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CASE AND RESEARCH LETTERS

Malignant Syphilis and Pruritic
Papular Eruption in an
HIV-Positive Man�

Sífilis maligna y erupción papular pruriginosa
en un paciente VIH  positivo

To  the  Editor

Case Description

A  31-year-old  man with  a history  of epilepsy  (treated  with
valproic  acid),  alcoholism,  and  drug addiction  visited  the
dermatology  department  with  a mildly  pruritic  skin  condi-
tion  that  had  first  appeared  45  days  earlier  on  the forehead
before spreading  to the  rest  of  his  body.  The  patient  also
complained  of general  malaise.

The  physical  examination  revealed  a disseminated
rash  characterized  by  smooth,  well-defined,  erythematous-
violaceous  nodules  and  papules  with  peripheral  collarette
scaling,  some  of  which  coalesced  to  form  plaques.  Well-
defined  ulcers  with  a  violaceous  border  and  dirty  base  were
found  on the  back and left  thigh.  These  were  painful  to touch
(Fig.  1).

Microscopy  with  hematoxylin-eosin  staining  revealed
ulceration  of  the  epidermis,  acanthosis,  spongiosis,  and  a
damaged  basal  layer,  with  microabscesses  that  open  to  the
surface.  A  nodular,  perivascular,  and  periadnexal  inflamma-
tory  infiltrate  comprising  mainly  plasma  cells, lymphocytes,
and  histiocytes  was  observed  in  the  superficial  and  deep  der-
mis.  These  findings  were  compatible  with  secondary  syphilis.

Warthin-Starry,  May-Grünwald,  and Giemsa  staining  did
not  reveal  spirochetes.

The  significant  laboratory  findings  were  as  follows:  vene-
real  disease  research  laboratory  (VDRL)  test,  positive  (1/16
dilution);  human  immunodeficiency  virus  (HIV)  p24  antigen
assay,  482.80;  CD4,  120  cells/�L; viral  load,  2150  copies/mL;
syphilis,  205.20.

The patient  was  diagnosed  with  malignant  syphilis  and
HIV  infection  and  prescribed  benzathine  penicillin  2 400  000
IU  per  week  for  3  weeks.  The  treatment  led to  a  self-limiting
Jarisch-Herxheimer  reaction  that  did  not  require  treatment.
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Figure  1 Initial  clinical  image.  A,  Multiple  smooth,  well-

defined erythematous-violaceous  papules  and  nodules.  B,

Palms.  C,  Soles.  D,  Left  thigh  showing  well-defined  ulcers  with

a violaceous  border  and  dirty  base.

At  the end  of treatment,  the  active  lesions  resolved,  with
multiple  residual  pigmented  patches.

The  patient  did not  attend  the  scheduled  appointments
for  11  months.  He  visited  again  with  pruritic  lesions  on  the
arms  and  face  that  had  first  appeared  1 month  earlier.  The
physical  examination  revealed  localized  dermatosis  on  the
face  and  distal  areas  of the upper  limbs.  This  was  charac-
terized  by  the  presence  of  violaceous,  infiltrated  papules,
some  of  which  were  excoriated  and  crusted  (Fig.  2).

Laboratory  testing  revealed  the  following  relevant  find-
ings:  CD4,  151 cells/�L;  viral  load,  2315  copies/mL,  and
positive  VDRL  (1/2  dilution).  A new  biopsy  revealed  a  hyper-
plastic  and  acanthotic  epidermis,  with  focal  vacuolization  of
the  basal  layer  and  abundant  lymphohistiocytic  infiltrate,  as
well  as  multiple  eosinophils  around  the superficial  and  deep
dermal  vessels  and hair  and  eccrine  follicles,  extending  to
the  epithelium  and  to the  subcutaneous  tissue.  These  find-
ings  were  compatible  with  pruritic  papular  eruption  (PPE)
(Fig.  3).

The  correlation  between  the clinical  and  laboratory
findings  pointed  to  a diagnosis  of HIV-associated  PPE.
Antiretroviral  therapy  was  restarted,  and  symptoms  were
treated  with  oral  antihistamines  and  topical  corticosteroids.
The  patient’s  condition  improved  markedly.
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Figure  2  Clinical  image  of  the  new  lesions.  Violaceous,  infil-

trated  papules,  some  of  which  are excoriated  and  crusted,  on

the face  (A)  and  distal  area  of the  upper  limbs  (B-D).

