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LETTER TO THE EDITOR
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From tinnitus to acute hepatitis:
Drug-induced  injury caused by use of
naftidrofuryl for one year
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Naftidrofuryl  is  a  vasodilator  marketed  in  Europe  for  the
treatment  of  intermittent  claudication  in  chronic  arteriopa-
thy,  but  is  also  used  for  the  treatment  of  tinnitus.

We  report  a  case  of  acute  cytolytic  hepatitis  induced  by
naftidrofuryl.

A  61-year-old  woman  was  seen  in  consultation  for
elevated  liver  enzymes  in  a  blood  sample  performed
for  asthenia.  Her  medical  history  included  hepatitis  A,
endometriosis  and  appendectomy.

She  had  not  travelled  or  eaten  risk  foods  (pork  products,
mushrooms).  She  drank  alcohol  occasionally,  and  smoked
three  cigarettes  per  day.

She  had  been  taking  naftidrofuryl  oxalate  (400  milligrams
per  day)  for  one  year  to  treat  tinnitus.  She  occasionally  took
esomeprazole  for  epigastralgia,  and  had  taken  two  grams  of

paracetamol  one  month  earlier  for  a  headache.

On  clinical  examination,  there  was  no  hepatomegaly,  no
signs  of  hepatocellular  insufficiency  or  portal  hypertension.
She  had  nausea  and  moderate  abdominal  pain.

Table  1  Evolution  of  liver  tests.
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AST  (U/L)  [n:  10—35]  N  640
ALT (U/L)  [n:  10—35]  N  117
GGT (U/L)  [n:  5—36]  N  420
PAL (U/L)  [n:  35—105]  N  164
Total bilirubin  (�mol/L)  [n  <  21]  N  39  

Conjugated bilirubin  (�mol/L)  [n  <  4]  N  30  

Prothrombin ratio  (%)  [n  >  75]  N  81  
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Liver  enzymes  were  normal  one  year  before  when  a  blood
est  was  performed  by  the  Occupational  Medicine  service.

Laboratory  examination  revealed  cytolysis  with  a  pre-
ominantly  high  alanine  aminotransferase  level  associated
ith  icteric  cholestasis  (Table  1).

Blood  tests  for  the  most  common  causes,  including  hep-
titis  A,  B,  C  and  E,  Epstein  Barr  virus,  cytomegalovirus,
utoimmune  hepatitis  and  Wilson’s  disease  were  negative.
n  abdominal  ultrasound  was  normal.  Cholangio  magnetic
esonance  imaging  showed  no  cholelithiasis.

A  liver  biopsy  showed  lesions  consistent  with  drug-
nduced  involvement,  with  many  eosinophilic  cells.  The
ther  abnormalities  included  an  inflammatory  infiltrate  in
he  portal  spaces  attacking  the  border  blade  and  lesions  of
holangitis  (Fig.  1).

One  month  after  stopping  naftidrofuryl,  cytolysis
egressed  and  asthenia  decreased  (Table  1).  Due  to  the
trong  likelihood  of  drug  toxicity  we  filed  a  statement  with
harmacovigilance.

The  diagnosis  of  drug-induced  liver  injury  relies  on  clin-
cal  and  chronological  criteria  [1].  Using  these  criteria  and
he  Roussel  Uclaf  Causality  Assessment  Method  (RUCAM)  [2],
rug  causality  assessment  was  ‘‘probable’’.

Naftidrofuryl  is  used  for  treatment  of  chronic  arteriopa-
hy  and  for  tinnitus.  Three  cases  of  acute  cytolytic  hepatitis
nduced  by  this  drug  have  been  reported  in  the  literature
3—5].
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We  report  a  new  case  of  cytolysis  hepatitis  in  a  patient
ho  took  naftidrofuryl  for  one  year.  The  mechanism  of

iver  injury  may  concern  a  delayed  immunoallergic  reac-
ion.
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Figure  1  Pathology  of  the  liver,  HE  staining.  Panel  A:  Aggression  of  the  hepatocyte  limiting  plate;  Panel  B:  Foci  of  inflammatory
cells with  eosinophilic  polynuclear  cells,  lymphocytic  cells  and  histiocytic  cells  with  brownish  cytoplasm;  Panel  C:  Cholangitis  and
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olynuclear neutrophil  cholangiolitis;  Arrow:  polynuclear  neutr
ith brownish  cytoplasm;  Panel  D:  Apoptotic  body.

Due  to  an  exclusively  marketing  in  Europe,  naftidro-
uryl  is  not  referenced  on  the  NIH  LiverTox  website  [6].  So
e  reported  this  case  to  remind  European  clinicians  that
aftidrofuryl  is  a  potential  cause  of  acute  liver  injury,  even
n  case  of  prolonged  use.

ole of the funding source
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