and timing of therapeutic drug monitoring, approaches to
managing complex drug–drug interactions, and systematic assess-
ment of sickness behaviour in the context of medical comorbidity –
were not fully operationalised and require further empirical investi-
gation.

Conclusion

We present an expert-derived consensus definition for TRLLD,
developed to address the unique challenges in older adults. The
proposed criteria offer a practical framework to enhance diagnostic
vigilance, promote timely intervention, and harmonise clinical and
research practices. These criteria are deliberately conservative to
avoid premature “treatment-resistant” labelling. By standardising
definitions and pathways, this framework may also facilitate epi-
demiological understanding and improve the identification and
enrolment of patients in research studies. Future priorities include
the development of prevention strategies and targeted interven-
tions informed by clinical trials, as well as prospectively validating
this definition across diverse care settings. Another priority is
testing the prognostic validity of this definition against clinical
outcomes and treatment trajectories.
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found at http://doi.org/10.1192/j.eurpsy.2026.12228.
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