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Carnitine in the treatment of valproic acid-induced toxicity

Carnitine in VPA toxicityPHILIPPE E.R. LHEUREUX1 and PHILIPPE HANTSON2

1Department of Emergency Medicine, Acute Poisoning Unit, Erasme University Hospital, Université Libre de Bruxelles, Brussels, Belgium
2Department of Intensive Care, St Luc University Hospital, Université Catholique de Louvain, Brussels, Belgium

Introduction. Valproic acid (VPA) is a broad-spectrum antiepileptic drug that is now used commonly for several other neurological and
psychiatric indications. VPA is usually well tolerated, but serious complications, including hepatotoxicity and hyperammonemic
encephalopathy, may occur. These complications may also arise following acute VPA overdose, the incidence of which is increasing.
Intoxication usually only results in mild central nervous system depression, but serious toxicity and death have been reported. Valproic acid
and carnitine. As a branched chain carboxylic acid, VPA is extensively metabolized by the liver via glucuronic acid conjugation,
mitochondrial β- and cytosolic ω-oxidation to produce multiple metabolites, some of which may be involved in its toxicity. Carnitine is an
amino acid derivative that is an essential cofactor in the β-oxidation of fatty acids. It is synthesized endogenously from the essential amino
acids, methionine and lysine. VPA inhibits the biosynthesis of carnitine by decreasing the concentration of α-ketoglutarate and may
contribute to carnitine deficiency. It is postulated that carnitine supplementation may increase the β-oxidation of VPA, thereby limiting
cytosolic ω-oxidation and the production of toxic metabolites that are involved in liver toxicity and ammonia accumulation. VPA-induced
hepatotoxicity and hyperammonemic encephalopathy may be promoted either by a pre-existing carnitine deficiency or by deficiency induced
by VPA per se. Carnitine supplementation. Some experimental and clinical data suggest that early intravenous supplementation with L-
carnitine could improve survival in severe VPA-induced hepatotoxicity. Carnitine administration has been shown to speed the decrease of
ammonemia in patients with VPA-induced encephalopathy although a correlation between ammonia concentrations and the clinical
condition was not always observed. As it does not appear to be harmful, L-carnitine is commonly recommended in severe VPA poisoning,
especially in children, although the clinical benefit in terms of liver protection or hastening of recovery from unconsciousness has not been
established clearly. Prophylactic carnitine supplementation is also advocated during VPA therapy in high-risk pediatric
patients. Conclusion. Further controlled, randomized, and probably multicenter trials are required to better delineate the therapeutic and
prophylactic roles of L-carnitine and the optimal regimen of administration in the management of VPA toxicity.

Keywords Valproic acid; Carnitine; Hyperammonemia; Hepatotoxicity; Antidotes

Introduction

Valproic acid (VPA) is a broad-spectrum antiepileptic drug
that has been used widely for more than 30 years in the
treatment of several types of partial and generalized seizure.
It is also increasingly prescribed to control bipolar and
schizoaffective disorders, social phobias and neuropathic
pain, as well as for prophylaxis or treatment of migraine
headache.

Chemically, VPA is a branched chain carboxylic acid (2-
propylpentanoic acid or di-n-propylacetic acid) and is there-
fore very similar to short-chain fatty acids, making VPA a
substrate for the fatty acid oxidation pathways (1,2). VPA
therapy is usually well tolerated, but serious complications,
including fatal hemorrhagic pancreatitis, bone marrow

suppression, hepatotoxicity, and hyperammonemic encephalo-
pathy, may occur rarely. Some data suggest that hepatotoxic-
ity and encephalopathy may be promoted either by a
pre-existing carnitine deficiency or by a deficiency induced
by VPA per se.

The incidence of acute VPA poisoning, whether resulting
from intentional or accidental overdose, is increasing (3–6)
probably as a consequence of the use of VPA in psychiatric
disorders. Although VPA intoxication is most often mild
and self-limiting, central nervous system (CNS) depression,
serious toxicity, and even death may occur (3,7). Isolated
reports suggest a potential role for carnitine supplements in
this condition.

This article updates a previous review (8) on the clinical
evidence regarding the potential role of carnitine in the man-
agement of these various aspects of VPA toxicity and will
focus especially on VPA-induced hepatotoxicity, VPA-
induced hyperammonemic encephalopathy, and acute VPA
poisoning. The preventive value of carnitine supplementation
in patients on chronic VPA therapy will also be discussed
briefly.

Received 15 January 2009; accepted 15 January 2009.
Address correspondence to Philippe E.R. Lheureux, Department

of Emergency Medicine, Acute Poisoning Unit, Erasme University
Hospital, Université Libre de Bruxelles, 808 route de Lennik,
Brussels B1070, Belgium. E-mail: plheureu@ulb.ac.be

D
o
w
n
l
o
a
d
e
d
 
B
y
:
 
[
U
n
i
v
e
r
s
i
t
a
 
C
a
t
t
o
l
i
c
a
 
S
a
c
r
o
 
C
u
o
r
e
]
 
A
t
:
 
1
0
:
2
9
 
2
5
 
M
a
r
c
h
 
2
0
0
9



Clinical Toxicology vol. 47 no. 2 2009

102 P.E.R. Lheureux and P. Hantson

Carnitine

Carnitine (3-hydroxy-4-trimethylamino-butyric acid or
β-hydroxy-gamma-N-trimethylamino-butyrate) appears to be
essential in ensuring the proper metabolism of VPA and the
metabolism of fatty acids. Sometimes referred to as vitamin
BT, this water-soluble amino acid derivative is not a true
vitamin because it is also biosynthesized endogenously from
dietary amino acids (trimethyllysine), especially in the liver
and in the kidneys (7,9,10). It is an important nutrient;
approximately 75% comes from the diet, particularly from
red meat and dairy products (7). A typical, well-balanced
omnivorous diet contains significant amounts of carnitine
(20–200 mg/day for a 70 kg person) as well as the essential
amino acids and micronutrients needed for carnitine biosyn-
thesis. Even in strict vegetarian diets (which contain as little
as 1 mg/day exogenous carnitine for a 70 kg person), endoge-
nous synthesis combined with the high tubular reabsorption
rate is enough to prevent deficiency in otherwise healthy
people. Thus, carnitine deficiency is an unusual problem in
the healthy, well-nourished adult population (11).

Only the L-isomer is found endogenously and is active in
metabolic functions. Most body carnitine is stored in skeletal
muscle, but it is also found in other high-energy demanding
tissues such as myocardium, liver, and adrenal glands (2.5–4
μmol/g tissue) (12). Plasma carnitine represents less than
0.6% of total body stores. Indeed, the total plasma concentra-
tion (free carnitine + acylcarnitine) is only 45–85 μmol/L.

L-carnitine has two main metabolic functions and thereby
plays a central role in the metabolism of fatty acids and mito-
chondrial energy production: it facilitates fatty acyl group
transport into mitochondria and it regulates the mitochondrial
ratio of acyl-CoA to free CoA (13–15).

Transport of long-chain fatty acids

Carnitine facilitates the transport of long-chain fatty acids
from the cytosol compartment of the muscle fiber into the
mitochondria, where they undergo β-oxidation and produce
acetyl-CoA, which enters the Krebs cycle (14). Indeed,
esterification as acylcarnitine is required to allow this
transport through the mitochondrial membrane (15). The
transport process includes several steps and enzymes (“car-
nitine shuttle”: carnitine palmitoyltransferase, carnitine
acylcarnitine translocase) that are also used by VPA
(Fig. 1) (8,16,17). VPA is extensively metabolized by
the liver via glucuronic acid conjugation, mitochondrial
β-oxidation, and cytoplasmic ω-oxidation (Fig. 2). In normal
conditions, β-oxidation predominates and produces rela-
tively nontoxic metabolites. Only a small amount of VPA
is metabolized through ω-oxidation, a pathway that pro-
duces toxic metabolites, especially 2-propyl-4-pentanoic
acid, 4-en-VPA, and propionic acid metabolites, that have
been incriminated in the genesis of hepatotoxicity and
hyperammonemia (8). During long-term or high-dose VPA

therapy, or after acute VPA overdose, a greater degree of
ω-oxidation occurs, potentially increasing the risk of toxicity.

