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UN CAZ DE PEMFIGUS VULGAR TRANSFORMAT
IN PEMFIGUS FOLIACEU CU CARACTER FIX
SI RECIDIVANT, SUPRAINFECTAT

A CASE OF PEMPHIGUS VULGARIS TRANSFORMED INTO
PEMPHIGUS FOLIACEUS MANIFESTED WITH A SINGLE,
RECURRENT LESION WITH SUPRAINFECTION
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Rezumat

Pemfigusul vulgar (PV) si pemfigusul foliaceu (PF)
sunt dermatoze buloase cu multiple caracteristici comune.
Tranzitia intre aceste subtipuri este un eveniment
neobisnuit, mecanismele fiziopatologice si moleculare care
stau la baza fenomenului fiind disputate in numeroase
studii. Foliculii pilosi sunt bogati in desmogleine, fiind
frecvent afectati de procesul de acantolizd. Mediul umed
care caracterizeazd leziunile favorizeazd colonizarea
bacteriand.

Prezentam cazul unei paciente in virstd de 49 de ani,
diagnosticatd cu PV in anul 2006, in tratament cronic cu
prednison, care se prezintd la consultatie pentru aparitia
unei plici erozive la nivelul vertexului. Istoricul medical
relevid prezenta recidivei cu caracter fix la intreruperea
terapiei de fond. Culturile din secrefie au demonstrat
prezenta Staphylococcus aureus la fiecare prezentare.
Anticorpi anti-desmogleina 1 au fost pozitivi, iar examenul
histopatologic relevd acantoliza la nivel subcornos si in
stratul granulos. Dupd cresterea dozei de prednison remisia
a fost completd.

Cu toate cd afectarea scalpului este obisnuitd pe
parcursul evolutiei PV, localizarea unilezionald recidivantd,
cu dezvoltarea unei alopecii necicatriciale in contextul
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Summary

Pemphigus vulgaris (PV) and pemphigus foliaceus
(PF) are bullous dermatoses with multiple similarities. The
transition between these pemphigus subtypes rarely occurs
and the underlying pathophysiological and molecular
mechanism has been widely debated in many studies. The
desmogleins are abundant in the hair follicles, which are
frequently affected by acantholysis. The humid
environment which is specific to the lesions promotes
bacterial colonization.

We present the case of a 49-year old patient diagnosed
with PV in 2006, treated chronically with prednisone, who
attended a consultation due to the appearance of an erosive
lesion on the vertex of the scalp. The medical history shows
the presence of a recurrence with an unchanged
characteristic, which was triggered by the disruption of the
treatment. The microbiologic culture of the secretion has
confirmed the presence of Staphylococcus aureus each time
the patient had a consultation. The anti-desmoglein 1
antibodies (anti-Dsg1) were found positive, and the
histopathology exam revealed acantholysis at the
subcorneal level, and in the granular layer. The flare was
treated by increasing the dosage of the prednisone.
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suprainfectiei individualizeazd cazul nostru. Ridicam
suspiciunea unei tranzitii de la PV la PF cu caracter fix,
recidivant si discutdm rolul suprainfectiei in dezvoltarea
alopeciei necicatriceale.

Cuvinte cheie: pemfigus vulgar, pemfigus foliaceu,
desmogleine, alopecie, epitopi, autoanticorpi.
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Although the scalp involvement is common in PV,
the recurrent wunilateral injury together with the
appearance of nonscarring alopecia, while concomitant
with a suprainfection, is specific to our case. We suspect the
transition from PV to PF with an unchanged, recurrent
nature, and discuss the role of suprainfection in the
development of nonscarring alopecia.
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Introducere

Grupul dermatozelor buloase intraepider-
mice cuprinde mai multe entitati clinice printre
care se numadard pemfigusul vulgar, foliaceu,
paraneoplazic, cu Ig A si cel indus medica-
mentos. Aspectele comune fac adesea diagnosti-
cul diferential o provocare pentru clinicieni.

Principalele subtipuri, pemfigusul vulgar si
pemfigusul foliaceu, se individualizeaza clinic,
histologic si prin profilul imunologic marcat de
prezenta anticorpilor indreptati impotriva unor
componente desmozomale transmembranare
calciu-dependente apartinand superfamiliei
caderinelor. Tranzitia intre subtipuri este un
eveniment rar raportat.

