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Abstract  The  penile  localization  of  pigmented  Bowen’s  disease  has  been  rarely  reported  and
has been  mostly  related  to  human  papillomavirus  infection.  Early  diagnosis  and  treatment  are
important  to  prevent  progression  to  invasive  squamous  cell  carcinoma.  However,  diagnosis  can
be challenging  because  it  may  be  difficult  to  distinguish  from  melanoma,  even  using  dermoscopy.
Reflectance  confocal  microscopy  may  be  useful  in  suggesting  the  bedside  diagnosis  before  the
histopathological  confirmation.  A  case  of  penile  pigmented  Bowen’s  disease  is  described  along
with its  dermoscopy  and  reflectance  confocal  microscopy  findings  and  their  correlation  with
Papillomavirus
infections

histopathology.
© 2021  Sociedade  Brasileira  de  Dermatologia.  Published  by  Elsevier  España,  S.L.U.  This  is  an
open access  article  under  the  CC  BY  license  (https://creativecommons.org/licenses/by/4.0/).
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ase report
 34-year-old  Caucasian  man  presented  with  a  brownish
esion  of  the  penile  shaft  that  appeared  about  2  years
arlier  and  slowly  enlarging.  Clinical  examination  revealed

� How to cite this article: Lacarrubba F, Verzì AE, Caltabiano
, Micali G. Bowen’s disease of the penile shaft present-

ng as a pigmented macule: dermoscopy, reflectance confocal
icroscopy and histopathological correlation. An Bras Dermatol.

021, 10.1016/j.abd.2020.10.009.
�� Study conducted at the Dermatology Clinic, University of Cata-
ia, Catania, Italy.
∗ Corresponding author.

E-mail: cldermct@gmail.com (G. Micali).

(
a
d
H
3
s
s
m
t
(
s
r

ttps://doi.org/10.1016/j.abd.2020.10.009
365-0596/© 2021 Sociedade Brasileira de Dermatologia. Published by E
Y license (https://creativecommons.org/licenses/by/4.0/).
he  presence  of  a  roundish,  irregularly  pigmented  macule
easuring  1.8  ×  1.2  cm  (Fig.  1A).  Polarized  light  dermoscopy

Illuco  IDS-1100®,  Tre  T  Medical,  Camposano,  Italy)  showed
n  irregular  brownish  pigmentation,  multiple  brown-grey
ots,  and  globules,  and  structureless  whitish  areas  (Fig.  1B).
andheld  Reflectance  Confocal  Microscopy  (RCM)  (Vivascope
000®, Mavig  GmbH,  Munich,  Germany)  showed  parakerato-
is,  an  irregular  and  disarranged  honeycomb  pattern,  and
parse  bright  dendritic  cells  in  the  spinous-granular  layer;
oreover,  several  bright,  roundish  nucleated  cells  with  a

argetoid  appearance  were  visible  throughout  the  epidermis
Fig.  2A).  The  Dermo-Epidermal  Junction  (DEJ)  was  pre-

erved  with  the  presence  of  well-defined  dermal  papillae
immed  by  hyperrefractile  rings  (‘‘edged  papillae’’).  In  the
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Figure  1  (A),  roundish,  irregularly  pigmented  macule  of  the  penile  shaft.  (B),  polarized  light  dermoscopy  showing  an  irregular
brownish pigmentation,  multiple  brown-grey  dots  and  globules,  and  structureless  whitish  areas.

Figure  2  Reflectance  confocal  microscopy  showing  (A),  irregular  and  disarranged  honeycomb  pattern  and  several  bright,  roundish
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ucleated cells  with  a  targetoid  appearance  (arrows)  in  the  ep
apillary dermis.

apillary  dermis,  an  increased  blood  flow  and  multiple  bright
lump  cells  were  detected  (Fig.  2B).

The  lesion  was  excised,  and  histopathological  exami-
ation  revealed  hyperkeratosis,  parakeratosis,  acanthosis,
bnormal  maturation  of  keratinocytes,  prominent  nucle-
li,  and  dyskeratotic  cells  in  all  layers  of  the  epithelium.
n  the  superficial  dermis,  ectatic  vessels,  a  moderate  lym-
hohistiocytic  infiltrate  and  melanophages  were  observed
Fig.  3A).  Immunohistochemistry  showed  that  the  bright
endritic  cells  observed  at  RCM  were  CD1a  positive  Langer-
ans  cells,  while  staining  for  Melan  A  showed  no  atypical
elanocytes  and  hyperpigmentation  of  keratinocytes  of  the
asal  layer  (Fig.  3B  and  3C);  p16  immunostaining,  indica-
ive  of  high-risk  Human  Papillomavirus  (HPV)  infection,  was
ositive.

