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ear  Editor,

Celecoxib  is  a  nonsteroidal  anti-inflammatory  drug
NSAID)  that  selectively  inhibits  cyclo-oxygenase-2  (COX-2)
1].  It  is  mainly  used  in  rheumatology,  in  particular  to  treat
hronic  pain.  Celecoxib  belongs  to  the  class  of  NSAID  that
as  the  best  gastrointestinal  safety  profile  (few  ulcers  or
astritis)  [2].

In  the  literature,  celecoxib  is  known  for  its  very  low
otential  for  hepatic  toxicity,  even  after  long  exposure
more  than  two  years)  at  therapeutic  doses.  For  instance,
n  a  study  by  Maddrey  et  al.,  the  overall  incidence  of  hep-
tic  adverse  events  in  arthritic  patients  receiving  celecoxib
as  similar  to  that  of  placebo  [3].

A  74  year-old  woman  was  admitted  for  acute  jaundice.
he  had  no  significant  history  except  lumbar  osteoarthritis.
n  the  6th  of  April  2017,  she  took  200  mg  of  celecoxib  for
ack  pain.  She  felt  nauseous  and  asthenic  4—5  hours  later
nd  experienced  abdominal  pain.  A  skin  rash,  not  pruritic,
n  both  armpits  and  inguinal  regions  appeared  on  08/04  and
hen  quickly  disappeared.  She  had  never  taken  celecoxib  in
er  life  and  was  not  taking  any  other  treatment.  She  did  not
ake  any  food  supplements  or  medicinal  plants.  No  allergy  in
articular  to  sulfonamides  was  reported.  A  blood  test  per-
ormed  a  few  weeks  earlier  did  not  find  any  abnormal  liver
unction.

She  was  hospitalized  on  the  10th  of  April  2017.
linical  examination  found  sensitivity  in  the  right  hypochon-

rium,  acute  jaundice  and  fever  (38.5 ◦C).  There  was  no
epatomegaly,  no  adenomegaly  and  no  evidence  of  hepa-
ocellular  insufficiency.  The  skin  rash  had  disappeared.

n
d
s
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Blood  tests  confirmed  jaundice  with  hyperbilirubine-
ia  [total:  360  �mol/L  (N:  <  21  �mol/L),  conjugated:

30  �mol/L]  and  major  cholestasis:  gamma  glutamyl-
ransferase  435  U/L  (N:  5—36  U/L)  and  alkaline  phosphatase
295  U/L  (N:  35—105  U/L).  We  noted  hepatic  cytolysis
ith  high  levels  of  aspartate  amino-transaminase  243  U/L

N:  10—35  U/L)  and  alanine  amino-transaminase  189  U/L
N:  10—35  U/L).  The  prothrombin  time  (PT)  and  the
nternational  normalized  ratio  (INR)  were  normal.  Albu-
in  was  20.7  g/L.  C-reactive  protein  was  high:  178  mg/L

N:  <  5  mg/L)  and  there  was  no  leukocytosis.  Hepatitis  A,  B,
,  E  serology  was  negative,  a  serum  immunoglobulin  analysis
as  normal,  no  specific  antibodies  were  found.  Parvovirus
19  and  CMV  serology  indicated  old  infections.  Abdominal
omputerized  tomography-scan  (CT-scan)  and  cholangio-
agnetic  Resonance  Imaging  (MRI)  showed  distension  of  the
allbladder  with  infiltration  around  the  gallbladder  and  pari-
tal  enhancement.  There  was  slight  dilation  of  the  principal
iliary  duct  (8  mm)  but  the  intra-hepatic  bile  ducts  were
ormal.  Endoscopic  retrograde  cholangiopancreatography
ERCP)  showed  vacuity  of  the  biliary  duct.

Progression  was  marked  by  an  increase  in  jaundice
Fig.  1).  The  bilirubinemia  was  528  �mol/L  (conjugated:
84  �mol/L)  and  alkaline  phosphatase  was  3600  U/L  at  day
.  Albumin  was  24.9  g/L  and  remained  stable  after.  Severe
ruritus  emerged  at  day  7.  A  hepatic  biopsy  was  performed
t  day  7  that  revealed  suppurative  cholangitis,  periductal
brosis  and  atrophy  of  some  biliary  ducts.  There  was  no
osinophils,  plasmocytes  or  fibrous  septa  (Fig.  2).

Ursodesoxycholic  acid  was  introduced  (10  mg/kg/d)  at
ay  7,  which  transiently  improved  the  cholestasis  but  not
he  jaundice  or  the  pruritus.  Hydroxyzine  and  rifampicin  did
ot  reduce  the  pruritus.

Because  of  the  lack  of  improvement,  ERCP,  abdominal
T-scan  and  a  liver  MRI  with  cholangio-MRI  were  performed
gain,  but  showed  similar  results  to  the  previous  examina-
ions.  To  exclude  lymphoma,  an  osteo-medullary  biopsy  was
erformed  but  was  normal.  A  positron  emission  tomography
can  was  also  normal.  A  second  hepatic  biopsy  was  obtained
t  day  30.  The  major  change  was  total  ductopenia  with

o  other  specific  lesion  (Fig.  3).  Due  to  the  vanishing  bile
uct  syndrome  associated  with  severe  pruritus,  she  received
everal  sessions  of  plasmapheresis,  with  only  partial  and

https://doi.org/10.1016/j.clinre.2018.10.007
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Figure  1  Results  of  blood  tests  over  time.