Pemfigusul vulgar are In general un aspect
clinic generalizat. Este caracteristicd afectarea
mucoaselor, In special a celei orale, aparitia
bulelor netensionate, a caror prezentd este
argumentatd histologic de acantoliza epidermica
suprabazald, consecintd a unui proces autoimun
indreptat in special impotriva desmogleinei 3
(Dsg3), Insa peste jumatate dintre acesti pacienti
prezintd si anticorpi anti-desmogleind 1 (Dsgl).
[1]

Scalpul este frecvent implicat pe parcursul
evolutiei bolii, dezvoltarea alopeciei necicatri-
ciale fiind neobisnuita, rolul suprainfectiei con-
comitente in dezvoltarea efluviului anagen fiind
disputat. [1, 2]

PF se manifesta prin aparitia de pléci erozive,
crustoase, ca urmare a acantolizei de la nivelul
straturilor epidermice subcornoase, cu anticorpi
circulanti si tisulari indreptati Impotriva Dsgl.
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Introduction

Intraepidermal blistering dermatoses group
includes several clinical entities, namely PV, PF,
paraneoplastic pemphigus, with Ig A and drug
induced. The similarities between these often
make differential diagnosis a challenge for the
clinician.

The two main subtypes, PV and PF, are
differentiated clinically, through the histology
and immunological profile. This is marked by the
presence of antibodies directed towards calcium-
dependent cell adhesion molecules belonging to
the cadherin family. The transition between the
subtypes has rarely been reported.

PV is normally associated with generalized
skin lesions. Often patients develop mucosal
involvement and flaccid bullae, and its presence
can be justified histologically by suprabasal
epidermal acantholysis, a consequence of an
autoimmune process directed towards the
desmoglein 3 (Dsg3), although over half of these
patients also have anti-desmoglein 1 (Dsgl)
antibodies.[1]

The scalp’s involvement can be frequently
observed, however the development of
nonscarring alopecia is unusual, and the role of
concomitant suprainfection in the development
of anagen effluvium is disputed. [1,2]

PF is characterized by the appearance of
erosive, crusty plaques, as a result of acantholysis
at the level of the subcorneal epidermal layers,
with circulating and tissue antibodies directed
against Dsgl.




Prezentarea cazului

O pacientd in varstd de 49 ani a fost internata
in clinica noastrd in anul 2020 pentru aparitia
unei pldci erozive cu tendinta la ulcerare situata
la nivelul vertexului, insotita de sensibilitate
locala si apdruta in urmd cu aproximativ doud
luni anterior prezentarii.

Antecedentele personale patologice releva
faptul cad pacienta a fost diagnosticatd cu
pemfigus vulgar in anul 2006 pe baza tabloului
clinic, cu prezenta de ulceratii orale si bule pe fatd
si trunchi si a investigatiilor paraclinice, pentru
care s-a instituit tratament imunosupresor cu
prednison si azatioprina. Pacienta a prezentat
remisie completd, dar pe parcursul timpului a
prezentat doud recidive de tip eroziv la
intreruperea din proprie initiativa a terapiei de
intretinere.

In anul 2011 a prezentat o leziune unici la
nivelul vertexului cu aspect similar celei descrise
anterior, fiind initial interpretata ca o piodermita
foliculard, insa terapia specificd a fost ineficienta.

Examenul obiectiv dermatologic releva la
nivelul vertexului o placd erozivd de forma
rotundd, cu margini imprecis delimitate,
diametrul de 7 cm, acoperitd partial de un
epiteliu ce se desprinde usor prin frictiune, cu
secretii seroase clare, lipsitd aproape complet de
fire de pdr. Semnul Nikolsky a fost pozitiv.

Evaluarea prin scorul PDAI (Pemphigus
Disease Area Index) releva o activitate moderata
a bolii (10 puncte).

S-au recoltat probe biologice, analizele de
rutind fiind in limite normale si s-au realizat
culturi din secretia de la nivelul leziunilor,
punédndu-se in evidenta prezenta Staphylococcus
aureus.

Citodiagnosticul Tzank din secretia seroasa
relevd numeroase placarde de celule parabazale.