Carnitine depletion impairs the transport of long-chain
fatty acids into the mitochondrial matrix, with subsequent
decrease in β-oxidation, acetyl-CoA, and ATP production.
Such impairment in mitochondrial β-oxidation also shifts the
metabolism of VPA toward predominantly peroxisomal
ω-oxidation, resulting in excessive production and accumula-
tion of toxic products (8).

Prevention of the intramitochondrial accumulation 
of acyl-CoA

Carnitine helps to prevent intramitochondrial accumulation
of acyl-CoA by transforming acyl-CoA into acylcarnitine. In
this way, it protects the cell from the membrane-destabilizing
effects of toxic acyl groups, as well as their restraining effects

Fig. 1. The “carnitine shuttle.” ACoAS, acyl-CoA synthetase; CoA,
coenzyme A; CPT, carnitine palmityl transferase; CT, carnitine
translocase.

Fig. 2. Liver metabolism of valproic acid.
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on several enzymes that participate in intermediary metabo-
lism and energy production in the mitochondria (α-ketoacid
oxidation and gluconeogenesis, among others). Carnitine
depletion can thus result in intracellular accumulation of
toxic acyl-CoA, resulting in impairment in several enzymatic
processes (15).

Carnitine is also indirectly required for proper functioning
of the urea cycle. First, the ω-oxidation metabolite,
4-en-VPA, that accumulates when carnitine is lacking, inhibits
carbamyl phosphate synthetase I (CPS I), the first mitochon-
drial enzymatic step of the urea cycle. Second, the synthesis
of N-acetyl glutamic acid (NAGA), an important cofactor of
CPS I, produced from acetyl-CoA and glutamate by NAGA
synthetase, is decreased. The impairment of urea production
results in ammonia accumulation (Fig. 3) (8).

Levocarnitine (L-Carnitine) is an orphan drug, available in
some countries as an oral preparation (1 g/10 mL solution,
330 mg tablets) or as an injectable drug [intramuscular or
intravenous, 1 g/5 mL solution; e.g., Levocarnil® (Sigma-Tau,
Ivry-sur-Seine, France) and Carnitor® (Sigma-Tau, Gaithers-
burg, MD, USA)]. As bioavailability is limited by the oral
route (about 15%), parenteral administration is recommended
for therapeutic uses. Carnitine has been administered in senile
dementia, inborn errors of metabolism, HIV infection, tuber-
culosis, zidovudine-induced mitochondrial myopathies, pedi-
atric cardiomyopathies, renal failure on hemodialysis, anemia,
and has been included in baby foods and milk (12).

Carnitine deficiency

Primary carnitine deficiency results from a rare inherited
(autosomal and recessive) defect in membrane carnitine trans-
porter in muscle and/or other organs. Secondary carnitine

deficiency is associated with several inborn errors of metabo-
lism and acquired medical conditions (9,11). Preterm neonates
develop carnitine deficiency because of impaired proximal
renal tubule carnitine reabsorption and immature carnitine
biosynthesis. The final step in carnitine synthesis occurs in
liver and kidney and depends on the enzyme γ-butyrobetaine
hydroxylase, which may be deficient in children. An increas-
ing number of problems are reported in relation to carnitine
metabolism in preterm infants not receiving an exogenous
source of carnitine. Children with various forms of organic
acidemia have carnitine requirements that exceed their dietary
intake and biosynthetic capability, so that they are unable to
excrete accumulating organic acids.

Endogenous carnitine biosynthesis is impaired in cirrhosis
and chronic renal failure. Patients with end-stage renal
disease also lose carnitine via hemodialysis. Malabsorption,
Fanconi syndrome, diabetes mellitus, heart failure, and
Alzheimer’s disease have also been associated with carnitine
deficiency, as have conditions that involve increased catabo-
lism, such as trauma, sepsis, and organ failure. Finally, sev-
eral drugs, especially VPA but also anti-HIV nucleoside
analogues, pivalic acid-containing antibiotics, and some che-
motherapy agents (e.g., ifosfamide, cisplatin, and doxorubi-
cin), are associated with decreased carnitine concentrations and
occasionally with true carnitine deficiency (11,18).

VPA-induced carnitine deficiency

VPA depletes carnitine stores through several synergistic
mechanisms, especially during long-term or high-dose ther-
apy (19,20–23). First, VPA combines with carnitine to form
valproylcarnitine, which is excreted in urine (24). This repre-
sents only a minor route of elimination (25) so that it is
unlikely that it is sufficient to produce significant carnitine
deficiency in well-nourished patients (26). Second, a reduc-
tion in tubular reabsorption of both free carnitine and acyl-
carnitine has been reported during VPA treatment (27,28).
Third, VPA reduces endogenous synthesis of carnitine by
blockade of the enzyme γ-butyrobetaine hydroxylase (29).
Fourth, valproylcarnitine inhibits the membrane carnitine
transporter, thereby decreasing the transport of extracellular
carnitine into the cell and the mitochondria. VPA also
induces reversible inhibition of plasmalemmal carnitine
uptake in vitro in cultured human skin fibroblasts (30). Fifth,
VPA metabolites combine with mitochondrial CoA-SH. The
pool of free CoA-SH decreases, so that free mitochondrial
carnitine stores cannot be restored from acylcarnitine (includ-
ing valproylcarnitine) under the action of carnitine palmitoyl
transferase II (CPT II). Finally, the mitochondrial depletion
of CoA-SH impairs β-oxidation of fatty acids (and VPA) and
ATP production. ATP depletion further impairs the function
of the ATP-dependent membrane carnitine transporter.

Studies have shown a significant decrease in carnitine con-
centrations and changes in the ratio of acylcarnitine to free
carnitine in patients treated with VPA for both neurologic or

Fig. 3. Effects of decreased β-oxidation and increased ω-oxidation
of fatty acids and VPA on the urea cycle. NAGA, N-acetyl glutamic
acid; CoA, coenzyme A; CPS, carbamyl phosphate synthetase; OTC,
ornithine transcarbamylase; 4-en-VPA, 2-propyl-4-pentanoic acid.
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psychiatric indications (31). Although systematic assessment
of carnitine status has been sometimes recommended in
VPA-treated patients (9,14), hypocarnitinemia has not been
confirmed in all studies. For example, in a cross-sectional
surveillance study (32) conducted in 43 paediatric patients
taking VPA, only two were found to have carnitine concen-
trations below the normal limit, suggesting that routine
checking of carnitine concentrations is not justified. Indeed,
VPA-treated patients may be carnitine depleted despite hav-
ing normal carnitine serum concentrations (33). Measure-
ment of the serum carnitine concentration is probably
warranted in those patients who are actually at risk of car-
nitine deficiency to identify those who need carnitine supple-
mentation: children less than 24 months, those patients with
concomitant neurological or metabolic disorders, those
receiving multiple anticonvulsants, patients with marked
reduction of liver or kidney function (8).

Carnitine supplementation in VPA-induced toxicity

As VPA-induced hyperammonemia and hepatotoxicity could
be mediated at least in part by carnitine deficiency, it has
been hypothesized that L-carnitine supplementation could
prevent, correct, or attenuate these adverse effects.

VPA-induced hepatotoxicity

Elevation in transaminases, alkaline phosphatase, and biliru-
bin may develop in up to 44% of patients receiving VPA,
particularly during the first months of therapy (34,35), but
these abnormalities are usually reversible with time or when
the drug is discontinued. Severe VPA-induced hepatotoxicity
in association with hepatic failure is rare (36–41). It may
develop as an idiosyncratic reaction, is often associated with
fatal liver failure, and is not always preceded by minor eleva-
tion in transaminases. Histological changes are similar to
those observed in the Reye’s syndrome, with early produc-
tion of microvesicular steatosis followed by development of
centrilobular necrosis (34,35,39–41). The most common
clinical presentation consists of fatigue, lethargy, jaundice,
nausea, vomiting, hemorrhage, worsening seizures, and
anorexia (33,34,42).

