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Clinical Case Report

The conundrum of prolonged delirium

P. THUKRAL, S. SONAVANE, N. SHAH, G. KALRA, A. DESOUSA

ABSTRACT
Withdrawal delirium in alcohol dependence usually lasts 48 to
72 hours. However, certain factors can prolong delirium. We
report a 39-year-old man with long-standing alcohol use who
presented with delirium, which failed to resolve with treatment.
On evaluation, he was found to have AIDS and limbic
encephalitis due to herpes simplex virus.
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INTRODUCTION
Delirium is a clinical syndrome comprising decreased levels of
consciousness, cognitive impairment and perceptual disturbances
in the form of hallucinations, illusions and behavioural
disturbances. It presents acutely with fluctuating severity, being
worse at the end of the day.1 Delirium is more common in patients
with pre-existing brain damage and can be caused by infections
such as meningitis and encephalitis, drug withdrawal states, head
injuries and diseases of the central nervous system. Patients with
delirium often present to psychiatrists due to the nature of their
symptoms. Delirium requires prompt attention, diagnosis and
management. It is associated with an increased length of hospital
stay, longer time spent sedated, and increased morbidity and
mortality.2 The diagnosis is mainly clinical but it is important to
rule out underlying causes. We describe a patient who had
prolonged delirium due to multiple factors.

THE CASE
A 39-year-old married man presented with altered behaviour for
the past 5 days. According to his relatives, he had become
confused and failed to recognize them intermittently. His interaction
with family members decreased, he ate little, slept during the
daytime and stayed awake at night. He cried often and occasionally
muttered and laughed by himself. His self-care deteriorated and
he became incontinent. He was paranoid and said that he could see
policemen who were coming to arrest him.

The patient had been consuming alcohol for the past 22 years.
His consumption had increased markedly over the past 1 month.
According to his relatives, he had last consumed alcohol 6 days
before the onset of symptoms. The history was suggestive of
alcohol tolerance and withdrawal. There was no past history of

chronic medical illnesses including diabetes, hypertension or
tuberculosis.

On examination, the patient was confused and irritable. He had
fluctuating attention, and despite repeated attempts, a rapport
could not be established with him. Occasionally, he laughed
inappropriately and muttered to himself during the interview. He
was disoriented to time, place and person and was unable to
recognize his relatives. Vital signs and general physical
examination were normal as was examination of the chest, the
abdomen and the cardiovascular system. There were no visible
stigmata of chronic alcoholism. There was no ophthalmoplegia,
nystagmus, ataxia or focal neurological deficit.

The patient was admitted to the psychiatry inpatient unit with
a working diagnosis of alcohol withdrawal delirium. Routine
investigations including complete blood counts, liver function
tests, renal function tests and CT scan of the brain were normal.
He was started on injectable multivitamins, oral oxazepam (30 mg
three times daily), chlordiazepoxide (10 mg at night) and olanzapine
(5 mg at night). An internal medicine review was sought, following
which the same line of management was continued. However,
even 3 weeks after admission, his delirium persisted. Since he was
trying to harm himself and his relatives, electroconvulsive therapy
(ECT) was started.

Although his aggressiveness decreased, he continued to be
confused after the first ECT. A blood sample sent earlier tested
positive for HIV by ELISA. A neurology opinion was obtained
and a repeat neurological examination showed terminal neck
stiffness and positive Kernig sign. The neurologist advised an
MRI of the brain to rule out chronic subdural haemorrhage or
pontine demyelination and examination of the fundus to rule out
papilloedema.

Before starting ECT, the fundus was normal. A repeat
examination also did not reveal papilloedema. As the patient had
improved following ECT, it was continued. According to his
relatives, his behavioural problems improved by about one-third
by the seventh session of ECT and his symptoms were limited to
night time. Since his CD4 counts were low (193 cells/µl), he was
started on antiretroviral therapy (ART) with zidovudine,
lamivudine and nevirapine. MRI of the brain showed mild cerebral
atrophy with diffuse and symmetrical, bilateral high-signal lesions
in the medial temporal lobes suggestive of limbic encephalitis.