Examenul histopatologic al materialului
tisular obtinut prin biopsie a evidentiat acanto-
liza subcornoasa si in stratul granulos, cu nume-
roase celule acantolitice, neutrofile si discretd
fibrind. Se evidentiazd cateva resturi de foliculi
care prezintd spatiu de clivaj.

Suspectand in urma aspectului clinic o
schimbare de fenotip a anticorpilor, am solicitat
determinarea titrului anticorpilor anti-Dsg 1 si
anti-Dsg 3 prin metoda ELISA. Anticorpii
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Case presentation

A 49-year-old female patient was admitted
into our clinic in 2020 due to the appearance of an
erosive lesion with a tendency to ulcerate, located
on the vertex of the patient’s head, as well as local
sensitivity, which had appeared approximately
two months prior to the patient’s visit.

Her past medical history shows that the
patient was diagnosed with PV in 2006 based on
the clinical manifestations (mouth ulcers and
blisters on the face and trunk) and investigations,
for which she had received immunosuppresive
treatment with prednisone and azathioprine. The
patient achieved a complete remission during
this time, however she had experienced two
relapses after she interrupting the treatment on
her own accord.

In 2011, the patient presented a solitary
lesion, located on the vertex of the head, which
looked similar to the one previously described,
and which was initially interpreted as follicular
pyoderma, however the antibiotic treatment was
ineffective.

Skin examination shows a poorly defined,
round-shaped erosive plaque on the vertex of the
head, 7 cm in diameter, partially covered by an
epithelium which peels off easily through
friction, with clear, serous fluid, almost
completely devoid of hair, as shown in figure 1.
Nikolsky sign was positive.

The assesment through the PDAI score
(Pemphigus Disease Area Index) showed a
moderate activity of the disease (10 points).

Routine blood tests were normal. Cultures
from the lesions’ secretion were performed,
highlighting the presence of Staphylococcus
aureus.

The Tzanck smear test from the serous fluid
revealed numerous placardes of parabasal cells.

Histopathological examination of tissue
material obtained by biopsy described acan-
tholysis at the subcorneal level and in the
granular layer, with numerous acantolytic cells,
neutrophils and discrete fibrin. There are some
remnants of follicles that have a cleavage space
(Figure 3).

Suspecting a change in the phenotype of the
antibodies based on the clinical appearance, we
requested the determination of the titer of anti-
Dsg 1 and anti-Dsg 3 antibodies via enzyme
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Figura 2. Evolutia clinicd dupd sase saptdmani de
tratament. Reepitelizare completd cu cresterea de noi fire de
par.

Figure 2. Patient’s clinical evolution after six weeks of
treatment. Complete reepithelialization with growth of new
hairs.

Figura 1. Aspect clinic PF. O placd erozivd slab definitd,
rotundd, localizatd la nivelul vertexului, acoperitd partial
de epiteliu.
Figure 1. Clinical presentation of PF. A poorly defined,
round-shaped erosive plaque on the vertex of the head
partially covered by an epithelium.

Figura 3. Aspect histopatologic: evidentiat acantoliza
subcornoasd si in stratul granulos cu numeroase celule
acantolitice. Se evidentiazi citeva resturi de foliculi care
prezintd spatiu de clivaj. Coloratie Hematoxilind Eozind,
x40.

Figure 3. Histopatologic features. Pemphigus foliaceus:
Acantholysis at the subcorneal level and in the granular
layer, with numerous acantolytic cells. There are some
remnants of follicles that have a cleavage space.
Haematoxylin and eosin staining, original magnification
x40.
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specifici pemfigusului vulgar au fost in limite
normale, iar cei caracteristici celui foliaceu
pozitivi, in titru de 1:40. Imunofluorescenta
directd nu a fost disponibild In momentul
prezentdrii pacientei.

Dupéd confirmarea diagnosticului de pem-
figus foliaceu am reinitiat terapia cu prednison
0,75 mg/kg corp/zi asociat cu azatioprind 0,5
mg/kg/zi. Local s-au aplicat solutii antiseptice si
cremd cu sulfadiazind argentica pana la epiteli-
zare. Evolutia a fost rapid favorabild, ceea ce a
permis reducerea dozei de prednison la 0,2
mg/kg corp si azatioprind 0,5 mg/kg (1 tableta/
zi) pe o duratd de sase sdptamani. Dupd ce
leziunea a fost complet epitelizatd s-a observat
cresterea de noi fire de par si s-a mentinut doza
de intretinere.

