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LETTER  - RESEARCH

ecalcitrant vegetative and nodular
calp lesions on the vertex
n pemphigus patients: an
mmunocompromised district?�

ear  Editor,

lthough  scalp  involvement  is  common  in  patients  with
emphigus  vulgaris  (PV)  and  pemphigus  foliaceus  (PF),
egetative  scalp  lesions  have  rarely  been  reported  in  PV
atients.1---5 Here  we  present  two  patients  with  muco-
utaneous  PV  and  one  patient  with  PF  who  developed
ecalcitrant  vegetative  lesions  and  nodular  lesions  on  the
calp  during  their  disease  course.

Among  a  total  of  524  PV  and  PF  patients  followed  up

presented  as  a  localized  form  of  PV,  unlike  the  present
study’s  patients.3---5 The  vegetative  scalp  lesions  of  PV
patients  occurred  during  treatment  of  recalcitrant  disease
course  and  particularly  influenced  by  frequent  disease  acti-
vations.  Additionally,  to  the  best  of  our  knowledge,  a  disease
activation  limited  to  a  nodular,  alopecic  scalp  lesion,  as
seen  in  the  PF  patient,  has  never  been  reported  before.
In  both  of  the  present  study’s  PV  patients,  residual  vege-
tative  masses  remained  on  the  scalp  despite  the  disease
remission  (Figs.  1b,  2  b).  On  the  other  hand,  the  nodu-
lar  scalp  lesion  in  our  PF  patient  showed  almost  complete
regression  under  intralesional  corticosteroid  treatment
(Fig.  5b).

We  think  that  these  scalp  lesions  which  were  observed
during  the  disease  course  may  have  occurred  as  a  result  of  a
hypertrophic  healing  process  of  the  recalcitrant  pemphigus

lesions.  Recently,  the  development  of  keratotic  verrucous
plaques  on  the  trunk  was  reported  in  a  patient  with  long-
lasting  PF  which  was  resistant  to  various  therapies,  similar
to  the  PV  patients.6

Interestingly,  the  clinical  appearance  of  the  scalp  lesions
in  all  three  patients  were  vegetative  plaques  and  nodular
lesions  mainly  localized  on  the  right  vertex.  The  other  pos-
sible  mechanism  for  the  scalp  lesions  in  the  present  study’s
patients  may  be  explained  by  the  ‘‘immunocompromised
district’’  concept,  proposed  by  Ruocco  et  al.,  which  denotes
a  regional  immune  dysregulation  characterized  by  either
reduction  or  induction  of  immunity.7 One  of  the  suggested
pathophysiological  mechanisms  is  that  disruption  of  lymph
circulation  leads  to  trafficking  of  immune  cells,  inducing  an
altered  immune  response  that  can  be  excessive,  favoring  the
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t  the  bullous  disease  outpatient  clinic,  only  three  (0.6%)
eveloped  recalcitrant  vegetative  and  nodular  lesions  on
he  scalp  (Figs.  1,2,5).  The  demographic,  clinical,  and
mmunopathological  features  and  treatment  characteristics
f  these  three  patients  are  shown  in  Table  1.

The  first  and  second  patients  had  a  diagnosis  of  PV  pre-
enting  with  mucocutaneous  involvement  including  scalp
Figs.  1,2).  Four  years  following  the  diagnosis,  a  treatment-
esistant,  vegetative  scalp  lesion  appeared  on  the  right
ertex  of  the  first  patient  (Fig.  1a).  The  second  patient
lso  developed  treatment-resistant  scalp  lesions,  gradually
ecoming  vegetative  on  the  right  and  left  vertex,  two  years
fter  the  diagnosis  (Fig.  2a).  In  addition  to  the  vegetative
calp  lesions,  non-compliance  with  therapy  and  frequent  dis-
ase  activations  mostly  occurring  on  these  vegetative  scalp
esions  were  other  common  features  of  these  two  patients.
espite  the  achievement  of  the  clinical  and  immunologi-
al  remission  with  treatment,  residual  vegetative  masses  on
he  scalp,  associated  with  cicatricial  alopecia  in  the  first
atient,  remained  in  both  of  them  (Figs.  1b,  2  b).  The
hird  patient  had  a  diagnosis  of  PF  presenting  with  cuta-
eous  involvement  including  the  scalp.  An  alopecic,  nodular
calp  lesion  firstly  appeared  on  the  right  vertex,  three  years
ollowing  the  diagnosis  (Fig.  5a).  At  that  time,  he  had  a
igh  level  of  anti-desmoglein-1  antibody  titer  (Table  1)  with-
ut  any  other  cutaneous  involvement  and  the  nodular  scalp
esion  showed  a  significant  regression  under  intralesional
orticosteroid  treatment  (Fig.  5b).  Although  scalp  plaques
ere  clinically  vegetative  in  the  first  and  second  patients,
istopathological  examination  performed  at  the  time  of
isease  activation  in  both  patients  revealed  findings  compa-
ible  with  PV,  rather  than  pemphigus  vegetans  (Figs.  3,4).
oreover,  the  classical  intertriginous,  vegetative,  or  papil-

