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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 storage
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  cholangiopancreato-
graphy  (MRCP)  that  showed  intrahepatic  bile  ducts with
irregular  profiles  and slight  concentric  wall thickening
without  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  diagnosis,
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
previous  finding  of  the  minimal  irregularities  of  the  intra-
hepatic  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  parameters  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

before  treatment

Laboratory  tests

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

moderate 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 morphology  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  mo-
dify  the therapeutic  choice,  it is  important  to  perform  a
close  follow-up  due  to  the increased  risk  of cholangiocarci-
noma,  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
diseases  as  a continuum  in  the spectrum  of autoimmune
liver  disorders,  each  one with  its particular  features.
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¿Colecistitis aguda, crónica
o  cáncer de vesícula biliar?

Acute  cholecystitis, chronic cholecystitis
or gallbladder cancer?

Presentamos  el  caso  de  un paciente  de  62  años, sin
antecedentes  de  interés,  que  acude  a urgencias  por dolor
en  hipocondrio  derecho  y  febrícula  de  72  h de  evolución.  No
presenta  otra  sintomatología  ni episodios  similares  previos.

En  la  analítica  destaca  una  discreta  leucocitosis  con  neu-
trofilia  y  bilirrubina  normal.  La ecografía  abdominal  informa
de  colecistitis  aguda,  aunque  sin  poder  descartar  absceso
hepático  asociado.  En  la  resonancia  magnética  (fig. 1)  se
observa  imagen  sugestiva  de  neoplasia  de  vesícula  biliar  con
importante  inflamación  del tejido  hepático  adyacente.  Se
solicita  colangiorresonancia  magnética  en la  que  aparece
un  engrosamiento  global  de  las  paredes  de  la vesícula  con
realce  homogéneo  y signos  de  afectación  del tejido  hepático
adyacente  sugestivo  de  proceso  infiltrativo  primario  de la
vesícula  biliar.

Se  indica  cirugía  programada  objetivándose  gran
afectación  del tejido  hepático  de  aspecto  tumoral  y
consistencia  pétrea.  Se  realiza  colecistectomía  y  bisegmen-
tectomía  hepática  (IV  y  V)  (fig. 2). No  se  observan  adenopatías
de  características  patológicas.  Postoperatorio  sin  inciden-
cias.

La anatomía  patológica  definitiva  fue  informada  de
colecistitis  xantogranulomatosa  (CX)  seudotumoral  con
intensa  afectación  del lecho  hepático.

La  CX  es una  variedad  poco  frecuente  de colecistitis
crónica,  descrita  por  primera  vez  en 19701.  Representa  el
0,7%  de  todos  los  especímenes  de  colecistectomías,  aunque
puede  ascender  hasta  13,2%  en series  orientales.  Es más
frecuente  en  varones  entre  44-63 años2.

Desde  el  punto  de  vista  histológico  se caracteriza  por
fibrosis  proliferativa  secundaria  a inflamación  crónica,  la
cual  produce  un engrosamiento  de  la  pared  vesicular  que  se
extiende  a  estructuras  adyacentes  con adherencias  locales
abigarradas  y  densas  que  suelen  afectar  al  lecho  hepático,
marco  duodenal,  colon transverso,  epiplón  e  incluso  cabeza
pancreática.  Puede  considerarse  como  una  condición  pre-
maligna.

La  patogénesis  es  desconocida,  pero  la  mayoría  de
investigadores  postulan  que la extravasación  de bilis  en la
pared  vesicular  es un importante  factor3.  La fuga de  bilis
ocasionada,  tanto  por la  rotura  de los  senos de Rokitansky-
Aschoff  como  por ulceración  de  la  mucosa,  provoca  una
reacción  inflamatoria  severa  en el  tejido  intersticial  que
condiciona  una  descarga  enzimática  destructiva  de  la
pared  vesicular  y su entorno.  La obstrucción  y  la infección
crónica  condicionadas  por  la  presencia  de  cálculos  han  sido
implicados  como  factor  contributivo.

La clínica,  el  examen  físico  y  los  resultados  de labora-
torio,  no  son útiles  para  diferenciar  esta  enfermedad  con
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