Discutii

Persistenta indelungata a leziunilor pe scalp
fard aparitia consecutiva de leziuni tegumentare
sau cu alte localizari pentru o perioadd inde-
lungata si tendinta pemfigusului de a fi mai
degraba generalizat decédt localizat sugereaza
producerea unei tranzitii de la PV cu care a fost
diagnosticatd initial pacienta noastrd la PF.
Aceasta ipoteza este sustinutd atidt de prezenta
anticorpilor anti-Dsg 1 si absenta celor specifici
PV, cét si de tabloul clinic.

Tranzitia de la PV la PF este un eveniment
neobisnuit, manifestat prin modificari calitative
ale profilului autoanticorpilor. Mecanismul nu
este complet elucidat, dar ar putea fi explicat prin
fenomenul de dispersare a epitopilor (epitope
spreading), care presupune declansarea unui
rdspuns imun secundar ca urmare a expunerii
unor antigeni criptici de cdtre un proces imun
primar. [3, 4]

Acest proces a fost investigat prin studii pe
pacienti cu boli autoimune si pe animale si
presupune diversificarea rdspunsului imun de la
un epitop dominant la unul secundar pe
parcursul progresiei bolii, cu scopul de a creste
eficienta sistemului imun. Asa cum au ardtat
Didona si Di Zenzo, tranzitia intre aceste subtipuri
nu este Intotdeauna permanenta, o posibild cauza
fiind supresia temporard a anticorpilor anti-Dsg3
de catre terapia imuno-supresoare, autorii
evi/dentiind faptul cd tranzitia a fost rar
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linked immunosorbent assays (ELISA) method.
Antibodies specific for PV were within normal
limits, and those characteristic of foliaceous were
positive, in a titer of 1:40. Direct immuno-
fluorescence test was not available when the
patient arrived at our clinic.

After we confirmed the diagnosis of PE we
reinitiated the therapy with prednisone 0,75
mg/kg body/day in association with azathio-
prine 0,5 mg/kg body/day. Antiseptical solu-
tions and silver sulfadiazine cream were applied
topically until reepithelialization. The evolution
was quickly favorable, which allowed the
reduction of prednisone dosage to 0,2mg/kg
body and azathioprine 0,5 mg/kg (1 tablet/day)
during a period of six weeks. After the complete
epithelialization, the growth of new hairs was
observed, as seen in Figure 2, and the
maintenance dose treatment was continued.

Discussions

The persistent scalp lesions without the
consecutive appearance of skin lesions in other
locations for a long period of time, and the
tendency of the pemphigus to be rather
generalized than localized, suggests a transition
from PV, which the patient was previously
diagnosed with, towards PE. This hypothesis is
supported both by the presence of the anti-Dsgl
antibodies, lack of specific PV antibodies, and the
clinical manifestations.

The transition from PV towards PF is an
unusual medical event, explained by qualitative
changes in the antibody profile. The mechanism
of transition is unclear but could be explained
through the phenomenon of epitope spreading,
which occurs as a result of a secondary
autoimmune response after the exposure of
cryptic antigens following a primary immune
response.[3,4]

This process has been researched through
studies on both patients with autoimmune
diseases and animals, and it involves diver-
sification of the immune response from a
dominant epitope to a secondary one as the
disease evolves, with the aim of increasing the
efficiency of the immune system. As it was
shown by Didona and Di Zenzo, the transition
between these subtypes is not always permanent,
a possible explanation to that being the
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raportatd la pacientii fara acest tip de tratament
inclusi in studiul lor. [5] Mecanismul cel mai
probabil in cazul pacientei noastre este acela de
epitope spreading intermolecular, Intrucat
antigenul secundar reprezentat de Dsg 1 are
aceeasi localizare anatomicd ca antigenul
principal Dsg 3.[3]

Aparitia de leziuni la nivelul scalpului este
un eveniment adesea intdlnit pe parcursul
progresiei PV, fiind notatd in pana la 60% dintre
cazuri in literaturd. Cu toate acestea, prezenta
alopeciei necicatriceale este un fenomen rar
raportat. [1, 2] Impactul psihologic al pierderii
parului la nivelul placii lezionale a reprezentat
factorul decisiv care a determinat pacienta sd se
adreseze unui serviciu medical.