Certain risk factors for severe VPA-induced hepatotoxicity
have been identified and include young age (especially under
24 months and those with organic brain disease), develop-
mental delay, congenital metabolic disorders (such as mito-
chondrial enzyme deficiencies), coincident history of
previous liver dysfunction, severe epilepsy treated with
polytherapy, ketogenic diets, or stressful conditions such as
infections (34,35,37,38,43). Some of these risks factors may
be linked (42). Although the overall incidence is estimated at
1/5,000–1/50,000, the occurrence of fatal hepatotoxicity
could be as high as 1/800–1/500 in these high-risk groups
(44). Early reports of severe VPA-induced hepatotoxicity

mainly concerned children less than 2 years (45). However,
fatalities have also been reported in older children and adults
(42). Authors agree that fatalities most often occur within the
first 3–6 months of therapy (42,45). Hence, VPA should be
avoided in patients with known or suspected metabolic
disorders.

The mechanisms underlying VPA-induced hepatotoxicity
remain incompletely understood, but it has been believed
since the early 1980s, based on limited experimental and
clinical evidence (46–49), that carnitine depletion, subse-
quent imbalance between β-oxidation and ω-oxidation, and
accumulation of 4-en-VPA are involved. Additionally, car-
nitine deficiency may result in disruption of mitochondrial
functions due to depletion in CoA-SH (14,34,37,50).
Reduced serum-free carnitine as well as reduced concentra-
tions of 3-keto-VPA, the main metabolite of β-oxidation of
VPA, was first reported in 1982 by Bohles and coworkers
(46) in a 3-year-old girl who developed acute liver disease
with typical features of Reye’s syndrome after treatment with
VPA for 6 months. Reduced free carnitine and increased
serum and urine acylcarnitine concentrations were also dem-
onstrated in patients with VPA-induced Reye-like syndrome
(27). In a patient with fatal VPA-induced hepatotoxicity,
Krahenbuhl and coworkers (51) demonstrated a reduction in
free and total carnitine concentrations in plasma and liver.

To evaluate the influence of VPA on carnitinemia, as well
as the possible etiological role of carnitine in fatal
VPA-induced hepatotoxicity, Laub and coworkers (52) pro-
spectively measured total carnitine, free carnitine, and acyl-
carnitine concentrations in the serum of 21 paediatric patients
receiving VPA therapy, 21 healthy matched control individu-
als, and 21 patients receiving various anticonvulsants other
than VPA. The free carnitine concentrations were the lowest
(p < 0.05) and the short-chain acylcarnitine/free carnitine
ratio was the highest (p < 0.01) in the VPA group. Moreover,
patients receiving polytherapy including VPA had lower total
carnitine concentrations than did patients receiving VPA
monotherapy (p < 0.05). However, carnitine deficiency is
probably not the only reason for fatal VPA-induced hepato-
toxicity. Indeed, a 3.5-year-old girl developed hepatic failure
during VPA therapy even though her serum carnitine concen-
tration was normal, and she died despite oral L-carnitine
supplementation.

VPA-induced lipid peroxidation and glutathione depletion
are other mechanisms that could also contribute to VPA-
induced hepatotoxicity (53). Rat studies have suggested that
4-en-VPA is transformed through β-oxidation to reactive
intermediates such as 2-propyl-2,4-pentadienoic acid
(2,4-dien-VPA) that deplete mitochondrial GSH (54). While
VPA itself failed to induce discernible liver lesions at near
lethal doses, unsaturated VPA metabolites (4-en-VPA and
2,4-dien-VPA) are potent inducers of microvesicular steato-
sis in rats (54). Sequestration of CoA-SH and direct inhibi-
tion of specific enzymes in the β-oxidation sequence by CoA
esters (especially 4-en-VPA-CoA) are other mechanisms also
suggested by rat studies (55).
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Role of carnitine in VPA-induced hepatotoxicity

The common mild elevation in aminotransferases is usually
reversible with time, or when VPA therapy is discontinued or
the dose reduced. Even in severe VPA-induced hepatotoxicity,
the prognosis seems to be improved if VPA therapy is
promptly discontinued (7).

No animal study has evaluated the effect of L-carnitine
when hepatotoxicity has already developed. More than 20
years ago, Sugimoto and coworkers (56) had demonstrated
that chronic administration of VPA in rats was associated
with significantly lower concentrations of serum-free and
total carnitine and higher concentrations of acylcarnitine and
acyl to free ratio than those of the controls. The coadministra-
tion of phenobarbital further decreased free carnitine concen-
trations in serum and liver of the rats as compared with rats
treated with either VPA or phenobarbital alone. An
experimental study in rats treated with therapeutic and toxic
doses of VPA showed that carnitine supplementation was
able to prevent fatty infiltration and liver necrosis induced by
VPA (57).

Although human-controlled studies are lacking, some
experimental and clinical evidence suggests that the early
administration of intravenous L-carnitine could improve sur-
vival in severe VPA-induced hepatotoxicity. Intravenous
rather than oral supplementation is usually recommended
because it is likely to ensure higher concentrations of car-
nitine in the blood. Indeed, carnitine has a poor gastrointesti-
nal bioavailability, which is further compromised by
digestive dysfunction. Among cases of severe hepatotoxicity
occurring during VPA therapy, survival has been reported
mainly in those patients treated with carnitine (58–62). This
approach is likely to be biased and failures of carnitine
therapy have occasionally been reported (52).

In a retrospective series of 92 patients identified by a registry
of adverse reactions to VPA (most of whom had chronic
illness or were malnourished children) with severe, symp-
tomatic VPA-induced hepatotoxicity, Bohan and coworkers
(63) observed an improvement in survival (48%) in 42
patients treated with L-carnitine, as compared with only 10%
of the 50 (historical) patients treated solely with aggressive
supportive care (p < 0.001). Moreover, the 10 patients who
were diagnosed within 5 days and treated with intravenous
L-carnitine survived. Although these observations are inter-
esting, the comparison with historical control individuals is a
serious limitation in the interpretation of these results and
such a benefit is not observed in all cases (52,65).

VPA-induced hyperammonemic encephalopathy

VPA-induced hyperammonemia was reviewed recently
(64,66). The chronic use of VPA may result in elevated
plasma ammonia, even in patients with normal liver tests, and
seems therefore to result from underlying mechanisms that are
independent of hepatotoxicity (65,66). Hyperammonemia can

develop after both acute overdose and acute on therapeutic
overdose, as well as during chronic VPA therapy (20,67–75).

The prevalence of hyperammonemia in prospective studies
ranged from 70 to 100% (64). Although it remains asymp-
tomatic in almost 50% of cases (21), hyperammonemia can,
however, produce clinically significant encephalopathy,
which may even be severe. Symptoms of VPA-induced
hyperammonemic encephalopathy can appear only a few
days after initiation of VPA therapy, or after several months
or years of treatment, even in those with normal liver func-
tion, despite normal therapeutic doses and serum VPA con-
centrations, and without any enzymatic disorder of the urea
cycle. VPA-induced hyperammonemic encephalopathy
occurs almost equally in both genders and in a large range of
age, but it is a rather rare phenomenon in adults, especially
when VPA is used as monotherapy.

VPA-induced encephalopathy is characterized typically by
acute onset of impaired consciousness, disorientation, cogni-
tive slowing, delirium, and sometimes focal neurologic defi-
cits (64,76). Vomiting and seizures or increased seizure
frequency may also occur (77). Very high ammonia concen-
trations have been reported, even with normal liver function
tests (78), but there is no clear relationship between clinical
severity and blood ammonia concentrations (64,79). The
EEG is characterized commonly by a continuous generalized
slowing with predominance of theta and delta activity. Occa-
sional bursts of frontal intermittent rhythmic delta activity,
and triphasic waves, may be observed suggesting severe
encephalopathy (80). Clinical manifestations of VPA-
induced hyperammonemic encephalopathy, as well as EEG
findings and hyperammonemia, tend to normalize rapidly
when VPA therapy is discontinued.

Diagnosis of VPA-induced hyperammonemic encephalo-
pathy in the psychiatric setting (68,78,79,81,82) or in geriat-
ric patients (83,84) may be especially challenging, due to the
multiple possible etiologies of mental status changes.

