Sodium valproate, an anticonvulsant useful in the treatment of petit
mal and other seizure disorders, has been associated with the
development of severe hepatic toxicity and, rarely, fatalities,
predominantly in children but also in adults. Among children listed as
candidates for liver transplantation, valproate is the most common
antiepileptic drug implicated. Asymptomatic elevations of serum
aminotransferase levels have been recognized in as many as 45% of
treated patients. These “adaptive” changes, however, appear to have
no clinical importance, because major hepatotoxicity is not seen in
the majority of patients despite continuation of drug therapy. In the
rare patients in whom jaundice, encephalopathy, and evidence of
hepatic failure are found, examination of liver tissue reveals
microvesicular fat and bridging hepatic necrosis, predominantly in
the centrilobular zone. Bile duct injury may also be apparent. Most
likely, sodium valproate is not directly hepatotoxic, but its metabolite,
4-pentenoic acid, may be responsible for hepatic injury. Valproate
hepatotoxicity is more common in persons with mitochondrial
enzyme deficiencies and may be ameliorated by IV administration of
carnitine, which valproate therapy can deplete. Valproate toxicity has
been linked to HLA haplotypes (DR4 and B*1502) and to mutations
in mitochondrial DNA polymerase gamma 1.

NITROFURANTOIN HEPATOTOXICITY (IDIOSYNCRATIC
REACTION)
This commonly used antibiotic for urinary tract infections may cause
an acute hepatitis leading to fatal outcome or, more frequently,
chronic hepatitis of varying severity but indistinguishable from
autoimmune hepatitis. These two scenarios may reflect the frequent
use and reuse of the drug for treatment of recurrent cystitis in
women. Although most toxic agents manifest injury within 6 months
of first ingestion, nitrofurantoin may have a longer latency period, in
part perhaps because of its intermittent, recurrent use.
Autoantibodies to nuclear components, smooth muscle, and
mitochondria are seen and may subside after resolution of injury;
however, glucocorticoid or other immunosuppressive medication
may be necessary to resolve the autoimmune injury, and cirrhosis
may be seen in cases that are not recognized quickly. Interstitial



