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Abstract  The  paper  presents  a  case  of  lentigo  maligna  melanoma  of  the  scalp  in  an  elderly
patient treated  for  the  nodular  part  with  surgery  and  the  residual  melanoma  in  situ  with  5%
Imiquimod and  subsequently  with  3.75%  Imiquimod  (each  concentration  for  4  months,  5  times
per week),  with  complete  regression  of  the  lesion.  3.75%  Imiquimod,  which  is  already  used  for
the treatment  of  actinic  keratosis,  could  be  a  useful  weapon  with  the  same  effectiveness  and

fewer side  effects  compared  to  5%  Imiquimod.
© 2021  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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t  has  been  estimated  that  the  20%  of  melanomas  appear
rom  the  head  and  neck  region,  among  which  the  3%  appear
n  the  scalp.1 melanoma  in  situ  (MIS)  is  an  early  variant  of
elanoma  in  which  the  disease  is  limited  to  the  epidermis.
he  most  common  subtype  of  MIS,  lentigo  maligna  (LM),  has
 prevalence  of  10%  to  30%  and  a  2.2%  to  4.7%  risk  weight
f  transformation  into  invasive  melanoma  or  LM  melanoma
LMM).2

� How to cite this article: Rovesti M, Zucchi A, Feliciani C, Satolli
. Case of large lentigo maligna melanoma of the scalp treated with
% and 3.75% Imiquimod. An Bras Dermatol. 2021;96:565---8.
�� Study conducted at the Maggiore Hospital, Parma, Italy.
∗ Corresponding author.
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365-0596/© 2021 Sociedade Brasileira de Dermatologia. Published by E
Y license (http://creativecommons.org/licenses/by/4.0/).
Head  and  neck  melanomas,  particularly  LM  and  LMM,
ave  specific  dermoscopic  features.1 Dermoscopy  is  there-
ore  not  only  a  non-invasive  technique  that  helps
istinguishing  melanomas  from  other  pigmented  and  non-
igmented  skin  lesions  but  also  a  valuable  tool,  which  allows
n  early  diagnosis  of  the  tumor  and  the  possibility  to  follow
he  lesion  over  time.

Standard  therapy  for  MIS  is  surgical  excision,  but  in
arge  lesions,  where  the  anatomic  location  of  the  lesion

ould  bring  to  esthetic  and/or  functional  impairments,  com-
lete  surgical  excision  is  often  unfeasible.  Some  suggested
on-surgical  treatments  of  this  residual  disease  include
adiotherapy,  cryotherapy  and  topical  Imiquimod.2
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Figure  1  Residual  pigmentary  lesion  after  surgery.
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Figure  3  50%  resolution  of  the  lentigo  maligna  after  4  months
of 5%  Imiquimod.
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moscopy  evaluation  every  two  months  allowed  us  to  monitor
igure  2  Some  dermoscopic  features  of  the  lentigo  maligna-
elanoma  in  situ.
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 90-year-old  patient  underwent  surgery  for  a  nodule  on  the
ertex  with  the  outcome  of  non-ulcered  nodular  melanoma,
hich  was  dermis-infiltrating  with  2.9  mm  Breslow.  Asso-
iated  to  this  nodular  part,  there  was  an  extended  flat
igmented  lesion,  strongly  suspected  for  lentigo  maligna
Fig.  1).  After  a  negative  TC  total  body  scan  and  a  neg-
tive  brain  MRI,  the  residual  lesion  was  biopsied  and  the
iagnosis  of  melanoma  in  situ, lentigo  maligna  sort,  was
onfirmed.

A  dermoscopy  of  the  residual  lesion  shows  the  der-
oscopic  criteria  of  LM:  thick  pigmented  lines  around

ppendageal  openings  (called  rhomboidal  structures),  asym-
etric  pigmentation  with  angulate  brown,  grey  lines  and

rey  dots,  dark  blotches,  and  obliterated  hair  follicles
some  details  of  the  dermoscopic  aspect  are  shown  in
ig.  2).

Considering  the  lesion  extent,  the  histological  vari-
nt  (lentigo  maligna  sort),  and  the  patient’s  age,  it  has
een  decided  to  treat  it  with  5%  Imiquimod  5  times  per
eek  for  4  months  (with  50%  resolution  of  the  melanoma
n  situ: Fig.  3),  and  subsequently  with  3.75%  Imiquimod  for
ther  4  months,  without  occlusion  and  without  interruption
etween  the  two  sessions,  with  complete  resolution  of  the
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igure  4  Almost  complete  resolution  of  the  lentigo  maligna
fter 3  months  of  3.75%  Imiquimod.

IS  (Fig.  4,  taken  after  3  out  of  4  months  of  3.75%  Imiquimod
herapy).

iscussion

entigo  maligna  is  an  in  situ  variant  of  melanoma  that
ppears  as  a  slowly  enlarging  brown  to  grey-black  pig-
ented  and  sometimes  amelanotic  macule  on  chronically

un-exposed  skin.  In  particular,  in  patients  who  are  older
han  45  years  old,  the  incidence  of  LM  and  LMM  is
ncreasing.3

