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INTRODUCTION
A common description of Cotard’s Syndrome (CS) is the deluded 
conviction that one is dead or non existent. However, Jules Cotard’s 
first account of the “delusion of negations” (1880) was far more 
detailed, with illusions of human disintegration and alteration, 
thoughts of damnation, and delusions and claims of immortality and 
grandeur [1]. On the other hand, it is thought to be a severe form 
of psychosis, hypochondria, or sadness. The illness is uncommon 
and yet not well understood. Cotard offered a classification 
system and multiple theories for the disease, emphasising how 
it differs from traditional persecutory delusions and speculating 
that it might be a form of grandiosity in reverse [2]. Many mental 
or neurological illnesses, including mood disorders, dissociative 
disorders, schizophrenia and other psychotic disorders, infections 
of the Central Nervous System (CNS), cerebrovascular disease, 
CNS neoplasms, and traumatic brain injury, may present with CS 
[3]. People in their middle or later years are usually affected by CS, 
and the typical picture also includes depression, which is present in 
approximately ninety percent of cases reported in the literature [4]. 
It has been suggested that having CS when younger increases the 
likelihood of developing bipolar disorder [5]. CS is commonly linked 
to cognitive inhibition and depression [6]. Usually, antidepressants, 
mood stabilisers, as well as Electroconvulsive Therapy (ECT) are 
used in the medical management of CS [7]. CS is a symptom of a 
number of neurological and mental disorders, although it is not a 
psychiatric diagnosis [8]. One possible cause of CS is valacyclovir 
toxicity [9]. This narrative review aims to provide a comprehensive 
understanding of CS, emphasising its clinical complexity, diagnostic 
challenges, and therapeutic strategies. By delving into the historical 
context, clinical manifestations, neurological aspects, contributing 
factors, and therapeutic approaches, this review sheds light on 
the intricacies of CS and its association with various mental and 
neurological disorders. Furthermore, it underscores the importance of 
ongoing mental health assistance and interdisciplinary collaboration 
in effectively managing CS across its different stages. This review, 
hopes to contribute to a deeper appreciation and awareness of CS 
among clinicians and researchers, ultimately facilitating improved 
diagnosis and treatment outcomes for individuals affected by this 
rare and enigmatic syndrome.

Search Methodolgy
The search methodology employed for this narrative review 
involved a comprehensive exploration of academic databases, 
including PubMed, Google Scholar, PsycINFO, and Scopus. 
Keywords related to CS and its various aspects, such as clinical 
manifestations, neurological aspects, contributing factors, and 
therapeutic approaches, were utilised to retrieve relevant literature. 
Boolean operators such as “AND” and “OR” were used in the 
search strategy, encompassing terms such as “CS,” “Cotard’s 
delusion,” “walking corpse syndrome,” “psychosis,” “depression,” 
“neurological aspects,” “therapeutic strategies,” “treatment,” and 
“diagnostic challenges.”

Additionally, the reference lists of identified articles and relevant 
review  papers were scrutinised for additional sources to ensure 
a thorough review of the topic. The search was not restricted 
by publication date, but emphasis was placed on recent studies 
to encompass the latest developments in understanding and 
managing CS.

The CS is characterised by the false assumption that one is dead, 
nonexistent, decaying, or has lost vital organs or blood [10,11]. It is 
also referred to as walking corpse syndrome or Cotard’s delusion. 
The signs and symptoms of CS appear in three phases [12]. The 
germination stage includes symptoms like hypochondria and 
psychotic sadness [1]. The syndrome peaks during the blooming 
period, resulting in illusions of denial [13]. The next stage is called 
chronic, and it is characterised by clinical sadness and severe 
delusions that do not go away [13].

Neurological aspect of Cotard’s Syndrome (CS)
The CS patients disregard their physical and personal cleanliness 
and isolate themselves from others. The patient’s warped perception 
of the outside world results from delusions of self-negation, which 
hinder their ability to make sense of their surroundings [6]. Perceptions 
of negation like this are typically associated with schizophrenia [3]. 
While powerful delusions of negation are similar to those observed 
in schizophrenia patients, hallucinations are not necessary for the 
identification of CS [14]. Delusional misidentification issues may be 
related to the underlying neurophysiology and psychopathology 
of CS [15]. Neurologically, denial of self and Capgras delusion are 
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ABSTRACT
This narrative review explores Cotard’s Syndrome (CS), a rare psychiatric condition characterised by delusions of death or non-
existence, originally described by Jules Cotard in 1880. The syndrome presents a complex clinical picture, encompassing grandiosity, 
damnation, and physical breakdown. Despite its historical origins, CS remains poorly understood and often misdiagnosed. This 
review  elucidates the clinical complexity, diagnostic challenges, and therapeutic strategies associated with CS. It highlights the 
neurological  aspects, such as delusional misidentification and negation, shedding light on underlying mechanisms. Treatment 
approaches,  including pharmacotherapy, Electroconvulsive Therapy (ECT), and psychotherapy, are discussed, emphasising the 
importance of ongoing mental health support across the illness’s stages. The review draws from a comprehensive search methodology, 
encompassing diverse scholarly sources, to provide a nuanced understanding of CS. By increasing awareness among clinicians 
and researchers, this review aimed to improve diagnosis and treatment outcomes for individuals affected by this enigmatic syndrome.
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The prognosis may be less favourable for individuals with severe or 
treatment-resistant cases of CS [23].

