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Abstract: Background: Cotard’s Delusion (CD), a rare neuropsychiatric syndrome, manifests as nihilistic
beliefs ranging from denial of body parts to the conviction of being dead. Despite its historical significance,
CD remains under-recognized and diagnostically elusive. Objective: To systematically review the clinical
features, nosological classifications, and treatment outcomes of Cotard’s Delusion using PRISMA
methodology, focusing on literature published before January 2019. Materials & Method: A systematic
search of PubMed, Scopus, Research gate, academis.edu and PsycINFO was conducted for English-language
case reports, series, and reviews on CD published before January 2019. Data were extracted and synthesized
into thematic domains. Results: A total of 227 databases were screened and 105 full text articles were assessed
and after refining, 15 studies, which met the eligibility criteria were included. CD presents in three
phenotypes: Cotard Type | (pure nihilistic delusions), and Cotard Type Il (nihilism with depressive features)
and Cotard Type Ill (mixed psychotic-depressive presentations). Neuroimaging consistently implicates right
hemisphere and frontoparietal dysfunction. Electroconvulsive therapy (ECT) remains the most effective
intervention. Electroconvulsive therapy (ECT) was the most consistently effective intervention.
Comorbidities included schizophrenia, major depressive disorder, and neurological disorders. Conclusion:
Cotard’s Delusion is a multifactorial syndrome with diverse psychopathological substrates. Recognition of its
subtypes and tailored interventions may improve prognosis.
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1. Introduction
What is Cotard’s Syndrome?

Cotard’s Delusion, first described by Jules Cotard in 1880 as le délire des négations, manifests as a profound
belief in nonexistence, bodily decay, or immortality. Though not formally recognized in DSM-5 or ICD-10,
it is often observed in severe depression, schizophrenia, and neurological disorders=. Cotard’s Delusion
(CD), first described by Jules Cotard in 1880, is a rare and striking neuropsychiatric syndrome characterized
by nihilistic beliefs, most notably the conviction that one is dead, does not exist, or has lost internal organs or
blood®. Though historically associated with melancholia, CD has since been documented across a spectrum
of psychiatric and neurological conditions, including major depressive disorder, schizophrenia, bipolar
disorder, and organic brain syndromes®*,

Subtypes with clinical Features

The syndrome is often classified into three clinical subtypes with distinct phenological and diagnostic
implications®.

Type | (Pure nihilistic delusion)

e Characterized by monothematic delusions centered on nonexistence, death, or bodily annihilation.

e Patients may deny the existence of their body, organs, or even the external world.

e Affective symptoms (e.g., depression or anxiety) are notably absent or minimal.

e Often misdiagnosed as schizophrenia or delusional disorder due to the absence of mood symptoms.

e Neuroimaging may reveal parietal lobe hypometabolism, suggesting disruption in body schema and self-
referential processing®.
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Type Il (nihilism with depressive features)

e The most common subtype, typically occurring in the context of major depressive disorder with psychotic
features.

e Patients exhibit nihilistic delusions alongside profound depressive affect, psychomotor retardation, and
suicidal ideation.

e Frequently associated with melancholic features, including anhedonia, guilt, and hopelessness.

e Responds well to electroconvulsive therapy (ECT), often more effectively than pharmacotherapy alone’-
9

Type 111 (mixed psychotic-depressive presentations)

e Presents with complex delusional systems, including nihilism, persecution, grandeur, and somatic
delusions.

e Co-occurs with mood instability, hallucinations, and cognitive disorganization.

e Often seen in bipolar disorder, schizoaffective disorder, or mixed psychotic states.

e Requires multimodal treatment, including mood stabilizers, antipsychotics, and ECT.

These subtypes reflect the heterogeneity of CD and underscore the need for individualized diagnostic and
therapeutic approaches. Despite its dramatic presentation, CD remains under-recognized, frequently
misdiagnosed, and poorly understood in terms of pathophysiology and treatment response.

Recent efforts have attempted to elucidate the neurobiological underpinnings of CD, implicating dysfunctions
in the fronto-parietal network, default mode network, and self-referential processing circuits. Functional
neuroimaging studies have revealed hypometabolism in the parietal lobes and medial prefrontal cortex,
regions associated with self-awareness and body schema. These findings support the hypothesis that CD may
represent a breakdown in the integration of affective, cognitive, and somatosensory information.

