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or  at  least  6  months.  Response  to  therapy  was  poor  and
mputation  was  planned  in  3  patients.  Others  responded
ariably  on  voriconazole  and  surgical  debulking  was  required
n  the  majority.

Both  patients  with  Aspergillus  niger  eumycetoma
eceived  voriconazole  for  1  year  and  achieved  complete  clin-
cal  and  microbiological  cure,  one  with  voriconazole  alone
nd  the  other  with  associated  surgical  management,  with  no
elapse  of  disease  on  MRI  on  follow-ups.

Among  actinomycetoma  cases,  1  case  with  Streptomyces
pecies  mycetoma  was  treated  with  a  combination  of  co-
rimoxazole  and  rifampicin  with  excellent  response  and
isease  clearance  after  6  months.  The  other  2  cases  with
ctinomadura  species  were  treated  with  Welsh  regimen
Amikacin  and  Co-trimoxazole  combination)  with  partial
esponse  and  needed  surgical  debulking  later  on.
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A  mixed  mycetoma  case  was  treated  with  antibiotics
amoxycillin  1000  mg/day  for  18  months  along  with  linezolid
200  mg/day  for  6  months)  and  antifungals  (itracona-
ole  400  mg/day  for  6  months  followed  by  voriconazole
00  mg/day  for  15  months).  Sequestrectomy  was  done  once.
RI  scans  on  follow-up  did  not  reveal  any  signs  of  disease.

In  conclusion,  mycetoma  is  a  potentially  preventable  dis-
ase.  Protective  measures,  patient  education  with  early
iagnosis  and  treatment  can  save  many  patients  from  per-
anent  disabilities  and  amputations.  This  study  showed

umycetoma  is  more  common  in  the  southern  part  of  Pak-
stan  and  Aspergillus  is  the  predominant  species  responsible
or  this.  A  novel  fungal  agent  Aspergillus  niger  is  also  preva-
ent  in  this  part  of  the  World  and  responsible  for  causing
ycetoma  in  immunocompetent  individuals.
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ear  Editor,

lthough  melanoma  accounts  for  only  3%  of  malignant  neo-
lasms  of  the  skin,  it  accounts  for  the  majority  of  deaths
mong  skin  tumors.1 Melanoma  has  a  similar  incidence  in

en  and  women  up  to  45  years  of  age.  After  that,  the
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ale  sex  predominates,  so  that  after  75  years  of  age,
he  incidence  in  men  becomes  almost  three-fold  higher,
aising  the  thesis  that  hormonal  factors  are  implicated  in
ts  pathogenesis.2 Exposure  to  UV  radiation,  the  number
nd  characteristics  of  nevi  and  low  phototypes  are  factors
nown  to  be  associated  with  the  development  of  melanoma,
hereas  the  presence  of  ulceration  and  tumor  thickness  are
ssociated  with  a  worse  outcome.  Other  risk  factors  and
rognoses  are  controversial,  including  gender.3

An  observational,  descriptive  and  retrospective  study
f  patients  diagnosed  with  melanoma  between  1998  and
016  was  conducted  in  a  hospital  in  the  city  of  São  Paulo.
he  sociodemographic  and  clinical-pathological  character-

stics  of  these  cases  were  collected  from  medical  records
iming  to  describe  the  behavior  of  this  neoplasm,  with

mphasis  on  the  differences  between  sexes.  The  software
sed  for  data  analysis  was  SPSS,  version  25,  and  com-
arisons  between  the  groups  were  performed  using  the
hi-Square  test  with  correction  for  Fisher’s1---7 exact  test,
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Figure  1  Cases  of  melanoma  regarding  the  age  at  diagnosis  (Total  and  differentiated  by  sex).

when  appropriate.  The  statistical  significance  was  set  at  5%
(p  <  0.05).

