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Abstract

Isoniazid induced psychosis (11P) iswell reported with varied clinical presentations. Many hypothesesare
available to explain the mechanism of (11P) but lack conclusive evidence in its favour. The current case
establishes neuropathy with vitamin B6 deficiency asapossible cause for [P warranting early clinician's
attention asthe condition may be potentially serious & lifethreatening.
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Introduction

Isoniazid rel ated psychiatric disordersarewell reported
intheliterature with varied presentationswhich include
psychosis, obsessive compulsive neurosis, mania,
excessive argumentation, euphoria, withdrawn, complex
delusions, restlessness, irritability, emotional instability &
suicide (1-3).

The mechanism of INH induced psychiatric disorder
is uncertain. However, various hypotheses have been
proposed like interference with several metabolic
processes, deficiency of vitamin B6 predisposing to
interferencein various CNS neurotransmitters, important
for normal psychic functions (4, 5).

Although occurrence of psychiatricillness can be seen
inany chronic disorder liketuberculoss, diabetes, hepatic
disorders, family and personal history of mental illness,
acoholism but incidentally no such risk factor was seen
inour patient. To the best of our knowledge thisisfirst

isolated case report establishing neuropathy with vitamin
B6 deficiency asapossible causefor [IPwarranting early
clinician's attention as the condition may be potentially
seriousand lifethreatening.
Case Report

A 36 yearsold male patient weighing 31 kg who was
diagnosed as acase of sputum positive pulmonary koch's
(defaulter 3 times) was prescribed DOTS Category-I|
treatment as per RNTCP guidelines. Patient was
hospitalised to ensure compliance. After 3daysof intake
of DOTS treatment, attendant reported abnormal
behaviour in the patient. The patient complaint of
weakness as well as sensory loss in lower extremities
and was violent, aggressive and presented with self
mutilating, self inflicted injuries on pectoral region and
upper part of thearm (Fig. 1). There was sudden | oss of
interestinwork, family and clothing for which psychiatric
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Fig. 1 Showing self inflicted wound on pectoral region and
upper part of thearmin patient of 1P

consultation was sought. The Hamilton score worked out
by psychiatrist was 20 & BPRS (brief psychotic rating
score) was 37 on 5th day. On clinical examination patient
had pallor & was dehydrated. There was no palpable
lymphadenopathy. Chest showed bilateral air entry to be
decreased with wheeze and ronchi. CVS- S1S2 normal,
no murmur and sinus tachycardia was present in ECG.
Per abdomen examination was normal.

CNS examination revealed hypotonia, power grade-
IV, reflexes sluggish, pin/needle sensation present,
suggesting signs of peripheral neuropathy.

Laboratory Investigations were as follows - sputum
for AFB (+ve), Hb - 9.00 gm, Total Leukocyte count
markedly raised, Sedimentation rate- 30mm, chest x-ray
showed bilateral diffuse opacities. Liver, rena functions,
blood sugar, thyroid function, electrolytelevelsandlipid
profile, werewithin normal limit. Fundus examination was
normal. HIV & STD status was normal.

Ultra-sonography abdomen was normal. Computed
tomography- head wasnormal ruling out and neurol ogical
pathology.(Fig-2)

Vitamin B6 level was done on 7th day which were <
1.04 ng/ml (5-30 ng/ml normal range) done establishing
neuropathy. Duetoinstitutional and social constrainsINH
and ethambutol |evels could not be done.

Thepatient had no history of smoking, alcohol or drug
abuse. There was no other associated pathology or
history of any concurrent drug intake. He had no

Fig.2 Showing Normal CT Scan in patient of 1P ruling
out any Neuropathology

personal/family history of mental, psychiatric disorders.

No recent disinterest in work, family, food clothes had

been reported by the attendants other than after start of

DOTStreatment. No history of weight change, insomnia,

anxiety or any conflict with family, friends, work place.

Tablet olanzapine 5 mg twice daily, tablet lorazepam
1mg & tablet clonazepam -mouth dissolving 0.5 mgas&
when required was started. Tablet pyridoxine 40 mg
was also started once daily immediately besides
psychiatric and antitubercular treatment on the 5th day.
Only INH was de-challenged for short period of 15 days
and levofloxacin 750 once daily was added.

Patient'sviolent, aggressive, self mutilating behaviour
improved within 7th day and patient was on follow up.
Precisely nothing can be commented on dechallenge and
rechallange and its effect on the psychiatric outcome of
treatment.

