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Autoimmune diseases are caused by a defect of the human immune system

characterised by an inability to recognize their own antigens and by a

pathological response against these antigens. Although the aetiology of these

diseases is unknown, there is a number of cellular and molecular mechanisms which

can underlie these reactions. Complex interactions between genetic, infectious

and/or environmental factors probably contribute to the presence of these

diseases. Autoimmune diseases affect 3-8% of the general population; women

account for 78-85% of all patients with autoimmune diseases. Although most of

those diseases are systemic, some of them primarily affect a single organ or

structure. Rarely, a few autoimmune diseases coexist in one person, which can

suggest similar pathogenetic mechanisms. In this article we present a review of

the literature on coexistence of multiple sclerosis and other autoimmune diseases

such as systemic lupus erythematosus, rheumatoid arthritis, chronic active

hepatitis, type 1 diabetes mellitus, uveitis, pemphigus, psoriasis, Crohn's

disease, inflammatory bowel disease, anaemia and autoimmune thyroiditis.
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Pemphigus vulgaris: a short review for the practitioner.

Guillen S, Khachemoune A.

St. Francis Hospital, Evanston, IL, USA.

Pemphigus vulgaris is a chronic blistering disease. Clinically it is

characterized by painful intra-epidermal bullae and icial vesicles involving both

the skin and mucosal areas. The diagnosis is confirmed by a skin biopsy along

with immunofluorescence studies. Detection of circulating autoantibodies in the

sera of patients, utilizing the ELISA technique, aids in the diagnosis of

pemphigus vulgaris. Severity index and therapeutic guidelines have been developed

and used for the proper management of the disease. The therapeutic armamentarium

for this chronic blistering disease continues to extend with the addition of new

agents and the use of dfferent forms of combinations.
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Genital ulcers in women: clinical, microbiologic and histopathologic

characteristics.

Gomes CM, Giraldo PC, Gomes Fde A, Amaral R, Passos MR, GonÃ§alves AK.

DTG, FCM, Unicamp.

Female genital ulcer is a disease that affects a large number of women, and its

etiologic diagnosis can be difficult. The disease may increase the risk of

acquiring HIV. Genital ulcer may be present in sexually transmitted diseases

(STD) - syphilis, chancroid, genital herpes, donovanosis, lymphogranuloma

venereum and other non-STD disorders (NSTD) - BehÃ§et's syndrome, pemphigus,

Crohn's disease, erosive lichen planus and others. This study evaluated the

clinical-histopathologic-microbiologic characteristics of female genital ulcers.

A cross-sectional descriptive prospective study was conducted during a six-month

period to investigate the first 53 women without a definitive diagnosis, seeking

medical care for genital ulcers at a genital infections outpatient facility in a

university hospital. A detailed and specific history was taken, followed by a

dermatologic and gynecologic examination. In addition to collecting material from

the lesions for microbiologic study, a biopsy of the ulcer was performed for

histopathologic investigation. The average age of the patients was 32.7 years,

56.6% had junior high school education and higher education. The most frequent

etiology was herpetic lesion, followed by auto-immune ulcers. At the time of

their first consultation, around 60% of the women were using inadequate

medication that was inconsistent with the final diagnosis. Histologic diagnosis

was conclusive in only 26.4% of the patients (14/53). Cure was obtained in 99% of

the cases after proper therapy. The female genital ulcers studied were equally

distributed between sexually transmitted and non-sexually transmitted causes.

Herpes was the most frequent type of genital ulcer, affecting women

indiscriminately, mostly between the ages of 20 and 40 years. The etiologic

diagnosis of herpetic ulcers is difficult to make even when various diagnostic

methods are applied. It is imperative that NSTD should be included in the

differential diagnoses of female genital ulcers. The histopathologic exam is not

a diagnostic tool in the majority of cases and should not be considered the gold

standard test, being of little value in cases of NSTD and STD ulcers.
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Internalization of non-clustered desmoglein 1 without depletion of desmoglein 1

from adhesion complexes in an experimental model of the autoimmune disease

pemphigus foliaceus.

Lanza A, De Rosa A, Femiano F, Annese P, Ruocco E, Gombos F, Lanza M, Cirillo N.
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Serum antibodies against desmoglein 1 (Dsg1) are known to induce the clinical and

histological manifestations of pemphigus foliaceus (PF), autoimmune bullous

disease targeting skin. The basic pathophysiological phenomenon of PF blistering

is the disruption of epithelial integrity in the granular layer of the epidermis

due to separation of keratinocytes from one another, or acantholysis. In this

report we investigate the changes in subcellular distribution of Dsg1 in response

to serum of patients with PF by using an in vitro model of PF. Immunofluorescence

analysis on HaCaT cells indicates that non-clustered Dsg1 is markedly

internalized after exposure to serum. However, binding of PF IgG to Dsg1-rich

adhesion complexes (desmosomes) does not cause disruption of such structures nor

depletion of clustered Dsg1, as revealed by colocalization of PF IgG and Dsg1 in

a punctate staining on cell membrane 24 hours after treatment. Furthermore,

morphological studies demonstrate that the dramatic alterations induced by PF

sera are not the result of apoptotic programs. Taken together, our data strongly

suggest that anti-Dsg1 antibodies from PF serum could cause the internalization

of non-clustered Dsg1 and perturb the formation of new desmosomes but not

directly disrupt Dsg1-containing junctions when stable contacts are already

formed.
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Tannic acid induces in vitro acantholysis of keratinocytes via IL-1alpha and

TNF-alpha.

Feliciani C, Ruocco E, Zampetti A, Toto P, Amerio P, Tulli A, Amerio P, Ruocco V.

Department of Dermatology, Catholic University of the Sacred Heart, Rome, Italy.

The mechanism of acantholysis in pemphigus vulgaris (PV) is an intriguing

argument since several chemical mediators are implicated. We previously reported

a central role for IL-1alpha and TNF- alpha, both able to regulate complement

activation and plasminogen activators. Very little is known about what triggers

the disease (drugs, viruses or food). In this study, we evaluate the molecular

role of tannins in acantholysis. By HPLC chromatography we measured tannic acid

(TA) and gallic acid (GA) in blister fluid of 4 groups of patients divided

according to their dietary habits, including a regular diet, a diet rich in

tannins, a diet free of tannins, and a group of pemphigus patients. Blister fluid

was obtained from patients using a suction blister apparatus. We show that people

with a diet rich in tannins have increased tannin metabolites (TA and GA) in the

skin in respect to controls (tannin-rich diet: GA = 194.52+/-2.39 nmol/ml; TA =

348.28+/-1.4 nmol/ml versus tannin-Mediterranean diet: GA = 15.28+/-1.63 nmol/ml;

TA = 22.81+/-1.68 nmol/ml). PV patients showed similar values to the

Mediterranean diet population (PV patients: GA = 95.8+/-1.97 nmol/ml; TA =

199.09+/-4.15 nmol/ml versus Mediterranean diet: GA = 83.53+/-2.35 nmol/ml; TA =

195.1+/-2.50 nmol/ml). In an in vitro acantholysis system using TA and PV-IgG we

show that TA 0.1 mM in NHEK culture is able to induce acantholysis. This effect

was able to amplify the acantholytic action of PV-IgG in vitro. A blocking study

using anti IL-1 alpha and anti TNF-alpha antibodies showed a reduction in

TA-induced acantholysis. Taken together, these results suggest that a diet rich

in tannins could be a trigger in genetically predisposed patients. If these data

are confirmed, a complementary diet poor in tannins may be useful in patients

affected by PV.
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Retroperitoneal liposarcoma associated with small plaque parapsoriasis.

Tartaglia F, Blasi S, Sgueglia M, Polichetti P, Tromba L, Berni A.

ABSTRACT: BACKGROUND: Extremely rare cases of paraneoplastic syndromes or ectopic

production of proteins associated with liposarcoma are reported in literature.

Production of Granulocyte-Colony Stimulating Factor, alpha - fetoprotein,

paraneoplastic pemphigus and leucocytosis, Acrokeratosis paraneoplastica (Bazex's

syndrome) are reported. The present report describes a case of retroperitoneal

liposarcoma associated with small plaque parapsoriasis. Our search in the English

literature of such a kind of association did not reveal any case reported. CASE

PRESENTATION: A 74 year male patient was admitted to our hospital because of the

presence of an abdominal mass in right iliac fossa. He also complained of a

two-year history of psoriasiform eruptions. The CT scan showed a retroperitoneal

pelvic mass. Therefore surgical resection of the tumor was performed. After

surgery, the skin eruptions disappeared completely in seven days and so a

diagnosis of parapsoriasis syndrome was done. CONCLUSION: Parallel disappearing

of skin eruptions after surgery, typical clinical picture and not specific

histology of the cutaneous lesions suggest the diagnosis of small plaque

parapsoriasis. Therefore we propose to add Small Plaque Parapsoriasis to the list

of paraneoplastic syndromes associated to liposarcoma.
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Circumscribed collections of fluid in the skin are termed blisters or blebs

(roughly up to 1 cm) or bullae (roughly upwards of 1 cm). They may be subcorneal

(e.g. impetigo contagiosa, pemphigus foliaceus), intra-epidermal (e.g. pemphigus

vulgaris, epidermolysis bullosa simplex), junctional (e.g. bullous pemphigoid) or

subepidermal (epidermolysis bullosa dystrophica). Puss-filled vesicles are termed

pustules. Impetigo contagiosa is by far the most common vesicle-forming disease

seen in children. As a rule,the diagnosis and treatment are unproblematic. At the

latest when suitable therapy fails to elicit a response and/or in the absence of

pyogens, the less common differential diagnoses must be considered.
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A survey of sex differences in 249 pemphigus patients and possible explanations.

Brenner S, Wohl Y.

Background. Pemphigus, an immunoblistering disorder, is reported with equal or

near equal frequencies in men and women despite prominent female predominance in

prevalence ratios of the vast majority of autoimmune diseases. Objective. To

assess a possible correlation between pemphigus and intake of sex hormones in a

cohort of pemphigus patients. Methods. A prospective online survey using a

specially designed questionnaire was conducted among patients with diagnosed

pemphigus in the United States during a 1-year period from September 2005 through

September 2006. Results. A total of 249 pemphigus cases were enrolled, 158 women

(63%) and 91 men (36%). The female-to-male ratio was 1.7:1. Age at onset of the

disease ranged from 16 to 85 years, mean 4.4+/-12.9 years for both sexes (not

statistically significant): 45.3 for women and 45.7 for men. At the time of

pemphigus diagnosis, 12% (20 of 158) of the women and 4% (4 of 91) of the men

reported using hormone replacement therapy. At the time of disease onset, 46% (20

of 43) of the postmenopausal women took hormone replacement therapy. Limitations.

Possible questionnaire self-reporting biases. Conclusions. The finding of a

female predominance among pemphigus patients is attributed to the

immunopathogenesis of the disease that makes women more susceptible to this and

other autoimmune disorders and to the strikingly high proportion of hormone

replacement therapy users found among postmenopausal women. (SKINmed.

2007;6:163-165).
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Paraneoplastic pemphigus in association with B-cell lymphocytic leukemia and

hepatitis C: favorable response to intravenous immunoglobulins and prednisolone.
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Colonic involvement in pemphigus vulgaris: a rare cause of chronic diarrhea.
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Canine hyperplastic intraepidermal pustular and suprabasal acantholytic

dermatosis with features of human pemphigus vegetans.

Heimann M, Beco L, Petein M, Nishifuji K, Amagai M, Olivry DT.

Department of Clinical Sciences, North Carolina State University, College of

Veterinary Medicine, Research Building, 4700 Hillsborough Street, Raleigh, NC

27606 (USA). Thierry_Olivry@ncsu.edu.

Pemphigus vegetans is a rare autoimmune blistering acantholytic dermatosis of

humans that combines unusually hyperplastic and verrucous pustular skin lesions

and mucosal erosions. We report herein the clinical, histopathologic, and

immunologic findings in a dog whose lesions resembled, but were not identical to,

those of human pemphigus vegetans. A 4-year-old male Greater Swiss Mountain Dog

presented with multifocal cutaneous verrucous and crusted papules and pustules,

as well as skin and mucosal erosions and ulcers. Microscopic lesions consisted of

exophytic papillated epidermal hyperplasia, superficial and deep intraepidermal

acantholytic neutrophilic and eosinophilic pustules, and suprabasal epidermal

clefts leaving rounded basal keratinocytes at the bottom of the vesicles. Direct

and indirect immunofluorescence revealed antikeratinocyte IgG autoantibodies.

Immunoprecipitation immunoblotting and immunoabsorption experiments with

recombinant canine desmogleins confirmed that autoantibodies recognized

desmoglein-1. In this dog, clinical and histopathologic features resembled those

of human pemphigus vegetans, while circulating autoantibodies against canine

desmoglein-1 were solely identified. This antigen target is different from that

of the human disease in which antidesmoglein-3 autoantibodies are detected most

commonly.
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Ocular involvement in pemphigus.

Palleschi GM, Giomi B, Fabbri P.

Department of Dermatological Sciences, University of Florence, Via della

Pergolla, Florence, Italy.

PURPOSE: To report the occurrence of ocular involvement in the setting of

pemphigus and discuss its relationship with disease activity and prognostic

significance. DESIGN: Retrospective case reports. METHODS: Five patients, aged 38

to 65 years, diagnosed with pemphigus according to clinical, histopathologic, and

immunopathologic criteria (n = 4 pemphigus vulgaris; n = 1 superficial pemphigus)

developed ocular symptoms and signs consistent with the disease, ranging from

mild conjunctivitis to blisters and prominent erosions of the bulbar/palpebral

conjunctiva or at the eyelid margin. RESULTS: Ocular involvement in our series

mostly followed skin disease or represented the stigmata of quiescent localized

pemphigus. One of five patients had fatal outcome from myocardial infarction,

whereas in the remaining cases significant improvement was achieved with oral

prednisolone. CONCLUSIONS: Ocular pemphigus is probably underdiagnosed and its

frequency appears underestimated. It does not seem to correlate with disease

severity, but may persist chronically after healing of cutaneous lesion.
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Chronic hepatitis B reactivation: a word of caution regarding the use of systemic

glucocorticosteroid therapy.

Yang CH, Wu TS, Chiu CT.

Department of Dermatology, College of Medicine, Chang Gung University, Chang Gung

Memorial Hospital, Taoyuan, Taiwan.

Background The potentially fatal complications associated with viral hepatitis B

(HBV) reactivation have not been characterized in bullous/connective tissue

disease patients receiving prolonged systemic glucocorticosteroids (GCs).

Objectives This study reports HBV reactivation following GC therapy for a case

series of pemphigus vulgaris and dermatomyositis. Methods The retrospective study

cohort comprised 98 patients who received at least 6 months of systemic GC

therapy. Results Four cases of HBV carriers with viral hepatitis flare were

identified. Two patients suffered fulminant hepatitis and died, while the

remaining two patients experienced recurrent hepatitis flare following antiviral

medication. The mean time from the start of GCs to the time of HBV reactivation

was 10.5 months. Conclusions HBV infection is an important global public health

problem. Fatal HBV reactivation may occur following long-term systemic GC

therapy. Given the risk of mortality, all bullous/connective tissue disease

patients should be screened for serum hepatitis B markers before commencing

systemic GC therapy.
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Eruptive pseudoangiomatosis: report of an adult case and unifying hypothesis of

the pathogenesis of paediatric and adult cases.

Chaniotakis I, Nomikos K, Gamvroulia C, Zioga A, Stergiopoulou C, Bassukas ID.

Department of Skin and Venereal Diseases, University of Ioannina Medical School,

Ioannina, Greece.

One month after the onset of immunosuppressive treatment with corticosteroids and

mycophenolate mofetil for a newly diagnosed pemphigus vulgaris, a 50-year-old

female patient developed a new eruption clinically and histomorphologically

consistent with eruptive pseudoangiomatosis (EP). Its self-limited course further

confirmed this diagnosis. Although initially described as a paediatric eruption,

meanwhile more adult cases of EP (30 out of a total of 53 cases identified by a

Medline search) are reported in the literature. The review of adult cases of EP

disclosed some common clinical and epidemiological characteristics: adult EP

cases tend to cluster in the Mediterranean region of Europe, develop during the

summer months, sometimes in the form of limited micro-epidemics, affect

immunocompromised individuals and have lesions confined to the exposed skin

sites. These characteristics, together with the exanthematic nature of the

disease in children, point to some vector-transmitted infectious agent as the

cause of this probably underdiagnosed disease. 2007 S. Karger AG, Basel

PMID: 17587841 [PubMed - in process]
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Silencing of the major family of NBS-LRR-encoding genes in lettuce results in the

loss of multiple resistance specificities.

Wroblewski T, Piskurewicz U, Tomczak A, Ochoa O, Michelmore RW.

The Genome Center, University of California in Davis, One Shields Ave., Davis, CA

95616, USA.

The RGC2 gene cluster in lettuce (Lactuca sativa) is one of the largest known

families of genes encoding nucleotide binding site-leucine-rich repeat (NBS-LRR)

proteins. One of its members, RGC2B, encodes Dm3 which determines resistance to

downy mildew caused by the oomycete Bremia lactucae carrying the cognate

avirulence gene, Avr3. We developed an efficient strategy for analysis of this

large family of low expressed genes using post-transcriptional gene silencing

(PTGS). We transformed lettuce cv. Diana (carrying Dm3) using chimeric gene

constructs designed to simultaneously silence RGC2B and the GUS reporter gene via

the production of interfering hairpin RNA (ihpRNA). Transient assays of GUS

expression in leaves accurately predicted silencing of both genes and were

subsequently used to assay silencing in transgenic T(1) plants and their

offspring. Levels of mRNA were reduced not only for RGC2B but also for all seven

diverse RGC2 family members tested. We then used the same strategy to show that

the resistance specificity encoded by the genetically defined Dm18 locus in

lettuce cv. Mariska is the result of two resistance specificities, only one of

which was silenced by ihpRNA derived from RGC2B. Analysis of progeny from crosses

between transgenic, silenced tester stocks and lettuce accessions carrying other

resistance genes previously mapped to the RGC2 locus indicated that two

additional resistance specificities to B. lactucae, Dm14 and Dm16, as well as

resistance to lettuce root aphid (Pemphigus bursarius L.), Ra, are encoded by

RGC2 family members.

PMID: 17587302 [PubMed - as supplied by publisher]
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Randomized controlled open-label trial of four treatment regimens for pemphigus

vulgaris.

Chams-Davatchi C, Esmaili N, Daneshpazhooh M, Valikhani M, Balighi K, Hallaji Z,

Barzegari M, Akhyani M, Ghodsi SZ, Seirafi H, Tabrizi MJ, Mortazavi H,

Mirshams-Shahshahani M.

From the Pemphigus Research Unit, Department of Dermatology, Tehran University

for Medical Sciences, Razi Hospital.

