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Case Study

ABSTRACT

Aims: Presentation of a case of severe delirious mania with resolution of delirium after treatment
with donepezil.

Presentation of Case: KA was a 44 y/o Australian female with a history of bipolar affective
disorder with psychotic manic episodes. Two weeks prior to her psychiatric admission she was
admitted to a medical ward after an overdose (OD) of acetaminophen. On review, it appeared that
this OD may have been the beginning of an unrecognized delirious mania. The patient was sent
home and returned 2 weeks later for a prolonged psychiatric admission with multiple medical
comorbidities. Psychiatric management and medical care were provided in intensive settings and
despite adequate treatment and improvement in mood symptoms, her delirium did not resolve.
Immediately upon institution of donepezil, her delirium resolved. After a period of stability,
donepezil was stopped. Her delirium returned and donepezil was reinstituted with resolution of
normal cognitive function.

Discussion: The DSM 5 criteria for Delirium and some inherent difficulties using these criteria are
discussed. A review of the literature of delirious mania is presented which shows unresolved
controversies but an evolving recognition of this disorder. A Cochrane Review shows no benefit in
the use of acetylcholinesterases in the treatment of delirium. However, the multiple etiologies and
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management.

pathological processes involved in delirium may require unique and individual recognition and

Conclusion: This case suggests that the use of donepezil is strongly recommended in the
treatment of delirious mania. Further study is required to clarify in this challenging disorder.
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1. INTRODUCTION

The authors have had a lifelong interest in both
bipolar disorder and delirium. A patient they
treated with schizoaffective disorder and delirium
required a 9-month admission and responded
to addition of donepezil 5 mg at bedtime.
(Unpublished data). This stimulated an interest in
the use of donepezil in the treatment of delirious
mania.

2. PRESENTATION OF CASE

KA was a 44 yl/o Australian female with a
Samoan mother and German father. She was
single, had a daughter and granddaughter and
lived with her mother. She had a history bipolar
affective  disorder with manic episodes
associated with psychotic features. She had a
recent medical admission with impaired liver and
renal function following an overdose of
acetaminophen. She was treated for one week,
sent home and returned two weeks later in a
persisting delirious state that had gone
unrecognized by her doctors. She suffered
from diabetes mellitus, hypertension,
gastroesophageal reflux disorder and had a
longstanding right-sided foot drop. On admission
to the Psychiatric Intensive Care Unit (PICU) she
was delirious, disorganized, agitated, and
responding to internal stimuli. She was yelling,
screaming, throwing herself on the ground and
smearing faeces. After arriving at the hospital,
she fell and a neurological exam and
computerized tomography (CT) of the head were
normal. She required seclusion to provide
immediate medical management of her diabetes
and a urinary tract infection. Medication that had
been effective in the past was started including
guetiapine 200 mg every morning and 300mg at
bedtime and amisulpride 100mg every morning
and 200 mg at bedtime. A consult was
obtained with the psychiatrist supervising
electroconvulsive therapy (ECT) who
recommended against it. Lithium 500 mg at
bedtime was then initiated and increased to 500
mg BID with a level of 1.1 mmol/L. As a result of
uncontrolled aggression, she required an
injection of Acuphase 150 mg (zuclopenthixol

acetate, a conventional antipsychotic that causes
sedation for 3-5 days). She was transferred to a
medical ward when her blood pressure fell to
83/50 and while on this unit she was given
haloperidol and developed severe extra
pyramidal symptoms. Her QTc was followed
regularly because of the risk of using multiple
antipsychotics and fluctuated between 478-491.
When she returned to PICU, she was screaming,
pacing and attempted to assault the staff.
Haloperidol was stopped, olanzapine was titrated
up to 30 mg daily, lithium continued and because
of minimal improvement, sodium valproate was
started at 20 mg/kg, then 30 mg/kg. Her serial
clock drawings were bizarre and disorganized
and her Mini Mental State Examination (MMSE)
remained around 21/30.

