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BACKGROUND
MAJOR DEPRESSIVE DISORDER (MDD)
• Prevalence ~5%, Lifetime ~20%  ♂:♀ = 1 : 2
• Recurrence rates of depressive episodes 50-80% in 5-10 yrs
• 15-20% persistent episodes ≥2 years
• Huge suffering in patients and relatives
• High costs: 1.8 billion Euro/year in NL
• Leading cause in 10% of disability pensions

• Heterogeneous: symptom-profiles and course of illness
• Treatments: psychotherapy and/or pharmacotherapy
• Trial and change, preference-based approach of treatment
• ≥35% Difficult-to-Treat Depression (DtTD or TRD)
• MDD is a brain disease, but what is the ‘substrate’
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4 WORKGROUPS of Depression Meta Network

Workgroup 1. 
Dissemination (e.g. Meta Network presentations/meetings, position paper on Unmet 
Needs in Depression Research & Treatment; educational outreach)

Workgroup 2. Charting EU-landscape in depression research: e.g. overview of EU-
depression studies and large national trials/cohorts, creating a European Registry on 
Depression (Eu-ReD), analyzing needs, data collection & capture

Workgroup 3. Conceptualization of Depression (heterogeneity of depression, personalized 
medicine approaches, cross-disorder nature, preclinical evidence). Consensus or Delphi-
paper that describes relevance and assessment tools.

Workgroup 4. Clinical trial harmonization (e.g. similar to/alike platform trials) and related 
interaction with industry.



WORKGROUP 3. CONCEPTUALIZATION OF DEPRESSION

• Aim of Theme #3
Obtain consensus on internationally agreed, valid, consistent and clinically useful 
operationalisation of the concept of depression

- Identify relevant depression dimensions
• How to measure 
• (Possible) link to pre-clinical evidence/relevance of etiology/neurobiology
• Transdiagnostic translation

• DELPHI consensus approach
• Protocol (preregistration)
• Work group: Eric Ruhé, Aiste Lengvenyte, Jonathan Repple, Gabriele

Torino and Luca Sforzini
• Preparation of 1st draft Narrative review

In-person meeting of Meta-network core expert team (September 2024): 
identification of international experts and stakeholders to constitute the 

panel; identification of questionnaire items

Circulation to the panel of a narrative review on current state of 
evidence and the questionnaire on key issues to be debated (October 

2024)

Circulation to the panel of a revised version of the narrative review and 
the responses to the questionnaire (Februari 2025)

Online panel meeting with discussion of the responses to the 
questionnaire and drafting of the consensus statements (March 2025)

Circulation to the panel of the first version of the consensus statements 
for voting via REDCap (May 2025)

Circulation to the panel of the second version of the consensus 
statements, with statistical representation of responses to the first 

version, for voting via REDCap (July 2025)

Circulation to the panel of the third version of the consensus statements, 
with statistical representation of responses to the second version, for 

voting via REDCap (September 2025)

Final feedback of agreement on the consensus 
statements/recommendations (November 2025)

Final feedback of agreement on the edited version of the consensus 
statements/recommendations (January 2026)

Figure 1



HETEROGENEITY IN MAJOR DEPRESSIVE DISORDER (MDD)

• Different Symptom profiles
• The role/merit/disadvantage of Specifiers in DSM
• The course of illness
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52 DIFFERENT MDD-SYMPTOMS IN 7 COMMON SCALES

This underscores the need for consensus

Pa7ents -> Improvement
-> Understanding why

Pa7ents -> Symptoms -> Dimensions -> Neurobiology -> Targets



DELPHI: PROTOCOL

The panel will anonymously rate their agreement with each of the individual statements on a […] 9-point Likert

scale (with the additional possibility of “no answer”). They will be given the opportunity to comment on, or suggest

changes to the phrasing of the statements 

A mean score of agreement 

- 1 to 3 ‘low agreement’

- 4 to 6 ‘moderate agreement’

- 7 to 9 ‘agreed upon substantially’

Consensus regarding a statement is reached when ≥75% of the panel votes in substantial agreement with a score of 

7 to 9.



NARRATIVE REVIEW
• We expect that answers in DELPHI will depend on perspective:
- For what purpose do we want dimensions

- Clinical practice
- Neurobiological insights
- Clinical Trials
- Patient-perspective

• Avoid DSM sub-categories (based on variable symptoms in 
different combinations) because these increase heterogeneity [v Loo 
2012, Fried 2020] and have no relevance for treatment [Arnow 2015, Uher
2011]

• Chevance et al. 2020: Bottom up survey of adult patients with a 
history of depression (n = 1912), informal caregivers (n = 464), and
healthcare professionals 
- 10 main categories; 80 dimensions
- Add 1 additional main category (longitudinal course)



THEREFORE PROPOSAL OF 11 MAIN CATEGORIES

• Mood & Emotion
• Cognition
• Physical
• Self-perception 
• Psychotic symptoms
• Autoagression
• Elementary functioning
• Social functioning
• Professional functioning 
• Complex functioning 

• Longitudinal course
• More additional categories?

Combined as 
‘Functioning’



ARE THERE MORE THAN 11 PROPOSED MAIN CATEGORIES 
OF DIMENSIONS RELEVANT FOR DEPRESSION?

• Longitudinal course

• Personality Traits
• Preexisting and co-occurring psychiatric conditions
• Physical illness
• Family history
• Early environmental exposures
• Recent environmental stress 
• Protective factors / resilience
• Dysfunctional cognitive schemas
• Socioeconomic status 



WHO ARE RELEVANT STAKEHOLDERS IMPORTANT TO 
INCLUDE IN THE DELPHI PANEL?

• Which areas of expertise/backgrounds?

• Academic / Researcher
• Clinician – Psychiatrist
• Clinician - Psychologist/Psychotherapist
• Industry
• Regulatory Body
• Patient Advocate / Representative GAMIAN



NEXT STEPS
1. Purposive Sampling

• Academic / Researcher
• Clinician – Psychiatrist
• Clinician - Psychologist/Psychotherapist
• Industry
• Regulatory Body
• Patient Advocate / Representative

• Neurobiological insights
• Clinical trials 

2. Next iteration
• Combine certain dimensions

based on comments?
• Ask to re-rate ‘almost consensus’

3. Instruments for quantification
• For dimensions with consensus



QUESTIONS AND DISCUSSION
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