BACKGROUND: Pemphigus is a severe autoimmune blistering disease affecting the

skin and mucosa. Mortality is high in the absence of treatment. Nowadays,

treatment is based mainly on corticosteroids and cytotoxic drugs; however,

because of the rarity of the disease worldwide, there is not yet a standard

treatment based on randomized controlled trials, and the treatment used is based

mainly on the experience of experts. OBJECTIVE: The aim of this study was to

compare the efficacy and safety of 4 treatment regimens for pemphigus vulgaris:

prednisolone alone, prednisolone plus azathioprine, prednisolone plus

mycophenolate mofetil, and prednisolone plus intravenous cyclophosphamide pulse

therapy. METHODS: One hundred twenty new cases of pemphigus vulgaris were

enrolled. These patients were randomly allocated into 1 of 4 treatment groups

(each comprising 30 patients) and received prednisolone (P), prednisolone and

azathioprine (P/A), prednisolone and mycophenolate mofetil (P/MM), and

prednisolone and intravenous cyclophosphamide pulse therapy (P/PC). They were

followed up for 1 year at the Pemphigus Research Unit. RESULTS: In groups P, P/A,

P/MM, and P/PC, 23 (76.5%), 24 (80%), 21 (70%), and 22 (73.3%) of the patients,

respectively, followed the regimen for the full 1-year period. The mean total

dose of prednisolone administered in groups P, P/A, P/MM, and P/PC was 11631 mg

(standard deviation [SD] = 7742), 7712 mg (SD = 955), 9798 mg (SD = 3995), and

8276 mg (SD = 810), respectively. The mean total dose of prednisolone in group P

(prednisolone alone) was 11,631 mg, The mean total dose of prednisolone in the 3

cytotoxic groups was 8652 mg. By using analysis of variance, the difference was

statistically significant (P = .047). In the cytotoxic groups, there was a

significant difference between the P/A and P/MM groups (P = .007), but not

between P/A and P/PC (P = .971), and P/MM and P/PC (P = .670). Side effects were

not significantly different among the 4 groups. LIMITATIONS: Larger sample sizes

and blind design are suggested for future studies. CONCLUSION: The efficacy of

prednisolone is enhanced when it is combined with a cytotoxic drug. The most

efficacious cytotoxic drug to reduce steroid was found to be azathioprine,

followed by cyclophosphamide (pulse therapy), and mycophenolate mofetil.

PMID: 17583373 [PubMed - as supplied by publisher]
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Pemphigus vulgaris presenting as paronychia.

de Morentin HM.
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Role of direct immunofluorescence on Tzanck smears in pemphigus vulgaris.

Aithal V, Kini U, Jayaseelan E.

Department of Dermatology, St John's Medical College and Hospital,

Bangalore-560034, India.

The Tzanck smear is a simple, sensitive, and rapid test to diagnose pemphigus

vulgaris (PV), a life threatening autoimmune blistering disorder. The presence of

acantholytic cells in cytology is indicative of but not specific for PV. Hence, a

direct Immunofluorescence (DIF) test to demonstrate immunoglobulin deposits on

the acantholytic cells would make the Tzanck test more specific, in addition to

being a rapid test. Twenty untreated patients with PV confirmed

histopathologically were enrolled to evaluate the efficacy of using DIF technique

using IgG on Tzanck smear samples. The DIF smears were compared with DIF on skin

biopsies in the same patient. This prospective pilot study approved by the

institutional ethics committee was carried out in a tertiary health care hospital

in a developing country. Of the 15 patients presenting within 3 mo of onset of

the illness, 40% (n = 6) showed DIF positivity on Tzanck smear, when compared

with 46.67% (n = 7) on skin biopsy. On the other hand, of the five patients

presenting beyond 3 mo of their illness, only 20% (n = 2) showed positivity on

Tzanck, when compared with all 100% (n = 5) on skin biopsy. The study, thus,

suggests that DIF on skin biopsy is comparable to biopsy in diagnosing early PV.

This preliminary study proposes that the use of DIF on Tzanck smear is a simple,

rapid, painless, and user-friendly out-patient procedure for the diagnosis of

early PV, even for relatively inaccessible lesions in the oral cavity and

flexural regions. This methodology would be of great help in outlying and rural

facilities lacking proper histological equipment, thus avoiding the need for a

surgical or punch biopsy or heavy investment in laboratory equipment and

expertise. Probable reasons for DIF negativity on Tzanck smears are also

discussed. Diagn. Cytopathol. 2007;35:403-407. (c) 2007 Wiley-Liss, Inc.
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Two siblings with neonatal pemphigus vulgaris associated with mild maternal

disease.

Ugajin T, Yahara H, Moriyama Y, Sato T, Nishioka K, Yokozeki H.

Department of Dermatology, Graduate School, Tokyo Medical and Dental University,

1-5-45 Yushima, Bunkyo-ku, Tokyo 113-8519, Japan.
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Acquired palmoplantar keratoderma and immunobullous disease associated with

antibodies to desmocollin 3.

Bolling MC, Mekkes JR, Goldschmidt WF, van Noesel CJ, Jonkman MF, Pas HH.

Centre for Blistering Diseases, Department of Dermatology, University Medical

Centre Groningen, University of Groningen, Groningen, The Netherlands.

We present a case of immunobullous disease with an impressive acquired

palmoplantar keratoderma (PPK) and unique antigenicity. The palms of the patient

showed hyperkeratotic ridges with a tripe pattern that decreased with the

amelioration of the immunobullous condition. The histopathology of perilesional

skin (blister) demonstrated eosinophilic spongiosis and suprabasal blistering as

in pemphigus vulgaris. In palmar skin, acantholysis, intraepidermal pustules,

papillomatosis and marked hyperkeratosis were observed. Direct and indirect

immunofluorescence displayed intraepidermal intercellular IgG staining as well as

linear IgG staining along the epidermal basement membrane zone. Immunochemical

assays revealed IgG antibodies to the desmosomal protein desmocollin 3 and to the

hemidesmosomal proteins BP230 and LAD-1. Affinity-purified antidesmocollin 3

serum IgG bound to monkey oesophagus in the typical pemphigus pattern.

Desmocollins are transmembrane proteins of the desmosome. Desmosome diseases may

cause hereditary PPK. In our patient with acquired PPK, we hypothesize that the

antibodies to desmocollin 3 were, apart from their role in eliciting the

pemphigus-like blistering disease, also implicated in the pathogenesis of the

PPK.
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Pemphigus variant associated with penicillin use: a case-cohort study of 363

patients from Israel.

Heymann AD, Chodick G, Kramer E, Green M, Shalev V.

Medical Division, Maccabi Healthcare Services, and Sackler Faculty of Medicine,

Tel Aviv University, Israel. Heymann_t@mac.org.il

OBJECTIVE: To determine whether medication use is associated with the development

of a pemphigus variant. DESIGN: Population-based case-cohort study. SETTING:

Health maintenance organization in Israel. METHODS: All incident pemphigus

variant cases diagnosed from January 1, 1997, through December 31, 2001, among

1.5 million members were identified. A cohort of 150,000 was randomly selected

from the health maintenance organization population as the control group. Data on

case patients and control subjects, including all medication purchased during the

6 months before the diagnosis, were obtained using the health maintenance

organization's central database. RESULTS: We identified a total of 363 case

patients diagnosed as having pemphigus during the 5-year study (6,961,853

person-years of follow-up). The mean age at diagnosis was 49.8 (SD, 22.7) years,

and 53% of the cases were women. Results of a multivariate analysis showed that

increased risk for pemphigus was associated with purchasing penicillin during the

6 months before the diagnosis (odds ratio, 2.03; 95% confidence interval,

1.56-2.64). Compared with individuals with no penicillin purchases, we calculated

increased risks of 1.84 (95% CI, 1.36-2.49) and 3.02 (95% CI, 1.41-6.49) in those

with 1 and 3 or more purchases, respectively. None of the other examined

medications, including cephalosporins, angiotensin-converting enzyme inhibitors,

dipyrone, anticonvulsants, and nonsteroidal anti-inflammatory drugs, showed

similar risks. CONCLUSIONS: To our knowledge, the present research is one of the

largest published epidemiological studies on pemphigus variant. The use of

computerized medical and administrative databases allowed the detection of case

patients in the community, resulting in a higher calculated incidence rate than

previously reported. The findings suggest a relationship between the use of

penicillin and pemphigus variant. Further studies to assess the nature of this

statistical association are warranted.
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Beyond steric hindrance: The role of adhesion signaling pathways in the

pathogenesis of pemphigus.

Sharma P, Mao X, Payne AS.

Department of Dermatology, University of Pennsylvania, Philadelphia, PA, USA.

Epidermal cell adhesion depends on the intercellular interactions of

transmembrane cadherin glycoproteins, which form the basis of adherens junctions

and desmosomes. Pemphigus is a blistering disease of the skin and mucous

membranes characterized by autoantibodies against the cell surface desmosomal

cadherins, desmoglein (Dsg) 3 and Dsg1. An unanswered question in pemphigus

pathophysiology is the mechanism of acantholysis, or loss of keratinocyte cell

adhesion. One longstanding theory for pemphigus pathogenesis is the concept of

steric hindrance, in which pathogenic pemphigus autoantibodies cause loss of

intercellular adhesion by directly interfering with desmosomal cadherin

trans-interactions. However, several recent studies have demonstrated that

modulation of p38MAPK, Rho family GTPase, c-myc, protein kinase C, and

phospholipase C signaling pathways prevents keratinocyte dissociation induced by

pemphigus autoantibodies. As it is unlikely that desmosomal signaling would occur

only in response to pemphigus autoantibodies, these studies suggest that numerous

different signaling molecules may play a role in desmosomal homeostasis. Many of

these same signaling pathways regulate classical cadherins in adherens junctions.

Given the recent discovery of bidirectional crosstalk between adherens junctions

and desmosomes, it would be valuable to understand how signaling pathways

implicated in pemphigus pathogenesis may be involved in more general mechanisms

of desmosome and adherens junction regulation. In this review, we will summarize

the evidence supporting a role for steric hindrance and signaling mechanisms in

the pathogenesis of pemphigus acantholysis and discuss potential analogues in the

classical cadherin literature.
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[Listeria monocytogenes encephalitis revealed by left progressive hemiparesis]

[Article in French]

ElziÃ¨re C, Alkhalil A, Belin C, Dumas JL, Salama JZ.

Service de Neurologie, HÃ´pital Avicenne, AP.HP-Paris, Bobigny, Cedex.

claire.elziere@avc.ap-hop-paris.fr

INTRODUCTION: Central nervous system listeriosis is a diagnostic and therapeutic

challenge for the clinician. CASE REPORT: We report the case of a 66-year-old

woman who was admitted for a left progressive hemiparesis associated with

headaches. She was treated for one year by immunosuppressive drugs for vulgaris

pemphigus. At the time of admission, examination revealed left hemiparesis

without fever, and a computed tomography brain scan demonstrated a focal lesion

in the right frontal lobe. Blood analyses were normal. Two days after, she

suddenly developed fever (40 degrees C), and aggravation of her motor deficit

followed by partial motor seizures. The cerebrospinal fluid was normal. Treatment

with amoxicillin (3g IV q6h), cefotaxim, gentamycin (120mg IV q12h) and aciclovir

was started empirically. The brain MRI without gadolinium displayed infiltrative

lesions in the right hemisphere and in the mildbrain. The blood culture grew

Listeria monocytogenes. The antimicrobial regimen was changed to amoxicillin for

seven weeks and gentamicin for the first ten days. Four days after beginning the

antimicrobial regimen, the brain MRI with gadolinium displayed several abscesses

measuring less than one cm diameter. The clinical and imaging outcome excellent.

CONCLUSION: Meningitis is by far the most central nervous system listeriosis. In

our patient, the diagnosis of listeria monocytogenes encephalitis was established

on the basis of positive blood cultures, as such patients do not have sterile

cerebrospinal fluid.
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Complete remission of drug-resistant Pemphigus vegetans treated by extracorporeal

photopheresis.

Kaiser J, Kaatz M, Elsner P, Ziemer M.

Department of Dermatology, University of Jena, Germany.
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What's new in blistering disorders?

Chaudhari P, Marinkovich MP.

Stanford University School of Medicine and VA Palo Alto Medical Center, 269

Campus Drive, Room 2145, Stanford, CA 94061, USA.

From the characterization of new animal models for the study of disease

pathogenesis, to the demonstration of new therapeutic modalities, many

developments have revolutionized the field of autoimmune bullous diseases in the

past several years. This review highlights many of the significant advances that

have taken place in the diagnosis, pathogenesis, and treatment options for

pemphigus, pemphigoid, epidermolysis bullosa acquisita, and immunoglobulin (Ig)

A-mediated bullous disorders.
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Early development of disseminated nocardiosis during immunosuppressive treatment

for pemphigus vulgaris.

Carducci M, Nosotti L, Calcaterra R, Bonifati C, Mussi A, Pelagalli L, Di Emidio

L, Laurenzi L, Russo A, Franco G, Toma L, Morrone A.

San Gallicano Institute (IRCCS), Via di San Gallicano 25/a, Rome, Italy.

r.calcaterra@yahoo.it.
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Treatment of refractory pemphigus vulgaris with anti-CD20 monoclonal antibody

(rituximab): five cases.

Antonucci A, Negosanti M, Tabanelli M, Varotti C.

Department of Specialistic and Experimental Clinical Medicine, Division of

Dermatology, University of Bologna, Bologna, Italy. av_antonucci@yahoo.it

BACKGROUND: Pemphigus vulgaris is an autoimmune disease characterized by blisters

and widespread erosions, involving skin and mucous membranes, caused by

autoantibodies to desmoglein 1 and 3. This pathology is associated with increased

morbidity and mortality if untreated. The treatment of pemphigus vulgaris

requires multiple immunosuppressive agents, but often it is particularly

resistant. Objective: To evaluate the efficacy and safety of rituximab therapy in

refractory pemphigus vulgaris. METHODS: Five patients diagnosed as having

pemphigus vulgaris were treated with anti-CD20 monoclonal antibody (rituximab).

Each patient was treated with rituximab intravenously at a dosage of 375 mg per

square metre of body surface area once weekly for 4 weeks. RESULTS: All the

patients presented clinical resolution. No adverse effects were observed. It is

important to observe the clinical evolution in the future, but our experience is

still limited to a short lifetime and follow-up. CONCLUSION: In our experience

rituximab has been an effective and safe treatment for refractory pemphigus

vulgaris.
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[Pathogenicity of antibody subtypes against pemphigus vulgaris antigen

extracellular 1-2 epitopes]

[Article in Chinese]

Pan M, Zhou Y, Wang YC, Li WP, Zheng J.

Department of Dermatology, Rui Jin Hospital, Medical School, Shanghai Jiaotong

University, Shanghai 200025, China.

OBJECTIVE: To explore whether the antibody subtypes against the extracellular 1-2

(EC1-2) epitopes of pemphigus vulgaris antigen (PVA) are related to the

pathogenesis of PVA. METHODS: EC1-2 fusion protein, emulsified with complete

Freund's adjuvant (CFA) or aluminum hydroxide hydrate [Al ( OH)3], was used to

immunize C57BL/6 mouse. After immunization, the cytokine types, specific antibody

titers, and antibody subtypes were detected. Also, a neonatal mice model was used

to evaluate the pathogenesis of different antibodies. RESULTS: Th1 type cytokine

interferon gamma (IFNgamma) was elevated in CFA group, while Th 2 type cytokine

interleukin-4 (IL-4) was increased in Al (OH)3 group. The antibody subtypes were

different in both groups. After the two groups were transferred with antisera

separately, the neonatal mice developed erosion on the skin from Al(OH)3 group,

with acantholysis histopathologically and bright immuno-fluorescence deposition,

which was not seen in CFA group. CONCLUSION: Different antibody subtypes may

contribute to the pathogenesis of disease.
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Circulating pemphigus autoantibodies in healthy relatives of pemphigus patients:

coincidental phenomenon with a risk of disease development?

Torzecka JD, WoÅºniak K, Kowalewski C, Waszczykowska E, Sysa-Jedrzejowska A, Pas

HH, Narbutt J.

Laboratory of Immunodermatology, Department of Dermatology, Medical University of

Lodz, Lodz, Poland.

Pemphigus is a severe autoimmune disease characterized by circulating and bound

in vivo pemphigus autoantibodies. It was revealed that the autoantibodies occur

in healthy first-degree relatives of pemphigus patients; however, their

significance is not fully elucidated. Thus, the aim of the study was to assess

the frequency of circulating IgG pemphigus autoantibodies in the healthy

relatives of pemphigus patients and of their ability to bind in vivo in the

epidermis. We also analyzed IgG subclasses distribution, both in the

serum-positive relatives and in the patients. Our study included 67 healthy

relatives, 50 healthy normal controls and 33 patients (25 at an active stage of

the disease, 8 in clinical remission). To detect circulating pemphigus antibodies

we applied indirect immunofluorescence and anti-desmoglein ELISA. Monoclonal

anti-human IgG1, IgG2, IgG3, IgG4 antibodies were used to assess subclass

distribution. The frequency of circulating pemphigus autoantibodies in the

relatives, detected by IIF (30/67) was statistically higher (P < 0.001) than in

the control group (0/50). ELISA revealed anti-desmoglein 1 and/or 3 antibodies in

13 out of 67 relatives. Direct immunofluorescence performed in 25 out of 32

seropositive relatives did not show intercellular bound in vivo IgG and/or C3 in

the epidermis in any cases. Circulating IgG2 subclass was observed in 60% of the

examined relatives and IgG4 was detected in 23.3% of them. In the patients at an

active stage of pemphigus IgG4 and IgG1 were the dominant subclasses (96 and 76%

relatively) while in clinical remission antibodies predominantly belonged to the

IgG2 (75%) and IgG4 (37.5%) subclass. The obtained results confirmed polyclonal

production of pemphigus autoantibodies and their different distributions

dependent on the disease activity. Statistical analysis showed that the frequency

of IgG1 and IgG4 subclasses was significantly higher in the patients at an active

stage of the disease when compared to the patients in clinical remission (P <

0.001) or with seropositive healthy relatives (P < 0.001). The relevance of the

presence of IgG4 autoantibodies in the healthy relatives' sera requires further

studies that focus on their potential pathogenicity.
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No activation of urokinase plasminogen activator by anti-desmoglein 3 monoclonal

IgG antibodies in cultured human keratinocytes.

Yamamoto Y, Aoyama Y, Shu E, Tsunoda K, Amagai M, Kitajima Y.

Department of Dermatology, Gifu University School of Medicine, Yanagido 1-1, Gifu

City 501-1194, Japan.

BACKGROUND: Although pemphigus vulgaris (PV)-IgG has been shown to activate

urokinase plasminogen activator (uPA) in cultured keratinocytes, activation of

uPA is thought to have no primary role in PV-acantholysis, because PV-IgG is

still pathogenic in uPA- and tissue-PA-knockout mice. OBJECTIVE: To determine if

PV-IgG-induced uPA activation is due to specific antibody against Dsg3, we

examined whether or not pathogenic monoclonal anti-Dsg3 antibody can activate

uPA, because PV-IgG is thought to contain antibodies against unknown antigens

besides Dsg3. METHODS: We stimulated cultured normal human and DJM-1

keratinocytes with monoclonal anti-Dsg3 IgG1 antibodies (pathogenic AK23, AK19

and nonpathogenic AK18, AK20), negative control monoclonal mouse IgG1 and

positive control PV-IgG. Cells were treated with IgGs over a time course of 24h,

and uPA-protein content and activity in the culture medium were determined by

enzyme-linked immunosorbent assay (ELISA) and chromogenic assay, respectively.

