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Effects of dupilumab in type 1
neurofibromatosis coexisting with
severe  atopic dermatitis�,��

Dear  Editor,

We  report  the case  of  a 30-year-old  Caucasian  woman  with
type  1  neurofibromatosis  (NF1),  who  came  to  medical  atten-
tion  for  the  recent worsening  of  a concomitant  severe  form
of  atopic  dermatitis  (AD).  The  patient  presented  typical
features  of  NF1:  axillary  and  inguinal  freckles,  café-au-lait
spots,  multiple  subcutaneous  neurofibromas,  Lisch  nodules,
spinal  alterations  with  scoliosis.  AD  was  characterized  by
a  generalized  pattern  and predominant  involvement  of  the
face  with  eyelid  eczema  and ectropion  (Fig.  1). Eczema  area
severity  index  (EASI)  score  was  30  and  dermatology  life  qual-
ity  index  (DLQI)  was  25,  corresponding  to  a  severe  form  of
the  disease.  Due  to  the inefficacy  of previous  treatments
with  systemic  steroids  and  cyclosporine  in  achieving  clini-
cal  improvement  of  atopic  dermatitis,  the patient  started
therapy  with  dupilumab  at  a standard  approved  dosage  of
600  mg  subcutaneously  followed  by  300 mg  every  two  weeks,
according  to current  guidelines.  Four  weeks  after  the initi-
ation  of therapy,  we  observed  improvement  in  the  signs  and
symptoms  of  AD  (EASI  4) (Fig.  2). As a  collateral  finding,  we
also  observed  a  reduction  in the size and swelling  of  the  neu-
rofibromas  (Fig.  3).  After 16  weeks,  we  assessed  complete
remission  of AD  and  no  progression  of  NF1,  in terms  of  num-
ber and  size  of  neurofibromas,  with  an overall  improvement
in  the  quality  of life  of  the patient  (DLQI  0).  After  18  months
of  treatment,  the  cutaneous  burden  of  NF1  remained  stable.
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In  our  patient,  dupilumab  proved  to  be  effective  both
in  the management  of  severe  AD  and  in neurofibromas,
achieving  stabilization  of  the disease  at one year.  The
possible  effectiveness  of the  drug  on  NF1  may  reside  in
the  molecular  pathology  of  neurofibromatosis.  Fibroblasts
and  mast  cells  are  key players  in the  promotion  of tumor
growth  in  the neurofibroma  microenvironment,  as  well
as  in wound  healing and  scar  formation.1,2 As  previously
reported,  the  activation  of  IL-4  and  IL-13 pathways  in fibrob-
lasts,  mediated  by  JAK/STAT  intracellular  signaling,  leads
to  excessive  collagen  production,  which  is  responsible  for
neurofibroma  development.3 In regard  to NF1, we hypothe-
size  that  anti-IL-4  receptor  monoclonal  antibody  dupilumab
may  inhibit  the growth  of  neurofibromas,  interfering  with
IL-4  and  IL-13  binding  to  type  I  and  type  II  receptors
expressed  on  mast  cells  and  fibroblasts.  This  is  consis-
tent  with  the  mechanism  of action  previously  described  in
AD.4 To  date,  pharmacological  treatments  for  neurofibro-
mas  in NF1 are still  lacking.  Moreover,  there  is  no  previous
reported  evidence  of  the  effect  of  dupilumab  in the  treat-
ment  of  NF1.  This  is  probably  also  due  to the paucity  of
studies  highlighting  the association  between  the  two  dis-
orders.  Indeed,  only  one  study reported  the co-existence
of  concomitant  AD  in 18%  of  227 NF1  patients,  but  these
data  are  not confirmed  by  further  evidence  in the  current
literature.5

Our  experience  could  be helpful  in the  management  of
NF1,  underlining  the  beneficial  anti-inflammatory  effect  of
this  biological  drug  on  the neurocutaneous  disease,  but  we
are  conscious  that  pathogenetic  studies  of  cytokine  inter-
actions  and  immune  signaling  pathways  as  well  as  RCTs  are
needed  in order  to  investigate  the use  of dupilumab  in NF1
treatment.
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Figure  1  Clinical  signs  of  type  1  neurofibromatosis  and  atopic

dermatitis.  Eczematous  lesions,  with  erythema,  oozing  and

crusting,  several  cafe  au  lait  spots,  freckles,  cutaneous  neu-

rofibromas.

Figure  2  Remission  of  atopic  dermatitis  after  4 weeks  of

treatment  with  dupilumab.  Residual  eczematous  lesions,  as

seen on  the  neck,  determined  an  EASI  score  of  4.