The  final  diagnosis  was  HPV-associated  with  pigmented
owen’s  disease.

iscussion

owen’s  disease  represents  an  ‘‘in  situ’’  variant  of  cuta-
eous  squamous  cell  carcinoma.  Pigmented  Bowen’s  disease

s  a  rare  subtype  accounting  for  2%---5%  of  all  cases.1,2 It
anifests  as  a  slow-growing,  well-defined,  hyperpigmented
acule,  with  a  flat,  velvety,  or  scaling  surface  and  is  a

nown  melanoma  simulator.1,2 The  penile  localization  of  pig-
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is.  (B),  edged  papillae  and  multiple  bright  plump  cells  in  the

ented  Bowen’s  disease  has  been  rarely  reported  and  has
een  mostly  related  to  HPV  infection.

The  dermoscopic  features  of  penile  pigmented  Bowen’s
isease  have  been  reported  to  be  similar  to  those  observed
utside  the  genital  area:  irregular  brownish  pigmentation,
tructureless  areas  (blue/black,  hypopigmented,  pink-grey,
r  skin-colored),  and  brown-grey  dots/globules.3---6 Glomeru-
ar  vessels  may  also  be  observed.  Dermoscopy  may  help  in
he  differential  diagnosis  with  other  lesions  that  may  sim-
late  pigmented  Bowen’s  disease  such  as  melanosis,  flat
eborrheic  keratosis,  and  superficial  basal  cell  carcinoma,
ut  it  cannot  always  rule  out  melanoma  as  it  may  share
imilar  features.

Some  studies  reported  the  RCM  features  of  non-genital
igmented  Bowen’s  disease  and  their  histopathological
orrelations.2,7---9 They  mainly  consist  of  parakeratosis,  irreg-
lar  honeycomb  pattern  (indicative  of  keratinocyte  atypia
nd  pleomorphism),  edged  papillae  (due  to  hyperpigmenta-
ion  of  keratinocytes  of  the  basal  layer),  and  coiled  vessels
n  the  dermal  papillae.  Other  observed  findings  are  rep-
esented  by  round  nucleated  cells  often  with  a  targetoid
ppearance  throughout  the  epidermis  (corresponding  to
yskeratotic  keratinocytes),  intraepidermal  hyperreflective
endritic,  spindle-shaped  cells  (corresponding  to  Langer-

ans  cells  at  immunostaining),  and  plump  bright  cells  in
he  papillary  dermis  (corresponding  to  melanophages).2,7---9

t  must  be  highlighted  that  the  dendritic  cells  may  repre-
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Figure  3  (A),  Histopathology  showing  in  the  epidermis  atypical  features  consisting  of  abnormal  maturation  of  keratinocytes,
prominent nucleoli,  and  many  dyskeratotic  cells  (arrows).  In  the  superficial  dermis,  ectatic  vessels,  a  moderate  lymphohistiocytic
infiltrate and  melanophages  may  be  observed  (Hematoxyline  &  eosin,  ×150).  (B),  At  immunohistochemistry  CD1a  +  Langerhans  cells,
m istoc
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ay be  observed  (Immunohistochemical,  ×200).  (C),  Immunoh
yperpigmentation  of  keratinocytes  of  the  basal  layer  is  eviden

ent  a  confounder  finding  as  they  may  also  correspond  to
typical  melanocytes  and  could  lead  to  the  wrong  diag-
osis  of  melanoma,9 and  that  the  differential  diagnosis  of
elanophages  with  pigmented  cells  of  Bowen’s  disease  may

ot  be  easy  due  to  the  epidermis  disruption  and  tumor  cell
eavy  pigmentation.