RESULTS: The uPA-protein content in samples treated with or without pathogenic,

nonpathogenic, control monoclonal mouse IgG1s and PV-IgGs increased continuously

up to 24h, with no differences between samples, suggesting a spontaneous

secretion. In contrast, uPA activity in the culture medium of cells treated with

PV-IgG increased dramatically, whereas that of cells treated with all AK-IgGs and

control monoclonal mouse IgG1 did not increase at all. CONCLUSION: These results

suggest that PV-IgG-dependent uPA activation is not related to anti-Dsg3 antibody

activity, which is an essential factor in PV-IgG acantholysis, and that it may be

due to other antigens than Dsg3 or unknown factors contained in PV-IgG fraction.
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The CD40/CD40 ligand system is involved in the pathogenesis of pemphigus.

Caproni M, Antiga E, Torchia D, Volpi W, Del Bianco E, Cappetti A, Feliciani C,

Fabbri P.

Department of Dermatological Sciences, University of Florence, Florence, Italy.

The CD40/CD40 ligand (CD40L) system has never been investigated in autoimmune

bullous diseases belonging to the pemphigus group in humans. Skin biopsy

specimens from 21 patients with pemphigus vulgaris, 10 with pemphigus foliaceous

and healthy volunteers were studied by immunohistochemistry (for CD40 and CD40L)

and reversal transcriptase polymerase-chain reaction (for CD40L), while sera were

analyzed by enzyme-linked immunosorbent assay for soluble CD40L. In all pemphigus

specimens, the basal and suprabasal layers of the epidermis and perivascular

infiltrating cells were CD40+. CD40L+ cells moderately infiltrated the

perivascular and interstitial dermis of pemphigus specimens. CD40L mRNA was

strongly evident in all pemphigus samples while no signal was detected in the

healthy controls. The expression of soluble CD40L was significantly greater in

pemphigus sera than in controls. We showed here that the CD40/CD40L system is

upregulated both in lesional skin and in serum of patients with pemphigus.
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Immunopathology and molecular diagnosis of autoimmune bullous diseases.

Mihai S, Sitaru C.

Department of Dermatology, University of LÃ¼beck, LÃ¼beck, Germany.

Autoimmune bullous diseases are associated with autoimmunity against structural

components maintaining cell-cell and cell-matrix adhesion in the skin and mucous

membranes. Pemphigus diseases are characterized by autoanti-bodies against the

intercellular junctions and intraepithelial blisters. In pemphigoid diseases and

epidermolysis bul-losa acquisita, sub-epidermal blistering is associated with

autoantibodies targeting proteins of the hemidesmosomal anchoring complex. The

autoantigens in autoimmune blistering diseases have been extensively

characterized over the past three decades. In general, the pathogenicity of

autoantibodies, already suggested by clinical observations, has been conclusively

demonstrated experimentally. Detection of tissue-bound and circulating serum

autoantibod-ies and characterization of their molecular specificity is mandatory

for the diagnosis of autoimmune blistering dis-eases. For this purpose, various

immunofluorescence methods as well as immunoassays, including immunoblotting,

enzyme-linked immunosorbent assay and immunoprecipitation have been developed.

This review article describes the immunopathological features of autoimmune

bullous diseases and the immunological and molecular tests used for their

diagnosis and monitoring.
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Plakoglobin-dependent disruption of the desmosomal plaque in pemphigus vulgaris.

de Bruin A, Caldelari R, Williamson L, Suter MM, Hunziker T, Wyder M, MÃ¼ller EJ.

Institute of Animal Pathology and DermFocus Vetsuisse Faculty, Berne,

Switzerland.

We recently reported that the pathogenesis of pemphigus vulgaris (PV), an

autoimmune blistering skin disorder, is driven by the accumulation of c-Myc

secondary to abrogation of plakoglobin (PG)-mediated transcriptional c-Myc

suppression. PG knock-out mouse keratinocytes express high levels of c-Myc and

resemble PVIgG-treated wild-type keratinocytes in most respects. However, they

fail to accumulate nuclear c-Myc and loose intercellular adhesion in response to

PVIgG-treatment like wild-type keratinocytes. This suggested that PG is also

required for propagation of the PVIgG-induced events between augmented c-Myc

expression and acantholysis. Here, we addressed this possibility by comparing

PVIgG-induced changes in the desmosomal organization between wild-type and PG

knock-out keratinocytes. We found that either bivalent PVIgG or monovalent PV-Fab

(known to trigger blister formation in vivo) disrupt the linear organization of

all major desmosomal components along cell borders in wild-type keratinocytes,

simultaneously with a reduction in intercellular adhesive strength. In contrast,

PV-Fab failed to affect PG knock-out keratinocytes while PVIgG cross-linked their

desmosomal cadherins without significantly affecting desmoplakin. These results

identify PG as a principle effector of the PVIgG-induced signals downstream of

c-Myc that disrupt the desmosomal plaque at the plasma membrane.
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[Paraneoplastic pemphigus.]

[Article in Hungarian]

Preisz K, KÃ¡rpÃ¡ti S.

Semmelweis Egyetem, AltalÃ¡nos OrvostudomÃ¡nyi Kar Bor-, NemikÃ³rtani Ã©s

BoronkolÃ³giai Klinika Budapest MÃ¡ria u. 41. 1085.

Paraneoplastic pemphigus is an autoimmune bullous skin disease induced by

underlying malignant or benign neoplasias. The diagnostic and immunological

criteria of the disease were characterized by Anhalt et al. in 1990. Clinical

symptoms are variable, consisting of polymorphous blistering skin eruption and

severe, painful mucocutaneous ulcerations. In a subset of patients, only papular

lesions develop, resembling lichen planus, or graft-versus-host disease; in some

cases blisters may develop later. Severe dyspnoe, progressive respiratory failure

with clinical features of bronchiolitis obliterans is a rather frequent and

severe complication. The diagnosis can be established with direct and indirect

immunofluorescent studies and immunoblot analysis. The autoantigens identified to

date include cytoplasmic proteins of the plakin gene family: envoplakin (210 kD),

periplakin (190 kD), plectin (~500 kD), desmoplakin I (250 kD), desmoplakin II

(210 kD) and bullous pemphigoid antigen 1 (230 kD). The desmosomal cadherins:

desmogleins 1 and 3, and desmocollins 2 and 3, as well as bullous pemphigoid

antigen 2 (180 kD) and an undetermined 170-kD transmembranous antigen are also

target autoantigens in the disease. The mortality rate is more than 90 percent.

Beside treatment of the underlying tumor, a combination of systemic steroids with

immunomodulants, cytostatic drugs, plasmapheresis, plasma exchange, intravenous

gammaglobulin, or anti-CD20 monoclonal antibody (rituximab) may be the most

appropriate treatment.
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[Predisposition to infection in patients with pemphigus.]

[Article in French]

Belgnaoui FZ, Senouci K, Chraibi H, Aoussar A, Mansouri F, Benzekri L, Ourhroui

MA, Abouqal R, Heid E, Hassam B.

Service deÂ dermatologie, HÃ´pital Ibn Sina, Rabat, Maroc.

INTRODUCTION: The relation between pemphigus and infection is complex. The aim of

this work was to determine the frequency and impact of infection as well as the

factors associated with it among our patients with pemphigus. METHODS: This

retrospective case series examined records of patients with pemphigus admitted to

the dermatology unit of Ibn Sina University Hospital of Rabat between 1989 and

2004. We compared the patients with and without infections as well as the

patients with and without severe bacterial infections according to patient

profile and outcome. The principal outcome measure was death and the secondary

measure, duration of hospitalization. RESULTS: Of the 141 patients with pemphigus

included in our study, 68% developed an infection. Infections were bacterial in

52% of cases, fungal in 50%, herpetic in 19% and parasitic in 1.5%. They were

associated with diabetes mellitus and immunosuppressive drugs. Severe bacterial

infection was frequent in patients with diabetes and rare in those treated with

corticosteroids or with pemphigus foliaceous. Death occurred significantly more

often among infected subjects (p=0.01), especially those with severe bacterial

infections (p<0.001). Hospitalization was slightly longer among patients with

infections (p=0.01) but shorter in cases of severe bacterial infections

(p=0.004). DISCUSSION: Our study confirms the predisposition to all types of

infection among patients with pemphigus, as well as the undeniable role its

treatment plays in promoting infection. Severe bacterial infections were most

often contracted before hospitalization. The literature reports a wide variety of

infections, with pemphigus-herpes documented most often. Prevention and

management require hygienic measures as well as early diagnosis and treatment of

pemphigus and infections. Preventive treatment may be considered, but studies are

needed to define the patients who might benefit from it.
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Early manifestation of pemphigus vulgaris. A case report.

Da Silva K, Mandel L.

College of Dental Medicine, Columbia University, New York, NY, USA.

Pemphigus vulgaris (PV) is traditionally viewed as an autoimmune disease of the

skin, but it almost always involves the oral cavity. It can be fatal if left

untreated and allowed to progress to advanced stages. Early recognition and

intervention are essential for a favorable prognosis. Since oral lesions

represent an initial manifestation of PV, dentists are in an ideal position to

make an early diagnosis and initiate treatment. Here we report a case of PV that

was diagnosed in its earliest stage.
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Ear, nose and throat manifestations in pemphigus vulgaris.

EspaÃ±a A, FernÃ¡ndez S, del Olmo J, Marquina M, Pretel M, Ruba D, SÃ¡nchez-Ibarrola

A.

Department of Dermatology, University Clinic of Navarra, School of Medicine,

University of Navarra, 31080 Pamplona, Navarra, Spain. aespana@unav.es

BACKGROUND: Pemphigus vulgaris (PV) is an autoimmune disease characterized by

mucocutaneous intraepithelial blisters and pathogenic autoantibodies against

desmoglein 3. There are two clinical forms: mucosal (MPV) and mucocutaneous

(MCPV). The frequency of ear, nose and throat (ENT) involvement in PV is not

clearly defined. Only a few isolated individual cases have been reported.

OBJECTIVES: The objective of our study was to determine the incidence of ENT

involvement in patients with PV. PATIENTS: We studied prospectively all 16

patients diagnosed with PV and treated in the Department of Dermatology of the

University Clinic of Navarra between 2001 and 2005. They were 10 cases of MPV and

six cases of MCPV. All patients were evaluated for ENT manifestations by

endoscopic examination. RESULTS: Of the 16 patients, 13 presented with throat

symptoms (81%), 12 pharyngeal (75%) and seven laryngeal symptoms (44%). Fourteen

patients (88%) had active PV lesions on endoscopic evaluation (eight patients had

active lesions on both pharyngeal and laryngeal mucosa, four had PV lesions only

on laryngeal mucosa and two had PV lesions on pharyngeal mucosa). Laryngeal

lesions were most commonly present in MPV patients. The frequency of nasal

symptoms (38%) was lower than active PV lesions (62%) found on ENT examination.

Oral symptoms and oral active PV lesions were the most frequent findings (94%).

Only three patients with MCPV showed erosions on the external auditory canal.

CONCLUSIONS: As ENT endoscopy allows more extensive areas of mucosa to be

examined than simple visual inspection, we recommend that it be included in the

examination of all patients with PV. By obtaining more complete information

concerning the extent of the disease, a more accurate diagnosis can be made,

better choice of drug and dose may be decided and, ultimately, response to

treatment may be improved.

PMID: 17493073 [PubMed - in process]

38: Leuk Lymphoma. 2007 May;48(5):855-65.

Skin lesions in chronic lymphocytic leukemia.

Robak E, Robak T.

Department of Dermatology and Venereology, Medical University of Lodz. Poland.

Cutaneous lesions occur in up to 25% of patients with chronic lymphocytic

leukemia (CLL). These can be caused by either cutaneous seeding by leukemic cells

(leukemia cutis, LC) and other malignant diseases or nonmalignant disorders. Skin

infiltration with B-lymphocyte CLL manifests as solitary, grouped, or generalized

papules, plaques, nodules, or large tumors. Prognosis in CLL patients with LC is

rather good and many authors claim that it does not significantly affect

patients' survival. However, prognosis is poor in patients in whom LC shows

blastic transformation (Richter's syndrome) and when leukemic infiltrations in

the skin appear after the diagnosis of CLL. Secondary cutaneous malignancies are

also frequent complications in patients with CLL. A higher risk was seen in skin

cancer, for which eightfold higher occurrence has been stated. There are some

suggestions that alkylating agents and purine analogs may be associated with an

increased incidence of secondary malignancies in CLL. Nonspecific, secondary

cutaneous lesions are frequently observed in CLL patients. The most common

secondary cutaneous changes seen in CLL are those of infectious or hemorrhagic

origin. Other secondary lesions present as vasculitis, purpura, generalized

pruritus, exfoliative erythroderma, and paraneoplastic pemphigus. An exaggerated

reaction to an insect bite and insect bite-like reactions have been also

observed.
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[Bullous pemphigoid and acquired hemophilia]

[Article in French]

Soria A, Matichard E, Descamps V, Crickx B.

Service de Dermatologie, UniversitÃ© Paris 7-Denis-Diderot, HÃ´pital Bichat, AP-HP,

Paris.

INTRODUCTION: Acquired hemophilia is a rare disease. Associated pemphigoid is

extremely uncommon. We report a case of acquired hemophilia in the course of this

dermatosis illustrating the severity of the disease. OBSERVATION: An 83 year-old

woman was followed for 3 years for pemphigoid treated with topical

corticosteroids following a recent relapse. She was hospitalized for surgical

treatment of extensive and painful hematoma of the anterior aspect of the right

leg following a fall. Preoperative clotting tests showed an extremely long

cephalin coagulation time (> 2 x normal) not corrected by addition of control

plasma, with a normal prothrombin time, due to acquired hemophilia type A and the

presence of factor VIII inhibitor (17 Bethesda units/ml). The coagulant activity

of factor VIII was reduced by 3%. The patient was treated with recombinant human

factor VII (NovoSeven) and systemic corticosteroids were subsequently

administered at a dose of 1 mg/kg/d to ensure direct action on antibody

production. Seven days later, the patient presented intense abdominal pain and

extension deficit in the right lower limb. An abdominal-pelvic scan revealed

spontaneous hematoma of the right psoas-iliac muscle. Despite replacement therapy

with NovoSeven and oral corticosteroids, worsening of the hematoma occurred,

complicated by hemorrhagic shock, resulting in death. DISCUSSION: Acquired

hemophilia, as revealed by cutaneous-mucosal bleeding, is a rare disease (1 to 4

cases per million subjects) more commonly seen in adults. It is associated with

the presence of antibodies directed against factor VIII. Its complications,

particularly hemorrhagic, are fatal in 15 to 20% of cases. While acquired

hemophilia seems to occur in isolation in one of every two cases, it may be

associated with autoimmune diseases, lymphoproliferative syndromes, solid tumors,

the post-partum period, or use of certain drugs. In dermatology, acquired

hemophilia has been reported in association with pemphigoid (9 cases), in which

case the prognosis is consistently very poor, with pemphigus vulgaris (5 cases),

more recently with acquired epidermolysis bullosa (3 cases), and finally with

mucosal pemphigoid (1 case). CONCLUSION: Given the severity of associated

hemorrhagic accidents, early identification of this clotting disorder is

warranted in order to allow initiation of treatment as soon as possible.
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Detection of autoantibodies to desmoplakin in a patient with oral erythema

multiforme.

Fukiwake N, Moroi Y, Urabe K, Ishii N, Hashimoto T, Furue M.

Department of Dermatology, Kyushu University Hospital Maidashi 3-1-1, Fukuoka,

Japan. norikof@dermatol.med.kyushu-u.ac.jp

Anti-desmoplakin (DP) I and II are detected in patients with paraneoplastic

pemphigus. However, these autoantibodies have also been detected in patients with

other disorders. A 73-year-old woman presented with a 20-year history of erosions

and ulcers of the tongue and oral mucosa. Biopsy specimens of the oral mucosa

showed several necrotic keratinocytes in the mucosal epithelium. The patient's

serum was negative for anti-desmoglein 1 and anti-desmoglein 3 antibodies by

ELISA, although anti-keratinocyte cell surface antibodies were detected by

indirect immunofluorescence. On immunoblotting using protein extracts of normal

human epidermis, the patient's serum was found to contain autoantibodies to 250

kDa and 210 kDa proteins, indicating the presence of autoantibodies to DP I and

II. Based on these results, the diagnosis of erythema multiforme was made. An

immunofluorescence and immunoblotting are crucial for the differential diagnosis

between an erythema multiforme which is positive for anti-DP I and II antibodies

and other autoimmune bullous diseases.
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Suspected polymyxin B-induced pemphigus vulgaris in a dog.

RybnÃ​cek J, Hill PB.

Division of Companion Animal Studies, Department of Clinical Veterinary Science,

University of Bristol, Langford House, Langford, Bristol BS40 5DU, UK.

jan.rybnicek@bristol.ac.uk

A case of pemphigus vulgaris (PV), putatively induced by topical application of

polymyxin B ear drops, is described. A 3-year-old, female Tosa Inu, presented

with acute onset swelling, blistering and ulceration of the pinnae, nostrils,

lips and oral mucous membranes. The dog was depressed, febrile and anorexic. For

7 days prior to the onset of the acute ulcerative disease, polymyxin B ear drops

had been applied to both ears to treat an ear infection. Skin and mucosal

biopsies showed suprabasilar cleft formation and acantholysis, indicative of PV.

The polymyxin B ear drops were discontinued and the dog was treated with

intravenous fluids, systemic and topical antibacterial therapy, and

immunosuppressive therapy comprising prednisone and azathioprine. Complete

remission was noted after 2 weeks, and the immunosuppressive therapy was

discontinued one month later. No clinical signs of PV recurred over a 1 year

follow-up period. As PV does not usually resolve spontaneously, or enter

long-term remission, it was considered that the condition was most likely drug

induced due to the aural application of polymyxin B.
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Factitial pemphigus-like lesions.

Zonuz AT, Treister N, Mehdipour F, Farahani RM, Tubbs RS, Shoja MM.

Department of Oral Medicine, Faculty of Dentistry, Tabriz University of Medical

Sciences, Tabriz, Iran.

The maxillofacial region is rarely subjected to self-inflicted conditions such as

factitious disease. Nasal ulceration, facial emphysema, periorbital ecchymosis,

mandibular subluxation, gingival and mucosal ulceration, dental and salivary

gland pain and glossopharyngeal neuralgia have been reported as possible

manifestations of factitious disease. We report a case of a young woman who

presented with unilateral bullous and ulcerative oral and erythematous facial

lesions that were initially diagnosed as pemphigus vulgaris but was later

determined to be secondary to self-inflicted injuries. To the best of the authors

knowledge, this clinical scenario has not been previously reported in the context

of a factitious disease and, therefore, may be considered in the differential

diagnosis of oral vesiculobullous disorders.
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Retroperitoneal Castleman's tumor and paraneoplastic pemphigus: report of a case

and review of the literature.