The pathogenesis of hyperammonemic encephalopathy is
still incompletely understood. Ammonia readily crosses the
blood–brain barrier and is thought to inhibit glutamate
uptake, thereby increasing extracellular glutamate concentra-
tions in the brain and resulting in activation of NMDA recep-
tors. NMDA receptor activation is associated with a decrease
in phosphorylation by protein kinase C, activation of Na+-K+

ATPase, and ATP depletion. Activation of the NMDA recep-
tors is a major factor in the pathogenesis of hyperammonemic
encephalopathy and is probably the cause of seizures.

Hyperammonemia associated with VPA therapy has been
mainly related to carnitine deficiency. Matsuda and coworkers
(27) demonstrated markedly reduced free carnitine concentra-
tions in serum in five hyperammonemic patients (of whom
three had a Reye-like syndrome). Various authors have sug-
gested a direct correlation between serum ammonia concen-
trations and the dose or serum concentrations of VPA, and an
inverse correlation with serum concentrations of carnitine
(19–21). Actually, in children younger than 2 years of age,
who have increased susceptibility for the development of
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hyperammonemia, ammonia concentrations seems to be
mainly linked to VPA dose or concentrations (69). Lokrantz
and coworkers (85) reported the case of an elderly woman on
VPA monotherapy in whom VPA-induced hyperammonemic
encephalopathy was precipitated by treatment for a urinary
tract infection with pivmecillinam – an antibiotic known to
decrease the serum concentration of carnitine. Also, metabo-
lites of VPA ω-oxidation (including propionic derivatives and
4-en-VPA) inhibit the mitochondrial CPS I, the first enzy-
matic step of ammonia elimination via the urea cycle in the
liver (8,72,73). This effect appears related to the dose of VPA
(86). As acetyl-CoA stores are depleted, the synthesis of
NAGA, an important cofactor of CPS I, produced from acetyl-
CoA and glutamate by NAGA synthetase, is decreased.

Besides carnitine deficiency, congenital defects of the urea
enzymatic cycle (77), a protein-rich diet (21,87), or catabo-
lism induced by fasting (88,89) also promote hyperammo-
nemia. An increase in ammonia production by the kidneys
could also contribute to hyperammonemia (77,86), as
suggested by both animal (88) and human (89) studies.
Indeed, VPA promotes the transport of glutamine through the
mitochondrial membrane, thereby enhancing glutaminase
activity; ammonia is released as a result of the transformation
of glutamine into glutamate (90,91).

Factors other than ammonia may be involved in the patho-
genesis of VPA-induced hyperammonemic encephalopathy,
including accumulation of lactate, pyruvate, glutamine, and
free glucose, and depletion of glycogen and ketone bodies.
For example, Verrotti and coworkers (77) demonstrated that
VPA-induced hyperammonemic encephalopathy is also asso-
ciated with an increase in glutamine production in astrocytes,
whereas glutamine release was inhibited. Glutamine accumu-
lation increases intracellular osmolarity, promoting an influx
of water with resultant astrocytic swelling, cerebral edema,
and increased intracranial pressure (62).

Finally, some VPA metabolites could also play a role. For
example, the β-oxidation metabolite 2-en-VPA can promote
cerebral edema when it accumulates in brain and plasma. This
metabolite has a prolonged elimination half-life. Even when
β-oxidation is impaired in the setting of VPA toxicity, accu-
mulation of 2-en-VPA could be responsible for prolonged
coma despite return of plasma VPA to therapeutic concentra-
tions (69,70). Conversely, effects of VPA in the CNS seem
independent of the formation of valproyl-CoA that does not
accumulate in brain tissue (92). The development of cerebral
edema is not clearly correlated with the dose of VPA (93).

Role of carnitine in VPA-induced hyperammonemic 
encephalopathy

Administration of exogenous carnitine is thought to help nor-
malization of elevated plasma ammonia concentrations by
binding to VPA, thereby enhancing the β-oxidation process
and production of acetyl-CoA, and relieving the inhibition of
urea synthesis.

Several studies or reports suggest that L-carnitine supple-
ments can be associated with a favorable clinical response
(21,23,78,94–98). Carnitine supplementation (52 mg/kg/day)
for 4 weeks was shown to correct both carnitine deficiency
and hyperammonemia in 14 VPA-treated patients (20).
Bohles and coworkers (94) investigated the effects of
carnitine supplementation in 69 children and young adults
treated with VPA monotherapy. Their mean plasma ammonia
concentration was within the normal range, but 24 patients
(35.3%) with ammonia concentrations above 800 μg/L
(46 μmol/L) were considered hyperammonemic and 15 of these
24 (22.1%) had ammonia concentrations above 1,000 μg/L
(58 μmol/L). Total plasma carnitine concentrations were
determined in 48 out of 69 patients and were found to be
rather low, as was the percentage of free carnitine. Fourteen
hyperammonemic and one normoammonemic patients were
supplemented with L-carnitine (500 mg/m2, twice daily). Pro-
longed L-carnitine supplementation was associated with nor-
malization in plasma ammonia concentrations and marked
increase in carnitine concentration in all 15 patients. The plasma
ammonia concentrations were significantly correlated with the
percentage of free plasma carnitine in plasma (r = −0.67,
p < 0.0001).

Borbath and coworkers (98) reported the case of a 51-year-old
woman who received 10 mg/kg VPA daily to prevent
seizures after a neurosurgical procedure. She developed
VPA-induced hyperammonemic encephalopathy [ammonia
concentration 3,980 μg/L (234 μmol/L)] without any sign of
hepatic dysfunction. VPA was stopped and L-carnitine sup-
plementation (100 mg/kg) was administered intravenously.
Although the initial plasma carnitine concentration was nor-
mal in this patient, ammonemia rapidly decreased within 10 h
to 600 μg/L (35 μmol/L), her neurological condition
improved, and the triphasic waves on the EEG disappeared.

Unfortunately, normalization of ammonia concentrations
is not always associated with an improvement of the clinical
condition. Hantson and coworkers (99) reported the case of a
47-year-old epileptic man in whom parenteral VPA therapy
was associated with a severe hyperammonemic encephalopa-
thy [peak ammonia concentration 7,000 μg/L (411 μmol/L)]
without any biological signs of hepatotoxicity. VPA treat-
ment was discontinued and L-carnitine supplementation (100
mg/kg/day) was initiated. Although subsequent normaliza-
tion in the blood arterial ammonia concentration was
observed within 4 days, the patient remained comatose for
3 weeks. The clinical course was correlated with magnetic
resonance imaging and multimodal evoked potential find-
ings, but not with ammonia concentrations.

Acute valproic acid poisoning

Acute VPA poisoning is an increasing problem that has been
reviewed (5). The clinical and biological features and compli-
cations that may be encountered reflect both exaggerated
therapeutic effect and impairment in metabolic pathways. In
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a series of six severe VPA poisonings, for example, Eyer
et al. (67) demonstrated signs of impaired mitochondrial
β-oxidation with increase of medium- and long-chain acyl-
carnitines in serum as well as hyperammonemia in all six
patients. CNS depression is the most common manifestation
of toxicity, ranging in severity from mild drowsiness to pro-
found coma and fatal cerebral edema (36,67,93). Severely
poisoned patients may develop respiratory and multiorgan
failure (67). However, the majority of patients only experi-
ence mild to moderate lethargy and recover uneventfully with
only supportive care (5,100,101). Although there is no close
relationship between plasma VPA concentrations and the
severity of CNS toxicity (44,102), patients who ingest more
than 200 mg/kg VPA and/or have plasma concentrations
greater than 450 mg/L usually develop severe CNS depres-
sion (3). In such severe cases, cerebral edema becomes clinically
apparent 12 h to 4 days after the overdose (35,66,88,103)
although CNS depression may be delayed if a slow-release
preparation has been ingested (36,104).

Other clinical findings include respiratory depression, nausea,
vomiting, diarrhea, hypothermia or fever, hypotension, tachy-
cardia, miosis, agitation, hallucinations, tremors, myoclonus,
and seizures. In contrast to poisoning with phenytoin or car-
bamazepine, nystagmus, dysarthria, and ataxia are rarely
noted following VPA poisoning. Other recognized but rare
complications of overdose include heart block, pancreatitis,
acute renal failure, alopecia, leucopenia, thrombocytopenia,
anemia, optic nerve atrophy, and acute respiratory distress
syndrome (36,70). Acute VPA poisoning is associated rarely
with a minor and reversible elevation in transaminases
(69,70). Hyperammonemia, anion gap metabolic acidosis,
hyperosmolality, hypernatremia, and hypocalcaemia may
also develop (36,70,93).