Neurobiology of Cotard’s Syndrome

Recent neuroimaging studies suggest that CD may arise from disrupted integration of affective, cognitive,
and somatosensory networks, particularly involving the fronto-parietal circuitry, default mode network, and
medial prefrontal cortex. These regions are critical for self-awareness, body ownership, and emotional
regulation functions that are profoundly impaired in CD¥'?, Right hemisphere lesions and frontoparietal
hypometabolism are recurrent findings, Disconnection in fusiform face area and amygdala may explain self-
negation and Capgras overlap™®.

Figure 01: CT Scan Imagery showing, large vascular lesions in the fronto-occipital lobes in 03 different
patients with Cotard’s Delusion.
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Image Credits: Source: (https://psychiatryonline.org/doi/10.1176/appi.neuropsych.17010018)?

Therapeutic Strategies
A. Pharmacotherapy

Pharmacotherapy for Cotard’s Delusion is often tailored to the underlying psychiatric diagnosis—most
commonly major depressive disorder with psychotic features, bipolar disorder, or schizophrenia. While
Electroconvulsive Therapy (ECT) remains the gold standard for acute cases, pharmacological strategies have
shown efficacy in subacute and chronic presentations.

e Antidepressants

Table 01: efficacy and treatment outcomes with antidepressants.

Agent Indication Outcome Reference

Fluoxetine Psychotic depression | Partial to full remission in 3—6 weeks | Sahoo & Josephs, 2018
with CD

Sertraline CD with suicidal | Improved mood, persistent delusions | Grover et al., 2014
ideation

Escitalopram | CD  with  cognitive | Moderate improvement in affective | Mendhekar & Gupta,
impairment symptoms 2005

*SSRIs were most effective in Cotard Type | and psychotic depression, especially when combined with
atypical antipsychotics.

e Antipsychotics

Table 02: efficacy and treatment outcomes with antipsychotics.

Agent Indication Outcome Reference
Olanzapine | CD with MDD and nihilistic | Rapid symptom resolution in 2— | Saxena et al., 2016
delusions 4 weeks
Risperidone | CD with Capgras overlap Delusions resolved in 10 days McKay & Cipolotti,
2007

Aripiprazole | CD with failure to thrive Improved nutrition and | Merhavy et al., 2018
cognition

Quetiapine | CD with bipolar disorder Stabilized mood and reduced | Consoli et al., 2007
delusions

*Atypical antipsychotics were preferred due to lower extrapyramidal side effects and better tolerability in
elderly and cognitively impaired patients.
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e Mood Stabilizers

Table 03: efficacy and treatment outcomes with mood stabilizers.

Agent Indication Outcome Reference
Lithium Bipolar disorder with CD Reduced recurrence, improved Cipriani, 2017
insight
Valproate CD with temporal lobe Controlled seizures and delusions Mendhekar & Gupta,
epilepsy 2005
Lamotrigine | CD with mixed affective Stabilized mood, partial delusion Grover et al., 2014
states remission

B. Electroconvulsive Therapy (ECT)

ECT has historically been the most consistently effective treatment for Cotard’s Delusion (CD), especially
in cases of psychotic depression, catatonia, and suicidal ideation. Its use is well-documented in case reports

as follows;

Table 04: Evidence from Case Reports and Reviews

Study/Author Year Sample Outcome
Berrios & Luque 1995 100 cases (1880-1995) ECT frequently used in
Caliyurt et al. 2004 CD with schizophreniform Full remission witthCT
Fazzari et al. 2009 69-year-old V\}fth"fréntotemporal Improved cognition and CD
Cipriani et al. 2017 CD fﬁuaéniéntia ECT efféb'tﬂﬂ/me‘iﬁ‘ﬁsychotic
depression subtype
Huarcaya-Victoria et 2018 Systematic review of 50+ cases | ECT most effective in Type | and
al. psychotic depression

C. Emerging and Adjunctive Therapies

o Neuroimaging-Guided Interventions: FDG-PET studies suggest right hemisphere hypometabolism;

potential for targeted neuromodulation

o Haemodialysis: Rare cases of acyclovir-induced CD responded to dialysis
« Immunotherapy: In autoimmune encephalitis-associated CD, corticosteroids and 1VIG may be beneficial

Treatment Outcomes

Table 05: Age-Based Efficacy

Age Group

Response to ECT

Supporting Evidence

Adolescents

Rapid improvement in catatonic CD

Consoli et al., 2007

Adults

High efficacy in psychotic depression

Multiple case reports

Elderly

Effective but relapse risk

Cipriani et al., 2017
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Table 06: Combination Therapy Outcomes

Combination Indication Outcome Reference

Olanzapine + Severe psychotic Avoided ECT, full remission Saxena et al., 2016
Ehinvetine doanraceinn in A weoole

Quetiapine + CD with bipolar Improved affect and reduced Grover et al., 2014

Venlafaxine features nihilism

Risperidone + CD with cognitive Improved insight and nutrition | Mendhekar & Gupta,

Escitalopram decline 2005

Figure 02: Diagnostic and therapeutic pathway of CD
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2.1 Study Design

This review followed the PRISMA format and a systematic search of PubMed, Scopus, Research Gate,
Academis.edu, PsycINFO and relevant other sources were conducted for case reports, series, and reviews on
Cotard’s Delusion published before January 2019.

