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Primary biliary
cholangitis---primary sclerosing
cholangitis in an  evolving
overlap  syndrome: A  case
report

Colangitis biliar primaria -  colangitis
esclerosante primaria en un  síndrome  mixto
en evolución: a propósito  de  un  caso

Overlap  syndrome  is  a  condition  characterized  by  the
coexistence  of features  belonging  to  different  nosographic
disorders  within  the  spectrum  of autoimmune  liver  diseases:
autoimmune  hepatitis  (AIH),  primary  biliary  cholangitis
(PBC)  and  primary  sclerosing  cholangitis  (PSC).1,2 Although
the  most  frequent  associations  in  overlap  syndrome  are
between  AIH  and  PBC3 and,  with  a  lower  prevalence,  AIH  and
PSC,  rare  cases  of PBC  and  PSC4---9 have  also  been  reported
in  the  literature.

A 66-year-old  woman  was  referred  to our  clinic  in 2010
due  to  fatigue,  pruritus  and  abnormal  hepatic  enzymes
serum  levels;  BMI  was  22.5.  She  also  denied alcohol  intake
and  drugs  assumption.

Liver  enzymes  have  been  normal  until  1 year  before
the  observation.  Since  then  until  the time  of  the first
observation  in  our  clinic,  laboratory  tests  always  remained
persistently  abnormal:  AST:  181 IU/L  (N < 32); ALT:  171  IU/L
(N  < 31);  gamma-glutamyl  transpeptidase  (GGT):  91  IU/L  (N:
5---36);  alkaline  phosphatase  (ALP):  440  U/L  (N:  35---120);
bilirubin:  0.43  mg/dL  (N: 0.20---1.10);  albumin:  4.1  g/dL  (N:
3.5---5.3);  INR:  1.09  (N: <1.25).  CEA  and  CA 19-9  were  normal.

Ultrasound  examination  excluded  morphological  features
of  advanced  liver  disease  and  alterations  of  the  biliary  tract.

The  diagnostic  work-up  showed  that  viral  serological
screen  was  negative  for  HAV, HBV,  HCV,  HIV,  CMV  and  EBV.
No  signs  of  insulin  resistance  (Homa  index:  2.2) and  stor-
age  liver  diseases  (iron,  copper  and alpha-1  antitrypsin  in
particular)  were  detected.

Autoimmune  profile  tested  by  indirect  immunofluores-
cence  showed  a  positivity  for  anti-nuclear  (ANA)  (titre:
1:640,  speckled  and  multiple  nuclear  dots  patterns),
anti-mitochondrial  (AMA)  (titre:  1:80)  and  anti  Sp-100 anti-
bodies.  A  slight  positivity  for  anti-smooth  muscle  antibody
(pattern  SMA  V)  was  detected.  All  the  other  autoimmune
tests  resulted  negative.

Levels  of immunoglobulins  showed a slight  increase  in  IgM
class  (285  mg/dL,  N:  40---230),  while  IgG levels  were  within
the  normal  range.

We  performed  magnetic  resonance  cholangiopancreatog-
raphy  (MRCP)  that  showed  intrahepatic  bile  ducts  with
irregular  profiles  and slight  concentric  wall  thickening  with-
out  a  dominant  stricture.

A liver  biopsy  was  performed  in order  to  complete  the
diagnostic  work-up  (Fig.  1): the liver  tissue  specimen  showed
a moderate  lymphoplasmacytic  inflammatory  infiltrate  with
poor  eosinophilic  component;  no  evidence  of  significant
fibrosis;  bile  ducts  were  attacked  in several  tracts  by  lym-
phocytic  cells;  there  was  evidence  of interface  hepatitis  and
ductular  proliferations.  The  overall  picture  showed  chronic
hepatitis  features  with  moderate  interface  hepatitis  (grade
3  in Ishack  classification)  and  biliary  aggression;  no  evidence
of  portal  and  lobular  granulomas  and hepatocytic  rosetting.
The  pathologist  was  unable  to  reach  a definitive  diagno-
sis,  since  these  findings  can  be found  both  in PCB  and  in
PSC.

