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Abstract

Case Report

Isoniazid is a first line drug used in the treatment of tuberculosis. Psychosis is a state of altered mentation and
behavior. Although psychosis is known complication of isoniazid therapy, type and onset of symptoms is highly
variable. Here we report a case of 44 years old female who developed psychosis characterized by irrelevant talks,
agitation, and echolia after four days of starting ATT.
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INTRODUCTION
Tuberculosis continues to be a challenge and
an important public health problem [1, 2]. Drugs used
in the treatment of drug sensitive include rifampicin,
isoniazid, ethambutol and pyrazinamide [3]. Isoniazid
was first discovered in 1912 but was introduced only in
1952 by Robitzek [4]. Adverse drug reactions for
isoniazid include hepatitis, peripheral neuropathy,
abdominal symptoms like nausea and vomiting, skin
rashes, lupus like syndromes and central nervous
system effects like seizures, irritability and psychosis
[3].

CASE REPORT
A 44 years old married female, weighing 50
kgs presented to Department of Chest & TB with
complaints of dry cough, shortness of breath on
excertion, evening rise of temperature, right pleuritic
pain and loss of apatite. She had no history of any co
morbids, significant past medical or surgical history or
substance abuse. On auscultation air entry was
decreased on the right hemithorax with chest x-ray
showing right pleural effusion. Thoracocentesis was
performed and about 700 ml of straw colored fluid was
aspirated and sent for analysis. With pleural fluid
reports suggestive of tuberculosis patient was started on
ATT according to her weight (4 FDC 4 Tablets/Day).
Her hematological investigations were within normal
level.
Patient along with her attender presented back
to our department after ten days with complaints of
irrelevant talks, acute agitation, loss of sleep and

echolalia. A psychiatric opinion was obtained and her
acute agitation was managed with lorazepam. There
was no neurological deficit and her CT brain was
essentially normal. Her hematologic and CSF analysis
was also found to be within normal limits. So
provisional diagnosis of drug-induced psychosis were
considered.
Patient was then started on modified ATT
without containing isoniazid. She became completely
free of psychotic symptoms over the next three days
and her anti psychotic medication was slowly weaned
and stopped. Considering the importance of isoniazid
consent was sought from the patient to restart isoniazid
in a small dose. Patient and her family refused to take
isoniazid, so she was discharged with modified ATT
and serial chest x-ray shows significant radiological
improvement. There were no further psychiatric
manifestations.

DISCUSSION
Jackson first highlighted the first description of
isoniazid causing psychosis in the year 1957 [5]. Since
then there has been many case reports showing the
association between isoniazid and psychosis [6]. Two
main mechanisms has been postulated for isoniazid
causing psychosis, (A) depletion of pyridoxine and (B)
inhibition of monoamine oxidase leading to changes in
levels of serotonin and catecholamine [7]. According to
various case reports the risk factors for isoniazid
causing psychosis includes old age, personal and family
history of psychological illness, alcohol intake,
diabetics, malnutrition, hepatocellular insufficiency and
hyperthyroidism [4]. Another possible reason may be
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due to the pharmacokinetic property of isoniazid.
Usually the drug gets rapidly absorbed from GI tract
within one to two hours of ingestion. But it is estimated
that 40% of the Indian population are slow acetylators
leading to drug accumulation and more side effects [1].
Usually the onset of psychiatric symptoms varies from
days to months, but usually seen after few weeks of
starting of isoniazid [5]. Various psychiatric symptoms
has been documented in the literature including
paranoid delusions, hallucinations (auditory, visual and
tactile), suicide tendencies, mood symptoms, anxiety,
loss of sleep, twitchings, disorientation, loosening of
associations and echolalia [8, 9].

2.

The usual approach in treating patients with
isoniazid induced psychosis includes withdrawing the
drug first, treating the psychosis and then to gradually
reintroduce at a lower dosage one the psychosis
completely settles [10]. Some authors have also
suggested restarting isoniazid with higher doses of
pyridoxine while others have recommended using
antipsychotic drugs along with high doses of pyridoxine
[11]. But since our patient did not give consent for
restating isoniazid she was started on modified anti
tuberculous drug.
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CONCLUSION
Tuberculosis is one of the most common
infectious diseases in India. Isoniazid being one of the
most commonly used drugs due to its potency,
physicians must be aware of all the possible side effects
it can cause.
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