She was admitted in mid-November and was still
in the hospital over the holiday season. On New
Year’s Day she impulsively left the ward without
permission to celebrate at a nearby casino and
returned with an elevated blood alcohol level.
Her cognitive function continued to be impaired
despite treatment with two mood stabilizers and
two antipsychotic medications. Donepezil 5 mg at
bedtime was added to her treatment empirically
and she showed a dramatic improvement with a
MMSE score of 29/30, a perfect clock drawing
and normal short term memory. Lithium and
sodium valproate were adjusted, olanzapine was
discontinued due to her diabetes and amisulpride
was increased to 800 mg at bedtime. Her manic
symptoms abated and she agreed to an
implanon birth control device (showing improved
insight). Since her manic episode appeared to
have resolved, donepezil was discontinued.
However, her cognition immediately deteriorated
and donepezil was reinstituted with rapid
stabilization. She continued to improve and after
successful overnight leave with family she was
discharged home.

3. DISCUSSION

Delirium is a complex neuropsychiatric syndrome
with  fluctuating symptoms that is poorly
recoghized. It may go unrecognized 95% of the
time with 1/3 to 2/3 of psychiatrists and



neurologists failing to diagnose it. This is
particularly alarming because in inpatients
delirium is associated with a 5.5 times increased
risk of mortality (22-75% of patients) [1].

In the authors’ opinion delirium suffers from the
‘Dot Point Mentality’, the reduction of a complex
syndrome into a list of symptoms that fail to
convey an adequate understanding of the
disorder. The DSM-5 criteria include: “A. A
disturbance in attention (i.e., reduced ability to
direct, focus, sustain and shift attention) and
awareness (reduced orientation to the
environment). B. The disturbance develops over
a short period of time (usually hours to a few
days), represents a change from baseline
attention and awareness and tends to fluctuate in
severity during the course of the day. C. An
additional disturbance in cognition (memory
deficit, disorientation, language, visuospatial, or
perception). D. The disturbance in Criteria
A and C are not better explained by
another pre-existing, established, or evolving
neuropsychiatric disorder and do not occur in the
context of a severely reduced level of arousal,
such as coma. E. There is evidence from the
history, physical examination, or laboratory
findings that the disturbance is a direct
physiological consequence of another medical
condition, substance intoxication or withdrawal
(i.e., due to a drug of abuse or to a medication)
or exposure to a toxin, or is due to multiple
etiologies.” [2] Awareness, for example, is a
concept that philosophers, theologians and
physicists grapple with in endless discourse. We
believe a reductionist approach leaves most
clinicians disadvantaged in their attempts to
understand the fundamental nature of delirium.

The descriptions of Lipowski [3] in his textbook
on delirium are elucidating. He describes the
following concepts: 1) the highest integrative
functions of the brain are disorganized and
render a patient incapable of thinking and acting
in a goal-directed manner. 2) Global cognition is
impaired including thinking, remembering and
perceiving along with an increasing difficulty in
focusing and maintaining attention. 3) The
patient’'s grasp of their situation is faulty with a
reduced capacity to act in a purposeful manner
and instead they show erratic behaviour
interfered with by cognitive distortions and poorly
controlled impulses. 4) There is an intrusion of
dream-like thinking into ordinary consciousness
with patients frequently awakening at night from
dreams that continue as hallucinations and
delusions which patients accept as real. Since
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patients are usually disoriented and not making
sense of their surroundings, they often try to go
home where they believe they will feel safe.