Considering  the histological  and  biochemical  results,
which were suggestive  of PBC,  we  decided  to  treat  the
patient  only  with  high  dose  of UDCA  (20  mg/kg/die)  with
good  clinical  and biochemical  response  (Table  1).

In  2012  a further MRCP  was  performed  due  to  the previ-
ous  finding  of  the minimal  irregularities  of  the intrahepatic
biliary  tree,  documenting  the  developing  of  a  dominant
stricture  on  the  bile  duct in the  fourth  liver  segment  (Fig.  2)
while  common  bile  duct was  normal.  Biochemical  param-
eters  and tumoral  markers  (in  particular  CEA  and  CA  19-9)
were  still  within  the normal  range.  Also  Mayo  Clinic  risk  score
for PSC  was  substantially  stable  (around  0) during  the  5 years
follow-up  period.

Table  1  Changes  in laboratory  tests  before  and  after  1  year

UDCA  treatment.

Laboratory  tests Laboratory  tests

before  treatment  after  treatment

AST  (IU/L)  181  28

ALT (IU/L)  171  27

GGT (IU/L)  91  34

ALP (IU/L)  440  70

Bilirubin  (mg/dL)  0.43  0.44

Albumin  (g/dL) 4.1  4.0

INR 1.09  1.05
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Figure  1  Liver  histological  examination.  The  liver  tissue  specimen,  with  a  sufficient  number  of  portal  spaces,  show  a  moder-

ate lymphoplasmacytic  inflammatory  infiltrate  with  poor  eosinophilic  component;  bile  ducts  were  attacked  in several  tracts  by

lymphocytic cells  with  evidence  of  interface  hepatitis  and  ductular  proliferations.  No evidence  of  significant  fibrosis.

A MRCP  performed  in 2015  confirmed  the  previous  find-
ings,  and  in  particular  the  presence,  unchanged  in  size,  of
the  biliary  stenosis.

PBC/PSC  overlap  syndrome  is  a  rare  condition,  reported
in  literature  in  only  few  other  cases,4---9 some of them  quite
controversial  and  diagnosed  with  old  imaging  techniques.

The  clinical  phenotype  of  our  patient  satisfied  all  the
diagnostic  criteria  for  PBC,  in  particular  the  increased  of
ALP,  GGT  and  IgM  class  levels,  the auto-antibody  profile
(AMA  and  anti-Sp100  antibody  were  positive)  and  the liver
histology.

Figure  2  The  dominant  stricture  in  magnetic  resonance

cholangiopancreatography  developed  during  the  follow-up

period.

The  finding  of  slight  irregularities  of  the  bile  ducts  suggest
us to  perform  periodical  MRCPs  for  a  period  of  5 years  with
the  detection  of a  progressive  deterioration  of  the morphol-
ogy  of  the biliary  tract  with  the appearance  of  a  dominant
stricture  on  the bile  duct  in the fourth  liver  segment,  despite
UDCA  therapy,  suggestive  of  PSC.

Considering  the PBC as  the dominant  clinical  phenotype,
we  treated  the patient  with  UDCA  (20  mg/kg/die)  with  a
complete  biochemical  response  (liver  enzymes  were  normal
after  1 year  of  UDCA  treatment).

Despite  the  overlap  between  PBC  and  PSC  does  not  mod-
ify  the  therapeutic  choice, it is  important  to  perform  a close
follow-up  due  to  the  increased  risk  of  cholangiocarcinoma,
whose  annually  risk  is 1---2%  in  PSC  patients10.

The  case  we  describe  is  the first  reporting  a  follow-
up  period  of 5 years:  our case,  however,  differs  from  the
others4---9 for the stability  of  the disease;  during  the follow-
up period  no  signs of  decompensated  liver  disease  have  been
described.  Furthermore  in  this period  the patient  veered
to  a  condition  of  PSC  with  the development  of  a  dominant
stricture,  without  progression  in  the  last  years.