Over  these  18  years,  359  melanomas  were  diagnosed;
of  these,  99  (27.6%)  were  characterized  as  melanoma
in  situ  (mostly  in  female  patients,  with  201  cases;  57.3%)
and  260  (72.4%)  as  invasive  melanoma.  Among  the  inva-
sive  melanomas,  152  occurred  in  female  (58.5%)  and  108
(41.5%)  in  male  patients.  Fig.  1  shows  that  most  patients
were  diagnosed  in  the  seventh  decade  of  life  (90  patients,
2
a
t
y
o
t
i
o
(
m

i
t
a
l
i
a
p
t
l
m
3
t
(

m
-
m
p

As  for  the  Breslow  index  of  melanomas  in  men,  the  major-
ity  had  a  tumor  thickness  >  3  mm  (38.2%,  42  cases),  while
in  women  the  majority  had  a  Breslow  index  <  0.75  mm
(58  cases,  41.4%);  however,  it  was  not  statistically  signifi-
cant  (p  =  0.156).  Mitoses  in  the  invasive  component  of  the
melanoma  were  seen  in  52.8%  of  cases.  The  presence  of
ulceration  was  reported  in  22.3%  of  cases  in  women  and
30.3%  in  men  (p  >  0.05).  Although  there  was  no  statistically
significant  difference  regarding  the  Breslow  index,  the  pres-
5.6%),  a  similar  trend  in  both  sexes.  However,  after  the
ge  of  70  years,  the  diagnosis  of  melanoma  was  propor-
ionally  higher  in  women.  Fig.  2A  shows  that,  over  the
ears,  there  was  a  slight  increase  in  the  number  of  cases
f  melanoma,  in  both  sexes.  Despite  this  increase,  a  trend
owards  an  earlier  diagnosis  of  melanoma  is  observed,  that
s  lesions  with  a  lower  Breslow  index  (Fig.  2B).  Information
n  patient  survival  was  found  for  221  patients.  Of  these  178
78.4%)  survived  the  first  five  years  after  the  diagnosis  of
elanoma.
Table  1  shows  the  characteristics  of  invasive  tumors,

ncluding  differentiation  by  gender  (male  and  female).  As  for
he  histopathological  type,  superficial  spreading  melanoma
ccounted  for  most  cases,  with  126  diagnoses  (48.5%),  fol-
owed  by  nodular  melanoma  in  58  (22.3%),  acral  lentiginous
n  44  (16.9%),  and  lentigo  maligna  in  32  (  12.3%).  Men  had

 higher  frequency  of  nodular  melanoma  34  (13.1%)  com-
ared  to  female  patients,  9.2%  (p  =  0.014).  In  women,
he  most  common  sites  of  melanomas  were  the  upper
imbs,  24.5%  (51  cases).  In  contrast,  in  male  patients,
elanomas  were  found  mainly  on  the  head  and  neck,

1.4%  (50  cases)  and  back  region  23.9%  (38  cases),  with
his  difference  between  sexes  being  statistically  significant
p  =  0.001).

As  for  the  level  of  invasion,  in  female  patients,  most
elanomas  invaded  only  at  the  level  of  the  papillary  dermis

 Clark  II  in  60  cases  (40.8%).  In  contrast,  most  melanomas  in
ale  individuals  showed  Clark  IV  levels  in  50  cases  (42.4%);

 =  0.129.

ence  of  mitosis  and  ulceration,  there  was  a  difference  in
survival  between  the  sexes.  As  shown  in  Fig.  3,  78.8%  (119
cases)  of  women  survived  the  first  5  years  after  the  diagno-
sis,  while  in  males  this  percentage  was  only  64.8%  (70  cases);
p  =  0.012.

A  similarly  designed  study  was  conducted  in  the  same
hospital  analysing  melanomas  diagnosed  between  1963  and
1997.4 During  this  period,  222  new  cases  of  melanoma  were
identified,  with  an  average  incidence  of  9.25  cases  per  year.
In  the  present  study,  there  was  an  average  annual  incidence
of  19.94  cases.  These  data  are  compatible  with  epidemio-
logical  studies,  which  indicate  an  increase  in  the  incidence
of  melanoma  in  recent  decades.  The  present  study  identi-
fied  differences  between  the  sexes  regarding  the  biological
behavior  and  prognosis  of  melanoma.  There  are  authors
who  consider  sex  as  an  independent  prognostic  factor  for
melanoma.5 Even  after  adjusting  for  variables  that  could
result  in  bias  (such  as  the  histopathological  type  and  age  at
diagnosis),  the  prognosis  seems  to  be  worse  in  males.6 One
of  the  theories  for  explaining  the  better  prognosis  in  female
considers  estrogen  as  a  protective  factor.7 However,  the  use
of  contraceptives  or  pregnancy  don’t  seem  to  alter  women
survival.  In  addition,  studies  have  shown  conflicting  results
regarding  the  survival  of  women  in  the  post-menopausal
period.