Management of acute VPA poisoning is largely supportive.
Patients who present early may benefit from gastrointestinal
decontamination with a single dose of activated charcoal.
Other interventions may involve blood pressure support with
intravenous fluids and vasopressors, and correction of elec-
trolyte abnormalities or acid–base disorders (commonly an
anion gap metabolic acidosis). Mechanical ventilation may
be necessary in patients who require airway protection or
who develop cerebral edema or respiratory depression (67).

In patients with renal dysfunction, refractory hypotension,
severe metabolic abnormalities, recurrent seizures, or persis-
tent coma, extracorporeal removal by hemodialysis or hemo-
filtration may be considered although there are no controlled
trials that demonstrate an improvement in outcome with these
measures (67,105–107).

Role of carnitine in VPA poisoning

Data in this setting remain scattered and consist only of anec-
dotal case reports. Carnitine supplementation has been shown
to reverse metabolic abnormalities and to hasten the resolu-
tion of hyperammonemia (5). As far as CNS depression is

concerned, clinical observations do not suggest that carnitine
is able to hasten the recovery of consciousness (19,75). For
example, a healthy, nonepileptic, 16-month-old child was
admitted in a deep coma after ingestion of a overdose (∼4 g)
of VPA (19). Very high serum and urinary concentrations of
VPA were documented. Urinary concentrations of the β-
oxidation metabolites of VPA were low, whereas concentrations
of ω-oxidation metabolites were high. Moreover, the hepato-
toxic compound 4-en-VPA was detected in urine. Gastric lav-
age and general supportive measures were undertaken,
including intravenous infusion of saline to increase urine out-
put. Oral L-carnitine was administered for 4 days to correct
hypocarnitinemia. Subsequently, the β-oxidation metabolites
increased, the ω-oxidation metabolites decreased, and 4-en-
valproate was no longer detected in urine. However, the child
only regained consciousness on day 4, when his serum VPA
concentration reached therapeutic concentrations.

In another child who accidentally ingested 400 mg/kg
VPA, decreased β-oxidation and markedly increased
ω-oxidation were also observed, and the concentration of
4-en-VPA was markedly increased although there was nei-
ther hyperammonemia nor signs of liver dysfunction (75).
After L-carnitine supplementation for 3 days, VPA metabo-
lism returned to normal. Once again, the child remained
comatose until day 3.

Minville and coworkers (108) also reported a case of
severe VPA poisoning in a 36-year-old man. Despite hemodi-
alysis initiated to decrease the high serum VPA concentration
and L-carnitine therapy (50 mg/kg/day for 4 days), cerebral
edema appeared on the 3rd day. With the usual neuroprotec-
tive measures, the patient improved after 4 days and finally
recovered without sequelae. Several other cases of VPA poi-
soning have been reported recently in which IV carnitine sup-
plementation was part of the treatment and was associated
with a favorable outcome, but the actual role of carnitine in
the evolution is difficult to define (109,110). Severe hepato-
toxicity is rare after acute VPA overdose and the lack of tran-
saminase elevation following prophylactic carnitine
administration does not necessarily demonstrate any hepato-
protective action.

Carnitine is generally considered safe and well tolerated:
an unpleasant fishy odor and mild gastrointestinal upset after
oral administration are the only side effects commonly
reported. No cases of allergic or other severe adverse reac-
tions have been reported in association with carnitine admin-
istration in patients with acute isolated VPA poisoning or
mixed overdose including VPA (111,112). Although the ben-
efit of L-carnitine supplementation on clinical outcome has
not been demonstrated, the lack of significant adverse effects
following its use, the relatively affordable cost of this agent,
and the need for its availability for other indications (espe-
cially in the management of urea cycle disorders in neonates)
has led to recommendations for its administration in VPA
poisoning. In 1996, a Paediatric Neurology Consensus Con-
ference (113) recommended carnitine supplementation for
children with VPA overdoses. Subsequently, more restrictive
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recommendations have limited carnitine supplements to
severe overdose (> 400 mg/kg). Now, carnitine administra-
tion (preferably IV) is commonly recommended for docu-
mented severe VPA toxicity in both children and adults,
especially in patients who present with coma, hyperammone-
mia, or high VPA concentrations [e.g., more than 450 mg/L
(111,112)].

Prevention of VPA toxicity

Raskind and El-Chaar (23) extensively reviewed the patho-
physiology and significance of VPA-induced carnitine defi-
ciency and evaluated the literature pertaining to carnitine
supplementation during VPA therapy in children. Despite the
lack of prospective randomized clinical trials, a few studies
have shown carnitine supplementation in patients receiving
VPA to result in subjective and objective improvements and
to prevent VPA-induced hepatotoxicity, in parallel with
increases in carnitine serum concentrations. The Paediatric
Neurology Consensus Conference in 1996 (113) and some
textbooks and manuals (15,114) strongly recommended car-
nitine supplementation (50–100 mg/kg/day) during VPA ther-
apy for children at risk of developing a carnitine deficiency, in
VPA poisoning and in VPA-induced hepatotoxicity. Carnitine
supplementation has been classified “grade C” (may be use-
ful) in patients treated with VPA for seizure disorders (115).
There is no clear evidence that appreciable toxic effects are
associated with the use of carnitine. Moreover, when it is
used to prevent carnitine deficiency, carnitine did not seem to
alter the anticonvulsant properties of VPA in an experimental
model in mice (116).

Until further data become available, L-carnitine supple-
mentation may be recommended to those children on VPA
therapy at greatest risk of hepatotoxicity (<2 years of age,
more than one anticonvulsant, poor nutritional status, ketoge-
nic diet). In older children or adults, it may be considered if
there are clinical symptoms suggestive of carnitine deficiency
(hypotonia, lethargy), a significant decrease in the serum-free
carnitine concentrations, an impairment in hepatic function
tests, or hyperammonemia, even in the absence of VPA-
induced hyperammonemic encephalopathy.

Conclusions

Intravenous L-carnitine supplementation does not appear to
be harmful and could be beneficial in patients with VPA-
induced hepatotoxicity or hyperammonemia, regardless of
whether the exposure to VPA was acute, chronic, or both. An
improvement of liver function is, however, not always
observed, and the decrease of ammonia concentrations is not
always associated with an improvement of consciousness in
VPA-induced hyperammonemic encephalopathy.

Although carnitine appears to normalize the metabolic
pathways of VPA in acute VPA poisoning, the few clinical

data that are available do not support the use of carnitine to
hasten recovery in patients with VPA-induced CNS depres-
sion. However, its use should be considered in high-risk
patients (especially children or those who have ingested large
amounts of VPA) and those with VPA-induced hyperam-
monemia or hepatotoxicity.

The potential value of prophylactic oral L-carnitine supple-
mentation in preventing adverse effects due to VPA-induced
dysfunction of β-oxidation is suggested by several studies
and isolated observations, especially in patients at risk of car-
nitine deficiency. A better delineation of the therapeutic and
prophylactic value of L-carnitine in each of these conditions
is still needed and would require further clinical investiga-
tions in controlled randomized multicenter trials.

Competing interests

The authors declare that they have no competing interests.

References

1. Johannessen CU, Johannessen SI. Valproate: past, present, and future.
CNS Drug Rev 2003; 9:199–216.

2. Silva MF, Aires CC, Luis PB, Ruiter JP, Ijlst L, Duran M, Wanders RJ,
Tavares de Almeida I. Valproic acid metabolism and its effects on mito-
chondrial fatty acid oxidation: a review. J Inherit Metab Dis 2008;
31:205–216.

3. Spiller HA, Krenzelok EP, Klein-Schwartz W, Winter ML, Weber JA,
Sollee DR, Bangh SA, Griffith JR. Multicenter case series of valproic
acid ingestion: serum concentrations and toxicity. J Toxicol Clin
Toxicol 2000; 38:755–760.

4. Bronstein AC, Spyker DA, Cantilena LR, Jr, Green J, Rumack BH,
Heard SE. 2006 Annual report of the American Association of Poison
Control Centers’ National Poison Data System (NPDS). Clin Toxicol
2007; 45:815–917.