In  a  previously  reported  case  of  non-pigmented  in  situ
quamous  cell  carcinoma  of  the  penis,  RCM  showed  a
isarranged  pattern  of  the  epithelium  with  many  hyper-
efractive  dendritic  cells.10 To  the  best  our  knowledge,  the
resent  case  represents  the  first  RCM  description  of  penile
igmented  Bowen’s  disease.  The  same  features  of  those  pre-
iously  described  in  non-genital  pigmented  Bowen’s  disease
onfirmed  the  value  of  RCM  in  addressing  the  correct  diagno-
is  by  narrow  down  the  differential  diagnosis  with  clinically
imilar  benign  and  malignant  pigmented  lesions,  including
elanoma.2

In  conclusion,  early  diagnosis  and  treatment  of  penile

owen’s  disease  are  important  to  prevent  progression  to

nvasive  squamous  cell  carcinoma,  which  may  occur  in  up  to
0%  of  cases,  and  the  need  for  extensive  mutilating  surgery.5
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hemical  staining  for  Melan  A  showed  no  atypical  melanocytes.
munohistochemical,  ×150).

owever,  Bowen’s  disease  diagnosis  can  be  challenging
ecause  it  may  be  difficult  to  distinguish  from  melanoma,
ven  using  dermoscopy.  RCM  may  be  useful  in  suggesting
he  bedside  diagnosis  before  the  histological  confirmation,
lthough  further  studies  on  larger  case  series  are  needed  to
alidate  the  sensitivity  and  specificity  of  this  method.

inancial support

his  work  was  supported  by  the  University  of  Catania,
epartment  of  General  Surgery  and  Medical-Surgical  Spe-
ialties  -  Research  Program  2016-2018,  P.I.  Prof.  Giuseppe
icali.

uthors’ contributions
rancesco  Lacarrubba:  Intellectual  contribution  in  con-
eiving  and  planning  the  study;  collecting,  analyzing,
nd  interpreting  data;  writing  or  critically  reviewing  the
anuscript;  approving  its  final  version.

1



erzì,

a
p
a

c
a
m

a
p
a

C

N

R

10. Cinotti E, Perrot JL, Labeille B, Douchet C, Mottet N, Cam-
bazard F. Laser photodynamic treatment for in situ squamous
cell carcinoma of the glans monitored by reflectance confocal
microscopy. Australas J Dermatol. 2014;55:72---4.
F.  Lacarrubba,  A.E.  V

Anna  Elisa  Verzì:  Intellectual  contribution  in  conceiving
nd  planning  the  study;  collecting,  analyzing,  and  inter-
reting  data;  writing  or  critically  reviewing  the  manuscript;
pproving  its  final  version.

Rosario  Caltabiano:  Intellectual  contribution  in  con-
eiving  and  planning  the  study;  collecting,  analyzing,
nd  interpreting  data;  writing  or  critically  reviewing  the
anuscript;  approving  its  final  version.
Giuseppe  Micali:  Intellectual  contribution  in  conceiving

nd  planning  the  study;  collecting,  analyzing,  and  inter-
reting  data;  writing  or  critically  reviewing  the  manuscript;
pproving  its  final  version.

onflicts of interest

one  declared.

eferences

1. Vivan MM, Hirata SH, Nascimento LS, Enokihara MM. A case of
pigmented Bowen’s disease. An Bras Dermatol. 2017;92:124---5.

2. Shahriari N, Grant-Kels JM, Rabinovitz HS, Oliviero M, Scope
A. Reflectance confocal microscopy criteria of pigmented
squamous cell carcinoma in situ. Am J Dermatopathol.

2018;40:173---9.

3. Ishioka P, Yamada S, Michalany NS, Hirata SH. Dermoscopy of
Bowen’s disease: pigmented variant on the penis. An Bras Der-
matol. 2012;87:482---4.

61
 R.  Caltabiano  et  al.

4. Giuffrida R, Conforti C, Resende FSS, de Barros MH, Uranitsch
M, Favero F, et al. Clinical and dermoscopic features of gen-
ital pigmented Bowen disease. Clin Exp Dermatol. 2018;43:
813---6.

5. Chan SL, Watchorn RE, Panagou E, Panou R, Ong EL, Heelan
K, et al. Dermatoscopic findings of penile intraepithelial neo-
plasia: Bowenoid papulosis, Bowen disease and erythroplasia of
Queyrat. Australas J Dermatol. 2019;60:e201---7.

6. Lacarrubba F, Borghi A, Verzì AE, Corazza M, Stinco G, Micali G.
Dermoscopy of genital diseases: A review. J Eur Acad Dermatol
Venereol. 2020;34:2198---207.

7. Karaarslan I, Tepret S, Yildiz S, Yaman B, Ozdemir F. The role
of reflectance confocal microscopy in a case of Bowen’s dis-
ease difficult to diagnose. Dermatol Pract Concept. 2018;8:
63---5.
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