omatous  lesions  of  pemphigus  vegetans  were  not  observed
n  these  two  patients.  Unfortunately,  a  histopathological
xamination  of  the  scalp  lesion  could  not  be  performed  for
F  patient.

Scalp  involvement  is  reported  in  up  to  60%  of  pem-
1,2
higus  patients  in  various  series. However,  vegetative

calp  lesion  has  previously  been  reported  in  only  three
V  patients,  to  the  best  of  our  knowledge.3---5 All  of  the
reviously  reported  patients  with  vegetative  scalp  plaques

� Study conducted at the Istanbul Faculty of Medicine, Istanbul
niversity, Istanbul, Turkey.
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utbreak  of  immune  disorders. In  the  present  study,  the
ymph  circulation  might  be  affected  by  long-lasting  scalp
esions  with  hypertrophic  healing,  which  might  have  given
ise  to  an  antigen  burden  on  the  vertex  of  the  scalp,  resul-
ing  in  frequent  disease  activations  followed  by  a  repetitive
ealing  process  in  a  sort  of  vicious  cycle.  However,  it  is  a
atter  of  debate  why  these  recalcitrant  lesions  vulnerable

o  disease  activations  were  localized  at  similar  sites  in  the
atients.

In  conclusion,  the  present  PV  and  PF  patients  had  scalp
nvolvement  with  vegetative  plaques  and  nodular  lesions  on
he  vertex,  representing  a  distinct  and  rare  clinical  mani-
estation.
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Figure  1  PV  Patient  1.  (a)  An  alopecic  vegetative  plaque  with  erythema,  erosions,  and  crusting,  (b)  A  cicatricial  alopecic  verrucous
plaque on  the  right  vertex  after  remission  of  the  disease.

F ng,  crusting,  erosions  and  fissures,  (b)  Lobulated  verrucous  plaques
o isease.
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igure  2  PV  Patient  2.  (a)  Vegetative  scalp  plaques  with  oozi
n the  right  and  left  vertex  of  the  scalp  after  remission  of  the  d

igure  3  (a)  The  biopsy  shows  acanthotic  epidermis,  supraba
osin, ×40),  (b)  Epidermis  and  hair  follicle  epithelium  showing
urrounding dermis  (Hematoxylin  &  eosin,  ×200).
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eavage  on  both  epidermis  and  all  hair  follicles  (Hematoxylin  &
abasal  acantholysis,  plasma  cell-rich  inflammatory  infiltrate  in
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onception  and  planning.
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Table  1  Demographic,  clinical,  and  laboratorial  and  treatment  features  of  the  pemphigus  patients.

Variables  PV  Patient  1  PV  Patient  2  PF  Patient  3

Age  (years)/Sex  68/Male  63/Male  46/Male
Direct

immunofluorescence
Intercellular  deposition
of  IgG  and  C3  within
epidermis

Intercellular  deposition
of  IgG  and  C3  within
epidermis

Intercellular  deposition
of  IgG  and  C3  within
epidermis

Indirect
immunofluorescence

Positive Positive  Positive

ELISA ND
Desmoglein  3:  9.1a Desmoglein3:  negative
Desmoglein  1:  5.3a Desmoglein1:  4.9a

Diagnosis  Pemphigus  vulgaris  Pemphigus  vulgaris  Pemphigus  foliaceus
Localization  of

vegetative/nodular
scalp  lesions

Right  vertex Right  and  left  vertex Right  vertex

Cutaneous involvement
(other  than  scalp)

+  +  +

Mucosal involvement Oral  Oral  and  nasal  ---
Treatment SC,  AZA,  ILC SC,  AZA,  MMF,

Rituximab,  IVIG,  ILC
SC,  AZA,  ILC

Follow-up (years) 8  9  6

PV: pemphigus vulgaris; PF: pemphigus foliaceus; IgG, Immunoglobulin G; C3, Complement C3; ND; Not determined; SC, Systemic
Corticosteroid; AZA, Azathioprine; ILC, Intralesional Corticosteroid; MMF, Mycofenolate Mofetil; IVIG, Intravenous Immunoglobulin; .

a Cut-off value: 1 ratio.

igure  4  (a)  Panoramic  view  of  the  biopsy  reveals  extensive  suprabasal  acantholytic  cleavage  in  nearly  all  hair  follicles  (Hema-
oxylin &  eosin,  ×40),  (b)  High  power  view  of  suprabasal  acantholysis  in  follicle  epithelium,  highly  suggestive  of  pemphigus
Hematoxylin  &  eosin,  ×200).
igure  5  (a)  An  alopecic  nodule  on  the  right  vertex  in  PF  patient,  

inimal alopecia.