Therapeutic Approaches for Cotard’s Syndrome (CS)
Antidepressants, antipsychotics, and mood stabilisers are examples 
of pharmaceutical treatments that have proven effective in treating 
CS [27]. Pharmacotherapy is less successful in treating depression 
in CS patients than ECT [28]. A successful course of treatment 
justifies discontinuing valaciclovir [9]. Haemodialysis has been 
linked to prompt clearance of CMMG and symptom relief [3]. 
Some examples of combination therapy using imipramine and 
risperidone have shown therapeutic effectiveness, although ECT 
is the most extensively documented treatment technique in the 
literature [29]. Left hemisphere lesions may co-exist with CS, and 
ECT may be the initial treatment for individuals with psychotic illness 
[30]. CS is typically treated with supportive care, medication, and 
psychotherapy. It is crucial to address underlying mental health 
issues such as depression during the germination stage. Doctors 
may prescribe antidepressants, such as Selective Serotonin 
Reuptake Inhibitors (SSRIs), during the germination stage of CS 
[5]. ECT and Cognitive-Behavioural Therapy (CBT) have been used 
to address erroneous thought processes and relieve symptoms 
during the blooming stage of CS, where delusions of denial are 
prominent [31]. Sustained mental health care is crucial during the 
chronic phase, often combining medication and psychotherapy 
[32]. The treatment of persistent depression and recurrent delusions 
associated with CS requires the support of family members, close 
companions, and healthcare professionals. Treatment approaches 
for CS are described in [Table/Fig-3] [3,5,27,29-32].

The CS is a rare psychiatric condition, making epidemiological data 
scarce. Due to its rarity and often misdiagnosed nature, the exact 
prevalence remains uncertain. However, it is believed to occur more 
frequently in individuals in their middle or later years of life [6]. CS is 
often associated with mood disorders, particularly depression [5]. 
Moreover, having CS at a younger age is associated with a higher 
likelihood of later acquiring bipolar disorder [6].

Clinical Manifestations and Contributing Factors of 
Cotard’s Syndrome (CS)
Similar to schizophrenia, CS is typically found in patients who  are 
psychotic. It is also present in brain tumours, derealisation, migraine 
headaches, and severe depression [21]. Lesions in the parietal 
lobe are  linked to CS [22]. CS patients have a higher incidence 
of brain shrinkage, particularly in the median frontal lobe [23]. 
Adverse physiological reactions to drugs (such as acyclovir) and 
their prodrug precursors (such as valaciclovir) have also been 
linked to CS in patients [24]. The primary acyclovir metabolite, 
9-Carboxymethoxymethylguanine (CMMG), can be found in  high 
concentrations in the serum during CS [25]. If the dosage of 
acyclovir is reduced in CS patients with compromised renal function, 
they have a  risk of experiencing delusional symptoms regularly [9]. 
Haemodialysis is helpful in curing delusions of CS [15]. CS patients 
may find it hard to comprehend that they have fewer organs, a 
malformed body, and that their condition is linked to a more severe 
form of depression [26]. The symptoms of CS and associated 
factors are mentioned in [Table/Fig-2] [15,21-26].

The prognosis of CS can vary depending on several factors, 
including the underlying cause, the severity of symptoms, and the 
individual’s response to treatment [4]. In some cases, CS may be a 
symptom of an underlying neurological or psychiatric disorder such 
as schizophrenia, depression, or bipolar disorder [3]. If the underlying 
condition is effectively treated, the symptoms of CS may improve or 
resolve [2]. However, for individuals with primary CS, where it occurs 
without a clear underlying cause, the prognosis can be more complex 
[1,25]. Treatment typically involves a combination of psychotherapy 
and medication to address the underlying psychiatric symptoms [3]. 

connected [16]. CS delusions are believed to be caused by neural 
malfunctions in the amygdala, which link emotions to recognised 
faces, and the fusiform face area of the brain, which detects faces 
[17]. Due to neurological separation, the patient feels as though 
the face they are seeing does not belong to the person it should 
belong to [18]. As a result, it lacks the familiarity or recognition 
typically associated with it, leading to derealisation or a detachment 
from the surroundings. If the patient recognises the face they are 
observing, they may perceive it as the face of an imposter [19]. 
When a patient looks in the mirror, they may not associate their face 
with their own identity, leading them to believe that they are dead 
[20]. The psychological and neurological manifestations of CS are 
represented in [Table/Fig-1] [6,15-17,19,20].