Figure  3  Skin  biopsy  of  the  new  lesions.  Hematoxylin-eosin.

A,  ×10.  Note  acanthosis,  network  hyperplasia,  and  focal

vacuolization  of  the  basal  layer.  Superficial  and  deep  der-

mis, showing  a perivascular  and periadnexal  lymphohistiocytic

infiltrate  with  exocytosis  of  numerous  eosinophils  into  the

epithelium  that  extends  to  the  subcutaneous  tissue.  B,  ×40.

Detail  of  cellular  infiltrate.  Data compatible  with  pruritic  papu-

lar eruption.

Discussion

Syphilis  is a sexually  transmitted  infection  that can present
as  primary,  secondary,  or  tertiary  disease.1 Secondary
syphilis  is characterized  by  generalized  nummular  erythe-
matous  macules  mainly  affecting  the trunk,  the proximal
part  of  the  limbs,  the  palms,  the soles,  and  the  mucous
membranes.  Also  typical  are patchy  alopecia,  fever,  dys-
phagia,  arthralgia,  general  malaise,  weight  loss,  headache,
and  meningism.  During  this  phase, the  patient  is  highly
contagious.2,3

Malignant  syphilis  is  an ulcerative  variant  of  secondary
syphilis.  It  was  first  described  in  1859  by  Bazin.  The  word

‘‘malignant’’  stems  from  the clinical  similarity  between  this
disease  and skin  cancer,  although  it  is  not  a  cancer.  Its
incidence  is  unknown,  and  it is  associated  with  immunode-
pression  (HIV, diabetes),  although  not exclusively.1

Onset  is at between  6  weeks  and  1  year  after  the  primary
infection,  or  even  earlier  in  immunodepressed  patients.  It
is  characterized  by  the presence  of  papules  or  pustules  that
easily  become  ulcerated.  The  ulcers  are  round  or  oval,  with
raised,  well-defined  borders  and a  necrotic  or  rupioid  center.
The  rash  may  be associated  with  other  symptoms,  such  as
diarrhea,  vomiting,  and  hepatosplenomegaly.4

While  uncommon,  malignant  syphilis  could  be  an  early
manifestation  in HIV-infected  patients  with  a CD4  T-
lymphocyte  count  < 200  cells/�L.3,5

The  diagnosis  is  usually  confirmed  based  on  the  Fisher
criteria,  as  follows:  (1)  compatible  morphology;  (2)  positive
serology  test  result  for  syphilis;  (3)  Jarisch-Herxheimer  reac-
tion  to treatment;  and (4)  dramatic  response to  antibiotic
therapy.6

Jarisch-Herxheimer  reaction  is  characterized  by  general
malaise  and  fever  associated  with  initiation  of  therapy.
Pathophysiology  is  controversial,  although  it is  thought  to
result  from the inflammatory  response  that arises after
the  destruction  of  spirochetes,  which  is usually  severe
in HIV-infected  patients.  The  reaction  often  occurs  in
patients  receiving  treatment  for syphilis;  nevertheless,  it
can  also  occur  in  other  diseases,  such  as  Lyme  disease  and
leptospirosis.7

The  recommended  treatment  is  3 doses  of  intramuscular
benzathine  penicillin  2  400 000  IU  per  week.  Administration
of  systemic  corticosteroids  to  prevent  Jarisch-Herxheimer
reaction  has  not been  standardized,  although  several  studies
report  use  of  methylprednisolone,  hydrocortisone,  and  pred-
nisone  before the first dose  of penicillin  in order  to  prevent
or  relieve  symptoms.2,7,8

Furthermore,  PPE  is  associated  with  HIV  infection.  Its
etiology  is  under  study,  and  some  studies  indicate  that  in
HIV-infected  patients,  it  could  be  due  to  an altered  immune
response  to  insect  bites.9 Farsani  et al.10 reported  the  asso-
ciation  between  this disease  and  a CD4  T-lymphocyte  count
<  200 cells/�L, which is  consistent  with  our  findings.11