Menenakos C, Braumann C, Hartmann J, Jacobi CA.

Department of General, Visceral, Vascular and Thoracic Surgery,

Universitaetsmedizin Berlin, CharitÃ© Campus Mitte, Berlin, Germany.

menenakos@hotmail.com.

ABSTRACT: BACKGROUND: Castleman's disease is a rare lymphoproliferative syndrome.

Its etiology and pathogenesis are unclear. The disease can be occasionally

associated with a paraneoplastic pemphigus (PNP), an autoimmune mucocutaneous

disorder commonly seen in neoplasms of lymphocytic origin. CASE PRESENTATION: We

present a case of a 63-year old male patient who was referred for surgical

treatment of a lately diagnosed retroperitoneal pelvic mass. The patient had been

already treated for two years due to progressive diffuse cutaneous lesions

histologically consistent with lichen ruber verucosus and pemphigus vulgaris.

Intraoperatively a highly vascularized solid mass occupying the small pelvis was

resected after meticulous vascular ligation and hemostasis. After surgery and

following immunosuppressive treatment a clear remission of the skin lesions was

observed. CONCLUSION: Castleman's tumor should be always suspected when a

retroperitoneal mass is combined with PNP. In a review of the literature we found

37 additional cases. Complete surgical resection of the tumor can be curative in

most of the cases.
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Generalized erythrodermic pemphigus foliaceus in a child and its successful

response to rituximab treatment.

Connelly EA, Aber C, Kleiner G, Nousari C, Charles C, Schachner LA.

Department of Dermatology and Cutaneous Surgery, Division of Pediatric

Dermatology, University of Miami Miller School of Medicine, Miami, Florida 33125,

USA.

Pemphigus foliaceus is an autoimmune disease that clinically manifests with

cutaneous blisters of the superficial skin. The nonendemic or sporadic form of

this entity is rare in children and typically presents with a milder, more

localized rash that usually follows a benign course of short duration. We

describe an affected patient atypical in both her young age and the severity of

skin findings. Our patient presented with a full body exfoliative erythroderma at

21 months of age. After an extensive work-up to determine the etiology of her

exfoliative erythroderma, direct and indirect immunofluorescence studies

confirmed the diagnosis of pemphigus foliaceus. Rituximab therapy was initiated

based on the patient's refractory disease course to multiple immunosuppressive

agents. Rituximab is a therapeutic monoclonal antibody targeting CD20, an

integral membrane protein highly expressed on the surface of pre-B lymphocytes

and activated mature B lymphocytes. The patient's skin exhibited marked clinical

improvement after the start of rituximab infusions over 12 weeks. Her initial

desmoglein 1 antibody level was greater than 1:1280, which decreased to 1:16

after seven rituximab treatments. She has had no skin flares since initiating

treatment with rituximab therapy. Based on this clinical and serologic response,

the use of rituximab may be helpful in the treatment of pediatric pemphigus

foliaceus refractory to mainstays of therapy.
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Treatment of refractory pemphigus with the anti-CD20 monoclonal antibody

(rituximab).

Marzano AV, Fanoni D, Venegoni L, Berti E, Caputo R.

Institute of Dermatological Sciences, University of Milan, IRCCS Ospedale

Maggiore Policlinico, Mangiagalli and Regina Elena of Milan, Milan, Italy.

BACKGROUND: Pemphigus is a severe blistering disorder caused by autoantibodies to

desmogleins 1 and 3. Because some patients with pemphigus never enter into

remission, new immunosuppressants are warranted. Rituximab is a chimeric

monoclonal antibody binding to the CD20 antigen on B cells, which proved to be

effective in recalcitrant pemphigus. OBJECTIVES: To evaluate the efficacy and

safety of rituximab in refractory pemphigus and to investigate its effects on the

autoantibody profile. PATIENTS AND METHODS: Six patients with recalcitrant

pemphigus were treated. Rituximab was administered intravenously at a dosage of

375 mg/m2 body surface once weekly for 4 weeks. RESULTS: Three pemphigus

foliaceus patients and 1 with mucocutaneous pemphigus vulgaris (PV) showed

complete response over a follow-up period of up to 18 months. In one oral PV,

control of the disease was achieved using pulse therapy with cyclophosphamide

following rituximab withdrawal. In one PV with vegetating features, good

improvement was obtained after 6 rituximab infusions. All patients tolerated the

treatment well. Anti-desmoglein autoantibodies significantly decreased only in

pemphigus foliaceus. CONCLUSIONS: This study highlights that rituximab is a

valuable drug for refractory pemphigus, although the response of mucous membranes

and cutaneous folds may be delayed. 2007 S. Karger AG, Basel
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Rituximab (anti-CD20 monoclonal antibody)--ultimate or first choice in pemphigus?

Hertl M, Eming R, Borradori L.
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Prolonged remission of pemphigus induced by dexamethasone-cyclophosphamide pulse

therapy.
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Pemphigus vulgaris: recent advances in our understanding of its pathogenesis.

Femiano F.

Department of Odontostomatology, Orthodontics and Oral Surgery, Faculty of

Medicine and Surgery, Second University of Naples, Naples, Italy.

Pemphigus, a group of bullous diseases affecting the oral mucosa and the skin, is

caused by antibody-mediated autoimmune reaction to desmogleins (Dsg), desmosomal

transmembrane glycoproteins, leading to acantholysis. Pemphigus is classified

into pemphigus vulgaris (PV), with suprabasal acantholysis, and pemphigus

foliaceus (PF), with acantholysis in the more superficial epidermis. Pemphigus

vulgaris is characterized by IgG autoantibodies against desmoglein 3 (Dsg 3),

whereas the target of PF is Dsg1, although about 50% of PV patients also have

Dsg1 autoantibodies. The clinical phenotype appears to be determined by the

distribution of Dsg1 and Dsg3. PV patients with oral mucosal lesions have

predominantly Dsg3 autoantibodies. Lesion distribution is related to the location

of the antigen (Dgs 3 and/or Dgs 1) in the epithelium and specific autoantibody

production. Coexpression of Dsg 1 and Dsg 3 in keratinocytes protects against

blister formations in the presence of antibodies against only one of the two

desmogleins. Recent molecular studies have shown that acantholysis can occur also

in the presence of antibodies against 9a nicotinic acetylcholine receptor (AChR).

Cholinergic agonists can protect keratinocyte monolayers against anti-Dsg

antibody-induced acantholysis and reverse acantholysis produced by PV IgGs.
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A novel method to investigate pemphigus-induced keratinocyte dysmorphisms through

living cell immunofluorescence microscopy.

Cirillo N, Femiano F, Dell'ermo A, Arnese P, Gombos F, Lanza A.

Regional Center on Craniofacial Malformations-MRI, First School of Medicine and

Surgery, II University of Naples, 80138, Naples, Italy.

Pemphigus vulgaris (PV) blistering occurs as a result of the disruption of

intercellular contacts among keratinocytes, or acantholysis. The hallmark of PV

acantholysis in vitro is considered to be the retraction of keratin intermediate

filaments (KIF) onto the nucleus, which parallels with loss of cell-cell adhesion

and rounding up of keratinocytes. However, the fine morphological changes of

keratinocytes as well as the fate of cell adhesion structures cannot be

appreciated on immunofluorescence by the simple cytokeratin staining. In this

paper, we show that acantholytic dysmorphisms are sharply investigated by using

PV IgG as a primary antibody on metabolically quiescent living cells. Indeed, PV

IgG recognise a wide spectrum of molecules and enabled us to monitor the main

changes occurring in acantholytic keratinocytes, including cell shrinkage with

the appearance of prickle-like processes, detachment of keratinocytes from one

another and collapse of cytoskeleton-bound proteins along nuclear periphery. This

method has wider applications as it could be useful for staining cell periphery

of keratinocytes and changes in cell shape. Furthermore, images displayed clear

and sharp contours because living cell microscopy allows to avoid antigen

distortion due to cell manipulation, which usually precedes the immunolabelling.
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Cutaneous pemphigus vulgaris.
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Pemphigus herpetiformis associated with prostate cancer.
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Hematopoietic stem cell transplantation in autoimmune diseases: the ahmedabad

experience.

Vanikar AV, Modi PR, Patel RD, Kanodia KV, Shah VR, Trivedi VB, Trivedi HL.

Department of Pathology, Laboratory Medicine, Transfusion Services and

Immunohematology, Smt Gulabben Rasiklal Doshi and Smt Kamlaben Mafatlal Mehta

Institute of Kidney Diseases and Research Center, Ahmedabad, Gujarat, India.

INTRODUCTION: Autoimmune disease represents a (AD) breakdown of natural tolerance

against autoreactive antigens leading to a high mortality and morbidity. The

reaction is usually polyclonal; T- and B-cell components of the hematopoietic

system are responsible for disease progression. Allogeneic/autologous

hematopoietic stem cell transplantation (HSCT) are the current modalities for

treating drug-resistant AD. PATIENTS AND METHODS: We present a single-center

retrospective evaluation of allogeneic HSCT with nonmyeloablative, low-intensity

conditioning in nine patients (five males, four females) with pemphigus vulgaris

(PV) and 27 patients with systemic lupus erythematosus (SLE; 3 males, 24

females). The mean follow-up period was 4.24 years for PV and 4.9 years for SLE.

Cytokine-mobilized HSC from unmatched related donors, with mean dose of 21.3 x

10(8) nucleated cells/kg body weight (BW; mean CD34(+) count, 6 x 10(6)/kg BW)

was administered in to the thymus as well as the portal and peripheral

circulations of recipients. Cyclosporine (4 +/- 1 mg/kg BW per day) and

prednisolone (10 mg/kg BW per day) were administered for 6 months to protect

mixed chimerism. A subset of patients with cross-gender donors were analyzed for

peripheral blood chimerism at 1 month post-HSCT and every 3 months thereafter.

RESULTS: Sustained clinical remission with peripheral lymphohematopoietic

chimerism of 0.7 +/- 0.3% was observed in PV, whereas SLE relapsed after mean of

7.35 months of disease-free interval associated with fall in chimerism from 5 +/-

3% to < or =0.08 +/- 0.03%. CONCLUSION: HSCT was effective to achieve early

clinical remission of PV; and in SLE relapsed after a 7.35-month disease-free

interval accompanied by a fall in mixed lymphohematopoietic chimerism.
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Dissecting the anti-desmoglein autoreactive B cell repertoire in pemphigus

vulgaris patients.

Qian Y, Diaz LA, Ye J, Clarke SH.

Department of Dermatology, University of North Carolina, Chapel Hill, NC 27599,

USA.

Pemphigus vulgaris (PV) encompasses two clinical phenotypes, one producing

mucosal blisters and the other mucosal and skin lesions (mcPV). The mucosal

blister-producing PV variant is characterized by autoantibodies against

desmoglein (Dsg)3, whereas mucosal and skin lesion-producing PV is characterized

by autoantibodies to Dsg3 and Dsg1. The present study was aimed at disclosing the

diversity and clonality of the anti-Dsg3 response, as well as whether anti-Dsg3 B

cells are Ag selected. Human-mouse heterohybridomas were generated by fusion of

EBV-transformed or freshly isolated PBLs from six PV patients with mouse myeloma

cells. A total of 73 anti-Dsg hybridomas (47 IgM and 26 IgG) were isolated. Over

90% are specific for both Dsg1 and Dsg3 indicating extensive cross-reactivity

between these responses. V(H) gene segment use by IgM hybridomas is diverse, but

is restricted among IgG hybridomas, where the majority uses one of two V(H)

genes. V(L) gene segment use was diverse even among IgG hybridomas suggesting

that the V(L) is less critical to defining desmoglein specificity. Additionally,

the IgG hybridomas were extensively mutated and the distribution and nature of

the mutations suggested that they had been Ag selected. We conclude that the

potentially pathogenic IgG anti-Dsg response is restricted in V(H) use, is

somatically mutated, and is Ag selected.
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Epidemiologic survey of pemphigus vulgaris with oral manifestations in northern

Greece: retrospective study of 129 patients.

Michailidou EZ, Belazi MA, Markopoulos AK, Tsatsos MI, Mourellou ON, Antoniades

DZ.

Department of Oral Medicine and Maxillofacial Pathology, Aristotle University of

Thessaloniki, State Hospital of Skin and Venereal Diseases, Thessaloniki, Greece.

OBJECTIVE: To evaluate the epidemiology of pemphigus vulgaris (PV) in a Greek

population and to compare it with other countries. MATERIALS AND METHODS: A

retrospective study was conducted based on the records of 129 patients (41 males

and 88 females) with PV who visited the Department of the Oral Medicine and

Maxillofacial Pathology, Aristotle University of Thessaloniki, Greece and the

State Hospital for Skin and Venereal Diseases of Thessaloniki, Greece, between

1985 and 2004. A group of 73 individuals was used as controls. RESULTS: The

average annual incidence was found to be eight patients per year. The male to

female ratio was 1 : 2.25. The difference in the age of onset between the two

genders was statistically significant in marginal levels (P = 0.05). In addition,

86.1% of the patients showed oral lesions only, 13.3% oral and skin lesions and

1.3% manifested oral, skin, and ocular lesions. Twenty-eight of the 88 females

were in the premenopausal period-of-life. Additionally, 19 males were farmers who

had daily contact with organophosphoric pesticides. Co-existing pathologic

conditions were present in 75 of the 129 patients, and of these 75 patients six

(8%) were diabetics, 15 (20%) presented with hypertension, two (2.6%) faced

problems from their thyroid gland, and 10 (13.3%) of the patients complained of

allergic reactions. CONCLUSIONS: The results of this study demonstrated a

relatively high incidence of PV in northern Greece compared with that in other

countries. The disease most frequently occurred in the sixth decade-of-life and

the majority of the patients manifested oral lesions. Further epidemiological

studies are needed to elucidate whether this region is constituted from

population groups with high susceptibility to PV.
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Keratin intermediate filament retraction is linked to plakoglobin-dependent

signaling in pemphigus vulgaris.

MÃ¼ller EJ, Hunziker T, Suter MM.
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Pemphigus vulgaris presenting in a radiation portal.

Robbins AC, Lazarova Z, Janson MM, Fairley JA.

Department of Dermatology, Medical College of Wisconsin, Milwaukee, USA.

We report a case of mucocutaneous pemphigus vulgaris in a patient with squamous

cell carcinoma of the lung. The cutaneous involvement was limited to the skin

within his therapeutic radiation portal. The diagnosis of pemphigus vulgaris was

confirmed by histopathology and immunologic studies. Direct immunofluorescence

demonstrated IgG and C3 in the intercellular spaces and indirect

immunofluorescence was positive on monkey esophagus at a titer of 1:160.

Enzyme-linked immunosorbent assay of the patient's serum detected autoantibodies

only to desmoglein (Dsg)3, with no reactivity to Dsg1. Immunomapping of

perilesional skin from the irradiated field illustrated decreased Dsg1 expression

compared with a control sample from an area that was not exposed to radiation.

This case provides support for the Dsg compensation hypothesis and may also

suggest a mechanism by which irradiation may induce skin lesions.
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A novel case of IgA paraneoplastic pemphigus associated with chronic lymphocytic

leukemia.

Taintor AR, Leiferman KM, Hashimoto T, Ishii N, Zone JJ, Hull CM.

Department of Dermatology, University of Utah School of Medicine, Salt Lake City,

UT 84132, USA.

Paraneoplastic pemphigus is an autoimmune vesiculobullous and erosive

mucocutaneous disease associated with an underlying malignancy. Reported

malignancies include chronic lymphocytic leukemia, non-Hodgkin's lymphoma,

Castleman's disease, sarcomas, and rarely solid tumors. Patients with

paraneoplastic pemphigus develop characteristic IgG autoantibodies against

several antigens including members of the plakin family, bullous pemphigoid

antigen 1, and desmosomal proteins. IgA pemphigus is another recently

characterized immunobullous disease that presents as a vesiculopustular eruption

with neutrophilic infiltration and epidermal acantholysis. Mucous membrane

involvement is rare. We report what is to our knowledge a unique case with

features of both IgA pemphigus and paraneoplastic pemphigus associated with

chronic lymphocytic leukemia.
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Intraperitoneal injection of pemphigus vulgaris-IgG into mouse depletes epidermal

keratinocytes of desmoglein 3 associated with generation of acantholysis.

Shu E, Yamamoto Y, Aoyama Y, Kitajima Y.

Department of Dermatology, Gifu University School of Medicine, Yanagido1-1, Gifu

City, Japan, tigger_is_funny@hotmail.com.

Pemphigus vulgaris is an autoimmune blistering disease caused by antibodies

against desmoglein (Dsg) 3. We previously reported that pemphigus vulgaris

(PV)-IgG caused the formation of Dsg3-depleted desmosomes in normal human

cultured keratinocytes and DJM-1, a human squamous cell carcinoma cell line. In

the present study, we injected PV-IgG and normal human IgG into neonatal mice and

examined the quantities of Dsg3 in the mouse skin. We showed that injection of

PV-IgG into neonatal mice caused suprabasal blister formation and approximately

30% reduction of Dsg3 in mouse epidermal keratinocytes, compared to mice injected

with normal human IgG. In addition, we showed that the quantity of Dsg3 in the

skin of patients with PV did decrease, as compared to that in healthy volunteers.

Our data suggests the reduction of Dsg3 might be relevant to blister formation.

These results also suggest that even a partial depletion of Dsg3 may contribute

to blistering in PV patients.
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Anti-desmoglein 3 (Dsg3) monoclonal antibodies deplete desmosomes of Dsg3 and

differ in their Dsg3-depleting activities related to pathogenicity.

Yamamoto Y, Aoyama Y, Shu E, Tsunoda K, Amagai M, Kitajima Y.

Department of Dermatology, Gifu University School of Medicine, Gifu City

501-1194, Japan.

Pemphigus vulgaris (PV) is an autoimmune blistering disease, characterized by the

loss of cell-cell adhesion between epidermal keratinocytes and the presence of

autoantibody against desmoglein 3 (Dsg3), which provides adhesive integrity to

desmosomes between adjacent keratinocytes. We have previously shown that PV-IgG

purified from patients depletes desmosomes of Dsg3. However, PV-IgG contains not

only antibodies against a variety of different epitopes of Dsg3 but also against

other unknown antigens. Therefore, we examined whether the Dsg3-depleting

activity of PV-IgG is generated specifically by anti-Dsg3 activity in a human

squamous cell carcinoma cell line (DJM-1) and normal human keratinocytes by using

four different pathogenic and nonpathogenic monoclonal antibodies against Dsg3.