Symptoms Description

Delusions of negation of self Warped perception of the outside world [6]

Isolation from others Result of physical and personal cleanliness disregard [6]

Delusional misidentification
Underlying neurophysiology and psychopathology 
connection [15]

Capgras delusion Connected to denial of self [16]

Neural malfunctions
Cause of CS delusions in amygdala and fusiform 
face area [17]

Derealisation
Detachment from surroundings following face 
observation [19]

Fraudulent face perception Recognised face being observed [15,17]

Mirror face dissociation Patient not associating their face with themselves [20]

Death belief Result of mirror face dissociation [20]

[Table/Fig-1]:	 Characteristics of the symptoms of Cotard’s Syndrome (CS) [6,15-
17,19,20].

Conditions/Factors Description

Psychotic symptoms Similar to schizophrenia [21]

Brain tumours Can induce CS symptoms [21-23]

Derealisation Detachment from surroundings [21]

Migraine headaches May be linked to CS [24]

Severe depression Often a co-occurring condition [21]

Parietal lobe lesions Connected to CS development [22]

Brain shrinkage
Higher incidence in CS patients, 
particularly in the median frontal lobe [23]

Acyclovir and valaciclovir reaction Adverse reactions linked to CS onset [24]

High CMMG levels in serum Correlated with CS symptoms [25]

Haemodialysis for acyclovir overdose
Can quickly alleviate delusions in CS 
patients with renal issues [15]

Misconceptions about body and 
organs

Common symptom, difficulty accepting 
body image [26]

[Table/Fig-2]:	 Associated factors of Cotard’s Syndrome (CS) [15,21-26].

Treatment approach Studies/approaches advocating

Pharmacotherapy
Antidepressants (e.g., SSRIs) may be prescribed during 
the germination stage [5]

Few examples of imipramine and risperidone combination 
therapy have shown therapeutic effectiveness [29]

Pharmacotherapy (e.g., antidepressants, antipsychotics, 
mood stabilisers) has proven effective, although less 
successful than ECT [27]

Electroconvulsive 
Therapy (ECT)

ECT is the most extensively documented treatment 
technique in the literature [29]

ECT may be the initial treatment for individuals with psychotic 
illness and left hemisphere lesions [30]

Dialysis
Haemodialysis has been linked to prompt clearance of 
CMMG and symptom relief [3]

Psychotherapy
Cognitive-behavioural Therapy (CBT) has been used 
to address erroneous thought processes and relieve 
symptoms in the blooming stage [31]

Supportive care
Supportive care, including sustained mental health care, is 
crucial during the chronic phase [32]



www.jcdr.net	 Mudit Saxena et al., Cotard’s Syndrome

Journal of Clinical and Diagnostic Research. 2024 Jul, Vol-18(7): VE01-VE03 33

Documenting this review offers readers a comprehensive 
understanding of CS, aiding clinicians in accurate diagnosis and 
effective treatment. By synthesising information from diverse 
scholarly sources, it provides insights into the historical context, 
clinical manifestations, diagnostic challenges, and therapeutic 
strategies associated with CS. The review addresses the often 
misdiagnosed nature of CS, delineates differential diagnoses, and 
explores its neurological aspects, shedding light on underlying 
mechanisms. Furthermore, it discusses various treatment modalities, 
guiding clinicians in formulating tailored treatment plans. As there 
are already numerous publications on CS, this review adds value 
by presenting a contemporary synthesis of knowledge, contributing 
to the existing literature, and ultimately enhancing diagnosis and 
treatment outcomes for individuals affected by this rare syndrome.

CONCLUSION(S)
The CS goes beyond the well-known hallucination of death to 
provide a distinct and intricate clinical picture. Jules Cotard’s 
comprehensive description of the condition in 1880 brought to 
light its complex combination of grandiosity, ideas of damnation, 
and physical breakdown. CS is rare and poorly understood, yet it 
is linked to several neurological and mental disorders. Its exclusion 
from most diagnostic manuals presents a diagnostic challenge. The 
neurological features, such as misidentification and delusions of 
negation, shed light on the underlying mechanisms of the disease. 
ECT, medication, and supportive care are used in combination 
for treatment, with a focus on the value of ongoing mental health 
assistance during the illness’s many stages.
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Combination therapy
Combination therapy involving medication and psychotherapy 
is frequently used during the chronic phase [32]

[Table/Fig-3]:	 Treatment approaches for Cotard’s Syndrome (CS) [3,5,27,29-32].
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