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Introduction: Cognitive distortion is a central feature of depres-
sion, encompassing dysfunctional personality styles and atti-
tudes, and negative thinking. One of the cognitive schemas
characteristics of depressed individuals is the tendency to over-
estimate causal responsibility for negative events, but not for
positive ones. Total sleep deprivation (TSD) has been shown to
cause rapid and sustained antidepressant effects in depressed
patients and to revert the biased self description present in these
patients.
Objectives: The aim of the study was to investigate if TSD treat-
ment would change cognitive distortion in a sample of patients
diagnosed with major depressive disorder (MDD).
Methods: Seven patients with MDD (all females), completed the
Cognition Questionnaire (CQ) to assess cognitive distortions and
were assessed before and after TSD treatment. TSD protocol
involved three cycle of sleep deprivation, each one lasted 36 hours
and was followed by a night of recovery sleep. Light therapy was
administered for 30 minutes at 3 am during waking nights and in
the morning after the recovery sleep.
Results: A significant reduction of the depressive symptomatology
was observed at both objective (Hamilton depression rating scale
-HDRS F=9.85, p=0.008) and subjective (Beck depression Inven-
tory – BDI F=54.73, p<0.001) measures. Investigating the 5 dimen-
sions assessed through the CQ, we observed that the reduction of
the dimension “attribution of causality” ( r=-7707, p=0.043) and
the total CQ score (r=-.8865, p=0.008) after TSD were significantly
associated with the reduction of depressive symptomatology as
measured by the BDI.
Conclusions: This is a preliminary study on the effect of TSD
treatment on cognitive distortion in MDD. TSD treatment
improved not only clinical symptoms but also cognitive distortion.
Our preliminary findings suggest that TSD could be added to
antidepressant treatment to rapidly improve the depressive symp-
tomatology and cognitive distortion which may hamper the com-
pliance with pharmacologic treatments and consequently the
reduce the possibilities of a favouble outcome of pharmachologic
interventions.
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Introduction:Dissociative experiences are considered typical eske-
tamione’s side effects. Several investigations have have shown that
ketamine/esketamine-induced dissociation may be linked to
improved responsiveness, although other studies have not sup-
ported this association. Despite these controversial findings, it’s
possible that dissociative experiences are crucial to the antidepres-
sant effects, at least in specific subtypes of depression. In fact,
current understanding of the therapeutic potential of ketamine
(the anaesthetic from which esketamine is derived) converges on
the so-called “relaxed prior hypothesis”, suggesting that glutama-
tergic blockade up-weights bottom-up surprising somatosensory/
affective states. Consequently, ketamine improves short-term plas-
ticity in depression by enhancing sensitivity to interoceptive sig-
nals.
Objectives: This study describes and discusses two case studies in
which the experience of esketamine dissociation was particularly
effective in enhancing antidepressant effects.
Methods:We selected 2 case studies for their paradigmatic descrip-
tion of “depersonalised depression” (Entfremdungsdepression).
Patients were interviewed both 4 weeks before and at the peak of
esketamine effects during a 6-month treatment. Following a neu-
rophenomenological approach, we combined subjective reports
from unstructured clinical interviews with review of previous
objective neuroimaging results and neurocomputational models
to elucidate the relationship between esketamine’s effects and
interoceptive sensitivity. Patients were administered the HAM –

D at T0 and T6 and the Dissociative Experience Scale (DES-II) and
the Structured Clinical Interview for Depersonalization-
Derealization Spectrum (SCI-DER) at T0.
Results: According to our observations, esketamine-induced dis-
sociationmay be particularly effective in the depersonalised depres-
sion subtype, in which interoceptive awareness and interaffectivity
are significantly impaired. In particular, disembodiment may sus-
pend previously acquired patterns of feeling, perception and behav-
iour. As previously described by Richard Yansen, ketamine disrupts
the assertion of bodily tensions so that they cannot tighten in the
way they used to tighten, and they cannot hold back emotionally in
the way they used to hold back: thenmany of the feelings behind the
armour can pour out with a softening, cathartic release. Our patient
D.P. sketches this phenomenon nicely when he says that “esketa-
mine makes you change your own personal attitude, your own
grammar”.
Conclusions: Consistent with previous findings, we suggest that
esketamine-induced disembodiment allows for a temporary win-
dow of psychological plasticity and heightened sensitivity with the
body regaining its permeability to affective affordances. Future
research should address the relationship between esketamine-
induced disembodiment, sensitivity to interoceptive signals, and
depression outcomes.
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