The neurologist reviewed the patient and suggested analysis of
the cerebrospinal fluid (CSF). At this point, the patient had been
on ART for nearly a month. His self-care had improved and he was
continent. He was transferred to the neurology ward. A repeat CSF
examination was done to look for cryptococcus and herpes simplex
virus (HSV) DNA by polymerase chain reaction (PCR). In view
of marked improvement in the patient’s condition and a negative
CSF report for cryptococcus, he was transferred back to the
psychiatry unit. He had some memory disturbances for which he
was started on oral donepezil (5 mg daily). On the day he was
planned to be discharged, his CSF was reported to be positive for
HSV DNA by PCR.

However, his relatives were reluctant to start acyclovir treatment
for HSV and wanted to take him home. He was discharged on
ART along with his other medicines with advice to follow-up as
an outpatient in the departments of neurology and psychiatry. At
follow-up a few days later, the patient and his relatives declined
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admission and the patient was started on oral acyclovir (800 mg
five times a day for 15 days).

During regular follow-up in the psychiatry OPD, the patient
continued to improve with only a few memory disturbances and
occasional irritability. His benzodiazepines and olanzapine were
stopped, and he was prescribed the anti-craving agent topiramate
(25 mg at night). The final diagnosis was revised to AIDS with
HSV limbic encephalitis and alcohol withdrawal leading to
prolonged delirium, complicated by HIV and HSV encephalitis.
The patient has been followed up for 8 months after discharge and
continues to do well.

DISCUSSION
Our patient presented with delirium. He had a history of alcohol
dependence and was subsequently found to be HIV-positive with
limbic encephalitis due to HSV. All these factors probably played
a role in prolonging his delirium.

Delirium lasting <4 weeks is called transient delirium, while
that lasting >4 weeks is called prolonged delirium.3 Alcohol
withdrawal delirium is usually short-lived and lasts for <3 days in
most cases.4 Rarely, it may persist for a longer period of time
prompting a search for other contributing factors. When our
patient’s delirium did not resolve and he was likely to harm
himself and others, he was started on ECT, which has a role in
treating delirium.5–8 We investigated him for other possible factors
and found him to be HIV-positive.

Alcohol use is significantly more common in men infected with
HIV.9 Delirium can sometimes result from the progression of HIV
infection10 and its presentation can be similar. It can often complicate
the management of HIV disease.11 Delirium in patients with AIDS
is often associated with adverse outcomes, need for long-term care,
an increased length of hospitalization and increased mortality.12

HIV-positive patients with cerebral opportunistic infections (OIs)
or metabolic encephalopathy are more likely to have disorders of
consciousness, orientation and disturbances of attention and memory
than those with no evidence of HIV-related cerebral disease.13 Both
chronic alcohol consumption and AIDS are associated with reduced
white matter concentrations of phosphodiester (PDE) and
phosphocreatine (PCr). Reduction in these metabolites with chronic
alcohol abuse is a risk factor for the progression of the neurological
effects of HIV infection. The effects of HIV infection and alcohol
use are thus cumulative14 with alcohol exacerbating the detrimental
effects of HIV infection on the brain,15 often leading to delirium.
HIV is also known to cause subcortical dementia that is generally
seen in the late stages of HIV illness.

A wide spectrum of OIs is seen in patients with HIV including
oral candidiasis, cytomegalovirus (CMV) and HSV.16 Our patient
had HSV encephalitis. Infection with HSV is common and causes
a wide range of clinical syndromes which are more severe and
extensive in immune compromised individuals. HSV remains an
important cause of meningitis and encephalitis in adults. PCR-
based tests are the ‘gold standard’ for diagnosis.17 Like HIV, HSV
also complicates delirium by prolonging its course; clinical

symptoms of HSV may resolve almost completely after
approximately 3 weeks of antiviral therapy.18 However, if untreated,
it has a mortality rate as high as 70%, with many survivors
suffering permanent neurological sequelae.19

To conclude, prolonged delirium in our patient was due to
multiple causes—AIDS, HSV limbic encephalitis and possible
alcohol withdrawal. Clinicians need to look for conditions that
prolong and complicate the course of delirium. It is important to
prioritize differential diagnoses in a delirious patient focusing on
various clinical clues and relevant investigations.
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