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 novel ATP2C1 mutation
c.1840-1G>A) in a sporadic

for  syphilis,  HIV  and  herpes  simplex  virus  were  negative.
Colonoscopy  findings  were  unremarkable.  Based  on  posi-
tive  dot  blot  hybridization  of  HPV58  which  was  performed
ase  of isolated perianal
ailey-Hailey disease with
uman papillomavirus type 58

nfection�

ear  Editor,

ailey-Hailey  Disease  (HHD),  or  familial  benign  chronic
emphigus  (OMIM:169600),  is  a  rare  autosomal-dominant
listering  disease  characterized  by  recurrent  blisters,
rosions,  and  macerated  plaques  mainly  involving  the
ntertriginous  regions.  It  is  caused  by  ATP2C1  muta-
ion,  encoding  secretory  pathway  Ca2+/Mn2+-ATPase  1
SPCA1).1,2 Updated  on  May  16,  2022,  264  public  vari-
nts  have  been  documented  in  ATP2C1  LOVD  database
https://databases.lovd.nl/shared/genes/ATP2C1).  We
eport  a  sporadic  case  of  isolated  perianal  Hailey-Hailey
isease  caused  by  a  novel  splicing  mutation  of  ATP2C1  with
uman  Papillomavirus  (HPV)  58  infection.

A  21-year-old  Chinese  man  presented  with  a  three-year
istory  of  perianal  itching,  erythema,  and  macerated  papu-
oplaques  (Fig.  1A)  in  September  2021.  He  had  a  ten-year
istory  of  chronic  diarrhea,  no  family  history  of  similar
ermatosis,  and  no  history  of  sexual  activity.  Serologies

by  using  a  smear  from  the  lesion  and  a  suspiciously  posi-
tive  acetic  acid  white  test,  he  was  tentatively  diagnosed
with  genital  warts  and  treated  with  electrofulguration  and
three  sessions  of  5-aminolevulinic  acid  Photodynamic  Ther-
apy  (PDT).  The  lesions  were  alleviated  but  relapsed  one
month  post-treatment  and  HPV  reexamination  (using  smear
from  the  lesion)  was  negative.  Lesional  biopsy  showed
epidermal  hyperkeratosis;  focal  parakeratosis  and  dysker-
atosis  without  koilocytosis;  suprabasal  acantholysis  with
‘‘dilapidated  brick-wall’’  appearance;  and  mild  perivascu-
lar  lymphohistiocytic  infiltrate  in  the  upper  dermis  (Fig.  2A).
No  comparable  lesions  were  observed  on  other  body  regions.
A  final  diagnosis  of  HHD  with  HPV58  infection  was  made.
The  lesions  responded  poorly  to  oral  methylprednisolone,
cyclosporine,  methotrexate,  topical  corticosteroids,  antibi-
otics,  and  tacrolimus  for  three  months.  Sanger  sequencing
of  the  patient’s  peripheral  blood  revealed  a  novel  het-
erozygous  splicing  mutation  c.1840-1G>A  (p.?)  in  intron
19  of  ATP2C1  (NM  014382.4),  and  a  wild-type  sequence
in  his  parents  (Fig.  3).  Immunohistochemical  staining  of
SPCA1  polyclonal  antibody  (PA5-109430;  Invitrogen,  Carls-
bad,  CA,  USA)  revealed  that  epidermal  expression  was
lower  in  the  HHD  lesion  than  in  normal  perianal  skin  of
the  other  normal  patient  (Fig.  2B---C).  The  patient  under-
went  ultra  pulsed  nonablative  CO2  laser  therapy,  achieving
igure  1  Clinical  observation.  (A)  Perianal  erythema  and  macer
ollowing CO2  laser.

