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CASE REPORT
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Summary 
Introduction: Pemphigus vegetans (PVeg) is the rarest form of autoimmu-
ne pemphigus. Lesions are primarily flexural and mucosal, although they 
may occur at any site. Oral involvement is common. Two subtypes are recog-
nized – the Neumann type and the less common Hallopeau type. 

Patient review: We present a Hallopeau-type PVeg with no oral lesions and 
with uncommon nail changes. In the follow-up period of ten years, the pati-
ent experienced several flares but no changes in the oral cavity.

Conclusion: This case is interesting due to the disease’s rarity, atypic clini-
cal presentation, and an association with multiple pregnancies as a possible 
precipitating factor.
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INTRODUCTION

PVeg is the rarest form of pemphigus vulgaris, and it con-
stitutes up to 1-2% of all pemphigus cases (1).  The two 
subtypes – Neumann and Hallopeau – are differentiated 
based on clinical presentation, course, and response to 
treatment (2). Neumann type is characterized by bullae 
that extend and coalesce, evolving into vegetating mass-
es (3). Hallopeau-type PVeg is characterized by a poly-
cyclic eruption of pustules forming firm pink papilloma 
that progressively f latten, with a benign course and few 
relapses (3,4). PVeg usually affects younger adults or 
middle-aged females (5). Oral involvement is present in 
nearly all PVeg cases (5,6).   

CASE REPORT 

A 40-year-old healthy Caucasian woman had a 4-month 
history of pustular lesions affecting the scalp and, a 
month later, the genital area.  The patient had a history of 
nine pregnancies (six children, the youngest child being 

11 months old, and three artificial abortions). She had 
been previously treated with antibiotics with little or no 
improvement.

On examination, firm and eroded plaques were pres-
ent on the scalp and vulvar region, coated with pustules 
(Figures 1a and b). Oral mucosa was not affected.  There 
was discoloration of her fingernails and periungual swell-
ing, erythema, and pustules (Figure 1c). Cervical and 
inguinal lymph nodes were enlarged. 

Laboratory findings revealed blood eosinophilia up to 
6.15x109/L (normal range 0-0.4) with mild leukocytosis 
(up to 14.4x109/L). All other routine laboratory studies 
were within normal range. The gynecological examina-
tion was normal except for the vulvar lesions; there were 
no lesions on the genital mucosa.

Circulating pemphigus antibodies binding to the 
monkey esophagus were found at a titer of 1:640. En-
zyme-linked immunosorbent assay showed positive an-
ti-Dsg3 antibodies and anti-Dsg1 negative (62.3 RU/ml 
and 3.3 RU/ml, respectively; cut off < 20 RU/ml). The 
direct immunofluorescent test revealed IgG deposits in 
intercellular spaces of the epidermis. The patient initially 

Figure 1. Skin lesions on admission: A. Scalp, B. Vulvar region, C. Nails
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refused another biopsy, which was postponed for three 
weeks. Skin biopsy showed suprabasal acantholysis and 
a few microabscesses with eosinophils, neutrophils, and 
acantholytic cells. (Figure 2a and 2b)

The patient was treated with oral prednisone (0.8 mg/ 
kg body weight), reduced to 0.2 mg/kg after 1.5 months, 
and discontinued after three months; azathioprine, 2 
mg/kg body weight daily (discontinued after three weeks 
due to elevated liver enzymes). All lesions resolved. (Fig-
ures 3a, 3b, and 3c). She was disease-free for 19 months 
when a mild relapse on the scalp occurred and fissures in 
the lip angles, without lesions in the oral cavity. Cyclospo-

rine A was introduced (3.5 mg/kg body weight). After a 
2-month therapy, the lesions healed. She continued with 
a lower dose of Cyclosporine A (2 mg/kg body weight for 
two months and 1.5 mg/kg t for another three months). 
In the next 20 months, no new lesions occurred; after that 
period, new lesions occasionally occurred, almost always 
preceded by infection (pharyngitis, urinary infections, 
scabies, and head lice). Cyclosporine A was reintroduced 
(3.5 mg/kg body weight), with low dose prednisone (0.4-
0.5 mg/kg body weight). She was lost to follow-up for four 
years, during which she experienced periodic f lares. She 
discontinued Cyclosporine A in the past 2.5 years; she 

Figure 2. Histopathology finding, H&E

Figure 3. Skin lesions after treatment
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occasionally took prednisone (approximately 0.3 mg/kg 
body weight) for 2-3 months/ per year.  On her last visit 
four months ago, she had no skin or mucosal changes; the 
indirect immunofluorescence test was negative. She has 
had no treatment for 16 months.