In  summary,  we  report  the  case  of  a  patient  with  malig-
nant  syphilis,  an  uncommon  condition  that  may  be the initial
manifestation  of  immunosuppressive  systemic  diseases.  We
also  highlight  the need  for follow-up  of  HIV-infected  patients
by  the dermatology  department,  since  this  population  is
susceptible  to developing  skin conditions  associated  with
inadequate  control  of the underlying  disease,  such as  PPE.
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Coincident Primary Cutaneous
CD4+ Small/Medium-Sized
Pleomorphic T-Cell
Lymphoproliferative Disorder in
Two  Sisters�

Trastorno linfoproliferativo primario  de
células T pleomórficas  pequeñas/medianas
CD4+ coincidente en dos hermanas

To  the  Editor:

Primary  cutaneous  CD4+ small/medium-sized  pleomorphic
T-cell  lymphoproliferative  disorder  (CD4+ PCSM-TLPD)  is  an
uncommon  entity  that  was  first  included  as  an  independent
entity  (named  CD4+ primary  cutaneous  small/medium-sized
pleomorphic  T-cell  lymphoma)  in the 2005  classifica-
tion  of  lymphoid  neoplasms  of the WHO-EORTC  (World
Health  Organization---European  Organization  for  Research
and  Treatment  of  Cancer).  Given  its  apparent  indolent
character,  the  nomenclature  was  changed  in 2016  to CD4+

PCSM-TLPD,  although  this  remained  a  provisional  entity.  We
present  the  first  case  of  simultaneous  appearance  of  CD4+

PCSM-TLPD  in 2 sisters.
Two  sisters,  aged  54  and  58  years,  were  seen  for  sim-

ilar  lesions  located  on  the left  cheek  and cervical  area,
respectively,  that  had  appeared  2 and  3 years  earlier,
respectively.  Neither  of  the  sisters  reported  any  potential
triggers.  The  patients  did  not  live  together,  but  both  lived
in  rural  areas.  The  physical  examination  revealed  firm,  infil-
trated,  erythematous  cupuliform  papules  with  neat borders

� Please cite this article as: Ponce S, Peñate Y, Montenegro

T. Trastorno linfoproliferativo primario de células T pleomórfi-

cas pequeñas/medianas CD4+ coincidente en dos hermanas. Actas

Dermosifiliogr.2020;111:271---273.

(Fig.  1). Histology  showed  a dense  lymphohistiocytic  infil-
trate  in the dermis  and hypodermis  with  tropism  for  adnexal
structures.  Epidermotropism  was  absent.  The  infiltrate  con-
sisted  of small-to-medium-sized  pleomorphic  lymphocytes,
with  mild-to-moderate  atypia  (Fig.  2). Immunohistochem-
istry  was  positive  for CD3,  CD4,  and  PD-1,  and negative  for
CD10 and Bcl-6,  and  revealed  large  isolated  CD30+ cells  and
preserved  CD7/CD5/CD2  immunostaining  (Fig.  3).  Accompa-
nying  CD8+ and  CD20+ cell  populations  were  also  observed.
Monoclonal  T-cell  receptor  (TCR)-beta  rearrangement  was
observed  for  both  samples,  with  no  clonal  overlap  between
samples.  The  results  of  the staging  workup  (cervical  thoracic
abdominal  pelvic  computed  tomography  scan  and lactate
dehydrogenase  analysis)  were negative.  It  was  decided  to
adopt  a wait-and-see  approach,  and  spontaneous  remission
was  observed  after  6  months  in both  patients.

CD4+ PCSM-TLPD  is  classified  as  a provisional  entity  within
the  category  of cutaneous  lymphomas,  of  which  it  accounts
for  approximately  2%  of  cases.  Although  it  can  occur  at
any  age,  it  typically  affects  adults  that  have reached  the
fifth  decade  of  life,  and  no  clear  sex  predisposition  is

Figure  1  Firm,  infiltrated,  erythematous  cupuliform  papules

in the  posterior  cervical  region  (A)  and  on  the  left  cheek  (B).
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