In  conclusion  we  usually  apply  some  rigid  and  schematic
diagnostic  criteria  in  clinical  practice  to  distinguish  PBC,  PSC
and  AIH.  More  likely  however  we  should  consider  these  dis-
eases  as  a continuum  in the spectrum  of autoimmune  liver
disorders,  each  one  with  its  particular  features.
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Acute cholecystitis, chronic
cholecystitis or gallbladder
cancer?�

¿Colecistitis aguda, crónica o cáncer
de vesícula  biliar?

We  present  the case  of  a  62-year-old  patient,  with  no
relevant  medical  history,  who  came  to  the emergency
department  with  right  upper  quadrant  pain  and low-grade
fever  lasting  72  h. There  were  no  other  symptoms  and  he
reported  no previous  similar  episodes.

Laboratory  tests  showed  discrete  leukocytosis  with  neu-
trophilia  and  normal  bilirubin.  Abdominal  ultrasound  found
acute  cholecystitis,  although  it was  impossible  to  rule  out
associated  liver  abscess.  The  magnetic  resonance  study
(Fig.  1) showed  an image  suggestive  of  gallbladder  cancer
with  significant  inflammation  of  adjacent  liver  tissue.  A mag-
netic  resonance  cholangiopancreatography  was  requested,
which  showed  general  thickening  of  the gallbladder  wall
with  homogeneous  enhancement  and  signs  of  adjacent
hepatic  tissue  involvement,  suggestive  of primary  infiltra-
tion  of  the  gall bladder.

� Please cite this article as: Gómez Cabeza de Vaca V, Alba Mesa

F, Piñero González L, Komorowski AL. ¿Colecistitis aguda, crónica o

cáncer de vesícula biliar? Gastroenterol Hepatol. 2017;40:671---673.

Scheduled  surgery  was  indicated,  during  which a  large
hardened  tumour-like  area  of liver  tissue  was  observed.
Cholecystectomy  and  hepatic  bisegmentectomy  (IV  and V)
were  performed  (Fig.  2).  No  pathological  adenopathies  were
observed.  There  were  no  postoperative  complications.

Pathological  anatomy  confirmed  a  diagnosis  of pseu-
dotumoural  xanthogranulomatous  cholecystitis  (XGC)  with
extensive  liver  bed involvement.

XGC  is  a  rare  variant  of  chronic  cholecystitis  that was  first
described  in 1970.1 It  represents  0.7%  of  all  cholecystectomy
specimens,  although  it can  reach  up to  13.2%  in oriental
series.  It  is  more  frequent  in  men  aged  from  44  to  63 years.2

Histologically,  it is  characterised  by  proliferative  fibrosis
secondary  to  chronic  inflammation,  which  causes  thickening
of  the gall  bladder  wall  that  extends  to  adjacent  structures,
with  mottled,  dense  local  adhesions  that  usually  affect  the
liver  bed,  duodenum,  transverse  colon,  omentum  and  even
the  head  of  the  pancreas.  It can  be considered  a premalig-
nant  condition.

The  pathogenesis  is  unknown,  but  most  researchers  sug-
gest  that  extravasation  of  bile  into  the gall bladder  wall
could  be an  important  factor.3 The  leakage  of bile,  caused
by  both  rupture  of  the  Rokitansky---Aschoff  sinuses  and
ulceration  of  the mucosa,  induces  severe  inflammation  of
interstitial  tissue that  leads  to  the release  of  destruc-
tive  enzymes  into  the gall  bladder  wall  and  surrounding
area.  Obstruction  and  chronic  infection  caused  by  the  pres-
ence  of stones  have  been  implicated  as  a contributory
factor.

The  clinical  signs,  physical  examination  and labora-
tory  results  cannot  differentiate  this  disease  from  other
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