For  the  diagnosis  and  management  of  LM  and  LMM,  der-
oscopy  is  an  indispensable  tool  as  suggested  by  literature;

s  a  matter  of  fact,  dermoscopy  not  only  aids  the  diagno-
is  ---  helping  to  find  the  most  appropriate  area  to  biopsy,
o  evaluate  the  margins  of  the  tumor,  etc.  ---  but  allows  a
on-invasive  follow  up  during  the  treatments,  particularly
he  topical  ones,  by  confirming  the  therapeutic  efficacy  ---
n  other  words,  by  confirming  that  the  tumor  criteria  are
ot  to  be  found  anymore.4 In  the  studied  patient,  a  der-
nd  continue  the  topical  therapy.
Speaking  of  the  treatments,  the  international  guidelines’

ecommendations  based  on  expert  opinions  state  that  sur-

6



tolo

g
t
b
r
m
b
p

t
m
q
a
c
o
p
d
u
l
e
c
r
r
t

t
i
m
o
a
r
a
m
n
s
h

e
a
p
p
o

t
8
t
t
e
o
I
l
s
w

5
l
s
v
t
e
I
t
u

r
a
s
s
t
t

F

N

A

M
c
m

p
r

p
o

m
t
fi

C

N

R

Anais  Brasileiros  de  Derma

ical  excision  with  at  least  a  5  mm  margin  is  the  first-choice
herapy.5 Nonetheless,  the  surgical  management  of  LM  can
e  challenging  in  cases  of  large  lesions,  for  various  reasons:
econstructive  procedures  may  be  needed  after  excision  and
ost  of  the  patients  with  LM  are  elderly,  thus  they  may
e  frail  and  suffer  from  comorbidity  ---  as  in  the  studied
atient.

Over  the  past  15  years,  imiquimod  cream  gained  atten-
ion  as  an  off-label,  topical  and  non-invasive  treatment
odality  for  LM.  Topical  imiquimod  is  a  synthetic  imidazo-
uinoline  amine  with  toll-like  receptor  7  agonist  properties,
nd  it  is  able  to  increase  the  production  of  inflammatory
ytokine  and  chemokines.  Imiquimod  also  exerts  its  effect
n  tumor  cell  apoptosis  through  activation  of  the  caspase
athway;  moreover,  it  has  angiogenic  effects  through  the
ownregulation  of  fibroblast  growth  factor  and  the  upreg-
lation  of  inhibitors  of  angiogenesis.2 According  to  the
iterature,  5%  Imiquimod  is  effective  in  the  treatment  of
xternal  condylomata  acuminata,  cutaneous  warts,  superfi-
ial  basal  cell  carcinoma,  and  actinic  keratosis.2 However,
ecent  studies  have  demonstrated  similar  efficacy  and  have
eported  lower  complications  using  3.75%  Imiquimod  for  the
reatment  of  actinic  keratosis.6,7

Regarding  melanoma  in  situ, the  authors  would  like
o  underline  that  imiquimod  is  currently  not  approved
n  the  treatment  of  LM  and  LMM,  however,  more  and
ore  papers  support  its  effectiveness  for  the  treatment

f  lentigo  maligna,  as  a  single  treatment  or  after  surgery
nd  cryotherapy.8 In  literature  are  described  cases  of  no
ecurrence  of  LM  after  treatment  with  Imiquimod  5%  and
lso  papers  describing  recurrences  after  this  kind  of  treat-
ent,  this  is  also  due  to  a  complete  clinical  resolution  did

ot  always  correlate  with  histological  clearance  and  clinical
uspicion  for  the  residual  disease  is  not  always  confirmed
istopathologically.9,10

Unfortunately,  a  standard  treatment  schedule  does  not
xist.  A  systematic  review  on  the  role  of  imiquimod  in  LM
nd  LMM  concludes  that  6---7  applications  of  5%  Imiquimod
er  week,  with  at  least  60  applications,  show  the  highest
robability  of  a  complete  clinical  and  histological  clearance
f  LM.3

In  the  studied  patient,  the  authors  preferred  the  applica-
ion  5 times  a  week  of  the  5%  composition,  for  approximately
0  applications,  and  sequentially  other  80  applications  of
he  3.75%  Imiquimod  (5  times  per  week),  in  order  to  reduce
he  side  effects  of  the  treatment  (local  inflammation)  and  to
valuate  the  equal  effectiveness  of  a  reduced  concentration
f  the  drug.  In  the  studied  patient,  both  the  5  and  the  3.75
miquimod  percentage  demonstrated  its  effectiveness  and
ed  to  a  complete  resolution  of  the  LM  in  approximately  160
essions  (80  applications  with  5%  Imiquimod  and  80  sessions
ith  3.75%  Imiquimod).

In  conclusion,  in  the  authors’  experience,  the  topical
%  and  the  3.75%  Imiquimod  are  two  valid  options  for
entigo  maligna  in  patients  unfit  or  not  willing  to  undergo
urgery  or  radiotherapy.  The  3.75%  Imiquimod  can  be  a
alid  choice  used  sequentially  after  5%  Imiquimod  or  as
he  first  treatment  option,  in  order  to  reduce  the  side

ffects  of  the  drug.  To  date  both  the  concentrations  of
miquimod  are  unfortunately  off-label  treatments,  thus
hey  require  informed  consent  by  the  patient  for  their
se.
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In  the  future,  more  and  more  patients  with  LM  should
eceive  by  dermatologists  a  personalized  treatment  plan
nd,  in  case  of  inoperable  lesions,  a  specific  treatment
chedule  of  Imiquimod,  considering  the  initial  clinical  pre-
entation,  the  host  factors  influencing  immune  response,
he  side  effects,  and  the  histological  results  (pre  and  post-
reatment).
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