As  the  hormonal  theory  does  not  fully  explain  the  better
survival  observed  in  women  with  melanoma,  the  oxida-
tive  stress  theory  looks  promising.  The  increase  in  reactive
oxygen  species  seems  to  be  involved  in  melanoma  carcino-
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igure  2  (A),  Incidence  of  melanoma  between  1998  and  2016  by  sex;  (B),  Tumor  thickness  (Breslow)  at  diagnosis,  with  a  decrease
n the  mean  thickness  in  the  last  decade.

Table  1  Characteristics  of  invasive  melanomas  in  the  total  sample  and  between  sexes.

Number  of  invasive
melanomas  diagnosed

Total  Women  Men  p

260 (100%)  152  (58,5%)  108  (41,5%)

Histopathological
type

Superficial  spreading  126  (48.5)  79  (30.4)  47  (18.1) 0.014
Lentigo  maligna  32  (12.3)  22  (10.0)  10  (3.8)
Nodular 58  (22.3)  24  (9.2)  34  (13.1)
Acral lentiginous  44  (16.9)  27  (10.4)  17  (6.5)

Location Head and  neck  90  (24.5)  40  (19.2)  50  (31.4) 0.001
Anterior  trunk  42  (11.4)  13  (6.3)  29  (18.2)
Back 78  (21.3)  40  (19.2)  38  (23.9)
Upper limbs  66  (18.0)  51  (24.5)  15  (9.4)
Lower limbs 40  (10.9)  31  (14.9)  9  (5.7)
Palmoplantar  53  (13.6)  31  (14.9)  18  (11.3)
Genitalia 2  (0.5)  2  (1.0)  0

Clark II 66  (24.7)  43  (28.9)  23  (19.5) 0.129
III 69  (25.8)  42  (28.2)  27  (22.9)

IV 100
V 32  (

Breslow <0.75 94  (
0.75 ---  1.5  40  (
1.51 ---  2.25  25  (
2.26 ---  3.0  22  (
3.00> 84  (

Presence of  mitoses  160
Presence of  ulceration  66  (

62
 (37.5)  50  (33.6)  50  (42.4)
12.0)  14  (6.9)  18  (15.3)
35.5)  60  (40.8)  34  (28.3) 0.156
15.1)  22  (15.0)  18  (15.3)
6.8)  16  (10.9)  9(7.6)
8.3)  10  (6.8)  12  (10.2)
31.7)  39  (26.5)  45  (38.1)
 (52,8)  87  (49.7)  73  (56.3)  0.304
25.7)  33  (22.3)  33  (30.3)  0.148
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Figure  3  Five-year  surv

enesis  through  several  mechanisms:  (a)  DNA  mutations;
b)  cell  proliferation  stimulus;  (c)  inhibition  of  antigen-
resenting  cells.  Comparatively,  males  have  lower  levels  of
ntioxidants  and,  consequently,  higher  rates  of  oxidative
amage.8

In  summary,  the  present  study  found  differences  between
exes  not  only  regarding  the  incidence  of  melanoma  but
lso  in  the  anatomical  sites  of  the  tumors,  histopatholog-
cal  types,  and  in  survival  (greater  in  women).  The  authors
elieve  that  biological  (hormonal  influence,  oxidative  stress,
nd  gene  expression)  and  behavioral  factors  (exposure  to  UV
ight  and  self-care)  work  together  to  explain  these  differ-
nces.

inancial support

one  declared.
62
according  to  patient  sex.

uthors’ contributions

runo  de  Castro  e  Souza:  Design  and  planning  of  the  study;
rafting  and  editing  of  the  manuscript;  collection,  analysis,
nd  interpretation  of  data;  critical  review  of  the  literature.