Lipowski [3] identified the general cause of
delirium as a dysfunction of the Reticular
Activation System, an area predominantly
controlled by acetylcholine. More recent studies
have identified abnormalities: in the right
prefrontal cortex (that may explain difficulty
making sense of novel situations and be
associated with psychotic symptoms due to an
increase in right-sided dopamine release), in the
superior right posterior parietal area (that impairs
attention to both the self and environment), in the
ventromedial temporal parietal fusiform cortex,
the lingual gyrus, the basal ganglia, the
right anterior thalamus and the thalamic-
subcortical and temporolimbic-frontal-subcortical
connections that contribute to disorganization of
mental information and behaviour, visuospatial
impairment, psychotic  experiences  and
emotional arousal. [1] In delirium, overall, right
brain dysfunction is prominent with impaired
visual attention and visual memories. This
means that the Clock Drawing and Trail Making
Test which measure right hemisphere function
are more effective screening measures than the
MMSE which assesses left-brain function [1].

Delirious Mania was first described by Calmiel in
1832 and Luther Bell provided the first
comprehensive description in 1849 in 40 patients
out of 1700 consecutive admissions to McLean
Hospital. Kraepelin categorized mania into 3
categories in 1921: acute, delusional and
delirious [4]. Klerman proposed staging of mania
form normal, neurotic, hypomanic, manic and
delirious viewing the severity as a progression

[5].

Unfortunately, delirious mania has been
described in a variety of way with different terms
that may not relate to the same phenomena. The
following topics summarize both historical and
current understanding:

1) Bell's mania identified in 1934 was also
called typhomania, acute delirious mania,
delirium grave, acute delirium, specific
febrile delirium and collapse delirium. Bell
described a sudden onset, exceedingly
great over activity, a marked
sleeplessness, a great push of speech
with statements disconnected due to
rapidity of flow, disconnected and
poorly systematized delusions, transient



2)

3)

4)

5)

6)

7

8)

9)

hallucinations bordering on illusions, and
the appearance of confusion that was not
always consistent. Fatal outcome resulted
in % of cases in 3-6 weeks’ time due to
cardiovascular failure [4].

In contemporary reports Lee et al
described excitement, altered
consciousness with and without catatonia,
lethal catatonia, malignant catatonia,
excited catatonia and delirious catatonia
[6]. These and other investigators warn
that catatonic delirious mania can be life-
threatening and advise that it responds
well to ECT and benzodiazepines. Propofol
has been suggested as an alternative for
overly agitated patients who refuse ECT.
[6,7].

Mash describes the Excited Delirium
Syndrome (ExDS) first identified with the
cocaine epidemic also associated with
methamphetamine and designer cathinone
abuse [8].

Bipeta and Khan describe delirious mania
as excitement, grandiosity, emotional
lability, psychosis, insomnia, altered
consciousness and disorientation. They
estimate that 5-20% of patients with bipolar
disorder suffer from delirious mania. They
present a cogent argument for accepting
the concept of delirious mania [9].

Delirious mania has been recognized after
a cerebrovascular accident (CVA) [10].
Sampson et al completed an RTC after
total hip replacement in 33 patients that
showed donepezil did not significantly
decrease the incidence of delirium [11].
Delirious mania has been recognized as a
cultural phenomenon in the presentation of
“Jinn Possession” in a Pakistani patient
[12].

Donepezil has been suggested primarily in
case reports to benefit cognitive
impairment in some patients following
traumatic brain injury (TBI) [13,14].
Injuries involving the right hemisphere
particularly basoventral, anterior temporal,
orbitofrontal, caudate and thalamus are
associated with the development of mania.
This right-sided association is recognized
but bilateral lesions are more common.
[14] The recognition of delirious mania
remains a potential consequence of TBI.

A Cochrane Review of the use of
Cholinesterase Inhibitors for delirium
concluded there was no evidence from
controlled trials to support the efficacy of
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cholinesterase inhibitors in the treatment of
delirium [15].

4. CONCLUSION

Evidence is emerging to support the recognition
of delirious mania as a distinct disorder
associated with bipolar disorder, following CVA
and possibly TBI. There may be diverse
presentations with and without catatonia. This
case presents a compelling argument to support
a trial of donepezil in patients with delirious
mania.
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