We demonstrate that these monoclonal antibodies deplete cells and desmosomes of

Dsg3, as PV-IgG does. Individual monoclonal anti-Dsg3 antibodies display

characteristic limits to their Dsg3-depleting activity, which correlates with

their pathogenic activities. In combination, these antibodies exert a cumulative

or synergistic effect, which may explain the potent Dsg3-depleting capability of

PV-IgG, which is polyclonal. Finally, although Dsg3-depletion activity correlated

with AK-monoclonal antibody pathogenicity in mouse models, the residual level of

Dsg3, when below approximately 50%, does not correlate with the adhesive strength

index in the present study. This may suggest that although the Dsg3 depletion is

not indicative for adhesive strength, the level of Dsg3 can be used as a read-out

of pathogenic changes within the cell and that the Dsg3 depletion from desmosomes

plays an important role in skin fragility or susceptibility to blister formation

in PV patients.
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Efficacy and safety of cyclophosphamide, azathioprine, and cyclosporine

(ciclosporin) as adjuvant drugs in pemphigus vulgaris.

Olszewska M, Kolacinska-Strasz Z, Sulej J, Labecka H, Cwikla J, Natorska U,

Blaszczyk M.

Department of Dermatology, Warsaw Medical School, Warsaw, Poland.
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BACKGROUND: Pemphigus vulgaris is a potentially life-threatening, autoimmune

bullous disease of the skin and mucous membranes. Most commonly, the disease is

treated with prednisone in combination with an immunosuppressant agent,

frequently referred to as adjuvant drug. However, there is no consensus regarding

the first-choice adjuvant drug for the treatment of pemphigus vulgaris or the

recommended dosage. OBJECTIVE: To evaluate the efficacy and safety of prednisone

as monotherapy and in combination with the three most popular adjuvant agents -

azathioprine, cyclosporine (ciclosporin), and cyclophosphamide - in the treatment

of pemphigus vulgaris. METHODS: This was a retrospective study with a follow-up

of 7-21 years. The study was conducted in an academic hospital with an outpatient

division for patients with bullous diseases. A total of 101 patients with

moderate-to-severe mucocutaneous pemphigus vulgaris were included in the study.

For assessment of disease severity a 'pemphigus score,' based on the percentage

of involved skin or oral mucous membranes, was developed. At treatment initiation

the average pemphigus score was comparable in all treated groups of patients.

Four treatment regimens were evaluated: oral prednisone at an initial dose of

100mg (1.1-1.5 mg/kg) per day as monotherapy, and prednisone combined with

adjuvant drugs, i.e. oral azathioprine at a dose of 100mg (1.1-1.5 mg/kg) per

day; cyclosporine (ciclosporin) at a dose of 2.5-3 mg/kg/day; or cyclophosphamide

at a dose of 100mg (1.1-1.5 mg/kg) per day. The main outcome measures were

average time to clinical remission, average time to immunologic remission

(non-detectable circulating pemphigus vulgaris antibodies), proportion of

patients who remained free of clinical relapse within 5 years after

discontinuation of therapy, time from treatment discontinuation until first

relapse, and incidence of adverse effects. RESULTS: The average (+/- SD) time to

clinical remission was 7.2 +/- 13.1 months in patients who received prednisone

monotherapy, 6.8 +/- 10.5 months in patients receiving additional azathioprine,

8.1 +/- 11.8 months in the cyclosporine group, and 4.9 +/- 6.9 months (which was

significantly shorter than all other treatment groups, p < 0.05) in patients

receiving cyclophosphamide. The average (+/- SD) times to immunologic remission

were 33 +/- 27 months, 28 +/- 24 months, 30 +/- 21 months, and 23 +/- 17 months

for prednisone monotherapy, azathioprine, cyclosporine, and cyclophosphamide,

respectively. The proportions of patients who remained free of clinical relapse

within 5 years after discontinuation of therapy were 55%, 50%, 43%, and 69% for

prednisone monotherapy, azathioprine, cyclosporine, and cyclophosphamide,

respectively. In patents who experienced relapse, the average (+/- SD) time from

treatment discontinuation to clinical relapse was 10.50 +/- 6.86 months in

patients receiving prednisone monotherapy, 16.40 +/- 17.36 months in the

azathioprine group, 12.44 +/- 6.48 months in the cyclosporine group, and 21.16

+/- 20.13 months in the cyclophosphamide group. The safety profiles of all

treatment regimens were comparable. CONCLUSION: Oral prednisone with

cyclophosphamide is the most effective treatment for pemphigus vulgaris. All

therapy regimens had a similar safety profile. In our opinion, cyclophosphamide

at a dose of 1.1-1.5 mg/kg/day should be the adjuvant drug of choice in the

treatment of moderate-to-severe pemphigus vulgaris.
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[Laryngeal pemphigus]
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The pemphigus vulgaris is a serious bullous disease of the adult. The

pharyngolaryngeal localization has rarely been described. The oral and genital

localizations are often inaugural. We report the case of a 45 year old female who

presented a laryngeal pemphigus which evolved during several years before its

cure. The bullous dermatosis are serious affections capable of being stressfull

to life. Their diagnosis and treatment must be done quickly. The discovery of

painful pharyngolaryngeal lesions, erosive or bullous, must lead to a biopsy with

immunofluorescence histological examination in order to diagnose the pemphigus

vulgaris and conduct quickly the treatment.
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Targeting pemphigus autoantibodies through their heavy-chain variable region

genes.

Payne AS, Siegel DL, Stanley JR.

Department of Dermatology, University of Pennsylvania, Philadelphia, Pennsylvania

19104, USA. paynea@mail.med.upenn.edu

Pemphigus vulgaris (PV) is a potentially fatal blistering disease characterized

by autoantibodies against cell surface adhesion proteins desmoglein (Dsg) 3 and

Dsg1. Previous studies using phage display to clone Dsg-reactive monoclonal

antibodies from a PV patient demonstrated that a limited number of antibody

variable region genes encode the autoantibody repertoire, with different genes

for pathogenic and non-pathogenic mAbs. Here, we investigated the feasibility of

specific autoantibody targeting in pemphigus. We produced rabbit anti-idiotypic

antibodies against two pathogenic and two non-pathogenic PV mAbs. Antisera

inhibited binding of the immunizing mAb to Dsgs by ELISA as well as pathogenicity

against cultured human keratinocytes. Antisera also inhibited other mAbs using

the same variable region heavy chain (V(H)) genes, despite different light chains

or somatic mutations. Additionally, peptide phage display identified peptide

sequences that bound PV mAbs in a V(H)-specific manner. To evaluate the

therapeutic potential of V(H) gene-targeted reagents, preimmune sera and antisera

were used to adsorb pathogenic antibodies from PV sera. Pooled antisera

significantly reduced pathogenic activity from the original PV patient's serum

and bound pathogenic antibodies from two other PV sera, suggesting shared

autoantibody V(H) gene usage among PV patients. Together, these data suggest

novel V(H) gene-targeted approaches toward PV treatment.
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HLA-DRB1*0402 haplotypes without DQB1*0302 in Venezuelan patients with pemphigus

vulgaris.

SÃ¡enz-Cantele AM, FernÃ¡ndez-Mestre M, Montagnani S, Calebotta A, Balbas O,

Layrisse Z.

Facultad de Medicina, Hospital Universitario de Caracas, Universidad Central de

Venezuela, Caracas, Venezuela.

The two basic forms of autoimmune intraepidermal blistering diseases, pemphigus

vulgaris (PV) and pemphigus foliaceus (PF), affect different layers of the skin,

have different symptoms and target different antigens. We have defined human

leukocyte antigen (HLA)-DRB1-DQB1 alleles and haplotypes in a case-control study

of 66 non-Jewish patients attending a public reference Hospital over the past 10

years. The control group consisted of 101 matched individuals tested also by

medium to high-resolution polymerase chain reaction-sequence-specific

oligonucleotide with primers and probes from the 12th and 13th International

Histocompatibility Workshop. Patients and controls were descendants of

three-generation individuals born in the country. Among the patients, 49 had PV,

50% showed predominantly mucosal involvement, 50% showed predominantly the

cutaneous clinical phenotype and 17 had PF. Statistically significant HLA-DR

frequency differences between patients with PV and controls were found only for

DRB1*0402 and DRB1*1401 [odds ratio (OR) = 27.22, confidence interval (CI)

94.7-7.82, P= 1.1 x 10(-14) and OR = 46.56, CI 801.4-2.70 P= 7.5 x 10(-6),

respectively]. Both alleles were also increased in the patients with PF compared

with the controls (OR = 7.0, P= 0.038 and OR = 21.64, P= 0.009, respectively),

but the significance of the difference did not resist Bonferroni correction.

Haplotype analysis showed that DRB1*0402 was always present with DQB1*0302 and

DRB1*1401 with DQB1*0503, but no independent effect of the DQB1*0302 in the

former haplotype was evident. Our results support the hypothesis that the

DRB1*0402 without DQB1*0302 is the most relevant HLA-DRB1 allele responsible for

the pathogenesis of pemphigus in Venezuelan patients with PV and discard the

DQB1*0302 influence observed in other populations.
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Pemphigus vulgaris immunoglobulin G can recognize a 130 000 MW antigen other than

desmoglein 3 on peripheral blood mononuclear cell surface.

Cirillo N, Gombos F, Lanza A.

Regional Center on Craniofacial Malformations-MRI, Department of

Ondontostomatology, II University of Naples, Naples, Italy. cirillo.sun@libero.it

Pemphigus vulgaris (PV) is considered to be an autoimmune disease affecting skin

and mucous membranes. Traditionally, PV autoantibodies are thought to recognize

antigens located in the intercellular substance (ICS) of keratinocytes; antigens

represented mainly by the desmosomal cadherin desmoglein 3 (Dsg3). Accordingly,

titres of anti-ICS and anti-Dsg3 immunoglobulin G (IgG) are considered to be

major laboratory criteria when making a diagnosis of PV. In this paper, we

demonstrated for the first time that PV IgG bind antigen(s) expressed on the

surface of peripheral blood mononuclear cells (PBMC), as revealed by

immunofluorescence studies. This novel autoantigen is immunoprecipitated by PV

IgG as a 130 000 molecular weight protein. However, Western blot analysis of the

immunocomplexes failed to show reactivity with anti-Dsg3 monoclonal and

polyclonal antibodies. Taken together, our data provide strong evidence that PV

autoimmunity targets a 130 000 antigen other than Dsg3 on PBMC. This shifting

from epidermis to blood cells may open new perspectives for a better

understanding of pemphigus autoimmunity and more rational approaches to its

treatment.
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Searching for experimental models of Pemphigus vulgaris.

Cirillo N, Gombos F, Ruocco V, Lanza A.
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The current knowledge on Pemphigus vulgaris (PV) pathophysiology suggests that

blister formation relies on both PV IgG and non-IgG serum factors activity. PV

autoimmunity seems to develop against both desmoglein 1/3 and acetylcholine

receptors leading to transduction of signals to the cell mediated by

phosphorilation events. Serum factors other than IgG also participate to PV

acantholysis through apoptotic or cytokine-mediated mechanisms. Apart from the

role played by each actor within the acantholysis, however, the current scenario

arises important methodological issues. For example, the use of PV IgG or

monoclonal anti-Dsg3 antibodies to experimentally reproduce the disease appears

inadequate, as it does not take into account the role of non-IgG factors. On the

basis of the above observations and those from our laboratories, here we propose

that using whole sera from PV patients with active disease represents the most

faithful manner to mimic the disease.

PMID: 17377799 [PubMed - in process]

67: Dermatology. 2007;214(3):231-9.

Concurrence of systemic lupus erythematosus and pemphigus: coincidence or

correlation?

Malik M, Ahmed AR.

Department of Medicine, New England Baptist Hospital, Boston, MA 02120, USA.

BACKGROUND: Pemphigus and systemic lupus erythematosus (SLE) have previously been

reported to coexist in the same patient. However, the relationship between the 2

diseases has not been elucidated. OBJECTIVE: This review was conducted to examine

the relationship between pemphigus and SLE when they occur together in the same

patient. METHODS: We conducted a retrospective review of the literature to

identify previously reported cases of pemphigus and SLE coexisting in the same

patient. The temporal relationship, clinical course, response to therapy and

effects of 1 disease on the other were examined. RESULTS: Eight patients with a

dual diagnosis of pemphigus and SLE have been previously reported. Most were

female and non-Caucasian, with a mean age of 41 years. In the 8 patients reviewed

here clinical outcomes, organ system involvement and demographic profiles are

more typical of SLE. Seven of these 8 patients had pemphigus vulgaris, and 1 had

pemphigus erythematosus. The limited follow-up did not permit studying issues of

disease interaction. An additional 17 patients with pemphigus have been reported

who have features suggestive of SLE. Organ system involvement in these patients

was less typical of SLE. CONCLUSION: It appears that a true dual diagnosis of

pemphigus and SLE is less common than suggested by the literature. Comparing

patients with only pemphigus or only SLE to those with both may provide insights

into genetic predisposition and pathogenesis, and provide an opportunity to study

the effects of drugs that influence their course. Copyright (c) 2007 S. Karger

AG, Basel.
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CD4+CD25high regulatory T cells are markedly decreased in blood of patients with

pemphigus vulgaris.

Sugiyama H, Matsue H, Nagasaka A, Nakamura Y, Tsukamoto K, Shibagaki N, Kawamura

T, Kitamura R, Ando N, Shimada S.
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BACKGROUND: It remains to be determined whether pemphigus vulgaris (PV), an

autoimmune blistering disease, has a reduction and/or dysfunction of

CD4(+)CD25(high) regulatory T (Treg) cells. OBJECTIVES: To evaluate the frequency

and phenotypes of Treg cells in blood of patients with PV. METHODS: Peripheral

blood mononuclear cells were prepared from PV patients as well as normal and

disease control volunteers, and the frequency and phenotypes of Treg cells were

determined by flow cytometry. CD4(+)CD25(+) and CD4(+)CD25(-) T cells isolated

from peripheral blood mononuclear cells of PV patients and normal controls were

subjected to real-time semiquantitative RT-PCR for the expression of Foxp3 gene.

RESULTS: The proportion of Treg cells in all PV patients was severely reduced,

approximately ten times less than controls. These observations were further

confirmed by both diminished gene and protein expression of Foxp3 in the

CD4(+)CD25(+) T cell population in PV patients. CONCLUSIONS: Numerical impairment

of Treg cells may be involved in the pathogenesis of PV. Copyright (c) 2007 S.

Karger AG, Basel.
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Kaposi's sarcoma and pemphigus.

Pantanowitz L, Dezube BJ.
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Case reports: nodular vasculitis responsive to mycophenolate mofetil.

Taverna JA, Radfar A, Pentland A, Poggioli G, Demierre MF.

Skin Oncology Fellow, Skin Oncology Program, Department of Dermatology, Boston

University School of Medicine, MA 02118, USA.

Mycophenolate mofetil is commonly used as a steroid-sparing agent effective in

the management of erythema nodosum, idiopathic nodular panniculitis

(Pfiefer-Weber-Christian disease), bullous pemphigoid, pemphigus vulgaris, and

psoriasis. We report a case of nodular vasculitis responsive to mycophenolate

mofetil. The clinical presentation, etiology, and management options for nodular

vasculitis are discussed.
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High-dose intravenous immunoglobulins for the treatment of autoimmune

mucocutaneous blistering diseases: evaluation of its use in 19 cases.

Segura S, Iranzo P, MartÃ​nez-de Pablo I, MascarÃ³ JM, Alsina M, Herrero J, Herrero

C.

Department of Dermatology, Hospital Clinic, Barcelona, Spain.

BACKGROUND: The mainstay of therapy of autoimmune mucocutaneous blistering

diseases has been prolonged high-dose systemic corticosteroids and

immunosuppressive agents. Recently, high-dose intravenous immunoglobulin (IVIg)

has been employed in selected cases, with excellent results in most of them.

OBJECTIVE: We sought to evaluate the outcome of the use of IVIg in patients with

autoimmune mucocutaneous blistering diseases refractory to conventional therapy

or with contraindications for it. METHODS: We performed a retrospective analysis

of clinical response to monthly cycles of IVIg in 19 patients affected with

autoimmune mucocutaneous blistering diseases: 10 patients with pemphigus vulgaris

(PV), 2 with pemphigus foliaceus (PF), 4 with mucous membrane pemphigoid (MMP), 2

with epidermolysis bullosa acquisita, and one with linear IgA bullous dermatosis.

RESULTS: Four (21%) of 19 cases presented a complete response (2 PV, 1 MMP and 1

epidermolysis bullosa acquisita). Five (26%) patients did not respond to the

treatment (3 PV, 1 PF, 1 MMP). Ten patients (53%) had a partial response.

LIMITATIONS: This was a retrospective noncontrolled study with a heterogeneous

group of patients. CONCLUSION: The effectiveness of IVIg was inferior to that

previously reported. This difference could be attributed to the preparations

employed, the different severity of the disease, or individual responses in each

patient dependent on Fc receptor gamma polymorphisms.
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Pemphigus and associated environmental factors: a case-control study.

Valikhani M, Kavusi S, Chams-Davatchi C, Daneshpazhooh M, Barzegari M, Ghiasi M,

Abedini R.
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BACKGROUND: Recent reports have revealed the relatively high incidence of

pemphigus in Iran. Occupational exposure and personal habits have been suggested

to play a role in the aetiopathogenesis of this life-threatening disease. AIM: In

order to analyse the association of environmental factors with pemphigus, we

conducted a case-control study to evaluate the possible role of smoking,

pesticide exposure and hormonal factors in Iran. METHODS: This study was

conducted in Iran using a structured questionnaire. Questions included

information on patients' smoking habits, occupational exposure to pesticides, use

of oral contraception (OC) and number of pregnancies. RESULTS: We enrolled 210

patients with pemphigus and 205 control subjects. Fewer of patients with

pemphigus (17.1%) reported a current or past history of smoking, which was

statistically different from the control group (27.3% smokers). The duration of

smoking and the number of cigarettes smoked daily was also significantly lower in

patients. Although OC use was significantly higher in women with pemphigus, the

mean number of pregnancies was not different between the two groups. Occupational

exposure to pesticides was significantly higher in patients with pemphigus

(14.8%) than in controls (5.4%); patients with pemphigus were exposed to

pesticides three times more often than were healthy subjects. CONCLUSION: As a

positive history of smoking was lower in patients with pemphigus compared with

healthy subjects, it seems that smoking is a protective factor in pemphigus. This

should encourage further investigations, searching for novel therapies. If

pesticides and OC are confirmed as triggering factors, their cessation might

reduce the need for pharmacological therapy.
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Rituximab in the adjuvant treatment of pemphigus vulgaris: a prospective

open-label pilot study in five patients.

Goh MS, McCormack C, Dinh HV, Welsh B, Foley P, Prince HM.
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BACKGROUND: Rituximab is a monoclonal antibody directed against the CD20 antigen

expressed on B lymphocytes. There are reports of its efficacy in the treatment of

autoimmune diseases, including pemphigus. OBJECTIVES: Prospectively to evaluate

the efficacy of rituximab as adjuvant treatment for pemphigus vulgaris (PV).

