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Abstract  Diffuse  cutaneous  leishmaniasis  is  a  rare  universal  disease  associated  with  an  inad-
equate host  cell  immune  response,  caused  by  different  species:  infantum,  aethiopica,  major,
mexicana,  and  others,  which  presents  the  challenge  of  a  poor  therapeutic  response.  In  Brazil,  it
is caused  by  L.  amazonensis. A  case  confirmed  by  histopathology  with  an  abundance  of  vacuo-
lated macrophages  full  of  amastigotes  and  lymphocyte  scarcity,  identified  by  RFLP-ITS1PCR  and
in vitro  decrease  and  exhaustion  of  the  host  cell  immune  response  to  L.  amazonensis  antigen,
was treated  early  (3  months  after  the  onset)  with  Glucantime  (2  months)  and  allopurinol  (29
leishmaniasis months) with  clinical  cure,  after  a  follow-up  for  30  months  after  treatment.
© 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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iffuse  cutaneous  leishmaniasis  (DCL)  is  a  rare  uni-
ersal  disease  associated  with  an  inadequate  host  cell

mmune  response,  caused  by  different  species:  infantum,
ethiopica,  major, mexicana  and  others.  In  Brazil,  it  is
aused  by  L.  amazonensis, perhaps  a  subspecies  that,  upon
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ailure  of  the  host’s  cell  response,  replicates  uncontrollably,
esulting  in  disease  severity  and  chronicity.

In  its  initial  form,  it  usually  presents  as  a  slow-growing
rythematous  macula  or  plaque,  simulating  diseases  such  as
upus  vulgaris,  sarcoidosis  and  others.  Subsequently,  after  an
verage  of  3  years,  it  spreads  with  the  formation  of  plaques,
sually  non-ulcerated  nodules  and  not  affecting  the  mucosa,
haracterizing  the  best-known  picture  of  diffuse  cutaneous
eishmaniasis  by  Leishmania  (L)  amazonensis.

Its  treatment  represents  a  challenge  due  to  constant
ecurrences,  but  the  knowledge  related  to  its  treatment  is

imited  to  clinical  cases.  Initially,  it  was  performed  with
onventional  monotherapy.1,2 More  recently,  the  time  of
reatment  with  monotherapy  has  been  prolonged  and  a  com-
ination  of  drugs  has  also  been  used,  both  with  failure
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Figure  2  Vacuolated  macrophages  containing  abundant
amastigotes  (Hematoxylin  &  eosin,  ×400).

F
n

i
t
l

u
r

Figure  1  Erythematous,  scaling  plaque  on  the  nose.

eports.3,4 This  is  the  report  of  a  case  of  DCL  diagnosed  early
nd  successfully  treated  with  N-methyl  glucamine  antimo-
iate  (NMG)  associated  with  allopurinol.

A  65-year-old  male  patient,  born  in  the  state  of  Minas
erais,  had  an  erythematous  plaque  measuring  4  ×  2  cm
n  the  dorsum  of  the  nose  (Fig.  1),  which  had  appeared

 months  after  going  fishing  in  the  state  of  Amazonas.
he  smear  showed  abundant  parasites,  fast-growing  culture,
nd  the  identification  of  L.  amazonensis  (RFLP-ITS1PCR).
ontenegro’s  intradermoreaction  and  indirect  immunofluo-

escence  were  negative.  Histopathological  analysis  showed
n  abundance  of  vacuolated  macrophages  full  of  leishma-
ia  and  lymphocyte  scarcity  (Fig.  2).  The  in  vitro  assay
f  the  patient’s  peripheral  blood  showed  decrease  and
xhaustion  of  the  host’s  cell  immune  response  to  the
.  amazonensis  antigen,  detected  by  flow  cytometry.  After

 months  of  evolution,  the  patient  was  initially  treated
ith  NMG  20  mgSbV/kg/day  for  20  days  without  improve-
ent.  Soon,  the  antimony  was  reintroduced  associated  with

,200  mg  of  allopurinol/day  for  2  months  (cumulative  dose
f  44,625  mgSbV)  and  the  lesion  regressed  to  mild  infiltra-
ion  at  the  time  when  the  antimony  was  suspended  while
llopurinol  was  maintained  for  29  months  with  gradual  dose
eductions.  Thirty  months  after  the  end  of  the  treatment,
he  patient  had  only  a  dyschromic  atrophic  scar  (Fig.  3).

Both  the  diagnosis  and  treatment  were  early.  The  time-
o-cure  ratio  in  American  tegumentary  leishmaniasis  (ATL)  is
elieved  to  be  inversely  proportional.5 In  DCL  cases,  there

eems  to  be  a  PD-L1-mediated  T  lymphocyte  depletion  lead-
ng  to  low  cytotoxicity  and  low  IFNy  production  in  response
o  the  leishmania  antigen  in  vitro.6,7 On  the  other  hand,  the
ntimony  destroys  the  parasites  through  direct  action  and
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igure  3  Atrophic  and  dyschromic  scar  on  the  dorsum  of  the
ose.

ndirectly  increases  the  phagocytosis  of  monocytes  and  neu-
rophils  and  the  superoxide  anion.  Allopurinol,  in  turn,  is  a
eishmanicidal  and  immunomodulator.8

The  strategy  to  improve  the  effectiveness  of  antimony
sing  an  immunomodulator  is  promising,  according  to  some
esearchers.9 Also,  targeted  therapy  involving  the  PD-

/PDL-1  pathway  was  effective  in  reducing  the  parasite  load
n  a  murine  model  and  constitutes  a  hopeful  strategy  after
he  failure  of  traditional  drugs.10 Finally,  it  is  worth  ask-
ng  to  what  extent,  the  early  and  prolonged  treatment  may
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10. da Fonseca-Martins AM, Ramos TD, Pratti JE, Firmino-Cruz L,
Gomes DCO, Soong L, et al. Protection induced by anti-PD-1
and anti-PD-L1 treatment in Leishmania amazonensis-infected
BALB/c mice. bioRxiv. 2019:721894.
R.N.R.  Sampaio,  M.F.  F

ave  influenced  the  therapeutic  outcome  of  this  case  of  DCL
nd  whether  they  may  indicate  perspectives  for  a  successful
uture  treatment.
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