DISCUSSION

In the PVeg Hallopeau type, pustular lesions with sub-
sequent vegetation are the basic clinical features of the 
disease (3). Lesions are typically located in the intertrig-
inous areas and oral mucosa (3,5,6). The occurrence of 
PVeg in non-intertriginous areas is extremely rare. Our 
patient had no mucosal (oral or genital) or intertriginous 
involvement (except for two pustulous lesions in her left 
groin). Initially, the disease may be confined to a single 
site, but generally, it becomes multifocal (5,7). In rare cas-
es, the disease may manifest as solitary lesions limited to 
one affected site (6).

The nail apparatus is rarely involved in PVeg, main-
ly presenting as verrucous paronychia and pachyonychia 
(5). Jindal et al. described a patient with PVeg presenting 
as acrodermatitis continua suppurativa (2). Our patient 
also had uncommon nail changes manifested as pustules 
with inf lammatory edema on her fingernails, which re-
solved under treatment without evolving into chronic/ 
verrucous paronychia. 

Previous publications reported autoantibodies against 
Dsg3, while autoantibodies against Dsg1 and desmocol-
lin 1-3 are occasionally detected (5,8,9). Although we 
had shown autoantibodies against Dsg3 in our patient, no 
testing against desmocollin was performed. 

Histopathologic findings distinctive of PVeg Hallope-
au – suprabasal acantholysis with epithelial hyperplasia, 
intraepidermal eosinophil and neutrophil microabscess-
es, papillomatosis and acanthosis (5,9) were the charac-
teristics in our case. 

The etiopathogenesis of PVeg remains unclear. De-
velopment of vegetation on the intertriginous area may 
be attributed to relative occlusion and maceration with 
subsequent bacterial infection suggesting a response 
to superinfection (1). Cytokines play a role in epithelial 
proliferation and eosinophilic chemotaxis. High counts 
of blood eosinophils are observed, such as in our patient 
(10). 

Apart from genetic (predisposing) factors, various 
environmental and hormonal (precipitating) factors are 
incriminated in the pemphigus group. Published data 
showed more pregnancies in patients with autoimmune 
pemphigus (11). Also, most published cases of pemphigus 
associated with pregnancy are patients with the disease 
worsening during pregnancy or after delivery.  Indeed, 
our patient did not develop the disease as expected at the 
beginning or after pregnancy. Still, as she had multiple 
pregnancies, we could suppose that, in her case, hormon-
al inf luence could contribute to the development of PVeg. 
Bonifazi et al. reported a child with neonatal pemphigus 
in which the mother had shown no symptoms of pemphi-
gus before the delivery. Still, the symptoms appeared six 
months after birth (12). None of our patient’s children 
had any clinical signs of pemphigus during the follow-up 
period. Further studies need to establish the role of sex 
hormones in the pathogenesis of pemphigus.

Systemic steroids are treatment of choice for PVeg 
Hallopeau. Relapses, if any, usually correspond to lower 
doses of corticosteroids.  The addition of immunosup-
pressive agents may improve remission rates and allow a 
steroid-sparing effect (1). Our patient responded well to 
systemic steroids and Cyclosporine A, which was intro-
duced as she expressed the desire for another pregnancy 
despite her doctor’s advice (during the follow-up period, 
she did not get pregnant). 

CONCLUSION

This case is interesting due to the disease’s rarity, atypic 
clinical presentation, and the association with multiple 
pregnancies as a possible precipitating factor. Viral infec-
tions have been noted as triggering factors for pemphigus 
activation or exacerbation. Although bacterial infections 
were not reported as an inducing/precipitating factor, we 
have to note that a bacterial infection or infestation pre-
ceded several f lares in our patient. Flares in the scalp area 
following infestation could be explained by a  possible 
staphylococcal superinfection.
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PEMPHIGUS VEGENTANS HALLOPEAU TIP SA PROMENAMA NA NOKTIMA I BEZ 
ZAHVAĆENOSTI ORALNE MUKOZE
Marija Tomanović1, Jovan Lalošević1, 2, Dušan Škiljević1, 2, Dubravka Živanović1, 2

Sažetak

Uvod: Pemphigus vegetans (PVeg) je najređa forma au-
toimunskog pemfigusa. Lezije su najčešće lokalizovane 
na mukozama i u pregibima, mada se mogu javiti i na 
drugim delovima. Zahvatanje oralne mukoze je često. 
Postoje dva tipa, Neumann i Hallopeau tip, koji je znatno 
ređi.

Prikaz slučaja: Prikazujemo pacijentkinju sa Hallpeau 
tipom PVeg, bez promena u usnoj duplji i sa atipičnim 

promenama na nokatnim pločama. Tokom deset godina 
koliko je pacijentkinja praćena, imala je nekoliko recidi-
va, ali nikada nije razvila promene u usnoj duplji.

Zaključak: Ovaj slučaj je jako zanimljiv, kako zbog ati-
pične kliničke prezentacije  ovog tako retkog kliničkog 
entiteta, tako i zbog višestrukih trudnoća kao potencijal-
nog etiološkog faktora.

Ključne reči: pemfigus, Hallopeau, vegetacije, pustule
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