METHODS: Patients with PV were treated with intravenous rituximab (375 mg m(-2))

weekly for 4 weeks in this prospective open-label pilot study. Other concurrent

immunosuppression was continued. RESULTS: Of five patients, one achieved complete

remission and was able to cease all medication, while two achieved clearance of

clinical lesions but continued on systemic therapy. Two patients had progressive

disease. Time to response was 2-8 months, with a 13- to 18-month response

duration. Response was associated with reduction in serum antiepithelial

antibodies. Two patients had significant infectious complications (one developed

community-acquired pneumonia associated with delayed-onset neutropenia and the

other developed cytomegalovirus infection). CONCLUSIONS: Rituximab has shown

efficacy in the treatment of PV. Patients on multiple immunosuppressives should

be closely monitored for infectious complications.

PMID: 17355229 [PubMed - in process]

75: Vet Immunol Immunopathol. 2007 Jun 15;117(3-4):209-21. Epub 2007 Feb 16.

IgG autoantibodies directed against desmoglein 3 cause dissociation of

keratinocytes in canine pemphigus vulgaris and paraneoplastic pemphigus.

Nishifuji K, Olivry T, Ishii K, Iwasaki T, Amagai M.

Department of Dermatology, Keio University School of Medicine, 35 Shinanomachi,

Tokyo 160-8582, Japan. kojimail@sc.itc.keio.ac.jp

Pemphigus is a group of autoimmune blistering diseases of the skin and mucous

membranes. In human patients with pemphigus vulgaris (PV) and paraneoplastic

pemphigus (PNP), IgG autoantibodies against desmoglein (Dsg) 3 and Dsg1 play

pathogenic roles in blister formation. In contrast, the target for IgG

autoantibodies that induce keratinocyte dissociation has not been elucidated in

canine pemphigus. The aim of the present study was to determine whether anti-Dsg

IgG autoantibodies are present and disrupt the cell-cell adhesion of

keratinocytes in canine PV and PNP. The extracellular domains of canine Dsg3 were

recognized by IgG in 3/5 (60%) canine PV sera tested. IgG against the

extracellular domains of canine Dsg1 was detected exclusively in two dogs that

had PV with the mucocutaneous phenotype. In addition, anti-Dsg3 IgG was

identified in canine PNP serum. Furthermore, incubation of normal human

keratinocytes (NHK) with mucocutaneous canine PV serum and canine PNP serum

resulted in dissociation of the NHK sheets, whereas the removal of anti-Dsg3 IgG

from these canine sera blocked this dissociation. The present study indicates for

the first time that circulating anti-Dsg3 IgG antibodies capable of dissociating

keratinocytes are present in dogs with PV and PNP.
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Desmoglein versus non-desmoglein signaling in pemphigus acantholysis:

characterization of novel signaling pathways downstream of pemphigus vulgaris

antigens.

Chernyavsky AI, Arredondo J, Kitajima Y, Sato-Nagai M, Grando SA.

Department of Dermatology, University of California, Davis, California 95816,

USA.

Although it is accepted that pemphigus antibody binding to keratinocytes (KCs)

evokes an array of intracellular biochemical events resulting in cell detachment

and death, the triggering events remain obscure. It has been postulated that the

binding of pemphigus vulgaris IgG (PVIgG) to KCs induces "desmosomal" signaling.

Because in contrast to integrins and classical cadherins, desmoglein (Dsg)

molecules are not known to elicit intracellular signaling, and because PV

patients also produce non-Dsg autoantibodies, we investigated the roles of both

Dsg and non-desmoglein PV antigens. The time course studies of KCs treated with

PVIgG demonstrated that the activity of Src peaked at 30 min, EGF receptor kinase

(EGFRK) at 60 min, and p38 MAPK at 240 min. The Src inhibitor PP2 decreased EGFRK

and p38 activities by approximately 45 and 30%, respectively, indicating that in

addition to Src, PVIgG evokes other triggering events. The shrinkage of KCs (cell

volume reduction) became significant at 120 min, keratin aggregation at 240 min,

and an increase of TUNEL positivity at 360 min. Pretreatment of KCs with PP2

blocked PVIgG-dependent cell shrinkage and keratin aggregation by approximately

50% and TUNEL positivity by approximately 25%. The p38 MAPK inhibitor PD169316

inhibited these effects by approximately 15, 20, and 70%, respectively.

Transfection of KCs with small interfering RNAs that silenced expression of Dsg1

and/or Dsg3 proteins, blocked approximately 50% of p38 MAPK activity but did not

significantly alter the PVIgG-dependent rise in Src and EGFRK activities. These

results indicate that activation of p38 MAPK is a late signaling step associated

with collapse of the cytoskeleton and disassembly of desmosomes caused by

upstream events involving Src and EGFRK. Therefore, the early acantholytic events

are triggered by non-Dsg antibodies.
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Epidemiology of pemphigus in Macedonia: a 15-year retrospective study

(1990-2004).
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BACKGROUND: Pemphigus is an autoimmune blistering skin disease mediated by

auto-antibodies directed against desmoglein proteins. There are only a few

epidemiological studies on pemphigus. Our objective was to determine the

epidemiological features of pemphigus in Macedonia, and to compare the results

with those reported elsewhere. METHODS: Diagnosis in all cases was confirmed by

histopathology and direct immunofluorescence. Binomial distribution testing and

Fisher's exact-test at the 0.01 level of significance were used to determine if

particular demographic groups were over-/ under-represented among the pemphigus

patients. RESULTS: One hundred and thirty-three new pemphigus cases were

diagnosed in Macedonia from 1990-2004. The average annual incidence was

0.44/100,000 inhabitants (SD = 0.17). The incidence doubled to 0.89 in 2001

during the local armed unrest. The disease did not affect either gender to a

greater extent. The average annual incidence was 0.51 for ethnic Macedonians.

Roma (Gypsies) had a statistically significantly higher incidence of pemphigus at

2.4 cases/100,000 individuals. Ethnic Albanians had statistically significantly

lower incidence of 0.1 cases/100,000 individuals. The most common variant was

pemphigus vulgaris (77.4%). CONCLUSIONS: The annual incidence for pemphigus in

Macedonia is 0.44 cases/100,000 inhabitants. Most common form was pemphigus

vulgaris. An epidemiological peak occurred in 2001 during the local armed

conflict. Macedonian Roma had a sixfold higher incidence of pemphigus compared

with the overall population; ethnic Albanians had a fourfold lower incidence.
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Paraneoplastic pemphigus associated with CD20-positive follicular non-Hodgkin's

lymphoma treated with rituximab: a third case resistant to rituximab therapy.
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Paraneoplastic pemphigus is an IgG-mediated disease characterized clinically by a

polymorphous blistering eruption with severe mucosal involvement associated with

an underlying or occult malignancy. It is associated with high mortality, and

response to treatment is generally poor. Potent immunosuppression is often

necessary to control progression of the disease. Three case reports have

documented successful treatment of paraneoplastic pemphigus with rituximab, an

anti-CD20 monoclonal antibody. However, two previous reports have noted that

rituximab was unsuccessful in halting progression of PNP. We report a third case

of paraneoplastic pemphigus associated with follicular non-Hodgkin's lymphoma in

which rituximab was not effective. Whether rituximab is an effective and novel

treatment for paraneoplastic pemphigus remains undecided.
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Using desmoglein 1 and 3 enzyme-linked immunosorbent assay as an adjunct

diagnostic tool for pemphigus.

Huang CH, Chen CC, Wang CJ, Chang YT, Liu HN.

Department of Dermatology, Taipei Veterans General Hospital, and National

Yang-Ming University School of Medicine, Taipei, Taiwan, ROC.

BACKGROUND: Pemphigus is an acquired autoimmune intraepidermal blistering disease

that is divided into 2 major subtypes: pemphigus vulgaris (PV) and pemphigus

foliaceus (PF). Patients with pemphigus have circulating anti-desmoglein (Dsg)1

and/or anti-Dsg3 IgG autoantibodies. Recently, a novel commercial enzyme-linked

immunosorbent assay (ELISA) against Dsg1 and Dsg3 has been established and found

to be extremely sensitive and specific. To date, the usefulness of Dsg1 and Dsg3

ELISA in the diagnosis of pemphigus in the Taiwanese population has never been

reported. METHODS: Serum samples were obtained from 143 patients, including 20

patients with PV, 9 patients with PF, 72 patients with bullous pemphigoid, 1

patient with dermatitis herpetiformis and 41 patients with non-autoimmune

blistering diseases. They were tested for anti-Dsg1 and anti-Dsg3 reactivity by

ELISA. RESULTS: Seventeen of 20 PV sera (85%) exceeded the cut-off value of Dsg3

ELISA, and 9 of 9 PF sera (100%) exceeded the cut-off value of Dsg1 ELISA, while

only 1 (0.88%) and 3 (2.6%) of 114 non-pemphigus sera exceeded the cut-off values

of Dsg3 and Dsg1 ELISAs, respectively. Thus, the sensitivity and specificity of

Dsg3 ELISA were 85% and 99.1%, while the sensitivity and specificity of Dsg1

ELISA were 100% and 97.4%, respectively. The correlation between ELISA scores and

disease activity along the time course was examined in 6 PV patients and 1 PF

patient, and the result was equivocal. CONCLUSION: Dsg1 and Dsg3 ELISAs provide a

simple, highly sensitive and specific method that can serve as a useful adjunct

tool for the initial diagnosis of pemphigus.
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Think globally, act locally: expert opinions from Asia on the diagnosis and

treatment of pemphigus vulgaris.

Samadi Z, Gorouhi F, Davari P, Firooz A.

Center for Research and Training in Skin Diseases and Leprosy, Tehran University

of Medical Sciences, Tehran, Iran.

BACKGROUND: Pemphigus vulgaris (PV) is the most common blistering disease in Iran

and many other Asian countries with a relatively high incidence and involvement

of both skin and mucous membranes in majority of the patients. AIMS: To assess

the opinions of Asian experts on the diagnosis and management of PV. SETTINGS AND

DESIGN: It was a questionnaire-based mailed/e-mailed survey. MATERIALS AND

METHODS: The questionnaire was sent to 29 dermatologists from different countries

of Asia who treat autoimmune blistering disorders, with at least 5 years'

experience in this field and who visit at least five new PV patients annually.

Questions included duration of experience, number of patients treated and

diagnostic and treatment approaches for PV. STATISTICAL ANALYSIS USED: Percentage

prevalence; some data are reported as mean +/- SD. RESULTS: All of the 29

physicians participated in the survey; among them, 79.3% visit their patients

within 6 months after the onset of symptoms. Diagnosis of PV is confirmed by

histologic and direct immunofluorescence examinations by 65.5% of physicians. All

of them initiate the treatment with corticosteroids (48.3% with a dose of at

least 2 mg/kg/day prednisolone) and 89.7% add adjuvant immunosuppressors at the

same time. Of the adjuvant agents used, azathioprine is used by 82.8% of

physicians. CONCLUSIONS: Different trends in diagnostic techniques and treatment

options for PV among the experienced authorities emphasize the urgent need for

large-scale controlled trials in order to reach consensus standards in this

field. In addition, regional and worldwide consensus meetings to consider all

regional and genetic similarities and differences are highly recommended.
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Pemphigus foliaceus induced by bucillamine.
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IgA/IgG pemphigus positive for anti-desmoglein 1 autoantibody.

Maruyama H, Kawachi Y, Fujisawa Y, Itoh S, Furuta J, Ishii Y, Takahashi T,

Hashimoto T, Otsuka F.

Publication Types: 

    Case Reports

    Letter

PMID: 17324840 [PubMed - indexed for MEDLINE]

84: Eur J Dermatol. 2007 Jan-Feb;17(1):4-11. Epub 2007 Feb 27.

Introducing a novel Autoimmune Bullous Skin Disorder Intensity Score (ABSIS) in

pemphigus.

PfÃ¼tze M, Niedermeier A, Hertl M, Eming R.

Department of Dermatology and Allergology, Philipps-University, Marburg,

Deutschhausstrasse 9, 35037 Marburg, Germany.

At present, there is no consensus about the clinical criteria that define disease

severity of pemphigus. During recent years several scoring systems have been

introduced which mainly compare inter-individual differences in disease activity.

It thus remains a challenge to reflect the disease activity of individual

patients by a standardised scoring system. Due to the remarkable clinical

variability of pemphigus, several parameters are needed to reflect phenotypical

varieties of this severe autoimmune bullous skin disorder. In view of the

evaluation of different therapeutic options a scoring system sensitive enough to

reflect gradual changes in disease activity seems more appropriate than a grading

system for inter-individual comparison of disease severity. Taking this challenge

into account we introduce and discuss a newly developed autoimmune bullous skin

disorder intensity score (ABSIS).
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Nuclear c-Myc: a molecular marker for early stage pemphigus vulgaris.
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Mini outbreak of Kaposi's varicelliform eruption in skin ward: a study of five

cases.

Rao G, Chalam KV, Prasad GP, Sarnathan M, Kumar H.

Department of Dermatology, Andhra Medical College, Visakhapatnam, Andhra Pradesh,

India. graghurmamrao@hotmail.com

BACKGROUND: Kaposis varicelliform eruption (KVE) represents widespread cutaneous

herpes simplex virus (HSV) infection in patients with preexisting dermatoses.

Occasionally, this infection can present as a nosocomial infection in skin wards,

if adequate bed-spacing and barrier nursing methods are not followed. We are

reporting five cases of KVE; four cases acquired the infection in a makeshift

ward after admission of the first case in May 2005, due to the renovation work of

the regular skin ward. AIM: The purpose of this study is to create clinical

awareness about this uncommon dermatologic entity and to stress upon the

importance of bed-spacing and barrier nursing in skin wards. METHODS: Five cases

of KVE, three females and two males with different primary dermatoses (pemphigus

foliaceus--one, pemphigus vulgaris--two, paraneoplastic pemphigus--one and toxic

epidemal necrolysis--one) were included in this study. Diagnosis was made

clinically and supported with Tzanck smear and HSV serology. All the cases were

treated with oral acyclovir. RESULTS: Four out of five cases of KVE recovered

with treatment, one case of extensive pemphigus vulgaris with KVE succumbed to

death. CONCLUSION: Mini outbreaks of KVE can occur in skin wards with inadequate

bed-spacing and overcrowding of patients. Therefore adequate bed-spacing, barrier

nursing and isolation of suspected cases are mandatory to prevent such

life-threatening infections.
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Disseminated Hailey-Hailey disease treated with topical tacrolimus and oral

erythromycin: Case report and review of the literature.

PersiÄ‡-VojinoviÄ‡ S, Milavec-PuretiÄ‡ V, DobriÄ‡ I, Rados J, Spoljar S.

Zagreb-Centar Health Center, Runjaninova 4, HR-10000 Zagreb, Croatia.

sanja.persic@email.t-com.hr

Hailey-Hailey disease is a rare autosomal dominant skin disorder that typically

affects the intertriginous areas. The responsible defect has been identified in

the gene named ATP2C1 on chromosome 3q21-24. We present a 50-year-old man with a

16-year history of blistering eruptions and positive familial history where this

disease had appeared through four generations. The diagnosis was confirmed by

histopathologic studies and negative immunofluorescence findings. A combination

of topical tacrolimus therapy and oral erythromycin seemed to play a considerable

part in this case, in which all of the lesions healed within 2 weeks.
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Defining the involvement of proteinases in pemphigus vulgaris: evidence of matrix

metalloproteinase-9 overexpression in experimental models of disease.

Cirillo N, Lanza M, Rossiello L, Gombos F, Lanza A.

Regional Center on Craniofacial Malformations-MRI, 1st School of Medicine and

Surgery, II University of Naples, Naples, Italy. cirillo.sun@libero.it

Pemphigus vulgaris (PV) acantholysis represents a complex phenomenon wherein a

number of factors cooperates. PV serum is known to modulate important cellular

events, including kinase activity, transcriptional regulation, and proteinase

expression. Indeed, transduction of signals to the cell triggered by PV serum may

induce proteinase up-regulation potentially responsible for disruption of

epidermal adhesion and, ultimately, blister formation. Here, we sought to

investigate this hypothesis by using both in vivo and in vitro models of PV.

Microarray analysis on mouse skin tissues suggested that the equilibrium between

extracellular proteinases and their inhibitors moved towards enhanced proteolytic

activity in PV neonatal mouse model, at least on the transcriptional level.

Conversely, genes codifying cell adhesion proteins were dramatically

down-regulated. The effects of PV serum on the protein level were then studied in

vitro both in keratinocyte monolayers and skin organ cultures focusing on matrix

metalloproteinase (MMP) 9 expression and activity. By means of Western blotting,

zymography, and living cell immunofluorescence studies, we showed that MMP-9 was

early overexpressed in keratinocytes exposed to PV serum, and subsequently

secreted in the culture medium. However, we failed to demonstrate extracellular

activation of MMP-9, since it was found in its 92 kDa inactive form in serum-free

culture supernatants. Taken together, our data demonstrated that proteinase

expression, particularly of MMP-9, is modulated by PV serum and associated with

PV acantholysis.
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Clinical evidence of an intermolecular epitope spreading in a patient with

pemphigus foliaceus converting into bullous pemphigoid.

Peterson JD, Chang AJ, Chan LS.
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Technical aspects in endoscopic biopsy of lesions in esophageal pemphigus

vulgaris.

Galloro G, Diamantis G, Magno L, Inzirillo M, Mignogna MC, Mignogna C, De Rosa G,

Iovino P.

Department of General, Geriatric, Oncological Surgery and Advanced Technologies,

Special Section of Surgical Digestive Endoscopy, School of Medicine, University

Federico II of Naples, Via S. Pansini, 5, 80132 Naples, Italy. galloro.g@tin.it

BACKGROUND AND AIMS: Aim of this study is to compare a specific kind of biopsy

forceps to a traditional one in providing an adequate specimen of esophageal

pemphigus vulgaris lesions that includes the basement membrane for definitive

diagnosis. PATIENTS AND METHODS: Prospective, randomized, blind, single-center

study. We performed upper endoscopy with biopsy in 32 patients divided into two

groups of 16 each: in group A with a commercially available standard biopsy

forceps while in group B with a commercially available rocking biopsy forceps.

Hundred-ninety-six biopsy specimens from both groups were blindly evaluated by

the same pathologist. RESULTS: In group A 18.8% of biopsy specimens were adequate

(basement membrane included). In group B 87.5% of biopsy specimens were adequate.

The presence of the entire thickness of the mucosa was significantly higher in

group B compared to group A. All parameters typically taken into account by

pathologist for diagnosis of esophageal pemphigus vulgaris were significantly

improved in group B. CONCLUSIONS: The biopsy forceps used in group B permits a

rocking motion of the tip on contact with the mucosa, produces a deeper

full-thickness mucosal sample up to the basement membrane and assists in the

evaluation of histologic features of esophageal pemphigus vulgaris.
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Mycophenolate mofetil; a review of indications and use in a large tertiary
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Geevasinga N, Wallman L, Katelaris CH.

Department of Clinical Immunology and Allergy, Westmead Hospital, Sydney,
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Mycophenolate Mofetil (MMF) has been registered for use in Australia since 1997

for prophylaxis of solid organ allograft rejection. MMF is now increasingly used

for indications outside solid organ allograft rejection, often with limited

supporting efficacy data. The purpose of this audit was to examine the patterns

of use, reported side effects and cost impact of the drug in the Clinical and

Immunology and Allergy (CIA) unit of Australia's largest teaching hospital.