Figure  2  Pathology  of  the  first  liver  biopsy  Panel  A  HE  (x400):  cholangitis  with  neutrophilic  polynuclears  (arrow);  Panel  B  HE
(x400): periductal  fibrosis  (thick  arrow),  neutrophilic  exocytosis  (thin  arrow);  Panel  C  HE  (x400):  epithelioïd  granuloma  without
caseous necrosis  (arrow).  Panel  D  immunostaining  anti-CK7  (x200):  revealed  biliary  ducts.
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igure  3  Pathology  of  the  second  liver  biopsy  Panel  A  and  B  H
aining anti-CK7  showing  total  ductopenia.

ransient  clinical-biological  improvement.  Three  sessions
f  Molecular  Adsorbants  Recirculation  System  (MARS)  did
ot  improve  the  pruritus  and  hyperbilirubinemia  (Fig.  1).
norexia  started  at  the  beginning  of  symptoms  and  increased
ith  the  severity  of  jaundice.  This  resulted  in  a  major  loss  in
eight  and  malnutrition  during  hospitalization,  which  led  to

he  introduction  of  enteral  nutrition  with  a  nasogastric  tube.
er  general  state  improved  slightly  after  4  months  of  hos-
italization,  despite  hyper-bilirubinemia  over  500  �mol/L,
nd  allowed  transfer  to  a  convalescent  home  on  the  14th  of
ugust  2017.

She  was  hospitalized  again  on  the  30th  of  September  2017
or  degradation  of  her  general  state  of  health  associated
ith  febrile  aplasia  from  an  undetermined  cause,  in  addition

o  a  systemic  inflammatory  response  syndrome.  Blood  tests
evealed  leucopenia  (0.6  G/L),  thrombopenia  (113000/mm3)
nd  anemia  (haemoglobin  9.5  g/dL).  There  was  no  hepato-
ellular  failure  (Factor  V:  150%).  Bacteriological  and  viral
nalyses,  including  blood  and  urinary  cultures,  did  not  show
vidence  of  an  active  infection.  A  myelogram  was  discussed
ut  not  carried  out  because  of  the  decision  to  cease  admin-
stration  of  active  therapies  and  to  limit  treatment  to  the
est  supportive  care,  as  decided  jointly  by  the  medical  team
nd  the  family.  She  died  on  the  10th  of  October  2017  of

ultivisceral  failure.
A  recent  analysis  of  published  case  reports  found  18  cases

f  hepatotoxicity  induced  by  celecoxib.  The  type  of  the  liver

t
i
s

400):  total  ductopenia,  Panel  C  (x400)  and  D  (x300):  Immunos-

njury  is  non-specific,  often  mixed  (44%)  and  sometimes  hep-
tocellular  (30%)  or  cholestatic  (22%).  Liver  biopsies  found
holestasis  in  83%  of  cases.  The  median  (range)  duration
f  treatment  was  13  (1—730)  days  and  latency  between
ngestion  and  symptoms  was  15  (2—730)  days.  No  deaths
ere  reported,  but  two  patients  needed  a  liver  transplant

4].  To  date,  only  one  case  of  hepatotoxicity  after  tak-
ng  only  one  pill  of  celocoxib  (200  mg)  has  been  described.
ymptoms  appeared  16  days  later.  The  biopsy  showed  mod-
rate  cholestasis  with  portal  inflammation  and  evolution  was
pontaneously  favorable  [5]. El  Hajj  et  al.  reported  a  case
f  cholestatic  hepatotoxicity  with  major  ductopenia  after

 days  of  treatment  with  celecoxib.  A  liver  transplant  was
erformed  and  the  explant  histology  revealed,  like  in  our
atient,  a  vanishing  bile  duct  syndrome  [6].

A  skin  rash  and  initial  fever  may  suggest  a  hypersen-
itivity  reaction  with  immunization  and  can  also  explain
he  outcome  despite  the  discontinuation  of  the  causative
gent.  Nevertheless,  the  general  practitioner  and  the  fam-
ly  indicated  that  no  celecoxib  or  other  coxib  had  been
aken.

The  selective  COX-2  inhibitor  celecoxib  has  a
ulfonamide-like  structure.  Celecoxib  is  contraindicated  for
se  in  patients  who  have  demonstrated  allergic  reactions

o  sulphonamides  although  the  information  is  inconsistent
n  the  literature  [7].  In  our  case,  we  did  not  find  that  any
ulphonamide  had  been  taken  in  the  past.
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A  specific  human  leukocyte  antigen  (HLA)  haplotypes  can
explain  drug-induced  cholestasis.  It  is  well  known  in  drug-
induced  liver  injury  with  amoxicillin/clavulanate  [8]. More
recently,  Singer  et  al.  found  a  strong  association  between
lumiracoxib  and  DILI  in  HLA  DRB1*15:01  haplotypes  [9].
Although  it  was  possible  that  our  patient  had  a  genetic  pre-
disposition,  we  did  not  characterize  her  HLA  haplotypes.

This  report  shows  that  a  single  dose  of  celecoxib  can  trig-
ger  severe  cholestatic  hepatitis,  which  can  progress  to  a
vanishing  bile  duct  syndrome  with  consequential  death.  The
striking  point  of  this  case  report  is  the  severity  of  the  disease
in  response  to  a  single  dose  of  celecoxib.

Despite  the  low  prevalence  of  celecoxib-induced  liver
injury,  this  drug  should  be  used  with  cautious.
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