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Is anosognosia a delusion,
a hegative symptom,
or a cognitive deficit?

Anosognosia is the lack of awareness
of a disabling physical or mental ill-
ness. The term was coined by Joseph
Babinski in 1914 following his obser-
vations that patients with left-side
paralysis due to right hemisphere
stroke do not recognize their hemi-
plegia and strongly deny that there
is anything physically wrong with
their body, or that they need treat-
ment or rehabilitation.

Psychiatrists have long observed
anosognosia in patients with acute psy-
choses such as schizophrenia or mania
who vehemently deny that there is
anything wrong with them, despite
experiencing hallucinations, delusions,
and/or bizarre behavior. They ada-
mantly refuse medical care and often
have to be involuntarily hospitalized to
receive urgently needed medications
they don’t believe they need.

So is anosognosia in schizophre-
nia a fixed false belief (delusion), a
negative symptom, or a cognitive
deficit? Arguments can be made for
any of those 3 options, but the evi-
dence suggests that anosognosia is a
disorder of consciousness, a “meta-
cognitive” deficit, or, as I referred to
it in a previous publication, the loss of
self-proprioception.!

Anosognosia in neurologic
brain disorders

Although right hemispheric stroke is
the most common disease state associ-
ated with anosognosia,? other neuro-
logic disorders can be associated with
anosognosia, including Anton’s syn-
drome of cortical blindness,? traumatic
brain injury,* Wernicke’s aphasia,® mild
cognitive impairment,®and Alzheimer’s
disease” In addition to anosognosia,
those disorders can be accompanied
by indifference to the deficit, which is
referred to as “anosodiaphoria.”

The neuroanatomy of anosognosia
generally implicates right hemisphere
deficits, especially the frontal cortex,
the right parietal lobe, the temporopa-
rietal cortex, and the thalamus. It can
be conceptualized as a disturbance of
“body schema” because all motor and
sensory functions of the body have a
“representation” in brain structure.

Anosognosia in psychiatric
brain disorders

Although schizophrenia is most fre-
quently associated with anosognosia,
other psychiatric disorders also exhibit
this absence of insight. They include
delusional disorder,?® bipolar disorder,’
intellectual disability,® and personality
disorders." In all those psychiatric dis-
orders, there is a lack of self-reflection
(metacognition). At the neuroanatomical



level, most studies have focused on
schizophrenia, and abnormalities have
been described in the frontal and pari-
etal regions. Significant pathology
in the inferior parietal lobe has been
identified in schizophrenia.'”> However,
the right insula, which is connected to
multiple neural circuits,”® appears to
be intimately associated with anosog-
nosia when impaired. The insula also
regulates interoception and a “sense of
self.”* The loss of cortical gray matter
in schizophrenia is most pronounced
in the insula bilaterally. Another neu-
rologic mechanism associated with
anosognosia in schizophrenia is the
default mode network (DMN). The
DMN, which usually is overactive at
rest and is deactivated during a focused
activity, is involved in both insight and
social cognition.’

Measurement of anosognosia
Several rating scales are used to mea-
sure the severity of anosognosia and
the loss of insight. They include:

¢ The Insight and Treatment Attitude
Questionnaire'®

* The Scale to Assess Unawareness of
Mental Disorder"”

* The Beck Cognitive Insight Scale,'®
the only self-administered scale that
measures a patient’s ability to evaluate
their psychiatric beliefs and possibly
modify them

*The Positive and Negative
Syndrome Scale,” which is the gold
standard for measuring the overall
severity of schizophrenia, has only
1 item related to insight within the
16-item General Subscale (G12: Lack of
judgement and insight).

Consequences of anosognosia

Patients with anosognosia neglect
themselves both mentally and physi-
cally and fail to seek or accept medi-
cal attention. Thus, schizophrenia is
associated with many serious and

damaging consequences due to the
lack of self-monitoring or appraising
their health needs. The Table (page
8) summarizes the multiple conse-
quences of anosognosia.