Diego  Henrique  Morais  Silva:  Drafting  and  editing  of  the
anuscript;  critical  review  of  the  literature.
Neusa  Yuriko  Sakai  Valente:  Approval  of  the  final  version

f  the  manuscript;  effective  participation  in  research  orien-
ation;  intellectual  participation  in  the  propaedeutic  and/or
herapeutic  conduct  of  the  studied  cases;  critical  review  of
he  manuscript.

Priscila  Kakizaki:  Intellectual  participation  in  the
ropaedeutic  and/or  therapeutic  conduct  of  studied  cases.

Maria  Claudia  Alves  Luce:  Critical  review  of  the
anuscript;  drafting  and  editing  of  the  manuscript.
Luiza  Groba  Bandeira:  Critical  review  of  the  manuscript;

rafting  and  editing  of  the  manuscript.
2



Anais  Brasileiros  de  Dermatologia  (2021);96(5):617---633

Conflicts of interest

None  declared.

References

1. Leonardi GC, Falzone L, Salemi R, Zanghì A, Spandidos DA,
Mccubrey J, et al. Cutaneous Melanoma: From Pathogenesis to
Therapy. Int J Oncol. 2018;52:1071---80.

2. Apalla Z, Lallas A, Sotiriou E, Lazaridou E, Iaonides D. Epi-
demiological trends in skin cancer. Dermatol Pract and Concept.
2017;7:1---6.

3. Farahi JM, Fazzari M, Braunberger T, Caravaglio JV, Kretowicz A,
Wells K, et al. Gender diferences in melanoma prognostic fator.
Dermatol Online J. 2018;24:2---8.

4. Criado PR, Vasconcellos C, Sittart JAS, Valente NYS, Moura BPS,
Barbosa GL, et al. Melanoma maligno cutâneo primário: estudo
retrospectivo de 1963 a 1997 no Hospital do Servidor Público
Estadual de São Paulo. Rev Ass Med Brasil. 1999;45:157---62.

5. Joose A, van der Ploeg APT, Haydu LE, Nijsten TEC, de Vries E,
Scolyer RA, et al. Sex diferences in melanoma survival are not
related to mitotic rate of the primary tumor. Ann Surg Oncol.
2015;22:1598---603.

6. Crocetti E, Fancelli L, Manneschi G, Caldarella A, Pimpinelli N,
Chiarugi A, et al. Melanoma survival: sex does matter, but we do
not know how. Eur J Cancer Prev. 2016;25:404---9.

7. El Sharouni MA, Witkamp AJ, Sigurdsson V, Van Diest PJ, Louw-
man MWJ, Kukutsch NA. Sex matters: men with melanoma have
a worse prognosis than women. J Eur Acad Dermatol Venereol.
2019;33:2062---7.

8. Joosse A, de Vries E, van Eijck CH, Eggermont AMM, Nijsten
T, Coebergh JWW. Pigment Cell Melanoma Res. 2010;23:352---
64.

Bruno  de  Castro  e  Souza ∗,
Diego  Henrique  Morais  Silva  ,
Neusa  Yuriko  Sakai  Valente  ,  Priscila  Kakizaki  ,
Maria  Claudia  Alves  Luce  ,  Luiza  Groba  Bandeira

Department  of  Dermatology,  Hospital  do  Servidor  Público
Estadual  de  São  Paulo,  São  Paulo,  SP,  Brazil

∗ Corresponding  author.
E-mail:  dhenriquems@gmail.com  (D.H.  Morais  Silva).

Received  7  July  2020;  accepted  20  August  2020
Available  online  18  July  2021

https://doi.org/10.1016/j.abd.2020.08.022
0365-0596/ © 2021 Published by Elsevier España, S.L.U. on behalf
of Sociedade Brasileira de Dermatologia. This is an open access
article under the CC BY license
(https://creativecommons.org/licenses/by/4.0/).

