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Abstract

Introduction: Although it was originally developed for the treatment of epilepsy, pregabalin has
also been used frequently in the management of neuropathic pain and anxiety disorders recently.
Owing to its widespread use in this regard, number of the cases reported with regard to both its
side-effects and overdose has been escalating dramatically. More specifically, facial rash, dizziness,
drowsiness, peripheral edema and weigh gain, hyponatremia and increase in systolic dysfunction
especially in the elderly, hepatotoxicity and transient encephalopathy were reported with
increasing incidence in the literature.

Case Report: We hereby reported a case of seizure and metabolic acidosis incited by pregabalin
overdose, and our aim is to constitute an appeal for the fact that implementation of hemodialysis
is a rapid and effective method in the treatment of seizure and metabolic acidosis in case of
pregabalin intoxication.

Conclusion: Pregabalin intoxications manifest as metabolic acidosis and generalized tonic clonic
seizures, and immediate hemodialysis seems a rapid and effective treatment option.
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Acidosis

112

Introduction

Every passing day, prescription drug abuse
increases more and more. It was suggested
that 52 million people in the United States had
been using prescription drugs for off-label
indications, and this number has been
subjected to a gradual increase (1). Although
opioid analgesics possess the very much of
the contribution to the general use of over-
the-counter narcotic drugs and to the drug-
related deaths, the number of the cases of
gabapentinoid abuse (pregabalin and
gabapentin) has been increasing each day

).

A new generation gabapentinoid
which was invented after gabapentin,
pregabalin (PBG) has attained to a
widespread usage recently, especially in a
large number of neuropathic pain conditions,
and been advised as the first-line treatment
option in this regard (3). Although the
gabapentionoids were developed as adjuvant
anti-epileptic drugs in the beginning, they
turned out to be such drugs that were utilized
to a great extent in the management of
neuropathic pain, thanks to the previous case
reports pointing out to their usefulness in
neuropathic pain conditions. Furthermore,
PBG has also been used in the treatment of
anxiety disorders, apart from epilepsy and
neuropathic pain (4). Such a widespread
usage of PGB, however, brings with it an
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increasing number of case reports pertaining
to its side-effects and abuse. Hereby, we
reported a case of PGB overdose who had
been admitted to our emergency department.

Case Report

A 23 years-old male was admitted by
ambulance to our emergency department due
to ingestion 30 minutes ago of 14 pills, each
containing 300 mg pregabalin, as a suicide
attempt. The drug had belonged to his
grandfather and this was his first suicide
attempt. His physical examination findings
were as follows: good general status;
conscious; oriented; cooperated; and,
Glasgow coma scale, 15. His vital signs were
assessed to be normal. Intravenous normal
salin was infusion was initiated, followed by
gastric lavage and activated charcoal
administration. The blood gas analysis
revealed the fallowings: pH, 7.16; pCO2, 56
mm Hg; HCO3, 17.3 mmol/L; and, base
deficit, -8.5. No significant pathological
finding was evident related to the other blood
parameters. During his follow-up, the patient
lapsed suddenly into generalized tonic-clonic
(GTC) seizure that lasted for about 2 minutes.
Diazepam 5 mg was administered
immediately through venous route. Becoming
unconscious after seizure, the patient was
then transferred into intensive care unit and
an emergency hemodialysis (HD) was
performed for 3 hours. After HD, the patient
became conscious, his general condition
improved, and the metabolic acidosis was
ameliorated. Moreover, the HD was
continued for 3 consecutive days in an
attempt to remove totally the pregabalin
within the body. After adequate clinical
improvement was achieved in the patient, he
was consulted to a psychiatry physician and
then discharged from the hospital with full
recovery.

Discussion

Chemical structure of PGB, a lipophilic
analog of Gamma Amino Butiric Acid
(GABA), is similar to gabapentin. Like GABA,
PGB binds to the a2-delta subunit of calcium
channels, thereby inhibiting the release of

exciting neurotransmitters and increasing
neuronal GABA levels (5). It is increased
GABA level which is responsible for the
relevant clinical effects. Among the most
commonly encountered side-effects in
treatment doses are facial rash, dizziness,
drowsiness, peripheral edema and weight
gain (6-8). Hyponatremia and deterioration in
cardiac systolic functions were also reported
especially in the elderly population with
systolic heart failure (9, 10). Further,
hepatotoxicity induced by pregabalin use was
also suggested in the literature (11). In a
study conducted in 2017 by Parekh et al. (12),
pregabalin overuse was reported to cause
transient encephalopathy, together with
continuous triphasic waves in
electroencephalogram.

With a bioavailability greater than
90%, pregabalin is absorbed rapidly after oral

intake and reaches its peak plasma
concentration within 1 hour. Its hepatic
metabolization is trivial and is excreted

almost unchanged through the kidneys.
Accordingly, causing to vomit while out of
hospital, and gastric lavage and activated
charcoal administration in hospital settings
are deemed appropriate at times of overdose
due to suicide attempts. Moreover, attempts
to provoke diuresis is also likely to increase
such a drug with renal route of elimination.
Lower volume of distribution (0.5 L/kg), lower
molecular weight (159 Da) and protein-
binding feature of pregabalin appeal to the
importance of HD in the management of the
drug-related intoxication. Therapeutic Plasma
Concentration (TPC) of pregabalin is 0.5-16
mg/L. Doses greater than 900 mg per day
was shown to be well tolerated in healthy
adults. TPC measured through random blood
sampling in patients receiving pregabalin 600
mg/day was reported to be between 0.9 mg/L
and 14.2 mg/L. TPC measured 1 hour after
the ingestion of 50 mg single dose of
pregabalin was reported to be 1.86 ug/mL
(13).

Accumulating data via increasing
numbers of relevant case reports will cast
more light upon our clinical experiences in the
management of pregabalin intoxication. Our
hospital lacks the ability to measure TPC.
Despite good general clinical condition at the
time of hospital admission, our patient
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showed evidences of metabolic acidosis and
suddenly lapsed into generalized seizure
together with further deterioration of his
clinical condition. He was then hustled into
the intensive care unit for HD for 3 hours.
Further, HD proved quite effective in our
patient, fixing the metabolic acidosis and
refraining possible recurrences of seizure.
Although the effectiveness of supportive
therapy, treatments that restricts the drug’s
bodily absorption and increase its excretion,
and implementation of HD was mentioned in
the current literature, which patients should
undergo HD has still yet to be clearly
elucidated. We believe that further studies
and much more case reports are needed in
this regard.

Conclusion

In conclusion, pregabalin intoxication is likely
to incite sudden and serious complications
and deterioration of admission clinical
condition, no matter the patients’ history
indicates a mild intoxication. Furthermore,
Pregabalin  intoxications  manifest as
metabolic acidosis and GTC seizures, and
immediate HD seems a rapid and effective
treatment option.
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