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Key factors used to choose these papers 

• NOT the genuine scientific value of the papers

• NOT the importance of the journal where the papers were published

• NOT the reputation of the authors producing the papers

• Papers touching on topics with debate or controversy

• Papers illustrating conceptual or methodological issues

• Papers with clinical relevance



ASSESSMENT OF SUICIDALITY

met dank aan Pierre Kroll





Assessment of danger …. and the physician’s expertise

Kerr KB et al., 2021

Variance in hospitalization in ER explained by…

Lower hospitalization rate :

▪ Clinician feeling comfortable/ connected with the patient

▪ More experienced clinician = lower hospitalization rate





A mental disorder and subsequent suicide are not necessarily
cause and effect in the same way as in other medical conditions

(e.g. leukemia and subsequent death)

UK USA



full version 2008



National Institute for Health and Care Excellence. Self- harm: assessment, 
management and preventing recurrence. 2022. 

Available: https://www.nice.org.uk/ guidance/ng225





Every day, 17 people die by suicide in the UK. Of those, five are in contact 
with mental health services, and four of those five (80%) are assessed 
as ‘low’ or ‘no’ risk at their last contact.

Suicide prediction tools, scales, and stratification (for example, into low, 
medium, or high risk) are flawed because suicidal impulses are highly 
changeable and can shift in minutes.

The use of static risk stratification, often based on simplistic questions, is 
still widespread, but it is unacceptable.

https://sites.manchester.ac.uk/ncish/reports/annual-report-2024/
https://sites.manchester.ac.uk/ncish/reports/annual-report-2024/
https://pubmed.ncbi.nlm.nih.gov/19026258/
https://pubmed.ncbi.nlm.nih.gov/19026258/




moving away from syndromal approach 
(warning signs and symptoms, risk factors, protective factors
…resulting in a designated level of suicide risk) 

towards a narrative (Aeschi) approach 
(functional contextualism approach : idiographic data 
unique to the individual patient’s experience of suicidality,
including factors promoting and sustaining suicidality)
…close to chain analysis (DBT)

Activation of a suicidal state is often rapid and unpredictable
as the suicidal mode follows a nonlinear time course :
Narrative assessment allows the patient to reflect
on what transpired during this distressing time and
there is a dialogue with the clinicican’s nonjudgmental reflections



Suicide is an action taking the place of feeling…
the role of profesionnals is to help the patients ‘put the feelings into words to
encourage expression of pain’, aiming to ‘reduce the risk of action’ (Gibbons R, 2024)

* More time spent with completing tools than with patients ?

* Do we become risk managers (risk aversion, defensive psychiatry)?

* Prioritizing perceived suicide risk over other debilitating experiences ?

* Tool could de-prioritize ‘lower risk’ patients ?

* Gender and age bias : risk of older men versus suffering of young women ?

* Suicide is as much a cultural phenomeon as a medical one : 

are tools universally valid ?

* Can good clinicians outperform tools ?

* False induction of predictability can induce guilt in caregiver



Suicide risk is highly fluctuating over time

• Most risk prediction models rely on static information collected at a single time point
• Most models reduce the rich complexity of a person’s suicide risk high vs low risk of attempt
• What is high risk ? 5%, 10%, 20%, …….



Time between first occurrence of a thought
of suicide and suicide attempt

Time between decision to commit suicide act 
and attempt

NHS : Staying safe from suicide. Date published: 4 April, 2025 Date last updated: 11 June, 2025



TREATMENT
-vagal nerve stimulation-

RECOVER study (US):

Blinded 12 month active VNS versus sham stimulation

in very severely treatment resistant depression



Approved in the EU in 1994 for use as 

an adjunctive therapy in reducing the 

frequency of seizures in patients whose 

epileptic disorder is dominated by partial

seizures (with or without secondary 

generalization) or generalized seizures,  which 

are refractory to antiepileptic medications

Approved in the EU in 2003 for the treatment 

of chronic or recurrent depression in patients 

that are in a treatment-resistant or treatment-

intolerant major depressive episode.