5. Sztajnkrycer MD. Valproic acid toxicity: overview and management.
J Toxicol Clin Toxicol 2002; 40:789–801.

6. Bedry R, Parrot F: Severe valproate poisoning [in French]. Réanimation
2004; 13:324–333.

7. Flomenbaum NE, Goldfrank LR, Hoffman RS, Howland MA, Lewin
NA, Nelson LS, eds. Goldfrank’s Toxicological Emergencies. 8th ed.
New York: McGraw-Hill; 2006.

8. Lheureux PER, Penaloza A, Zahir S, Gris M. Science review: carnitine
in the treatment of valproic acid-induced toxicity – what is the evi-
dence? Critical Care 2005; 9:431–440.

9. Borum PR, Bennett SG. Carnitine as an essential nutrient. J Am Coll
Nutr 1986; 5:177–182.

10. Jacobi G, Thorbeck R, Ritz A, Janssen W, Schmidts HL. Fatal hepato-
toxicity in child on phenobarbitone and sodium valproate. Lancet 1980;
1:712–713.

11. Scaglia F. Carnitine deficiency. http://www.emedicine.com/ped/
topic321.htm, eMedicine 2006. Accessed October 7 2008.

12. Evangeliou A, Vlassopoulos D. Carnitine metabolism and deficit: when
supplementation is necessary? Curr Pharm Biotechnol 2003; 4:211–219.

13. Roe CRM, Kahler SG, Kodo N, Norwood DL. Carnitine homeostatis in
the organic acidurias. In: Tanaka KC ed. Fatty Acid Oxidation: Clinical,
Biochemical, and Molecular Aspects. New York: Alan R Liss; 1990:
382–402.

14. Coulter DL. Carnitine, valproate, and toxicity. J Child Neurol 1991;
6:7–14.

D
o
w
n
l
o
a
d
e
d
 
B
y
:
 
[
U
n
i
v
e
r
s
i
t
a
 
C
a
t
t
o
l
i
c
a
 
S
a
c
r
o
 
C
u
o
r
e
]
 
A
t
:
 
1
0
:
2
9
 
2
5
 
M
a
r
c
h
 
2
0
0
9

http://www.emedicine.com/ped/topic321.htm
http://www.emedicine.com/ped/topic321.htm


Clinical Toxicology vol. 47 no. 2 2009

Carnitine in VPA toxicity 109

15. Lehninger AL, Nelson DL, Cox MM. Oxidation of fatty acids [in
French]. In Principes de Biochimie. New York: Médecine–Sciences
Flammarion; 1994: 479–505.

16. DiMauro S, DiMauro PM. Muscle carnitine palmityltransferase defi-
ciency and myoglobinuria. Science 1973; 182:929–931.

17. Roe CC, Coates PM. Mitochondrial fatty acid oxidation disorders. In:
Scriver CR, Beaudet AL, Sly WS, Valle D, eds. The Metabolic and
Molecular Basic of Inherited Disease. New York: McGraw-Hill;
1995:1501–1533.

18. Murphy JV, Marquardt KM, Shug AL. Valproic acid associated
abnormalities of carnitine metabolism. Lancet 1985; 1:820–821.

19. Ishikura H, Matsuo N, Matsubara M, Ishihara T, Takeyama N, Tanaka T.
Valproic acid overdose and L-carnitine therapy. J Anal Toxicol 1996;
20:55–58.

20. Ohtani Y, Endo F, Matsuda I. Carnitine deficiency and hyperammone-
mia associated with valproic acid therapy. J Pediatr 1982; 101:782–785.

21. Gidal BE, Inglese CM, Meyer JF, Pitterle ME, Antonopolous J, Rust
RS. Diet- and valproate-induced transient hyperammonemia: effect of
L-carnitine. Pediatr Neurol 1997; 16:301–305.

22. Matsumoto J, Ogawa H, Maeyama R, Okudaira K, Shinka T, Kuhara T.
Matsumoto I: successful treatment by direct hemoperfusion of coma
possibly resulting from mitochondrial dysfunction in acute valproate
intoxication. Epilepsia 1997; 38:950–953.

23. Raskind JY, El-Chaar GM. The role of carnitine supplementation
during valproic acid therapy. Ann Pharmacother 2000; 34:630–638.

24. Millington DS, Bohan TP, Roe CR, Yergey AL, Liberato DJ.
Valproylcarnitine: a novel drug metabolite identified by fast atom bom-
bardment and thermospray liquid chromatographymass spectrometry.
Clin Chim Acta 1985; 145:69–76.

25. Sugimoto T, Muro H, Woo M, Nishida N, Murakami K. Valproate
metabolites in high-dose valproate plus phenytoin therapy. Epilepsia
1996; 37:1200–1203.

26. Hirose S, Mitsudome A, Yasumoto S, Ogawa A, Muta Y, Tomoda Y.
Valproate therapy does not deplete carnitine levels in otherwise healthy
children. Pediatrics 1998; 101:E9.

27. Matsuda I, Ohtani Y. Carnitine status in Reye and Reye-like
syndromes. Pediatr Neurol 1986; 2:90–94.

28. Camina MF, Rozas I, Castro-Gago M, Paz JM, Alonso C, Rodriguez-
Segade S. Alteration of renal carnitine metabolism by anticonvulsant
treatment. Neurology 1991; 41:1444–1448.

29. Farkas V, Bock I, Cseko J, Sandor A. Inhibition of carnitine biosynthesis
by valproic acid in rats – the biochemical mechanism of inhibition.
Biochem Pharmacol 1996; 52:1429–1433.

30. Tein I, Xie ZW. Reversal of valproic acid-associated impairment of
carnitine uptake in cultured human skin fibroblasts. Biochem Biophys
Res Commun 1994; 204:753–758.

31. Moreno FA, Macey H, Schreiber B. Carnitine levels in valproic acid-
treated psychiatric patients: a cross-sectional study. J Clin Psychiatry
2005; 66:555–558.

32. Fung EL, Tang NL, Ho CS, Lam CW, Fok TF. Carnitine level in Chinese
epileptic patients taking sodium valproate. Pediatr Neurol 2003; 28:24–27.

33. Shapiro YG, Gutman A. Muscle carnitine deficiency in patients using
valproic acid. J Pediatr 1991; 118:646–649.

34. Bryant AE, III, Dreifuss FE. Valproic acid hepatic fatalities. III. U.S.
experience since 1986. Neurology 1996; 46:465–469.

35. Björnsson E. Hepatotoxicity associated with antiepileptic drugs. Acta
Neurol Scand 2008; 118:281–290.

36. Andersen GO, Ritland S. Life threatening intoxication with sodium
valproate. J Toxicol Clin Toxicol 1995; 33:279–284.

37. Zimmerman HJ, Ishak KG. Valproate-induced hepatic injury: analyses
of 23 fatal cases. Hepatology 1982; 2:591–597.

38. Antoniuk SA, Bruck I, Honnicke LR, Martins LT, Carreiro JE, Cat R.
Acute hepatic failure associated with valproic acid in children. Report
of 3 cases [in Portuguese]. Arq Neuropsiquiatr 1996; 54:652–654.

39. Berthelot-Moritz F, Chadda K, Chanavaz I, Leroy JP, Droy JM,
Bonmarchand G, Leroy J. Fatal sodium valproate poisoning. Intensive
Care Med 1997; 23:599.

40. Caparros-Lefebvre D, Lecomte-Houcke M, Pruvot FR, Declereck N,
Paris JC, Petit H. Unusual electronmicroscopic changes in valproate-
associated liver failure. Lancet 1993; 341:1604.

41. Gerber N, Dickinson RG, Harland RC, Lynn RK, Houghton LD,
Antonias JI, Schimschock JC. Reye-like syndrome associated with val-
proic acid therapy. J Pediatr 1979; 95:142–144.

42. Koenig SA, Buesing D, Longin E, Oehring R, Häussermann P, Kluger
G, Lindmayer F, Hanusch R, Degen I, Kuhn H, Samii K, Jungck A,
Brückner R, Seitz R, Boxtermann W, Weber Y, Knapp R, Richard HH,
Weidner B, Kasper JM, Haensch CA, Fitzek S, Hartmann M, Borusiak
P, Müller-Deile A, Degenhardt V, Korenke GC, Hoppen T, Specht U,
Gerstner T. Valproic acid-induced hepatopathy: nine new fatalities in
Germany from 1994 to 2003. Epilepsia 2006; 47:2027–2031.