Microclimatul umed care caracterizeaza
leziunile pacientilor cu pemfigus favorizeaza
selectarea suselor patogene. In leziunea pacientei
noastre s-a pus In evidentd o singurd tulping,
Staphylococcus aureus.

In literatura este disputat rolul suprainfectiei
bacteriene in dezvoltarea alopeciei in cazul
pacientilor cu pemfigus vulgar. Cu toate cd nu
este incd bine stabilit efectul pe care il exercitd
aceasta asupra tegumentului afectat, unii autori
au emis ipoteza cd este un factor aditional care
aldturi de acantolizd determind scdderea
ancordrii firelor de par. [2].

O alta particularitate a cazului nostru este
localizare unicd, cu caracter fix a recidivelor.
Formele localizate sunt rar descrise atat in cazul
PV, cat si al PE. PV al scalpului a fost descris in
doud cazuri, ambele dupd interventii chirur-
gicale, unul post-implant cohlear, iar celalalt
dupa transplant de par. Intrucat ambele proce-
duri au presupus traumatizarea scalpului, s-a pus
in discutie fenomenul Koebner, a carui prezentd
in pemfigus este controversatd si necesita o buna
diferentiere fata de semnul Nikolsky. [1,6]
Istoricul de traumatism local este exclus in cazul
pacientei noastre, pledand pentru un alt
mecanism.

Acantoliza foliculard se explicd prin abun-
denta antigenilor la acest nivel.[1] Asa cum au
demonstrat Wu et al., distributia acestora este
dependentd nu numai de gradul de diferentiere
al celulelor ci si de tipul de keratinizare. Dsg1 se
gdseste la nivelul straturilor profunde ale tecii
externe, in teaca interna a radacinii, acestea fiind
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temporary suppression of anti-Dsg3 antibodies
by immunosuppressive therapy. The authors
noted that the transition was rarely reported in
patients without this type of treatment included
in their study.[5] The most probable mechanism,
in the case of our patient, is the intermolecular
epitope spreading, as the secondary antigen, Dsg
1, is a different molecule and has the same
anatomical site as the main antigen Dsg 3.[3]

The appearance of lesions localized on the
scalp is an event frequently encountered during
the progression of PV, being observed in up to
60% of cases in the literature.[1] However, the
presence of nonscarring alopecia is a rare
phenomenon.

The psychological impact of hair loss within
the lesional area was the decisive factor that
caused the patient to seek medical help.

The humid microclimate which is specific for
the lesions of the patients with pemphigus
promotes the selection of pathogenic bacterial
strains. In our patient’s lesion, the growth of one
single pathogen was exposed, i.e. Staphylococcus
aureus.

The role of bacterial suprainfection in the
development of alopecia in patients with PV is
debated in literature. Although the effect it has on
the affected skin is not yet well established, some
authors have disputed the hypothesis that it is an
additional factor that, along with acantholysis,
causes a decrease in the anchoring of the hair.[2]

Another peculiarity of our case is the
unchanged location of the relapses. Localized
forms are rarely described in both PV and PE. PV
of the scalp was described in two cases, both after
surgery, one after cochlear implant and the other
after hair transplant. As both procedures
involved trauma of the scalp, the Koebner
phenomenon can be considered a reasonable
explanation.[1,6]

The history of local trauma is excluded in the
case of our patient, which supports the presence
of another mechanism.