Approved Indications for VNS Therapy®



Background : Aaronson ST et al., AJP 2017

• 5 year observational study :

– VNS versus TAU

• N = 795

– ≥ 2 year duration

– ≥ 3 previous episodes

– ≥ 4 failed treatments

• Primary endpoint : response MADRS 



Response rates : 67.6% versus 40.9%



Response  :
patients with a history of response or nonresponse to ECT



Suicidality and Mortality



RECOVER study (US):
Blinded 12 month active VNS versus sham stimulation

in very severely treatment resistant depression

RESTORE-LIFE
MDD only, excluding BL 

MADRS score <22
(N=100)

RECOVER 
(N=493)1

Active Sham

Number of failed antidepressant 
treatments*

14.8 (8.4) 13.5 (9.3) 13.0 (7.4)

Number of failed antidepressant medications 11.4 (6.5) 11.5 (8.6) 10.8 (5.7)

Number of patients with prior ECT 88.0% 45.3% 46.7%

MADRS total score (range, 0–60) 32.3 (6.1) 34.2 (4.9) 34.4 (4.8)

QIDS-SR total score (range, 0–27) 18.2 (3.9) 17.4 (3.7) 17.7 (3.4)

Q-LES-Q-SF percent maximum score (range, 
0–100)

33.0 (12.7) 35.9 34.8

Mini-Q-LES-Q percent maximum score 
(range, 0–100)

26.5 (15.0) 28.6 28.9

EQ-VAS 34.8 (21.3) 53.1 (21.6) 53.6 (18.7)

WPAI item 6 score (0-10) 7.6 (1.8) 7.2 (2.0) 7.4 (2.0)

RESTORE-LIFE
MDD only, excluding BL 

MADRS score <22
(N=100)

RECOVER 
(N=493)1

Active Sham
Age, years 48.7 (12.3) 56.0 (14.4) 54.9 (14.0)

Gender
Female 54.0% 69.9% 61.9%
Male 46.0% 30.1% 38.1%

Employed, % 21.0% 26.1% 23.8%
Primary diagnosis, %

MDD, recurrent 82.0% 56.6% 52.5%
MDD, single-episode 18.0% 43.4% 47.5%
Bipolar – – –

Age at onset of first symptoms of depression, 
years

27.5 (13.9) 21.2 (12.0) 21.1 (12.4)

Age at diagnosis of any major mood disorder, 
years

32.1 (13.1) 27.7 (12.7) 27.3 (12.0)

Duration of current MDE, years 7.5 (7.1) 17.3 (15.7) 18.3 (15.6)

Number of prior hospital admissions for mood 
disorder in lifetime

8.5 (8.4) 2.2 (4.0) 1.9 (3.7)

Number of suicide attempts in lifetime 0.9 (1.5) 0.8 (1.4) 0.9 (2.0)



partial response and response rates
(Conway CR et al., Brain Stimulation 2025)

% MADRS partial responders % % MADRS responders



partial response = minimum clinically important difference
(Conway CR et al., Brain Stimulation 2025)

MADRS : blinded central rating
QIDS-C : blinded central rating

• MADRS : blinded central rating

• QIDS-C : blinded central rating

• QIDS-SR : patient rated

• CGI-I : clinician rated
QIDS-SR : patient rated
CGI-I : clinician rated67.5% of patients guessed Rx arm (ON)

53.3% of patients guessed Rx arm (OFF)



integatrive metrics : % time in ….
(Conway CR et al., Brain Stimulation 2025)

Primary endpoint : % time in MADRS response : not significant

MADRS : blinded central rating

QIDS-C : blinded central rating

QIDS-SR : patient rated

CGI-I : clinician rated



Life Enjoyment and Satisfaction and Functioning
(Rush AJ et al., Brain Stimulation 2025)

• MCID : minimal clinically important difference

– (mini) Q-LES-Q : ≥11.89% increase

(how satisfied are you with….?)

– WPAI item 6 : 2 points increase
(how much did your PROBLEM affect your ability to do your 

regular daily activities, other than work at a job?

By regular activities, we mean the usual activities you do, such as work 

around the house, shopping, childcare, exercising, studying, etc.)



tripartite metric
(symptoms, life enjoyment and satisfaction, daily activities) 

Within subgroup with QIDS-C partial response 
at 12 months (as symptomatic MCID) (N=211)

– 65% MCID in 3 domains

– 25% MCID in 2 domains

– 10.0% MCID in 1 domain (symptomatic)

at 12 months, 
62% of all patients had an MCID in at least 1 domain 

MCID : minimal clinically important difference



tripartite metric (QIDS-C, mini-Q-LES-Q, WPAI item 6)

partial response VNS on VNS off P-value

MADRS  PR+ 4.8 4.1 0.04

QIDS-C   PR+ 5.2 4.3 0.009

QIDS-SR PR+ 5.2 4.5 0.06

tripartite metric (0-12) : n domains with MCID (sum of 4 time points)

tripartite metric (0-3) : n domains with MCID

MCID in at least 2 domains

MCID in all 3 domains

MCID in at least 1 domain



comments

+

• Integrative metric

– Closer to clinical reality

• Tripartite metric (multidomain)

– Closer to patient expectations

-

• Primary negative…
secondary exploratory, not confirmatory

• Cut-offs for MCID somewhat arbitrary

• Multiple testing (risk of type I error/false positives)

