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Haloperidol, Mental Retardation, Extrapyramidal Symptoms: The Tricky Trio
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Abstract:

Extrapyramidal symptoms comprise a group of movement disorders of dystonia, akathesia, tardative
dyskinesia and parkinsonism. Drug induced extrapyramidal symptoms are known for decades yet the
use of these drugs still prevail with the adverse effect skipped or looked over. Presenting a case of an
eighteen year old male hailing from a low socioeconomic status brought with complaints of fever and was
diagnosed to have meningitis. He was sedated with one stat dose of haloperidol for MRI brain, following
which he developed acute dystonic reaction that was relieved after prompt treatment. This case illustrates
the affluence with which extrapyramidal side effects following treatment with haloperidol, which may be

ridiculed in complicated medical cases.
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Introduction

Haloperidol is a psychotropic drug of the
Butyrophenone family and is used for both chronic
and short-term therapy. It is one of the drugs
commonly used in delusions, delirium and agitation
[1]. It happens to be one of the commonest sedative
and antipsychotic drugs used in India. Though
the benefits of the drug overweigh the adverse
reactions, it is advisable to use this drug with caution
in the general population and mental retardation.

Case Report
An eighteen year old male hailing from low

socioeconomic status presented to our casualty with
history of fever and altered sensorium. His physical
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examination revealed neck stiffness and his Kernig’s
and Brudzinki’s signs were positive. Meningitis
protocol was followed. Both blood and urine culture
were taken and patient was started on injection
ceftriaxone 2 gm on twice daily basis. Tablet
doxycycline was also added empirically in view
of the prevalence of rickettsia infection commonly
seen in this locality. Workup for tropical diseases
like malaria, dengue was sent and was negative. In
addition to the above mentioned tropical diseases
IgM for scrub typhus was sent which later came as
positive. His initial labs revealed normal counts with
elevated liver enzymes [Table 1]. A cerebrospinal
fluid (CSF) analysis was done subsequently which
showed lymphocytic predominance and adenosine

This is an Open Access article distributed under the terms of the Creative Commons Attribution License

(creativecommons.org/licenses /by /3.0)

Conflict of interest: None declared | Source of funding: Nil | DOI: http://dx.doi.org/10.17659/01.2014.0076

304

Journal of Case Reports, Vol. 4, No. 2, July-December 2014



deaminase (ADA) was not suggestive of tuberculosis
[Table 2].

On day two of admission, patient’s fever subsided
and his sensorium improved. However, his word
fluency and output was slow and reduced with

TABLE 1: Routine labs

LABS VALUES NORMAL
Hemoglobin 13.2 g/dL 12-15 g/dL
Total counts 4200 4000-11000
Neutrophil 52% 40-75%
Lymphocyte 44% 20-40%
Eosinophil 2% 1-6%
Monocyte 2% 2-10%
Platelet 2.0 1.5-4.5 lakh/c.mm
Sodium 138 meq/L 135-145 meq/L
Potassium 4.4 meq/L 3.5-4.5 meq/L
Chloride 97 meq/L 95-108 meq/L
Bicarbonate 23 mmol/L 21-29 mmol/L
Smear for malaria Negative