43. Gopaul S, Farrell K, Abott F. Effects of age and polytherapy, risk fac-
tors of valproic acid hepatotoxicity, on the excretion of 2,4-diene VPA
in people with epilepsy taking VPA. Epilepsia 2003; 44:322–328.

44. McNamara JO. Drugs effective in the therapy of the epilepsies. In:
Hardman J, Limbird LE, Molinoff PB, Ruddon RW, Gilman AG, eds.
Goodman & Gilman’s the Pharmacological Basis of Therapeutics. New
York: McGraw-Hill; 1996:476.

45. Dreyfuss FE, Langer DH, Moline KA, Maxwell JE. Valproic acid fatal-
ities II. US experience since 1984. Neurology 1989; 39:201–207.

46. Bohles H, Richter K, Wagner-Thiessen E, Schafer H. Decreased serum
carnitine in valproate induced Reye syndrome. Eur J Pediatr 1982;
139:185–186.

47. Coulter DL. Carnitine deficiency: a possible mechanism for valproate
hepatotoxicity. Lancet 1984; 1:689.

48. Stumpf DA, Parker WD, Haas R. Carnitine deficiency with valproate
therapy. J Pediatr 1983; 103:175–176.

49. Knapp AC, Todesco L, Beier K, Terracciano L, Sägesser H, Reichen J,
Krähenbühl S. Toxicity of valproic acid in mice with decreased plasma
and tissue carnitine stores. J Pharmacol Exp Ther 2008; 324:568–575.

50. Thurston JH, Hauhart RE. Reversal of adverse chronic effects of the
unsaturated derivate of valproic acid-on ketognesis and liver coenzyme
a metabolism by single injection of pantothenate, carnitine, and acetyl-
cystein in developing mice. Pediatr Res 1993; 33:72–76.

51. Krahenbuhl S, Mang G, Kupferschmidt H, Meier PJ, Krause M. Plasma
and hepatic carnitine and coenzyme A pools in a patient with fatal,
valproate induced hepatotoxicity. Gut 1995; 37:140–143.

52. Laub MC, Paetzke-Brunner I, Jaeger G. Serum carnitine during valp-
roic acid therapy. Epilepsia 1986; 27:559–562.

53. Raza M, Al-Bekairi AM, Ageel AM, Qureshi S. Biochemical basis of
sodium valproate hepatotoxicity and renal tubular disorder: time depen-
dence of peroxidative injury. Pharmacol Res 1997; 35:153–157.

54. Tang W, Borel AG, Fujimiya T, Abbott FS. Fluorinated analogues as
mechanistic probes in valproic acid hepatotoxicity: hepatic microvesicu-
lar steatosis and glutathione status. Chem Res Toxicol 1995; 8:671–682.

55. Kesterson JW, Granneman GR, Machinist JM. The hepatotoxicity of
valproic acid and its metabolites in rats. I. Toxicologic, biochemical and
histopathologic studies. Hepatology 1984, 4:1143–1152.

56. Sugimoto T, Araki A, Nishida N, Sakane Y, Woo M, Takurchi T,
Kobayshi Y. Hepatotoxicity in rat following administration of valproic
acid: effect of L-carnitine supplementation. Epilepsia 1987; 28:373–377.

57. Shakoor KAK. Valproic acid induced hepatotoxicitv and protective role
of carnitine. Pakistan J Pathol 1997; 133–134.

58. Siemes H, Nau H, Schultze K, Wittfoht W, Drews E, Penzien J, Seidel
U. Valproate (VPA) metabolites in various clinical conditions of proba-
ble VPA-associated hepatotoxicity. Epilepsia 1993; 34:332–346.

59. DeVivo DC. Effect of L-carnitine treatment for valproate-induced
hepatotoxicity. Neurology 2002; 58:507–508.

60. Konig SA, Siemes H, Blaker F, Boenigk E, Gross-Selbeck G, Hanefeld
F, Haas N, Kohler B, Koelfen W, Korinthenberg R, et al. Severe hepato-
toxicity during valproate therapy: an update and report of eight new fatal-
ities. Epilepsia 1994; 35:1005–1015.

61. Romero-Falcon A, de la Santa-Belda E, Garcia-Contreras R, Varela JM.
A case of valproate-associated hepatotoxicity treated with L-carnitine.
Eur J Intern Med 2003; 14:338–340.

D
o
w
n
l
o
a
d
e
d
 
B
y
:
 
[
U
n
i
v
e
r
s
i
t
a
 
C
a
t
t
o
l
i
c
a
 
S
a
c
r
o
 
C
u
o
r
e
]
 
A
t
:
 
1
0
:
2
9
 
2
5
 
M
a
r
c
h
 
2
0
0
9



Clinical Toxicology vol. 47 no. 2 2009

110 P.E.R. Lheureux and P. Hantson

62. Vance CK, Vance WH, Winter SC, Opala G, Szaho A. Control of
valproate-induced hepatotoxicity with carnitine. Ann Neurol 1989;
26:456 (abstract).

63. Bohan TP, Helton E, McDonald I, Konig S, Gazitt S, Sugimoto T,
Scheffner D, Cusmano L, Li S, Koch G. Effect of L-carnitine treatment
for valproate-induced hepatotoxicity. Neurology 2001; 56:1405–1409.

64. Murphy JV, Groover RV, Hodge C. Hepatotoxic effects in a child
receiving valproate and carnitine. J Pediatr 1993; 123:318–320.

65. Chicharro AV, Marinis AJ, Kanner AM. The measurement of ammonia
blood levels in patients taking valproic acid: looking for problems
where they do not exist. Epilepsy Behav 2007; 11:361–366.

66. McCall M, Bourgeois M. Valproic acid-induced hyperammonemia.
J Clin Psychopharmacol 2004; 24:521–526.

67. Eyer F, Felgenhauer N, Gempel K, Steimer W, Gerbitz KD, Zilker T.
Acute valproate poisoning: pharmacokinetics, alteration in fatty acid
metabolism, and changes during therapy. J Clin Psychopharmacol
2005; 25:376–380.

68. Eubanks AL, Aguirre B, Bourgeois JA. Severe acute hyperammonemia
after brief exposure to valproate. Psychosomatics 2008; 49: 82–83.

69. Gugler R, von Unruh GE. Clinical pharmacokinetics of valproic acid.
Clin Pharmacokinet 1980; 5:67–83.

70. Gram L, Bentsen KD. Valproate: an updated review. Acta Neurol
Scand 1985; 72:129–139.

71. Tennison MB, Miles MV, Pollack GM, Thorn MD, Dupuis RE.
Valproate metabolites and hepatotoxicity in an epileptic population.
Epilepsia 1988; 29:543–547.

72. Coulter DL, Allen RJ. Secondary hyperammonaemia: a possible mech-
anism for valproate encephalopathy. Lancet 1980; 1:1310–1311.

73. Coulter DM. Study of reasons for cessation of therapy with perhexiline
maleate, sodium valproate and labetalol in the intensified adverse reac-
tion reporting scheme. N Z Med J 1981; 93:81–84.

74. Mortensen PB. Dicarboxylic acids and the lipid metabolism. Dan Med
Bull 1984; 31:121–145.

75. Murakami K, Sugimoto T, Woo M, Nishida N, Muro H. Effect of
L-carnitine supplementation on acute valproate intoxication. Epilepsia
1996; 37:687–689.

76. Wadzinski J, Franks R, Roane D, Bayard M. Valproate-associated
hyperammonemic encephalopathy. J Am Board Fam Med 2007;
20:499–502.

77. Verrotti A, Trotta D, Morgese G, Chiarelli F. Valproate-induced hyper-
ammonemic encephalopathy. Metab Brain Dis 2002; 17:367–373.

78. Barrueto F, Jr, Hack JB. Hyperammonemia and coma without hepatic
dysfunction induced by valproate therapy. Acad Emerg Med 2001;
8:999–1001.