� Study conducted at the Department of Dermatology, Affiliated
ospital of Guangdong Medical University, Zhanjiang, Guangdong,
hina.
ated  papuloplaques.  (B)  Mild  lesional  improvement  6-months
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https://databases.lovd.nl/shared/genes/ATP2C1
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Figure  2  Pathological  and  immunohistochemical  observa-
tion.  (A)  Epidermal  hyperkeratosis,  focal  parakeratosis  and
dyskeratosis  without  koilocytosis,  suprabasal  acantholysis  with
‘‘dilapidated  brick-wall’’  appearance,  and  mild  perivascular
lymphohistiocytic  infiltrate  in  the  upper  dermis  (Hematoxylin
& eosin,  ×100).  (B---C)  Immunohistochemical  staining  reveal-
ing reduced  epidermal  hSPCA1  expression  in  the  Hailey-Hailey
disease lesion  (B)  compared  with  normal  control  skin  (C)  (×100).
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ild  lesional  improvement  with  markedly  improved  pruritus
Fig.  1B).

This  patient  harbored  a  novel  heterozygous  ATP2C1  muta-
ion  c.1840-1G>A  at  the  acceptor  splice  site  of  intron  19.
utation  Taster  analysis  predicted  that  this  variant  may  be

 pathogenic  splicing  mutation  and  cause  SPCA1  dysfunction
y  affecting  magnesium  binding  sites.1,3 Consistent  with  a
revious  report,2 SPCA1  immunoreactivity  was  reduced  in
he  HHD  lesion  compared  to  control  skin.  ATP2C1  mutations
ead  to  defective  calcium  homeostasis  and  absent  interker-
tinocyte  adhesion.4

Patients  with  HHD  are  susceptible  to  infections  owing
o  skin  barrier  damage,  but  few  reports  exist  of  HHD
oncomitant  with  HPV6,  16  and  39  infections.4 Since  typ-
cal  cauliflower-like  papules  and  genital  involvement  were
bsent,  and  PDT  resulted  in  negative  HPV58  and  koilocyto-
is,  it  is  unclear  whether  the  HPV58  positivity  represented
ransient  colonization  or  subclinical  infection  in  this  case.
evertheless,  HPV  infection  could  complicate  the  course
nd  prognosis  of  HHD.4

While  there  are  no  treatment  guidelines  for  HHD,
blative  surgery  including  dermabrasion,  CO2  and  Er:YAG
aser  therapy,  and  argon  plasma  coagulation  may  be
ffective.5 However,  the  clinical  efficacy  of  nonablative
O2  laser  therapy  and  PDT  was  unsatisfactory  in  this
ase.
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igure  3  Genetic  detection.  Sanger  sequencing  of  peripheral  blood  revealing  a  novel  heterozygous  splicing  mutation  c.1840-1G>A
n intron  19  of  ATP2C1  in  the  patient,  and  a  wild-type  sequence  in  his  parents.
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melanotic melanoma with
eural lesion simulating

eprosy�

scopic  inspection  and  dermoscopic  evaluation,  or  absence
of  melanin  on  histopathology.  It  is  a  rare  entity,  with
variable  frequency,  between  0.4%  and  27.9%,  but  possibly
underestimated.1
ear  Editor,

melanotic/hypomelanotic  melanoma  (AHM)  is  a  subtype  of
utaneous  melanoma  with  little  or  no  pigment  on  macro-

� Study conducted at the Division of Dermatology, Hospital das
línicas, Faculty of Medicine, Universidade de São Paulo, Ribeirão
reto, SP, Brazil.
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The  absence  of  pigmentation  and  clinical  criteria  for  sus-
ected  melanoma,  and  the  morphological  variability  of  AHM
ossibly  lead  to  erroneous  and  late  diagnosis.1,2 AHM  can
imic  a  variety  of  benign  and  malignant  diseases  of  different

tiologies,  whether  inflammatory  or  infectious,  in  addition

o  neoplasias.1,2

An  81-year-old  woman  was  referred  with  suspected  lep-
osy  due  to  loss  of  strength  and  dropping  of  her  left  hand
wo  months  before  and  asymptomatic  lesions  on  her  left

3
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