Dengue NS1/IgM Negative

Leprtospira IgM Negative

Scrub typhus IgM Positive

Total bilirubin 1.0 0.1-1.0 g/dL
Direct bilirubin 0.6

Indirect bilirubin 0.8

AST 421 UL Upto 41 U/L
ALT 173 U/L Upto 41 U/L
GGT 40 9-48 U/L

ALP 75 U/L Upto 56 U/L
Blood culture No growth

Urine culture No growth

Creatinine kinase 253 U/L <171 U/L

TABLE 2: CSF analysis

LABS VALUES NORMAL
Color Transparent

Appearance Clear

RBC 2 Nil

WBC 20 0-6
Neutrophil 3%

Lymphocytes 97%

Adenosine de-aminase 8 U/L 10 U/L
Glucose 40 mg/dL 40-85 mg/dL
Protein 45 mg/dL 15-45 mg/dL
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other nervous system findings being normal. Patient
also exhibited another new symptom of increased
dependency and attachment towards his parents
and was restless in their absence. This was concurred
by the patient’s parents, which according to them
wds a new symptom post-illness. This symptom was
taken for the recovery phase and patient was kept
on close observation. On day three of admission
the symptoms persisted and hence the possibility
of encephalitis was sought and an MRI brain was
planned. A stat dose of injection haloperidol 2.5
mg was administered for the restlessness, as patient
was agitated during MRI. The MRI brain was clean
and was not suggestive of encephalitis. On the very
same evening patient developed cervical dystonia
with head turned towards left with severe pain.
There was no gaze preference and the patient
was obeying commands. A creatinine kinase (CK)
was sent suspecting drug induced extrapyramidal
syndrome and was found to be elevated [Table 2].
A stat dose of promethazine 12.5 was administered
and the symptoms resolved eventually.

The symptoms persisted on day four of admission
and a psychiatry evaluation was planned in view
ICU psychosis. The psychiatry evaluation revealed
mental retardation with IQ score of 65. A detailed
past history revealed delayed developmental
milestones, and history suggestive of mental
retardation in the father. Further history from the
first-degree relatives and peers were consistent
with mental retardation. The patient stayed in the
hospital for a period of seven days for observation
of onset of new symptoms but was uneventful and
hence discharged. Though haloperidol induced
extrapyramidal symptoms is known, the presence
of mental retardation in our patient increased the
chance of this dreadful yet preventable adverse
reaction. This case accentuates careful vigilance
regarding the use of haloperidol and emphasizes
the lost art of detailed history taking in patients.
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Discussion

Haloperidol is one of the common drugs used in
day today medical practice for agitation due to its
less toxic potential. However, previous studies have
indicated serious adverse reactions affecting various
systems namely hematopoiesis, respiratory system
and cardiovascular system [2-5]. Haloperidol has
been used in management of critically ill patient in
terms of weaning from mechanical ventilation [6,7].
Unlike the general perception that haloperidol is a
safe, previous studies conducted by Riker et al. and
Seneff et al. have shown QT prolongation among
patients on long term haloperidol [8,9]. The reason
for increased adverse reactions of haloperidol
in critically ill patients may be attributed to its
metabolism by cytochrome P450 as it may be
compromised during sepsis [10,11].

Extrapyramidal syndrome (EPS) is defined as the
adverse effects of neuroleptic drugs that include
hyperkinetic (akathisia, acute dystonia, and
acute dyskinesia), and hypokinetic Parkinson like
symptoms (e.g. bradykinesiq, rigidity, and tremor)
by Muscettola et al. [12]. A study by Batemen
etal. inUK populationconcludedthatextrapyramidal
reactions related to haloperidol (predominantly
dystonia-dyskinesia) occurred within the first 3
days of treatment and the highest incidence was
in younger patients, especially under 20 years
of age concurring with other retrospective studies
that younger age appears to be an increased risk
factor for the development of haloperidol induced
EPS [13-15]. Our patient developed EPS within the
first twenty four hours, owing to the predisposing
conditions like mental retardation and sepsis. The
age factor of our patient could have also attributed
to the early occurrence of EPS. A prospective study
by Rosebush et al. concluded that more than 50%
of the population ended up with EPS when treated
with a low average dose of 3.7 mg of haloperidol
[16]. A study by Schillevoort et al. on 424 patients
on first time haloperidol revealed an incidence of
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13.3% of EPS [17]. Ramaekers et al. recruited
twenty one volunteers aged 18 to 35 years
without any significant past medical or psychiatric
history and demonstrated that approximately
65% of the volunteers experienced EPS requiring
anticholinergic medication during the first five days
[18].

Delayed extrapyramidal manifestations have also
been noted by Anderson et al. where a patient
developed akathisia 5 days after and dysphoria 6
weeks after receiving a single haloperidol dose of
5 mg [19]. This has been attributed to the increased
half-life of 17 to 18 hours of haloperidol [20].
Patients who have experienced drug induced EPS
are more prone to develop the same if the same
drug is given to the patient again [11,21].

Haloperidol is a commonly used drug and is in clinical
use for decades, however the risk benefit ratio is of
query. Our case demonstrates one of the dreadful
effects of haloperidol, which was accompanied
by the ghastly duo of mental retardation and
meningitis, thus making the tricky trio a challenging
case to treat and an interesting one. Further this
case reiterates the need for proper and detailed
history taking and should impart a caution when
using haloperidol in patients for sedation.
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