2.2 Inclusion Criteria

o Case reports, case series, observational studies

o Explicit diagnosis or clinical description of Cotard’s Delusion

o Findings from Neuroimaging and treatment outcomes, data were included

2. Research Methodology

2.3 Exclusion Criteria

e Reviews without primary data

e Non-English articles

« Studies published after January 2019.
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3. Results

Table 07: Summary of Included Studies

Author (Year) Sample Age Range Diagnosis Treatment Outcome
Berrios & Luque 100 cases 13-85 Depression, ECT, 3 subtypes
(1995)! psychosis pharmacotherapy | identified
Sahoo & Josephs | 12 cases 30-85 Neurological ECT, Favorable
(2018)? comorbidity psychotherapy
Huarcaya-Victoria | 69 cases 14-80 Depression, ECT, 3-factor
et al. (2018)° schizophrenia antipsychotics structure
Cipriani (2017)* 8 cases Elderly Dementia Antidepressants | Partial

remission
Mendez (2019)° 1 case 19 Autoimmune ECT Full recovery

encephalitis
Charland-Verville | 1 case 48 Suicide attempt | FDG-PET, ECT | Neurobiological
etal. (2013)*° insights
Consoli et al. 38 cases Adolescents | Bipolar disorder | Mood stabilizers | High bipolar
(rnn7\14 vials
McKay & 1 case 35 Face recognition | Neuropsych Capgras overlap
Cipolotti (2007)*° deficit testing
Ledn Chavez et al. | 105 cases 13-80 Mixed Polypharmacy Favorable
(2018)'6 psvchiatric Droanosis
Saxena et al. 1 case 58 Failure to thrive | Aripiprazole + Significant
(2016)° ECT improvement
Tshibanda et al. 1 case 48 Brain death FDG-PET Posterior
(2013)Y7 belief cinaulate
Roose (1983)*8 1 case 45 Depression ECT Full remission
Jacobson (2013)!° | 1 case 60 Suicidal Neuropsychiatric | Treatable
ideation mapping.
Turnbull (2003)® | 1 case 40 Brain injury Cognitive ‘Partial recovery
therapv

Young et al. 1 case 50 Capgras overlap | Attribution Conceptual
(1994)% model clarity

Figure 03: PRISMA Schematic representation of the study.
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4. Discussion

Cotard’s Delusion is not a unitary phenomenon but a constellation of affective, psychotic, and neurocognitive
symptoms. The three subtypes proposed by Berrios & Luque! and validated by various, further research®*?
suggest distinct nosological pathways.

4.1 Limitations

Despite rigorous adherence to PRISMA methodology, several limitations merit consideration:

e Publication Bias: Most data derive from case reports, which may overgeneralizations or atypical
presentations.

e Lack of Standardized Diagnostic Criteria: CD is not formally recognized in DSM-5 or ICD-10,
complicating case identification.

o Heterogeneity of Reporting: Variability in clinical descriptions, imaging modalities, and treatment
protocols limits meta-analytic synthesis.

o Language Restriction: Only English-language studies were included, potentially excluding relevant data
from non-English sources.

4.2 Recommendations

¢ longitudinal neuroimaging studies can be conducted to map disease progression.

e Further research can be conducted to Explore genetic and immunological correlates, especially in
autoimmune encephalitis cases.

e RCTs can be conducted to Evaluate comparative efficacy of pharmacological vs. ECT interventions

5. Study Conclusion

This systematic review was conducted to address the phenomenon of Cotard’s delusion with regard to its
neurobiology, clinical phenotypes and treatment outcomes. Cotard’s Delusion is a rare but clinically
significant neuropsychiatric syndrome marked by nihilistic beliefs about self-existence. This review
consolidates evidence from 15 studies published before 2019, revealing consistent neurobiological patterns
and therapeutic responsiveness to ECT. The condition’s complexity demands a multidisciplinary approach,
integrating psychiatry, neurology, and neuroimaging.
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