Efficacy of different concentrations of
lidocaine and association of
vasoconstrictor in local infiltration anes-
thesia in adults�,��

Dear  Editor,

Local  infiltration  anesthesia  blocks  nerve  conduction
without  causing  central  nervous  system  depression.  In
dermatological  surgeries,  lidocaine  is  the  most  widely
used  anesthetic  worldwide;  however,  its  toxicity  is  dose-
dependent,  limiting  the  use  of  higher  volumes  in  larger
surgeries.1,2

In  Brazil,  the  lidocaine  concentration  predominantly  used
in  dermatological  procedures  is  2%,  with  the  association
of  vasoconstrictors,  such  as  epinephrine,  aiming  to  reduce
intraoperative  bleeding,  prolong  the  anesthetic  effect,  in
addition  to  delaying  its  systemic  absorption,  allowing  the
use  of  higher  volumes,  with  a  lesser  risk  of  toxicity.2

Cutaneous  infiltration  of  these  solutions  is  associated
with  some  discomfort.  Thus,  it  is  important  to  study  strate-
gies  to  minimize  the  patient’s  pain  during  anesthesia,
favoring  their  collaboration,  promoting  greater  anesthetic
success,  in  addition  to  humanizing  the  procedure.3

� How to cite this article: Kitahara LBW, Silva VP, Peres G, Miot
HA, Schmitt JV. Efficacy of different concentrations of lidocaine
and association of vasoconstrictor in local infiltration anesthesia in
adults. An Bras Dermatol. 2021;96:623---5.

�� Study conducted at the Department of Dermatology and Radio-
therapy, Faculdade de Medicina de Botucatu, Universidade Estadual
Paulista, Botucatu, SP, Brazil

Warming  up  the  anesthetic  solution,  slow  and  subcuta-
neous  infiltration,  alkalinization  of  the  solution,  previous
use  of  a  topical  anesthetic,  thinner  needles,  hypnother-
apy,  pre-anesthetic  medications,  skin  vibration,  and  cooling,
are  some  well-described  strategies  aimed  at  minimizing  the
pain  associated  with  local  infiltration  anesthesia.2---5 How-
ever,  there  have  been  few  systematic  studies  reporting  on
the  concentrations  of  lidocaine  and  epinephrine  related  to
the  painful  sensitivity  of  the  infiltration  and  its  effectiveness
in  dermatological  procedures.6

The  aim  of  this  study  was  to  evaluate  lidocaine  concen-
trations  and  their  association  with  vasoconstrictors  related
to  the  duration  of  anesthesia  and  pain  due  to  intradermal
infiltration  in  the  forearm  of  adult  patients.

For  this  purpose,  a  double-blind  experimental  model
was  used,  involving  ten  adult  volunteers.  The  project  was
approved  by  the  institution’s  Research  Ethics  Committee  (n.
2,647,476),  and  all  participants  signed  the  informed  con-
sent  form.  Adult  patients  (aged  >18  years)  were  included,
without  forearm  dermatoses,  hypersensitivity  to  lidocaine,
acuphobia,  or  coagulation  disorders.

After  antisepsis,  the  following  solutions  were  injected
slowly  intradermally  by  the  same  dermatologist:  0.1  mL
of  a  0.5%,  1.0%,  or  2%  lidocaine  solution  with  and  with-
out  epinephrine  (1:  200,000),  and  NaCl  0.9%  (control),  in  a
blinded  and  radnomized  design,  on  the  ventral  surface  of  the
forearm.  Insulin  syringes  (BD-ultrafine)  were  used.  All  ten
participants  received  all  seven  treatments,  in  a  randomized
sequence.

Pain  intensity  related  to  the  infiltration  of  each  solution
was  assessed  using  a  visual  analog  scale  (VAS:  0---10  points).
Subsequently,  the  presence  of  pain  was  evaluated  at  the
standardized  puncture  with  lancets  used  in  the  prick  test
for  capillary  blood  glucose  (5  mm),  using  a  specific  pen,  at
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