Prescription patterns for MMF by consultant immunologists at Westmead hospital

between 2000 and 2004 were obtained from the pharmacy. These data were sorted for

non-S100 indications. A single immunologist then reviewed the patient files. We

also reviewed the literature on the use of this promising immunosuppressant.

There has been a marked increase in use of MMF since year 2000 by the Department

of CIA. A total of 75 patients were prescribed MMF for non-S100 indications.

Common indications were systemic lupus erythematosus, pemphigus vulgaris, chronic

idiopathic urticaria, myasthenia gravis, polymyositis, atopic dermatitis,

SjÃ¶gren's disease, uveitis and vasculitis. It is clear that MMF has potential for

use in a number of immunological disorders because of its relatively benign side

effect profile and observed efficacy. Double blinded, placebo-controlled,

multicentre trials are necessary to establish its therapeutic role. Our study

highlights some of the conditions for which this agent is useful.
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Anti-desmoglein-1 antibodies are prevalent in Tunisian patients with hydatidosis

and leishmaniasis.

Kallel Sellami M, Zitouni M, Tombari W, Ben Ayed M, Abida O, Laadhar L, Mokni M,

Fezza B, Turki H, Mokhtar I, Ben Osman A, Kamoun Mohamed R, Joly P, Tron F,

Gilbert D, Masmoudi H, Makni S; Franco-Tunisian Group of Survey and Research on

Tunisian Endemic Pemphigus .
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Human papillomavirus type 5 infection in a patient with Hailey-Hailey disease

successfully treated with imiquimod.

Chan CC, Thong HY, Chan YC, Liao YH.
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Paraneoplastic pemphigus without an underlying neoplasm.

Park GT, Lee JH, Yun SJ, Lee SC, Lee JB.

Department of Dermatology, Sungkyunkwan University School of Medicine, Samsung

Medical Center, Seoul, Korea.

We describe a 52-year-old man with paraneoplastic pemphigus (PNP) without any

evidence of an underlying neoplasm over an 8-year follow-up period. He had a

chronic relapsing vesiculobullous eruption for approximately 7 years (from April

1998 to May 2005). Initially, scattered flaccid vesicles with crusts developed on

the face and trunk, which waxed and waned several times. Our patient was

diagnosed as having PNP based on immunopathological criteria for PNP, i.e.

histopathological, immunoblotting and immunoprecipitation analyses. However,

physical and laboratory examinations including serial blood tests with peripheral

blood smear, whole-body positron emission tomography/computed tomography and

abdominal ultrasound were unable to detect any underlying neoplasm over an 8-year

follow-up period.
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Serum chemokine profile in patients with bullous pemphigoid.
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Department of Dermatology, Kanazawa University Graduate School of Medical
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BACKGROUND: Bullous pemphigoid (BP) is an autoimmune inflammatory disease causing

blister formation at the dermoepidermal junction. Cutaneous infiltration of

activated CD4+ T cells and eosinophils is an early event in blister formation

during the disease process, suggesting that the trafficking of circulating

leucocytes through the sites of inflammation is crucial in the pathogenesis of

the disease. While the accumulated evidence suggests that some cytokines are

involved in the pathogenesis, there have been few reports about serum chemokine

profiles in patients with BP. OBJECTIVES: To determine serum profiles of various

chemokines and their clinical association in patients with BP. METHODS:

Concentrations of 10 chemokines - interferon (IFN)-gamma-inducible protein-10

(IP-10), monokine induced by IFN-gamma (MIG), macrophage inflammatory protein

(MIP)-1alpha, MIP-1beta, RANTES, eotaxin, monocyte chemoattractant protein

(MCP)-1, MCP-2, MCP-3 and growth-regulated oncogene-alpha- were measured in serum

samples from 38 patients with BP, 16 with pemphigus vulgaris (PV) and 17 normal

controls using a sandwich immunoassay-based multiplex protein array system.

RESULTS: While there was no significant increase in any serum chemokine levels in

patients with PV, serum levels of IP-10 and MCP-1 were significantly increased in

patients with BP compared with healthy controls. Furthermore, serum levels of

IP-10, MIG, MCP-1 and eotaxin in patients with BP increased significantly with

disease severity as determined by the area affected. CONCLUSIONS: These

observations suggest that an elaborately orchestrated network of chemokines,

especially MCP-1 and IP-10, contributes to the pathomechanism of BP.

PMID: 17300233 [PubMed - indexed for MEDLINE]

96: Sichuan Da Xue Xue Bao Yi Xue Ban. 2007 Jan;38(1):84-7.

[Gene fragments cloned and immune recognition studied preliminarily for

desmoglein 4 in pemphigus vulgaris]
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OBJECTIVE: To amplify the nucleotide sequences of desmoglein 4 (Dsg4)

extracellular domains (EC1-4) from human skin tissue, and then to investigate

their roles in pemphigus vulgans (PV) pathogenesis. METHODS: RNA was obtained

from normal human skin tissue and then cDNA was synthesized by RT-PCR. The target

gene fragments of desmoglein 4 extracellular domains (EC1-4) were amplified by

PCR. With the technique of gene recombination, these target gene fragments were

inserted into pET32a plasmids respectively by T4 DNA ligase, which formed the

recombinant plasmids used to transform the E. coli DH5alpha competent germs.

Screening of transformant germs was done by LB medium with Ampicillin. The DNA

sequences of positive recombinants were then identified. The epitopes of four

recombinant proteins of Dsg4 in PV patients were analyzed by ELISA. RESULTS: Four

DNA bands with all the length of 350 bp were obtained by RT-PCR. Consequently

four expression plasmids of desmoglein 4 extracellular domains were constructed,

of which the nucleotide sequences and open reading frames were proved to be

correct. It showed that the recombinant proteins of Dsg4 domains EC1, EC2, EC3

and EC4 reacted to PV patients' sera, but not to normal sera. CONCLUSION: The

above data indicate that the epitopes of Dsg4 may play a role in the pathogenesis

of PV.
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The relevance of the IgG subclass of autoantibodies for blister induction in

autoimmune bullous skin diseases.

Sitaru C, Mihai S, Zillikens D.

Department of Dermatology, University of LÃ¼beck, Ratzeburger Allee 160, 23538

LÃ¼beck, Germany. csitaru@fastmail.fm

Autoimmune bullous skin diseases are characterized by autoantibodies and T cells

specific to structural proteins maintaining cell-cell and cell-matrix adhesion in

the skin. Existing clinical and experimental evidence generally supports a

pathogenic role of autoantibodies for blister formation. These autoantibodies

belong to several IgG subclasses, which associate with different functional

properties and may thus determine the pathogenic potential of IgG antibodies. In

pemphigus diseases, binding of IgG to keratinocytes is sufficient to cause

intraepidermal blisters without engaging innate immune effectors and IgG4

autoantibodies seem to mainly mediate acantholysis. In contrast, in most

subepidermal autoimmune blistering diseases, complement activation and

recruitment and activation of leukocytes by autoantibodies are required for

blister induction. In these conditions, tissue damage is thought to be mainly

mediated by IgG1, but not IgG4 autoantibodies. This review summarizes the current

knowledge on the pathogenic relevance of the IgG subclass of autoantibodies for

blister formation. Characterization of the pathogenically relevant subclass(es)

of autoantibodies not only provides mechanistic insights, but should greatly

facilitate the development of improved therapeutic modalities of autoimmune

blistering diseases.
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Oral ulceration--the importance of biopsy.

Phelan E, Gormley P.
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Pemphigus vulgaris is a rare cause of oral ulceration. A 34 year old male

presented with a three week history of severe oral ulceration which was initially

treated as aphthous ulceration. However, he failed to improve and a mucosal

biopsy was performed. Histology and immunostaining confirmed pemphigus vulgaris.
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Coexistence of IgA antibodies to desmogleins 1 and 3 in pemphigus vulgaris,

pemphigus foliaceus and paraneoplastic pemphigus.

Mentink LF, de Jong MC, Kloosterhuis GJ, Zuiderveen J, Jonkman MF, Pas HH.

Center for Blistering Diseases, Department of Dermatology, University Medical

Center Groningen, University of Groningen, P.O. Box 30.001, 9700 RB Groningen,

The Netherlands.

BACKGROUND: Pemphigus is a bullous mucocutaneous autoimmune disease characterized

by IgG autoantibodies to desmoglein (Dsg) 1 and/or Dsg3. Occasionally direct

immunofluorescence of pemphigus skin reveals IgA depositions with an

intraepidermal intercellular pattern in addition to the IgG deposition.

OBJECTIVES: To investigate if pemphigus patients, in addition to having IgG

autoantibodies, also generate IgA antibodies to Dsg1 and/or Dsg3.

PATIENTS/METHODS: Sera of 100 pemphigus patients and 36 bullous pemphigoid

controls were tested by IgA enzyme-linked immunosorbent assay (ELISA) to the

recombinant extracellular domains of Dsg1 and Dsg3. The patients were selected on

clinical grounds and positive IgG ELISA index values for Dsg1 and/or Dsg3. They

were divided into four groups: patients having IgG to only Dsg1 (n=34), patients

having IgG to both Dsg1 and Dsg3 (n=31), patients having IgG to only Dsg3 (n=27)

and patients who had paraneoplastic pemphigus (PNP) (n=8). RESULTS: IgA

antibodies to Dsg1 were found in 13 (38%) of the patients with IgG to Dsg1, in

five (16%) of the patients with IgG to both Dsg1 and Dsg3, in four (15%) of the

patients with IgG to Dsg3 and in none of the PNP patients. IgA antibodies to Dsg3

were found in one (3%) of the patients with IgG to Dsg1, in 18 (58%) of the

patients with IgG to both Dsg1 and 3, in 18 (67%) of the patients with IgG to

Dsg3, and in four (50%) of the PNP patients. Immunofluorescence analysis

demonstrated intraepidermal intercellular staining IgA antibodies in serum and

intercellular IgA deposits in skin of IgA ELISA-positive patients, although to a

lesser extent than by ELISA. CONCLUSIONS: This study shows that in a considerable

number of supposedly IgG-mediated pemphigus patients IgA to Dsg1 and Dsg3 is also

present. In most cases the antigen specificity of the IgA follows the antigen

specificity of the IgG, although in a small number of cases IgA is present

against the Dsg not recognized by IgG.
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Prediction of desmoglein-3 peptides reveals multiple shared T-cell epitopes in

HLA DR4- and DR6-associated pemphigus vulgaris.
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BACKGROUND: Pemphigus vulgaris (PV) is a severe autoimmune blistering skin

disorder that is strongly associated with major histocompatibility complex class

II alleles DRB1*0402 and DQB1*0503. The target antigen of PV, desmoglein 3

(Dsg3), is crucial for initiating T-cell response in early disease. Although a

number of T-cell specificities within Dsg3 have been reported, the number is

limited and the role of T-cells in the pathogenesis of PV remains poorly

understood. We report here a structure-based model for the prediction of peptide

binding to DRB1*0402 and DQB1*0503. The scoring functions were rigorously

trained, tested and validated using experimentally verified peptide sequences.

RESULTS: High predictivity is obtained for both DRB1*0402 (r2 = 0.90, s = 1.20

kJ/mol, q2 = 0.82, s(press) = 1.61 kJ/mol) and DQB1*0503 (r2 = 0.95, s = 1.20

kJ/mol, q2 = 0.75, s(press) = 2.15 kJ/mol) models, compared to experimental data.

We investigated the binding patterns of Dsg3 peptides and illustrate the

existence of multiple immunodominant epitopes that may be responsible for both

disease initiation and propagation in PV. Further analysis reveals that DRB1*0402

and DQB1*0503 may share similar specificities by binding peptides at different

binding registers, thus providing a molecular mechanism for the dual HLA

association observed in PV. CONCLUSION: Collectively, the results of this study

provide interesting new insights into the pathology of PV. This is the first

report illustrating high-level of cross-reactivity between both PV-implicated

alleles, DRB1*0402 and DQB1*0503, as well as the existence of a potentially large

number of T-cell epitopes throughout the entire Dsg3 extracellular domain (ECD)

and transmembrane region. Our results reveal that DR4 and DR6 PV may initiate in

the ECD and transmembrane region respectively, with implications for

immunotherapeutic strategies for the treatment of this autoimmune disease.
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Increased serum levels of a proliferation-inducing ligand in patients with

bullous pemphigoid.

Watanabe R, Fujimoto M, Yazawa N, Nakashima H, Asashima N, Kuwano Y, Tada Y,

Maruyama N, Okochi H, Tamaki K.

Department of Dermatology, Faculty of Medicine, University of Tokyo, 7-3-1 Hongo,

Bunkyo, Tokyo 113-8655, Japan.

BACKGROUND: B cells have been demonstrated to have critical roles in developing

autoimmune bullous diseases. Recently identified tumor necrosis factor-like

molecules, B cell-activating factor of the TNF family (BAFF) and a

proliferation-inducing ligand (APRIL) are essential molecules for B cell

development, survival, and proliferation. Although the functions of APRIL have

not been fully evaluated, recent studies suggest that circulating levels of APRIL

are increased in various autoimmune diseases, including systemic lupus

erythematosus and rheumatoid arthritis. OBJECTIVES: To determine serum APRIL

levels in patients with pemphigus vulgaris (PV) and bullous pemphigoid (BP), and

compare those with clinical findings and laboratory findings. PATIENTS/METHODS:

Sera from 15 PV patients, 43 BP patients, and 15 normal controls were subjected

to ELISA assays to measure serum APRIL, BAFF, Dsg3, and BP180 levels. RESULTS AND

CONCLUSIONS: Circulating APRIL levels were significantly elevated in BP patients

but not in PV patients, and correlated with serum BAFF levels. Our study revealed

that serum APRIL levels tended to be increased in the quite early stage of

disease. In conclusion, circulating APRIL levels may be a useful marker for early

activation of autoimmune diathesis, and furthermore, an effective therapeutic

target molecule in patients with BP.
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A novel treatment for recalcitrant benign familial pemphigus.
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Pemphigus in North India.

Kanwar AJ, Ajith AC, Narang T.

Department of Dermatology, Venereology and Leprology, Postgraduate Institute of

Medical Education and Research, Chandigarh, India. kanwaraj@hotmail.com

BACKGROUND: Pemphigus is an autoimmune mucocutaneous blistering disease caused by

antibodies against desmogleins Dsg-1 and Dsg-3. The epidemiology of the disease

varies in different countries. In India, pemphigus is relatively common, with

considerable interstate variation. OBJECTIVE: The objective of this study was to

review the demography, clinical features, and treatment aspects of pemphigus in

North India. METHODS: The case records of pemphigus patients registered from 1988

to 2004 were retrospectively analyzed. The age, sex, residential particulars,

site of onset of disease, duration between involvement of skin and mucosa,

subtype and course of the disease, and treatments offered were analyzed. RESULTS:

Of the 328 patients, 302 (92%) were pemphigus vulgaris and the remaining 26 (8%)

were pemphigus foliaceous patients. The mean age at onset was 39.27 years for

males and 38.57 years for females. The majority of patients were from the states

of Punjab and Haryana. The majority of patients were treated with

dexamethasone-cyclophosphamide pulse (DCP) therapy, and the number of DCPs

required for inducing remission correlated roughly with the severity of the

disease. The mortality rate was 4% in the total sample. CONCLUSION: North Indian

patients of pemphigus have a relatively younger age at onset. The majority of

patients were from the states of Punjab and Haryana. The response to DCP therapy

was good, and with DCP, the additional dose of oral steroids that was required to

control the activity of the disease was less than 30 mg/d, which is much less

than the dosage used in the standard conventional regimens.
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Effect of intravenous immunoglobulin on prednisone dose in patients with

pemphigus vulgaris.

Mittmann N, Chan B, Knowles S, Mydlarski PR, Cosentino L, Shear N.

Division of Clinical Pharmacology, Department of Medicine, Sunnybrook Health

Sciences Centre, Toronto, Canada. nicole.mittmann@sunnybrook.ca

BACKGROUND: Current therapeutic options for the treatment of pemphigus vulgaris

(PV) are prednisone and immunosuppressants. Patients unresponsive to high-dose

systemic corticosteroids and conventional immunosuppressants may respond to

intravenous immunoglobulin (IVIG). OBJECTIVE: The primary outcome was the change

in prednisone dose at 6 months and 1 year post-IVIG administration. METHODS: A

retrospective chart review of PV patients treated at Sunnybrook and Women's

College Health Sciences Centre between January 1999 and October 2004 was

conducted. Demographic information, corticosteroid and IVIG use, dosage, and the

timing of administration for all patients were obtained. RESULTS: Eight PV

patients, mean age of 50 years (+/- 14.7 years), were reviewed. There was a

significant decrease in mean prednisone dose at 6 months (45%) and 12 months

(71%) compared with the mean dose at the start of treatment (p < .05).

LIMITATIONS: Concomitant medication use may influence results. CONCLUSION: This

study demonstrates that IVIG can lower prednisone doses in PV patients.
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Canadian consensus statement on the use of intravenous immunoglobulin therapy in

dermatology.

Mydlarski PR, Ho V, Shear NH.

Division of Dermatology, Department of Medicine, University of Calgary, Calgary,

Canada. regine.mydlarski@ucalgary.ca

BACKGROUND: As a safe, well-tolerated, and potentially beneficial therapy,

intravenous immunoglobulin (IVIG) has been increasingly used by dermatologists to

treat immune-mediated skin disease. However, practical and comprehensive

guidelines for the use of IVIG have yet to be established. OBJECTIVE: To develop

the first Canadian consensus statement on the use of IVIG therapy in skin

disease. METHODS: A group of Canadian dermatologists convened to discuss current

issues in IVIG therapy. The participants reviewed and evaluated the literature

and shared clinical experience. Using a modified Delphi process, a consensus

statement was developed. RESULTS: Herein we provide a brief overview of pemphigus

vulgaris, pemphigus foliaceus, bullous pemphigoid, mucous membrane pemphigoid,

epidermolysis bullosa acquisita, Stevens-Johnson syndrome, and toxic epidermal

necrolysis. Recommendations for the management of these diseases are detailed,

and therapeutic algorithms for the treatment of various autoimmune mucocutaneous

blistering diseases are presented. The appropriate use of IVIG therapy is placed

in context for each disease. CONCLUSION: Although preliminary data suggest that

IVIG is a safe and effective therapy for many skin disorders, uncontrolled

clinical trials, case series, and anecdotal case reports dominate the literature.

Collaborative randomized controlled trials are required to firmly establish the

role of IVIG in dermatology.
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Paraneoplastic pemphigus with pemphigus vegetans-like lesions revealing

non-Hodgkin lymphoma.

Duparc A, Boivin S, Gilbert D, Piette F, Delaporte E.
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Rituximab in autoimmune bullous diseases: mixed responses and adverse effects.

Schmidt E, Seitz CS, Benoit S, BrÃ¶cker EB, Goebeler M.

