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Abstract  Although  the  association  of  multiple  autoimmune  diseases  has  already  been  widely
described,  no  reports  of  the  association  between  vitiligo,  primary  biliary  cirrhosis  and  Sjogren’s
syndrome  were  retrieved  in  the  SciELO  and  PubMed  databases.  The  authors  describe  the  case
of a  female  patient  who  was  diagnosed  with  primary  biliary  cirrhosis  and  Sjogren’s  syndrome
at age  54.  At  age  58,  she  developed  vitiligo  restricted  to  the  face,  associated  with  significant
impairment  of  self-esteem  and  quality  of  life.  Antinuclear  antibody  was  negative  at  the  onset
of the  condition,  but  became  positive  after  phototherapy  initiation.  In  general,  the  occurrence
of multiple  autoimmune  diseases  in  the  same  patient  is  known  as  a  mosaic  of  autoimmunity.
However,  specific  mechanisms  appear  to  interconnect  primary  biliary  cirrhosis  and  Sjogren’s

syndrome,  such  as  PDC-E2-mediated  generalized  epithelitis.
© 2019  Sociedade  Brasileira  de  Dermatologia.  Published  by  Elsevier  España,  S.L.U.  This  is  an
open access  article  under  the  CC  BY  license  (http://creativecommons.org/licenses/by/4.0/).
� How to cite this article: Abdo-Aguiar LS, Castro CCS. Associa-
ion between three autoimmune diseases: vitiligo, primary biliary
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itiligo  is  a  chronic  autoimmune  disease  characterized  by
he  appearance  of  hypochromic  and  achromic  macules
nd  patches  on  the  skin  and  mucous  membranes,  due  to

he  disappearance  of  melanocytes  in  the  affected  area.1

n  turn,  primary  biliary  cirrhosis  (PBC)  is  a  chronic  hep-
tic  autoimmune  disease  characterized  by  the  destruction
f  the  epithelial  cell  lining  the  intrahepatic  bile  ducts,
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Figure  1  Vitiligo  on  the  face,  front  position  (Wood’s  light
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The  data  indicated  that  76.1%  of  the  patients  had  a  positive
anti-nuclear  factor,  74.6%  had  antimitochondrial  antibod-
examination).

progressively  evolving  to  fibrosis  and  cirrhosis.2 Sjogren’s
syndrome  (SS)  is  a  chronic  autoimmune  condition  affecting
exocrine  glands,  especially  the  lacrimal  and  salivary  glands.
The  main  clinical  manifestations  are  xerostomia  and  xeroph-
thalmia.  The  primary  form  of  the  disease  is  more  prevalent
in  females  than  males,  in  a  ratio  of  9:1,  affecting  approxi-
mately  0.5%  of  the  population,  a  prevalence  similar  to  that
of  systemic  lupus  erythematosus  and  systemic  sclerosis.3 It
is  well  known  that  the  occurrence  of  an  autoimmune  disease
increases  the  risk  of  other  autoimmune  diseases  in  the  same
patient,  a  phenomenon  that  has  been  explored  in  previously
published  reports  and  case  series;  however,  the  association
between  common  vitiligo,  PBC  and  SS  has  not  been  published
to  date.4

Case report

A  female  patient  was  diagnosed  with  PBC  and  SS  at  54
years  of  age.  She  started  treatment  with  ursodeoxycholic
acid,  deflazacort,  hydroxychloroquine,  and  pilocarpine,
reaching  satisfactory  disease  control.  Subsequently,  at  age
58,  she  evolved  with  hypochromic  and,  later,  achromic
lesions  characteristic  of  vitiligo  restricted  to  the  facial  area
(Figs.  1  and  2),  associated  with  significant  impairment  in
self-esteem  and  quality  of  life.  She  had  a  positive  family
history  of  vitiligo  in  a  third-degree  relative.  At  the  first  eval-
uation,  the  patient  had  negative  antinuclear  antibody  (ANA)
and  anemia  due  to  chronic  iron  deficiency,  requiring  blood
transfusion.  For  vitiligo,  topical  treatment  with  tacrolimus
and  phototherapy  with  narrow  band  UVB  were  indicated,
which  stabilized  the  progression  of  the  disease,  without  new
lesions  appearing  on  the  face  or  other  areas  of  the  skin.  After
starting  phototherapy,  laboratory  tests  showed  positive  ANA

with  mixed  pattern  ---  thick  reticulated  speckled  1:320  and
fine  speckled  1:640  ---  with  no  other  changes.

i
1

igure  2  Vitiligo  on  left  hemiface  (Wood’s  light  examination).