Figure  3 (A),  Cutaneous  neurofibroma  before  starting  treat-

ment with  dupilumab.  (B), The  same  lesion  shows  evident

reduction  in swelling  and  firmness  after  four  weeks  of  therapy.
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Infiltrated plaques on the  lateral
aspects of the hips disclosing a case of
adult gluteal granuloma�,��

Dear  Editor,

Adult  gluteal  granuloma  (AGG) is  an inflammatory  dermato-
sis  that  occurs  in adults  or  the  elderly  on  skin  exposed  to
prolonged  contact  with  feces  and urine. It  presents  as  well-
demarcated  areas  of  erythema,  edema,  scaling,  papules,
nodules,  erosions,  and ulcerations.  On  histopathological
analysis,  there  is  no  granuloma,  but  there  is  acanthosis,
spongiosis,  varying  degrees  of  a mixed  superficial  and  deep
inflammatory  infiltrate,  and  proliferation  of  vessels  in the
dermis.1 It  is  a rare  condition,  with  few  reports  in  the  liter-
ature  and  it  is  classically  known  to occur  in children.

An  86-year-old  man  presented  with  erythematous,  infil-
trated,  well-defined  plaques,  with  a  slightly  scaling  border
and  central  clearing,  asymptomatic,  on  the lateral  aspects
of  the  hips for  six months  (Figure  1). The  patient  had
a history  of  diabetes  mellitus,  radical  prostatectomy  due
to  adenocarcinoma,  urinary  incontinence  and  recurrent
urinary  infections.  Complementary  tests  showed  glycated
hemoglobin  of  10.3%  and  urinary  pH of  8.5.  Direct  myco-
logical  examination  of  the lesion  was  negative  and  the
histopathological  analysis  showed  acanthosis,  spongiosis
mainly  in the  acrosyringial  ducts,  a  discrete  perivas-
cular  dermal  inflammatory  infiltrate  with  lymphocytes,
histiocytes,  eosinophils,  plasmocytes,  and  red  blood  cell
extravasation  (Figure  2). The  Grocott  stain  was  negative  for
fungi.  After  behavioral  measures  to keep  the diaper  area  dry
and  0.05%  fluticasone  propionate  cream,  the lesions  disap-
peared.

Gluteal  granuloma  is  an  inflammatory  condition,  most
commonly  observed  in infanthood,  in  the form  of  papules

� How to cite this article: Oliveira AKG, Valente NYS, Cunha TAC,

Oppenheimer AR. Infiltrated plaques on the lateral aspects of the

hips disclosing a case of  adult gluteal granuloma. An Bras Dermatol.

2021;96:640---1.
�� Study conducted at the Hospital do Servidor Público Estadual,

São Paulo, SP, Brazil.

and  nodules  in the  diaper area.  Of  uncertain  etiology,  it
is  believed  that  a skin  reaction  occurs  to  the repeated
contact  with  irritating  substances  present  in feces,  urine  and
cleaning  utensils.  Infection  by Candida  albicans,  occlusion
and  halogenated  corticosteroids  are  possible  pathogenic
factors.2

The  pH  of normal  skin  is  approximately  5.5; while  that
of  urine  is  around  6  or  higher,  when  there  is  bacteriuria
or  infection  by  urease-producing  bacteria,  an environ-
ment  that  increases  the  activity  of  lipases  and  proteases,
impairs  the  skin barrier  and  predisposes  to  the action  of
local  irritants.  Our  patient  had  a  urinary  pH of  8.5  and
bacteriuria,  corroborating  the findings  reported  by  Isogai
et al.3

The  distribution  of  the lesions  is related  to  the patient’s
position,  with  nodules  located  in  the scrotum  and  labia
majora  of patients  who  remain  seated  for  a  long  time,
and  nodules  around  the  anus  in bedridden  patients.3 Our
patient  had  the diapers  frequently  changed  during the
day  and, when sleeping,  remained  in lateral  decubitus,
associated  with  polyuria  due  to  decompensated  diabetes,
factors  that  caused  the  lesions  on  the lateral  aspects  of  the
hips.

Recently,  dermoscopic  findings  have  been  described  in
a case  of AGG,  showing  papillae  with  rounded  white  areas
surrounded  by  erythema  and  serrated  white  borders.  These
papillae  were  separated  by  fissures  and  contained  a whitish
mesh,  comedo-like  openings  and  dotted  vessels  under  the
greatest  magnification.4

Keeping  the skin  clean  and  dry  is  the main  treatment
and  the best form  of prevention.  There  are individual
reports  or  case  series  and, in most  of  them,  topi-
cal  treatments,  including  corticosteroids,  have  failed.
The  use  of  topical  corticosteroids  was  effective  in  two
patients.5

With  the  aging  of  the population  and the increase  in the
number  of  incontinent  individuals,  we  will  possibly  face  this
entity  more  frequently,  justifying  the importance  of learning
about  it.
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