Follicular acantholysis can be explained
through the abundance of the antigens at this
level.[1] As it was previously proven by Wu et al.,
that their distribution is dependent on both the
degree of cell differentiation and the type of
keratinization. Dsgl can be found in the deep
layers of the outer root sheath (ORS) and in the
inner root sheath (IRS) of the hair, these being




alcatuite din celule bine diferentiate. Distributia
Dsg3 la nivel infundibular este similara
distributiei epidermice, iar la nivel istmic, in
prezenta keratinizarii trichilemale, este distri-
buitd in toatd grosimea tecii externe a radacinii.
Asa cum au ardtat autorii, Dsg 1 lipseste din zona
protuberantei, aceasta fiind responsabild de
regenerarea epidermicd, un posibil argument
pentru evolutia favorabila cu regenerarea rapida
a firelor de pdr la scurt timp dupd cresterea
deozei de imunosupresor in cazul prezentat. [7]
De asemenea, in cazul acantolizei din PV
depozitele de Ig G pot fi puse in evidentd
interkeratinocitar, in teaca radacinii externe, de la
nivel infundibular spre suprabulbar, la un nivel
mai profund fatd de cea din PF care se produce la
nivel infundibular. [1,2]

Trebuie mentionat rolul Dsgl in mentinerea
integritatii epidermale, demonstrat de studiile pe
animale lipsite de acest component dezmozomal,
acestea dezvoltand leziuni letale prin pierderea
epidermului in prima zi dupa nastere. [8]

Dupa cresterea dozei de prednison evolutia
in cazul pacientei noastre a fost rapid favorabild,
permitand scdderea dozei pe o durata de sase
sdptamani la doza de intretinere de 0,2 mg/kg
corp prednison si 0,5 mg/kg corp de azatioprina,
obtinand remisia clinicd a bolii pand in prezent.
Cazul nostru confirma faptul cd o dozd relativ
scdzutd de corticosteroid asociat cu un imuno-
supresor este suficientd in restabilirea echilibrului
cutanat si a inducerii remisiei bolii.

Concluzii

Cazul nostru ilustreaza tranzitia de la PV la
PE, confirmata prin titrul crescut al anticorpilor
anti-Dsgl si ar putea fi explicatd prin fenomenul
de dispersie a anticorpilor. Prezenta recidivelor
unice, cu caracter fix, localizat si dezvoltarea
alopeciei necicatriceale sunt particularitdti care
individualizeaza cazul.

Intrucat aparitia alopeciei nu este carac-
teristicda pemfigusului, rolul suprainfectiei con-
comitente trebuie luat in considerare, fiind
necesare investigatii ulterioare, Intrucat meca-
nismul prin care determind pierderea firelor de
par este incomplet elucidat.
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made up of well differentiated cells. The
distribution of Dsg3 in the infundibulum is
similar to the epidermal one. In the follicular
isthmus, in the presence of trichilemmal kera-
tinization, is expressed in all the layers of the
ORS. As the authors have shown Dsgl1 is missing
from the protuberance (bulge), this area being
responsible for epidermal regeneration, a pos-
sible argument for the favorable evolution with
the rapid regeneration of the hairs shortly after
the increase of the dose of immuno-suppressant
in the presented case.[7] Also, in the case of PV
acantolysis, Ig G deposits can be spotted between
keratinocytes in the ORS, from the infundibular
to the suprabulbar level, at a deeper level than in
the PF that occurs at the infundibular level.[1,2]

We highlight the role of the Dsgl in the
maintenance of the epidermal integrity, proven
by the studies on animals which are missing this
desmosomal component, developing lethal
lesions through the loss of the epidermis in the
first day of life.[8]

After an increase in the dosage of the
prednisone, the evolution in the case of our
patient has became quickly positive, allowing a
decrease in the dosage during 6 weeks of
maintenance treatment of 0,2 mg/kg body
prednisone and 0,5 mg/kg body of azathioprine,
and obtaining a clinical remission of the disease
up until now. Our case confirms that a relatively
decreased dosage of corticosteroid treatment,
associated with an imunosupresor is sufficient for
restoring the skin balance and inducing the
remission of the disease.

Conclusions

Our case illustrates the transition from PV to
PE confirmed by the elevated titer of anti-Dsgl
antibodies, which could be explained through the
epitope spreading phenomenon. The existence of
the solitary recurrences with unmodified and
localized character, together with the develop-
ment of the nonscarring alopecia are the
particularities of this case.

As the alopecia is an unusual clinical
manifestation of pemphigus, the role of the
concomitant suprainfection has to be taken into
consideration, some future investigations being
necessary, as the mechanism which leads to the
loss of the hair is still obscure.
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