iscussion

utoimmune  diseases  are  chronic  conditions  that  result  from
he  loss  of  immune  tolerance  to  self-antigens.  The  origin  of
utoimmunity  mechanisms  remains  partially  known,  and  a
ombination  of  genetic,  immunological,  environmental,  and
ormonal  factors  is  linked  to  its  development.  Autoimmune
iseases  can  be  classified  as  either  organ-specific  (e.g.,
yasthenia  gravis,  Graves’  disease,  and  polymyositis)  or
ultisystem  diseases  (e.g., systemic  lupus  erythematosus,

heumatoid  arthritis,  and  systemic  sclerosis).2

Vitiligo  is  a  cutaneous  disease  of  chronic  and  autoim-
une  nature  that,  although  occurring  sporadically,  is  known

o  have  a  certain  degree  of  heredity.  Studies  have  previ-
usly  demonstrated  the  involvement  of  different  genes  in
ts  pathogenesis,  but  to  date  there  is  no  known  evidence
f  a  validated  serum  or  tissue  marker  associated  with  its
ccurrence.  Case  reports  and  series  have  associated  vitiligo
ith  other  autoimmune  diseases,  and  studies  have  reported
ommon  genes  between  this  condition  and  systemic  lupus
rythematosus  and  Hashimoto’s  thyroiditis.1

PBC  is  considered  a  prototype  of  autoimmune  disease
ue  to  the  characteristic  antimitochondrial  autoantibody,
ts  homogeneous  clinical  presentation,  and  the  specificity  of
he  anatomopathological  findings.  Genetic  deficiencies  and
echanisms  of  immune  regulation  take  part  in  the  patho-

enesis  of  the  disease,  which  results  in  damage  exclusively
o  the  small-  and  medium-caliber  bile  duct  cells;  over  time,
onsequently  and  progressively,  a  state  of  chronic  autoim-
une  cholangitis  develops.4,5

In  2012,  Efe  et  al.  carried  out  a  multicenter  study  of  71
atients  with  PBC  and  autoimmune  hepatitis  (AIH)  to  analyze
he  association  of  these  with  other  autoimmune  diseases.
es,  and  52.1%  had  both  markers.  In  31  patients  (43.6%),
4  extrahepatic  autoimmune  comorbidities  were  identified,
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ith  predominance  for  thyroid  disorders  in  13  participants
f  the  study.  Other  findings  included  SS  in  six  participants
8.4%)  and  psoriasis,  celiac  disease,  and  rheumatoid  arthri-
is  in  three  patients  each  (4.2%).  Vitiligo  was  observed  in
wo  patients  (2.8%);  the  same  proportion  was  observed  for
ystemic  lupus  erythematosus.2

The  concomitant  occurrence  of  multiple  autoimmune  dis-
ases  in  the  same  patient  draws  attention  to  the  presence
f  common  mechanisms.  The  concept  of  mosaic  of  autoim-
unity  has  been  proposed  to  describe  this  condition  and
emonstrated  in  reports  and  series  of  cases,  as  mentioned
bove,  although  the  specific  immunological  and  genetic
echanisms  have  not  yet  been  fully  elucidated.2

Patients  with  autoimmune  hepatic  diseases,  such  as  PBC
nd  AIH,  may  also  present  with  other  organ-specific  or
ultisystemic  autoimmune  conditions.  In  the  aforemen-

ioned  individuals,  SS  was  the  most  frequent  multisystem
utoimmune  comorbidity.2 Two  previously  published  studies
nalyzed  34  SS  patients  who  had  a  concomitant  elevation
f  hepatic  enzymes,  among  which  a  diagnosis  of  PBC  or  AIH
as  made  in  15  and  nine  patients,  respectively.6,7

A  significant  portion  of  patients  with  PBC  suffer  from
he  so-called  sicca  syndrome,  and  some  of  them  present
lassical  SS.  Both  PBC  and  SS  are  characterized  by  inflamma-
ion  and  immune-mediated  destruction  of  epithelial  tissue;
oreover,  the  PDC-E2  target  antigen  has  been  identified  in
oth  bile  duct  and  salivary  gland  epithelium,  which  strongly
emonstrates  the  association  between  both  conditions.2,5 In
ddition,  the  finding  that  the  salivary  and  lacrimal  glands,  as
ell  as  the  urinary  tract  epithelium,  may  also  be  damaged

n  PBC  has  led  to  the  hypothesis  that  PBC,  similarly  to  SS,
an  be  considered  a  generalized  epithelitis.8 To  date,  there
s  no  evidence  that  vitiligo  has  the  same  pathophysiological
echanism.
Finally,  the  association  between  this  patient’s  comorbidi-

ies  and  their  underlying  pathophysiological  mechanism  was
larified;  the  triple  association  was  explained  by  the  mosaic
f  autoimmunity  and  the  occurrence  of  epithelitis.
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