Is anosognosia treatable or
irreversible?

Schizophrenia is well established to be
a heterogeneous syndrome with hun-
dreds of biotypes that share a similar
phenotype of positive, negative, cogni-
tive, mood, and neuromotor symptoms
of variable severities.®® This includes
anosognosia, which has been reported
in 57% to 98% of patients in various
studies.**

So what happens to anosognosia
with antipsychotic therapy? In the
first study that used a long-acting
injectable (LAI) second-generation
antipsychotic (SGA) in first-episode
psychosis to ensure full adherence,
Emsley et al® reported a 64% remis-
sion rate after 2 years of treatment, and
observed that many patients regained
their insight after several months of
uninterrupted antipsychotic pharma-
cotherapy. This suggests that avoiding
psychotic relapse with uninterrupted
antipsychotic therapy with LAIs may
help restore insight. I have personally
witnessed reversal of anosognosia in
patients with first-episode schizophre-
nia whom I treated with LAI SGAs
continuously for several years; these
patients not only regained insight into
their illness but were able to return to
college or to work.

There is also evidence that stroke
patients with left-side hemiplegia,
or patients with cortical blindness
(due to calcarine cortex damage sec-
ondary to posterior cerebral artery
infarct), who paradoxically deny being
blind due to anosognosia, do regain
their insight after several months.
Cognitive-behavioral therapy (CBT)
and adherence therapy, as well as
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hemisphere pathology
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Consequences of anosognosia
in schizophrenia

Refusing hospitalization for psychosis,
which is associated with neurotoxicity,
leading to a longer duration of untreated
psychosis and significant gray and white
matter loss (via neuroinflammation and
oxidative stress)

Poor treatment adherence, leading

to recurrent psychotic relapses, with
progressive neurodegeneration and brain
atrophy

Treatment resistance due to frequent
psychotic relapse and structural brain
changes after each psychotic episode

Increased utilization of health care,
especially emergency care

High risk of suicide, especially early
after onset

Increased risk of aggressive behavior and
violence towards others

Functional disability (school or work)

Incarceration due to psychotic behavior
during relapses

Homelessness

Early mortality due to neglect of physical
health, and lack of response to physical
cues of illness

psychoeducation, can help in revers-
ing anosognosia. Bilateral electro-
convulsive therapy has been reported
to improve insight in schizophrenia.
Transcranial magnetic stimulation
over the posterior parietal cortex has
been reported to restore insight in
patients with visuospatial neglect due
to a stroke. However, more research
targeting anosognosia along with psy-
chotic symptoms is needed. It should
be noted that patients with bipolar
disorder who have anosognosia dur-
ing the manic phase of their illness
do have insight when they switch to a
depressed phase,” which suggests that
anosognosia is reversible in bipolar
disorder and is phase-dependent (ie, a
state, not a trait, variable).

A symptom of impaired
consciousness
Alargebody of evidence links lesions in
the right hemisphere to delusion and to
anosognosia.** Gazzaniga and Miller®
published a book chapter with the
provocative title “the left hemisphere
does not miss the right hemisphere.”
Such right-hemisphere lesions can
lead to a disruption of consciousness,
leading to anosognosia. Schizophrenia
is a pervasive brain syndrome involv-
ing multiple brain regions and a wide
range of clinical symptoms ranging
across psychotic as well as negative
and cognitive domains. Anosognosia
can be conceptualized as a psychotic
symptom (delusion), a negative symp-
tom (self-monitoring deficit), or a cog-
nitive failure. However, anosognosia in
schizophrenia can be best understood
as a symptom of impaired conscious-
ness and self-pathology,® where the
brain fails to process and recognize
one’s mental function, which culmi-
nates in faulty reality testing.
Schizophrenia is a neurologic syn-
drome associated with numerous
psychiatric manifestations, and anosog-
nosia is one of its fundamental initial

symptoms.
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Henry A. Nasrallah, MD
Editor-in-Chief
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