79. Dealberto MJ. Valproate-induced hyperammonaemic encephalopathy:
review of 14 cases in the psychiatric setting. Int Clin Psychopharmacol
2007; 22:330–337.

80. Segura-Bruna N, Rodriguez-Campello A, Puente V, Roquer J.
Valproate-induced hyperammonemic encephalopathy. Acta Neurol
Scand 2006; 114:1–7.

81. Carr RB, Shrewsbury K. Hyperammonemia due to valproic acid in the
psychiatric setting. Am J Psychiatry 2007; 164:1912–1913.

82. Elgudin L, Hall Y, Schubert D. Ammonia induced encephalopathy from
valproic acid in a bipolar patient: case report. Int J Psychiatry Med
2003; 33:91–96.

83. Feil D, Chuang K, Sultzer DL. Valproate-induced hyperammonemia as
a cause of altered mental status. Am J Geriatr Psychiatry 2002;
10:476–478.

84. Young P, Finn BC, Alvarez F, Bruetman JE, Trimarchi H. Valproate-
associated hyperammonemic encephalopathy. Report of one case [in
Spanish]. Rev Med Chil 2007; 135:1446–1449.

85. Lokrantz CM, Eriksson B, Rosen I, Asztely F. Hyperammonemic
encephalopathy induced by a combination of valproate and pivmecilli-
nam. Acta Neurol Scand 2004; 109:297–301.

86. Marini AM, Zaret BS, Beckner RR. Hepatic and renal contributions
to valproic acid-induced hyperammonemia. Neurology 1988;
38:365–371.

87. Laub MC. Nutritional influence on serum ammonia in young patients
receiving sodium valproate. Epilepsia 1986; 27:55–59.

88. Warter JM, Imler M, Marescaux C, Chabrier G, Rumbach L,
Micheletti G, Krieger J. Sodium valproate-induced hyperammonemia
in the rat: role of the kidney. Eur J Pharmacol 1983; 87:177–182.

89. Warter JM, Brandt C, Marescaux C, Rumbach L, Micheletti G,
Chabrier G, Krieger J, Imler M. The renal origin of sodium valproate-
induced hyperammonemia in fasting humans. Neurology 1983;
33:1136–1140.

90. Collins RM, Jr, Zielke HR, Woody RC. Valproate increases glutami-
nase and decreases glutamine synthetase activities in primary cultures
of rat brain astrocytes. J Neurochem 1994; 62:1137–1143.

91. Vittorelli A, Gauthier C, Michoudet C, Baverel G. Metabolic viability
and pharmaco-toxicological reactivity of cryopreserved human preci-
sion-cut renal cortical slices. Toxicol In Vitro 2004; 18:285–292.

92. Becker CM, Harris RA. Influence of valproic acid on hepatic carbohy-
drate and lipid metabolism. Arch Biochem Biophys 1983; 223:381–392.

93. Khoo SH, Leyland MJ. Cerebral edema following acute sodium
valproate overdose. J Toxicol Clin Toxicol 1992; 30:209–214.

94. Bohles H, Sewell AC, Wenzel D. The effect of carnitine supplementa-
tion in valproate-induced hyperammonaemia. Acta Paediatr 1996;
85:446–449.

95. Altunbasak S, Baytok V, Tasouji M, Hergüner O, Burgut R, Kayrin L.
Asymptomatic hyperammonemia in children treated with valproic
acid. J Child Neurol 1997; 12:461–463.

96. Beversdorf D, Allen C, Nordgren R. Valproate induced encephalo-
pathy treated with carnitine in an adult. J Neurol Neurosurg Psychiatry
1996; 61:211.

97. Raby WN. Carnitine for valproic acid-induced hyperammonemia. Am
J Psychiatry 1997; 154:1168–1169.

98. Borbath I, de Barsy T, Jeanjean A, Hantson P. Severe hyperammone-
mic encephalopathy shortly after valproic acid prescription and rapid
awakening following levocarnitine. J Toxicol Clin Toxicol 2000;
38:219–220.

99. Hantson P, Grandin C, Duprez T, Nassogne MC, Guérit JM. Compari-
son of clinical, magnetic resonance and evoked potentials data in a
case of valproic-acid-related hyperammonemic coma. Eur Radiol
2005; 15:59–64.

100. Garnier R, Boudignat O, Fournier PE. Valproate poisoning. Lancet
1982; 2:97.

101. Berkovic SF, Bladin PF, Jones DB, Smallwood RA, Vajda FJ. Hepato-
toxicity of sodium valproate. Clin Exp Neurol 1983; 19:192–197.

102. Mortensen PB, Hansen HE, Pedersen B, Hartmann-Andersen F,
Husted SE. Acute valproate intoxication: biochemical investigations
and hemodialysis treatment. Int J Clin Pharmacol Ther Toxicol 1983;
21:64–68.

103. Zafrani ES, Berthelot P. Sodium valproate in the induction of unusual
hepatotoxicity. Hepatology 1982; 2:648–649.

104. Graudins A, Aaron CK. Delayed peak serum valproic acid in massive
divalproex overdose: treatment with charcoal hemoperfusion. J Toxi-
col Clin Toxicol 1996; 34:335–341.

105. Van Keulen JGV, Gemke RJ, Van Wijk JAE, Touw DJ. Treatment of
valproic acid overdose with continuous arteriovenous hemofiltration
[abstract]. J Toxicol Clin Toxicol 2000; 38:219.

106. Hicks LK, McFarlane PA. Valproic acid overdose and haemodialysis.
Nephrol Dial Transplant 2001; 16:1483–1486.

107. Guillaume CP, Stolk L, Dejagere TF, Kooman JP. Successful use of
hemodialysis in acute valproic acid intoxication. J Toxicol Clin Toxi-
col 2004; 42:335–336.

108. Minville V, Roche Tissot C, Samii K. Haemodialysis, L-carnitine ther-
apy and valproic acid overdose [in French]. Ann Fr Anesth Reanim
2004; 23:357–360.

109. Chan YC, Tse ML, Lau FL. Two cases of valproic acid poisoning
treated with L-carnitine. Hum Exp Toxicol 2007; 26:967–969.

110. Jung J, Eo E, Ahn KO. A case of hemoperfusion and L-carnitine man-
agement in valproic acid overdose. Am J Emerg Med 2008;
26:388.e3–4.

D
o
w
n
l
o
a
d
e
d
 
B
y
:
 
[
U
n
i
v
e
r
s
i
t
a
 
C
a
t
t
o
l
i
c
a
 
S
a
c
r
o
 
C
u
o
r
e
]
 
A
t
:
 
1
0
:
2
9
 
2
5
 
M
a
r
c
h
 
2
0
0
9



Clinical Toxicology vol. 47 no. 2 2009

Carnitine in VPA toxicity 111

111. LoVecchio F, Shriki J, Samaddar R. L-carnitine was safely administered
in the setting of valproate toxicity. Am J Emerg Med 2005; 23:321–322.

112. Russell S. Carnitine as an antidote for acute valproate toxicity in chil-
dren. Curr Opin Pediatr 2007; 19:206–210.

113. De Vivo DC, Bohan TP, Coulter DL, Dreifuss FE, Greenwood RS,
Nordli DR, Jr, Shields WD, Stafstrom CE, Tein I. L-carnitine supple-
mentation in childhood epilepsy: current perspectives. Epilepsia 1998;
39:1216–1225.

114. Samuels M. Manual of Neurologic Therapeutics. Philadelphia: Lippincott,
Williams & Wilkins; 1999.

115. AACE Nutrition Guidelines Task Force. American association of
clinical endocrinologists medical guidelines for the clinical use of
dietary supplements and nutraceuticals. Endocr Pract 2003;
9:417–470.

116. Lammert F, Matern S. Hepatic diseases caused by drugs [in
German]. Schweiz Rundsch Med Prax 1997; 86:1167–1171.

D
o
w
n
l
o
a
d
e
d
 
B
y
:
 
[
U
n
i
v
e
r
s
i
t
a
 
C
a
t
t
o
l
i
c
a
 
S
a
c
r
o
 
C
u
o
r
e
]
 
A
t
:
 
1
0
:
2
9
 
2
5
 
M
a
r
c
h
 
2
0
0
9




