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Abstract  Hailey---Hailey  disease,  or  familial  benign  pemphigus,  is  a  rare  bullous  genodermato-
sis that  usually  presents  with  flaccid  blisters,  erosions,  and  maceration  limited  to  flexural
areas, resulting  in  increased  morbidity  and  reduced  quality  of  life  for  affected  patients.  The
authors report  an  unusual  case  of  generalized  Hailey---Hailey  disease  with  erythroderma  and
Dermatitis,
exfoliative;
Skin  diseases,
vesiculobullous

fatal outcome.
©  2020  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/).
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ailey---Hailey  disease  is  a  rare  cutaneous  disorder,  featuring
ominant  autosomal  inheritance  with  complete  penetrance
nd  variable  expressivity,  affecting  adhesion  between  the
pidermal  keratinocytes.  It  is  caused  by  a  mutation  in
he  ATP2C1  gene,  which  encodes  the  intracellular  calcium
ump,  altering  the  homeostasis  of  this  ion.  Calcium  is
nvolved  in  cellular  differentiation,  skin  barrier  repair,
ellular  adhesion,  and  keratinocyte  motility.  Its  increased

evels  lead  to  the  alteration  of  desmosomes  and  cellular
dhesion  to  the  epidermal  junction,  causing  acantholysis.
haracterized  by  painful  blistering,  erosions,  and  macera-
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ion,  it  primarily  involves  the  flexural  areas  in  a  symmetric
ashion.1

ase report

 64-year-old  woman  presented  with  erythematous  plaques
ith  peripheral  detachment  and  multiple  erosions  in  the

nframammary,  axillary,  inguinal,  dorsal,  and  cubital  and
opliteal  fossa  regions.  Mucous  membranes  were  unaf-
ected.  She  reported  a  family  history  of  mother,  siblings,
nd  maternal  aunts  with  similar  lesions,  and  previ-
us  medical  history  of  systemic  hypertension,  coronary
rtery  disease,  congestive  heart  failure,  dyslipidemia,  and
ypothyroidism.  Histopathological  examination  revealed
cantholysis  with  intra-epidermal  cleavage  involving  the
ntire  epidermal  thickness,  demonstrating  absence  of
ermal  villi  and  eosinophils  (Fig.  1).  The  patient  was
iagnosed  with  Hailey---Hailey  disease  based  on  clin-
cal,  familial,  and  histopathological  data.  Given  the
ultiple  comorbidities  of  the  patient,  treatment  was

imited  to  tetracycline,  prednisone,  dapsone,  sulfamethox-
zole  +  trimethoprim,  cephalexin,  and  methotrexate,  with
ittle  or  no  response.  After  one  year  of  follow-up,  the
atient  developed  erythroderma  (Figs.  2  and  3)  and  systemic

ymptoms,  and  was  hospitalized.  She  died  due  to  venous
atheter-related  infectious  complications  one  month  after
ospitalization.

igure  1  Extensive  suprabasal  acantholysis  with  intraepider-
al bullae  and  keratinocytes  with  ‘‘dilapidated  brick  wall’’

ppearance  (Hematoxylin  &  eosin,  ×40).

igure  2  Exfoliative  erythroderma.  Intertriginous  areas  with
xtensive  erythema  and  tendency  to  maceration.
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igure  3  Diffuse  erythema,  vesicular  lesions,  erosions,  and
rusts  in  lower  limbs  close  to  inguinal  folds.

iscussion

ailey---Hailey  disease  was  first  described  in  1939  by  the
ailey  brothers.1 Its  prevalence  remains  unknown  and

ts  autosomal  dominant  inheritance  pattern  shows  com-
lete  penetrance  and  variable  expressivity.  Its  pathogenesis
nvolves  ATP2C1  gene  mutation,  leading  to  changes  in  cal-
ium  transport  into  the  Golgi  apparatus  that  result  in
esmosomal  dysfunction  and  keratinocyte  acantholysis.2

Disease  progression  is  characterized  by  chronicity  and
eriods  of  exacerbation,  with  onset  usually  occurring  in  the
econd  and  third  decades  of  life.  Clinically,  flaccid  vesicles
nd  erosions  are  present,  with  erythematous,  occasionally
acerated  plaques  that  symmetrically  involve  the  flexural,

xillary,  inframammary,  inguinal,  and  cervical  regions.
he  segmental  form  is  usually  unilateral  and  linear  (along
he  lines  of  Blaschko).3 The  generalized  form,  as  in  the
ase  reported  here,  is  rare,  and  a  common  complication
s  secondary  infection  by  fungi  and  bacteria.  Other  factors
ssociated  with  worsening  of  symptoms  include  heat,
weating,  friction,  and  ultraviolet  radiation.4 The  main
ifferential  diagnoses  are  pemphigus  vulgaris,  Darier’s
isease,  inverse  psoriasis,  seborrheic  dermatitis,  intertrigo,
nd  erythrasma.5 The  diagnosis  is  confirmed  by  histopathol-
gy,  which  shows  extensive  suprabasal  acantholysis  with
‘dilapidated  brick  wall’’  appearance  and,  possibly,  dysker-
totic  keratinocytes.  Immunofluorescence  is  classically
egative  in  Hailey---Hailey  disease,  being  unnecessary  in  the
resence  of  typical  clinical  and  histopathological  features.3

reatment  options  are  limited  and  depend  on  clinical
everity.  They  include  oral  and  topical  antibiotics,  topical
alcineurin  inhibitors,  oral  and  topical  corticosteroids,
apsone,  acitretin,  methotrexate,  and  cyclosporine.6

reatment  alternatives  for  recalcitrant  cases  are  botulinum
oxin,  surgical  resection,  laser  therapy,  and  photodynamic
herapy.7,8 In  most  cases,  clinical  symptoms  are  limited  to
exural  and  intertriginous  areas.  Generalized  manifesta-
ions  are  uncommon,  and  erythroderma  with  fatal  outcome
s  extremely  rare.  The  few  cases  reported  in  the  literature
escribe  bacterial  infection,9 cutaneous  adverse  drug

eaction,  and  herpes10 as  triggering  factors  for  an  acute
issemination  of  the  disease.  However,  these  factors  differ
rom  those  of  the  case  reported  here,  since  the  patient



R

fully treated by etretinate. Clin Exp Dermatol. 2006;31:57---9.
10. Otsuka F, Niimura M, Harada S, Ishibashi Y, Shishiba T. Gener-
Familial  ‘‘benign’’  pemphigus?  

presented  with  chronic  generalized  involvement,  regard-
less  of  the  diagnosis  of  secondary  infections  and  antibiotic
therapies,  and  no  triggers  for  erythroderma  were  identified.

This  was,  therefore,  an  extremely  severe  case  of
Hailey---Hailey  disease  that  was  highly  resistant  to  treat-
ment,  in  a  patient  with  multiple  comorbidities,  resulting  in
the  death  of  the  patient.
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