– 3 symptomatic outcome measures (MADRS, QIDS-C, QIDS-SR) 
(and not WHODAS/EQ-5D-5L)

– Binary metrics (reaching 1, 2, 3 domains)

– 1 domain reaches MCID (0-4 as sum of 4 assessments)

– 1,2 or 3 domains reach MCID (0-12 as sum of 4 assessments)



TREATMENT
-aticaprant-

Magic Cece
(MedChemExpress LLC)



Johnson & Johnson (J&J) is dropping its Phase III major depressive disorder (MDD) 
programme for aticaprant due to 'insufficient efficacy in the target population'.
The VENTURA programme, evaluating the experimental drug as an adjunctive 
treatment for MDD, included five Phase III trials.

There had been a lot of hope for aticaprant, with GlobalData previously 
touting it as the most promising pipeline product for MDD due to its novel 
MOA and focus on anhedonia, a hard-to-treat symptom.

https://www.clinicaltrialsarena.com/news/ March 7, 2025

https://www.clinicaltrialsarena.com/news/


The ‘promise’ of biomarker proof of mechanism (POM) in the

Fast Fail (FAST-MAS) approach:
….impacting the brain circuitry hypothesized to mediate clinical effects….

• NIMH : too many compounds based on targets that should correct a dysfunction contributing to the illness 

fail to show benefits in the later stages of clinical trials

• FAST Program aims to evaluate brain target in early phases of drug development
– Does the compound engage a target in the brain ?

– Does the compound measurably change a feature of brain function ?

• First successful example :
– FAST-MAS (Fast Fail Trials – Mood and Anxiety Spectrum) showed that blocking the kappa opioid receptor 

antagonist (aticaprant = JNJ-67953964, previously CERC-501 and LY2456302) had a significant effect on brain 
circuits involved in reward and pleasure

Krystal AD et al., Nature Medicine 2020



The ‘promise’ of biomarker proof of mechanism (POM) in the Fast Fail (FAST-MAS) 
:

….impacting the brain circuitry hypothesized to mediate clinical effects….

Mean fMRI ventral striatum activation in anticipation of  rewards in the monetary incentive delay task

Krystal AD et al., Nature Medicine 2020



The ‘promise’ of biomarker proof of mechanism (POM) in the

Fast Fail (FAST-MAS) :
….impacting the brain circuitry hypothesized to mediate clinical effects….

Aticaprant in a 8-wk, double-blind, placebo-controlled trial in 
patients with anhedonia and a mood or anxiety disorder :

– Aticaprant significantly increased BOLD activation in the ventral
striatum activation (during reward anticipation) (Monetary
Incentive Delay tasks) compared with placebo

– Aticaprant resulted in higher ability to learn from reward
feedback and in a more sustained preference toward the more 
frequently rewarded stimulus (PRT : Probabilistic Reward Task) 
while resulting in an unaltered EEfRT (Effort Expenditure for
Reward tasks)

– While there was also superiority on the SHAPS and the TEPS 
consummatory subscale, no significant differences were found 
neither for other anhedonia measures nor for clinical
(symptomatic or functional) measures

Krystal AD et al., Nature Medicine 2020; Pizzagalli DA et al. 2020, 



Hesitations on the ‘neurobiological promise’ :
divergence between neurobiological/behavioral and subjective measures

Darrow SM et al., JAD 2023

Imaging
or

Cognitive neuroscience
or

Phenomenologically based questionnaires

Do we believe our eyes, our computer screens or what patients share with us ?



The Tower of Babel story from Genesis 11 describes 
humanity, united with one language, attempting to 
build a city and a tower reaching heaven to make a 
name for themselves. 

God confounded their speech, creating different 
languages and scattering them across the earth, 
halting the construction. 

This event explains the origin of diverse languages 
and serves as a, lesson against human pride



Diagnostic tools / Assessment tools 

• Brain imaging

• Scales / Questionnaires
– Self-rating, Computer Adaptive Testing (CAT, e.g. NIH toolbox) 

• Behavioral computer tests : ‘reward deficits’
- Primary instinctual reward (e.g. food, sex) versus secondary non-instinctual reward (e.g. money)

• e.g. Monetary Incentive Delay task (MID ), Effort Expenditure for Reward (EEfR) 

…do we still have trust in what patients entrust us ?
…are we giving up interpersonal communication for computerized communication ?