10
(b)  Almost  complete  regression  of  the  nodular  lesion  with  only

4
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Sensitization to rubber allergens
among 1,162 patients tested with
the  Brazilian standard battery�

Dear  Editor,

Widespread  sensitization  to  rubber  components  is  well
known  and  may  be  caused  by  latex  or  synthetic  rubber
additives.  Other  products,  such  as  insecticides,  clothing,
medicines,  and  paints  have  similar  chemical  additives.  Latex
primarily  causes  type  I  and  rubber  vulcanizers  and  antioxi-
dants  are  responsible  for  type  IV  allergies.1,2

The  Brazilian  Standard  Battery  (BPB,  Bateria  Padrão
Brasileira)  features  rubber  mixtures  (carba,  thiuram,
mercapto,  PPD)  and  other  related  allergens,  such  as  hydro-
quinone,  ethylenediamine,  and  paraphenylenediamine
(PPDA).  Hydroquinone  is  an  antioxidant,  rarely  used  in
industry  at  present.3 Ethylenediamine  dihydrochloride
stabilizes  steroid  creams  and  latex  but  it  is  not  tested  in
other  standard  series.4 PPDA  belongs  to  the  benzene  group
and  can  cross-react  with  PPD-mix  (N-Isopropyl-N-phenyl
Paraphenylenediamine  [IPPD],  N-cyclohexyl-N-phenyl-p-
phenylenediamine,N,N-diphenyl-p-phenylenediamine).5
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In  this  retrospective  study,  the  data  from  the  aforemen-
tioned  worksheet  were  consulted  and,  when  necessary,  the
medical  records  as  well,  to  complement  the  necessary  infor-
mation.

A total  of  120  patients  (10.3%)  tested  positive  for  rubber
allergens;  of  these,  98  (81.7%)  were  clinically  relevant  based
on  patient  history  and  allergen  exposure.  The  demographic
characteristics  were  described  according  to  the  MOAHLFA
index  (Tables  1  and  2).

The  prevalence  of  positivity  for  rubber  mixtures  was:
carba,  41.7%;  thiuram,  30%;  mercapto,  15%;  and  PPD,  5%
(Table  2).

An  association  between  rubber  allergens  (cross-
reactions)  was  observed  in  35.8%  of  the  cases:  carbamates
with  thiurams  in  16.6%  and  mercaptobenzothiazole  with
carbamates  in  1.7%.  Furthermore,  the  association  between

Table  1  MOAHLFA*  index  in  patients  with  positivity  to  rub-
ber allergens.

n  (%)

M  59  (49,2)

From  October  2009  to  October  2018,  1,162  patients  with

uspected  allergic  contact  dermatitis  were  treated  at  the
ermatology  Annex  of  Hospital  das  Clínicas.  They  were
ested  with  the  BPB  (FDA-allergenic,  RJ,  Brazil)  using  Finn
hambers® (Oy,  Finland)  and  readings  were  made  at  48  hs
nd  96  hs,  following  the  criteria  of  the  ICDRG  (Interna-
ional  Contact  Dermatitis  Research  Group).6 Data  on  age,
ccupation,  affected  sites,  history  of  atopy,  and  allergen
ositivity  were  collected  in  Excel® throughout  these  years.
� Study conducted at the Hospital das Clínicas da Universidade
ederal de Minas Gerais, Belo Horizonte, MG, Brazil.

10
O 61  (50.8)  (40,8%  ---  construction  workers)
A 30  (25)
H 70  (50.8)
L 48  (40)
F 43  (34.2)
A 82  (68.3)

M, Male sex; O, Occupational Dermatitis; A, History of Atopy; H,
Dermatitis of the hands; L, Dermatitis of the legs; F, Dermatitis
of the face; A, age 40 years or older.
* Uter W, Schnuch A, Gefeller O, ESCD working group: Euro-
pean Surveillance System on Contact Allergies. Guidelines for
the descriptive presentation and statistical analysis of contact
allergy data. Contact Dermatitis. 2004;51:47-56.
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