The temporal relationship also favours the possible
correlation of INH induced psychosisin theform of self
harm behavioural. Thus, the appearance of such
psychotic manifestations could not be explained by any
concurrent drug, disease, and chemical aswell asthere
was no risk factor which could have made patient
vulnerablefor psychiatric manifestations.

The ADR was probable as assessed by casualty scale
with Naranjo score of six and WHO Uppsalamonitoring
centre UMC scale (6,7). The ADR was not studied for
dose dependent response and was unpredictable and
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unusual. However, the co-existence of pyridoxine
deficiency makes it difficult to label it as type A or B.
Severity of the reaction was assessed using HartwigADR
Severity Assessment Scale (8) which classified the said
ADRintolevel 4 Where, Preventability assessment was
done by using Schumock and Thornton scale (9)which
classified the ADRs as preventable. The case was
reported to ADRM centre of GMC Jammu.
Discussion

Thereexist arelationship between salf harmbehaviours
and suicides. Thus, theviolent self mutilating behaviour
isthis patient is potentially serious and life threatening
thus requires immediate psychiatric consultation and
intervention. The mechanism of thisADR though is not
clear but to best of our knowledge for the first time co-
existence of neuropathy and pyridoxine deficiency
establishes pyridoxine hypothesis of 11Pin accordanceto
Holtzp et al (4) and Girling DJ (5) clearly.

Pyridoxine deficiency is associated with marked
reduction of cerebral serotonin and pineal melatonin. The
pyridoxine supplementation may also have an effect on
GABA & Dopamine. Therefore underscoring pyridoxine
deficiency may exacerbate psychotic behaviour. (10) Low
serum concentration of Vitamin B6 has been related to
panic and hyperventilation attack and symptoms of
depression (11, 12).

The casefurther underscorestheimportance of routine
aswell as selective pyridoxine evaluation in every case
of TB on INH containing regimen. The administration
of pyridoxineishighly warranted in every such casewith
prompt psychiatric management. However, the dose of
pyridoxine which should be given under such
circumstances remains a matter of subsequent research.
Conclusion

Thus, neuropathy with vitamin B6 deficiency may be
the possible cause for 1P in the current case

1

10.

11.

12.

References

Prasad R, Garg R, SK. Isoniazid- and ethambutol-induced
psychosis. Ann Thorac Med 2008; 3(4): 149-151.

Schrestha S, Alao A. Isoniazid-induced psychosis.
Psychosomatics 2009;50(6):640-1. doi: 10.1176/
appi.psy.50.6.640-a.

BeheraC, KrishnaK, Singh HR. Antitubercular drug-induced
violent suicide of a hospitalised patient. BMJ Case Rep
2014;2014. pii: bcr2013201469. doi: 10.1136/bcr-2013-
201469.

Holtz P, Palm D. Pharmacological aspects of vitamin B6.
Pharmacol Rev 1964;16:113-78

Girling DJ. Adverse effects of anti- tuberculosisdrugs. Bull
Int Union Tub 1984; 53:152.

Naranjo CA, Busto U, SdllersEM, Sandor P, Ruiz |, Roberts
EA, et al. A method for estimating the probability of adverse
drug reactions. Clin Pharmacol Ther 1981; 30:239-45

Edwards IR, Arsonson JK. Adverse drug reactions:
Definitions, diagnosis and management. Lancet 2000;
356:1255-9

Hartwig SC, Siegel J, Schneider PJ. Preventability and
severity assessment in reporting adverse drug reactions.
AmJ Hosp Pharm 1992; 49:2229-32.

Schumock GT, Thornton JP. Focusing on the preventability
of adverse drug reactions. Hosp Pharm 1992; 27:538.

Sandyk R, Pardeshi R. Pyridoxine improves drug induced
parkinsonism and psychosis in schizophrenic patient.
Int J Neurosci 1990; 52(3-4): 225-32

Mikawa Y, Mizobuchi S, Egi M, Morita K. Low serum
concentration of vitamin B6 and iron are related to panic
attack and hyperventilation attack. Acta Med Okayama
2013;67(2):99-104

Hvas AM, Juul S, Bech P, Nexo E. Vitamin B6 levd is
associated with symptoms of depression. Psychother
Psychosom 2004;73(6):340-3.

36 www.jkscience.org

Vol. 16 No.1, Jan-March 2014


www.jkscience.orgVol