Talking about Anhedonia : a Tower of Babel ?
Questionnaires versus Computer tests

• Clinical/Phenomenological Language : interest and pleasure
– Anticipatory and consummatory hedonic tone / sensory (physical) and social hedonic tone /positive affect

• Scales : SHAPS : (?) golden standard :  ‘i would enjoy….’ interest/pastimes, social interaction, sensory experiences, food/drinks’

TEPS, MAP-SR, SLIPS, ACIPS, LAPS, VAS-(an)hedonia, EPDS anhedonia subscale

• Cognitive Neuroscience / Neurobiological Language (in line with RDoC)

– Stimulus, readiness for reward, activating reward association, feedback integration,  energy expenditure to attain 
reward, compute effort/action plan, updating reward presence and value, expectation, motivation, anticipation, 
interest, pleasure/liking 

• Computer tests : Probabilistic Reward Task (PRT), Monetary Incentive Delay task (MID), 
Effort-Expenditure for Rewards Task (EEfRT)

• (Hybrid) Language
• Scale : Dimensional Anhedonia Rating Scale (DARS) :

Combining SHAPS language with reward language : 
subject has to choose 2 activities within the 4 SHAPS domains (interest/pastimes, social interaction, sensory experiences, 
food/drinks) with reward language (reward motivation, reward responsiveness, expected fun, drive)

For an overview : Demyttenaere K et al., 2024 



Assessing anhedonia : Leuven Affect and Pleasure Scale (LAPS) ?

• Sensory anhedonia :
– Having interest in or looking forward to… a good meal or a drink, touching and 

being touched,  a warm and sunny day, smelling the forest or the sea, listening 
to music, walking on the beach, looking at something beautiful... 

– Taking pleasure from or enjoying … a good meal or a drink, touching and being 
touched,  a warm and sunny day, smelling the forest or the sea, listening to 
music, walking on the beach, looking at something beautiful…..

• Social anhedonia : 
– Having interest in or looking forward to contacts with people important to me
– Taking pleasure from or enjoying to contacts with people important to me 



Assessment tools for positive affect / anhedonia

• Scales for measuring positive affect/anhedonia

– PANAS : positive and negative affect, no affiliative positive affect 

– SHAPS : so called gold standard…but ‘i would enjoy….’ ????

– TEPS : only physical anhedonia

– ACIPS/MAP-SR/SLIPS : only social anhedonia

– NIH toolbox : scales on positive affect, life satisfaction, meaning and
purpose, positive social development, companionship, social support

– DARS : Dimensional Anhedonia Rating Scale : interest, motivation, effort, enjoyment
for 4 domains (hobbies, social activities, food/drinks, sensory experiences)

– LAPS anhedonia subscale : physical and social anhedonia / anticipatory and consummatory

– LAPS positive affect subscale : activated/deactivated pos. affect, affiliative pos. affect (caring, loving, secure, safe) 

– EPDS anhedonia subscale : 2 items (EPDS has 3 subscales : anhedonia, anxiety, depression)



When psychiatrists try to build a city and a tower
reaching heaven in Shinar (Babylon) ….

• The so-called MADRS anhedonia subscale : 

– 5 items (apparent sadness, reported sadness, concentration
difficulties, lassitude, inability to feel)



When psychiatrists try to build a city and a tower
reaching heaven in Shinar (Babylon) ….

• The so-called MADRS anhedonia subscale : 

– 5 items (apparent sadness, reported sadness, concentration
difficulties, lassitude, inability to feel)



Aticaprant versus Placebo 

Anhedonia (SHAPS) improvement : P= 0.42; ES 0.07

Decrease in MADRS : P= 0.04; ES 0.23

Decrease in MADRS in higher versus lower baseline anhedonia
Higher : P= 0.07; ES 0.36 Lower : P= 0.35; ES 0.07



Differentiation aticaprant-placebo on individual MADRS items

MADRS symptoms



Positive Valence Systems Domain is one of the constructs in 
NIMH Research Domain Criteria (RDoC) project

– Molecules :

• Adenosine, Dopamine, GABA

– Circuits :

• Dorsal ACC, ventral pallidum, ventral 
striatum (nAC), VTA

– Self-report :

• Drive subscale of the Behavioural
Activation Scale (BAS)

– Paradigm (computer task): 

• EEfRT task

domain

construct

subconstruct

NIMH RDoC

Paradigm (computer task):
- Monetary Incentive Delay

Paradigm (computer task)
- Probabilistic reward task

For each subsconstruct : molecules, circuits, genes, self-report, paradigm



From NIMH FAST-FAIL to NIMH RDoC : 
a  bridge too far (???)

Paris J and Kirmayer LR, 2016

1. It uses models from neuroscience that are insufficiently developed

2. It is based on the premise that mental phenomena and mental disorders can be reduced
to neural activity, with consideration of cognition but without consideration of 
experience and social interaction

3. It downplays psychosocial and relational factors in psychopathology and treatment

this failure is also a blow to the domain-based model



THANK YOU ……
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