Department of Dermatology, University of WÃ¼rzburg, Josef-Schneider-Strasse 2,

D-97080 WÃ¼rzburg, Germany.schmidt_e@klinik.uni-wuerzburg.de

BACKGROUND: Intolerably high doses of systemic corticosteroids and additional

immunosuppressants may be required to control disease activity in autoimmune

bullous skin diseases. New therapeutic options are needed for such patients.

OBJECTIVES: To determine the efficacy and adverse effects of adjuvant rituximab.

METHODS: Seven patients with refractory autoimmune blistering diseases (pemphigus

vulgaris, PV, n = 4; bullous pemphigoid, BP, n = 2; mucous membrane pemphigoid,

MMP, n = 1) were treated four times with rituximab at an individual dose of 375

mg m(-2) at weekly intervals. RESULTS: All lesions cleared in three patients (two

PV, one BP), while they were reduced by more than 50% in three others (two PV,

one BP). The concomitant immunosuppressive medication was reduced in five

patients (four PV, one BP). The patient with MMP developed bilateral blindness

while nasopharyngeal lesions resolved. Three patients (two BP, one PV)

experienced severe adverse events including fatal pneumonia. CONCLUSIONS:

Adjuvant B-cell depletion by rituximab is effective in otherwise

therapy-resistant bullous autoimmune disorders but may be associated with

substantial adverse effects including fatal outcomes.
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Upregulation of c-Myc may contribute to the pathogenesis of canine pemphigus

vulgaris.

Williamson L, Suter MM, Olivry T, Wyder M, MÃ¼ller EJ.

Molecular Dermatology, Institute Animal Pathology, Vetsuisse Faculty, University

of Bern, Bern, Switzerland.

The pathomechanism in human pemphigus vulgaris (PV) has recently been described

to rely on generalized c-Myc upregulation in skin and oral mucosa followed by

hyperproliferation. Here we assessed whether dogs suffering from PV present the

same pathological changes as described for human patients with PV. Using

immunofluorescence analysis on patients' biopsy samples, we observed marked

nuclear c-Myc accumulation in all layers of the epidermis and oral mucosa in all

(3/3) dogs analysed. In addition, c-Myc upregulation was accompanied by an

increased number of proliferating Ki67-positive cells. These molecular changes

were further paralleled by deregulated expression of wound healing and terminal

differentiation markers as observed in human PV. Together these findings suggest

a common pathomechanism for both species which is of particular relevance in the

light of the recently discussed novel therapeutic strategies aiming at targeting

PV antibody-induced signalling cascades.
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Elevated serum BAFF levels in patients with localized scleroderma in contrast to

other organ-specific autoimmune diseases.

Matsushita T, Hasegawa M, Matsushita Y, Echigo T, Wayaku T, Horikawa M, Ogawa F,

Takehara K, Sato S.

Department of Dermatology, Kanazawa University Graduate School of Medical

Science, Kanazawa, Japan.

Serum levels of B-cell activating factor belonging to the tumor necrosis factor

family (BAFF), a potent B-cell survival factor, are elevated in patients with

systemic autoimmune diseases, such as systemic lupus erythematosus (SLE),

rheumatoid arthritis and systemic sclerosis (SSc). The objective of this study

was to determine serum BAFF levels and relate the results to the clinical

features in patients with organ-specific autoimmune diseases of the skin, such as

localized scleroderma and autoimmune bullous diseases. Serum BAFF levels were

examined by enzyme-linked immunosorbent assay in 44 patients with localized

scleroderma, 20 with pemphigus vulgaris/pemphigus foliaceus, 20 with bullous

pemphigoid and 30 healthy controls. Twenty patients with SSc and 20 with SLE were

also examined as disease controls. Serum BAFF levels were elevated in localized

scleroderma patients compared with healthy controls. Concerning localized

scleroderma subgroups, patients with generalized morphea, the severest form of

localized scleroderma, had higher serum BAFF levels than linear scleroderma or

morphea patients. The BAFF levels of generalized morphea were comparable with

those of SSc or SLE. Furthermore, serum BAFF levels correlated positively with

antihistone antibody levels and the severity of skin lesion as well as the number

of skin lesions. By contrast, serum BAFF levels were not significantly elevated

in patients with pemphigus or pemphigoid. These results suggest that BAFF may be

contributing to autoimmunity and disease development in localized scleroderma.
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Anaplastic large cell lymphoma presenting with paraneoplastic pemphigus.
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Extensive keloids following cyclosporin therapy in a pemphigus vulgaris patient.
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Delayed foreign body granuloma secondary to an abandoned cardiac pacemaker wire.
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Accelerating effects of epidermal growth factor on skin lesions of pemphigus

vulgaris: a double-blind, randomized, controlled trial.

Tabrizi MN, Chams-Davatchi C, Esmaeeli N, Noormohammadpoor P, Safar F,

Etemadzadeh H, Ettehadi HA, Gorouhi F.

Department of Dermatology, Tehran University of Medical Sciences, Razi Hospital,

Tehran, Iran.

BACKGROUND: Pemphigus vulgaris (PV) is a severe blistering disease involving the

skin and mucous membranes. The most common causes of death in these patients are

adverse effects of drugs, and infection. Skin lesions are one of the important

sources of infection. Thus, any local treatment that could reduce healing time of

lesions and consequently reduce the total dosage of drugs needed to treat is

favourable. OBJECTIVE: To evaluate the efficacy of epidermal growth factor (EGF)

in reducing healing time of lesions in patients with pemphigus vulgaris. METHODS:

In this randomized, double-blind, within-patient, left/right, controlled trial,

20 hospitalized patients with pathologial and immunohistologial (direct and

indirect immunoflourecence) proven pemphigus vulgaris (PV) were chosen. In

addition, all patients had at least one appropriate pemphigus lesion on each side

of the body that had not healed after 2-week systemic therapy and sterile saline

washing. EGF (10 microg/g) in 0.1% silver sulfadiazine cream vs. 0.1% silver

sulfadiazine cream alone was applied randomly on one side of the body. RESULTS:

Kaplan-Meier survival analysis suggested that median time to heal with

application of EGF plus silver sulfadiazine cream was 9 days, in comparison with

15 days for silver sulfadiazine cream alone (log-rank test, P=0.0003). No

intervention-related adverse effect was observed during the study. CONCLUSIONS:

EGF can significantly reduce healing time of skin lesions in patients with

pemphigus vulgaris, at least when this cream base is applied (Cochrane skin group

identifier: CSG20).

Publication Types: 

    Randomized Controlled Trial

    Research Support, Non-U.S. Gov't

PMID: 17207172 [PubMed - indexed for MEDLINE]

115: Arch Iran Med. 2007 Jan;10(1):1-6.

Pulse versus oral methylprednisolone therapy in pemphigus vulgaris.

Shahidi-Dadras M, Karami A, Toosy P, Shafiyan A.
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BACKGROUND: Although corticosteroids have dramatically altered the prognosis of

patients with pemphigus vulgaris, morbidity and mortality from systemic

corticosteroid side-effects remains high. High-dose intravenous

methylprednisolone has been used successfully in blistering diseases to avoid the

complications of long-term orally-administered glucocorticoids. The objective of

this study was to compare the effectiveness and side-effects of oral and pulse

steroid therapy in the treatment of pemphigus vulgaris. METHODS: One hundred and

twenty-three patients with pemphigus vulgaris were categorized into two groups of

study and control according to the disease severity and patient's preferred

method of treatment. The study group included 36 males and 36 females. The

control group included 26 males and 25 females. The mean +/- SD age of the two

groups was 42.6 +/- 11.9 and 46.9 +/- 12.8 years, respectively. The mean +/- SD

duration of the disease was 6.8 +/- 1.1 months in new cases (n = 45) and 25.9 +/-

26.0 months overally in the study group; it was 7.2 +/- 1.8 months in new cases

(n = 30) and 28.4 +/- 24.6 months overally in the control group. During the

induction phase, we performed pulse therapy with methylprednisolone in three

consecutive monthly courses. Each course included 1000 mg intravenous

methylprednisolone for 4 days plus 500 mg intravenous cyclophosphamide for 1 day.

In this phase, the control group received 1 - 2 mg/kg/day oral prednisolone for

28 days plus 1.5 mg/kg/day azathioprine. All patients were followed for at least

12 months during which period, clinical response, relapse rate, and side-effects

were evaluated. RESULTS: Pulse intravenous methylprednisolone with

cyclophosphamide was generally safe and well-tolerated. Therapeutic responses of

skin and mucosal lesions, rates of complete remission and relapse, and major

organ-specific complications were similar in both groups. Significant statistical

differences existed in total orally-administered prednisolone in one year,

admission duration, and annual weight increments between the two groups (P <

0.05). CONCLUSION: Considering the side-effects of long-term oral steroids,

hazards of obesity, and complications of long-term hospitalization, pulse

methylprednisolone could be considered in patients who have problems with

long-term admissions or with high-dose oral steroid usage, and also in obese

patients.
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TOR regulation: sorting out the answers.

Neufeld TP.

Department of Genetics, Cell Biology & Development, University of Minnesota,
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Components involved in vesicle trafficking processes such as secretion,

endocytosis, and autophagy are gaining recognition as important regulators and

effectors of target of rapamycin (TOR) signaling. A recent report by now

implicates Pmr1, a secretory pathway Ca(2+)/Mn(2+) ATPase located in the Golgi

apparatus, as a novel regulator of TOR and its downstream targets in yeast.
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[Rituximab induced remission of pemphigus vulgaris: 2 cases]

[Article in French]

Borel C, Launay F, Garrouste C, Astudillo L, Bazex J, Arlet P, Paul C, Viraben R,

Sailler L.

Service de mÃ©decine interne, CHU de Purpan, pavillon Dieulafoy, Salle-Le-Tallec,

place du Docteur-Baylac, 31059 Toulouse cedex, France.

INTRODUCTION: Pemphigus vulgaris frequently requires corticoids and

immuno-suppressive drugs. The disease and the side effects of the drugs severely

affect the quality of life, and sometime the vital prognosis of the patients.

Other treatments than corticosteroids and immunosuppressive drugs are needed.

EXEGESIS: We report 2 additional cases of pemphigus vulgaris uncontrolled by

corticoids and immuno-suppressive drugs that responded spectacularly to

rituximab. One patient had a recently onset disease, that was active despite 1,5

mg/kg/day prednisone and 1,5 g/day mycophenolate. She had a complete remission

during 15 months after rituximab treatment. At relapse, another rituximab cycle

led to a prompt remission. The other patient had longstanding pemphigus vulgaris

complicated by cutaneous infections on prednisone (20 mg/d), immunosuppressive

drugs and intravenous immune globulins. She had a prompt and complete remission

after rituximab. CONCLUSION: Rituximab seems to be a promising drug for

refractory pemphigus vulgaris. The benefit to risk ratio of this drug in this new

indication must be precisely documented.
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The use of intravenous human immunoglobulin in treatment of severe pemphigus

foliaceus in a dog.

Rahilly LJ, Keating JH, O'Toole TE.
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Unusual thrombotic cardiac complications of Pemphigus vulgaris: a new link?

Arnaout MS, Dimasi A, Harb R, Alam S.

Division of Cardiology, American University of Beirut- Medical Center, P.O Box:

11-0236/A19, Riad El Solh, 11072020 Beirut, Lebanon. sarnaout@aub.edu.lb

We are reporting a case of Pemphigus vulgaris with extensive thrombosis of deep

veins, pulmonary veins, and cardiac chambers complicated by myocardial

infarction. The extensive skin lesions prohibited the administration of

thrombolytics and coronary intervention. The patient was treated conservatively

with heparin, and oral anticoagulation in addition to steroids and cyclosporine

with significant resolution of thrombosis.
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Study of upper gastrointestinal tract involvement in pemphigus by

esophago-gastro-duodenoscopy.

Rao PN, Samarth A, Aurangabadkar SJ, Pratap B, Lakshmi TS.

Department of Dermatology, Osmania Medical College, Hyderabad, India.

dermarao@hotmail.com

INTRODUCTION: Involvement of upper gastrointestinal tract in pemphigus vulgaris

is not uncommon. AIM: To study the involvement of upper gastrointestinal tract

(UGIT) with the help of esophago-gastro-duodenoscopy (EGD) in patients of

vesiculobullous dermatoses with emphasis on pemphigus vulgaris. METHODS:

Forty-two patients (M-22, F-20) with vesiculobullous dermatoses, diagnosed on the

basis of clinical features and skin histopathology as pemphigus vulgaris (PV)-40

patients and pemphigus foliaceus (PF)-2 patients were included in the study. The

EGD was performed and mucosa of the esophagus, stomach and first part of the

duodenum were examined. Mucosal biopsies were taken from the lower esophagus in

26 patients of PV and studied after H and E staining. RESULTS: On EGD, esophageal

involvement was seen in 67% patients of PV (27/40). Of these, Grade I esophagitis

was observed in seven, Grade II in 11, Grade III in four and Grade IV involvement

was seen in five patients of PV. Three PV patients had associated esophageal

candidiasis. Involvement of esophageal mucosa was also observed in one out of two

patients of PF. Gastric mucosa was involved in 52% and duodenal mucosa in 20% of

PV patients. Acantholysis was observed in seven out of 26 (27%) esophageal

biopsies of PV patients. Two patients of PV vomited a tube-like structure,

indicative of 'esophagitis dissecans superficialis'. The involvement of the

gastric mucosa in patients with history of oral corticosteroid intake (60%) was

compared to the group without history of oral corticosteroids (30%). CONCLUSION:

Among PV patients under study, significant involvement of oral (87%), esophageal

(67%), gastric (52%) and duodenal mucosa (20%) was observed.
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Painful pemphigus vulgaris.
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Novel cutaneous uses for botulinum toxin type A.

Bansal C, Omlin KJ, Hayes CM, Rohrer TE.

Drexel University College of Medicine, Philadelphia, PA.

Botulinum toxin type A is a neurotoxin produced by the bacterium Clostridium

botulinum which causes a flaccid muscle paralysis. It has been used extensively

in the field of dermatology for the treatment of dynamic rhytides and in the

treatment of hyperhidrosis. Botulinum toxin has an excellent safety profile and

few side effects when used for these purposes. Recently, botulinum toxin has also

been used experimentally in a number of other dermatologic conditions with good

results. These conditions include: persistent facial flushing, gustatory sweating

and epiphora, anal fissures, familial benign pemphigus (Hailey-Hailey disease),

dyshidrotic eczema, and following surgical wound closures. While randomized,

controlled prospective trials are still needed to further understand the efficacy

and safety of botulinum toxin in these conditions, anecdotal and case report data

suggest that botulinum toxin is both safe and efficacious in these and many other

procedures.
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IgA pemphigus--occurrence of anti-desmocollin 1 and anti-desmoglein 1 antibody

reactivity in an individual patient.
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G, Karlhofer FM.

Division of Immunology, Allergy and Infectious Diseases, Department of

Dermatology, Medical University of Vienna, Vienna General Hospital, Austria.

BACKGROUND: IgA pemphigus is a rare pustular autoimmune disease with exclusive

IgA anti-keratinocyte cell surface antibody reactivity. Two subtypes have been

discerned: in the subcorneal pustular dermatosis type, desmocollin 1 has been

identified as a targeted autoantigen, while in few cases of the intraepidermal

neutrophilic type, IgA anti-desmoglein 1 or IgA anti-desmoglein 3 reactivity has

been demonstrated. PATIENTS AND METHODS: A 48-year-old white male presented with

generalized large confluent pustules. Skin pathology was assessed by histology

and direct immunofluorescence analysis. IgG/IgA autoantibodies against desmoglein

1/3 and desmocollin 1 were measured by ELISA and indirect immunofluorescence

using desmocollin 1 cDNA-transfected COS7 cells, respectively. RESULTS:

Histopathology revealed subcorneal pustules and direct immunofluorescence

microscopy exclusively showed in vivo bound IgA with an intercellular pattern in

the epidermis. Desmocollin 1 was identified as a target of IgA autoantibodies by

indirect immunofluorescence microscopy utilizing desmocollin 1 cDNA-transfected

COS7 cells. In addition, IgA anti-desmoglein 1 reactivity was demonstrated by

ELISA. Neither IgA anti-desmoglein 3 nor IgG anti-desmoglein 1/3 autoantibodies

were present. CONCLUSIONS: Both desmocollin 1 and desmoglein 1 were autoantigens

in this patient with IgA pemphigus and a distinct clinical presentation. To our

knowledge, this is the first IgA pemphigus case with dual autoantibody

reactivity.
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Childhood pemphigus vulgaris: five cases in 16 years.

YazganoÄŸlu KD, Baykal C, KÃ¼Ã§Ã¼koÄŸlu R.
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Istanbul, Turkey. karadidem@yahoo.com

Pemphigus vulgaris (PV) usually occurs in adults. There are only a few reports of

large PV series concerning childhood cases. We report here five cases of PV in

patients younger than 16 years. They were analyzed among 169 PV cases out of a

total of 192 pemphigus patients diagnosed between 1988-2004. The ratio of

childhood cases was 2.9% in our large PV series. This relatively high ratio of

childhood patients suggests that PV should not be neglected in the differential

diagnosis of bullous lesions in childhood. Four of the five cases were followed

up between 2-4 years and all of these four cases showed at least one relapse. PV

also seems to show a relapsing course in the pediatric age group like in adults.
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Paraneoplastic pemphigus mimicking erosive mucosal lichen planus associated with

primary hepatocellular carcinoma.

Yokokura H, Demitsu T, Kakurai M, Umemoto N, Azuma R, Yamada T, Suzuki M, Jimbu

Y, Yoneda K, Ishii N, Hashimoto T.

Department of Dermatology, Jichi Medical University Omiya Medical Center,

Saitama, Japan.

A 58-year-old Japanese male visited us with painful lesions on the lower lip,

oral mucosa and genital region of an 8-month duration. Histological features of

the genital lesion were almost consistent with lichenoid tissue reaction. A few

intraepidermal acantholytic keratinocytes were also seen in the suprabasal

clefts. Direct immunofluorescence exhibited cell surface immunoglobulin (Ig)G

deposition and linear deposition of fibrinogen at the dermoepidermal junction.

IgG anti-desmoglein (Dsg)3 antibody, but not anti-Dsg1 antibody, was detected in

the patient's serum by enzyme-linked immunosorbent assay. Immunoblotting using

normal human epidermal extract detected the 210-kD envoplakin, 190-kD periplakin

and 130-kD Dsg3. The diagnosis of paraneoplastic pemphigus (PNP) was made.

Subsequent investigation revealed a large space-occupying lesion in the liver.

Histological findings from liver biopsy specimen were consistent with

hepatocellular carcinoma. The patient has been alive 38 months after the

diagnosis of PNP was made, although the liver mass has slowly enlarged. Our case

is clinically and histologically similar to erosive mucosal lichen planus.

Immunological studies confirmed the diagnosis of PNP. The results of negative

Dsg1 and positive Dsg3 were consistent with clinical features showing severe

mucosal involvement without cutaneous erosion. In PNP, the association with

non-hematological solid tumor is extremely rare.
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Calcium in the Golgi apparatus.

Missiaen L, Dode L, Vanoevelen J, Raeymaekers L, Wuytack F.

Afdeling Fysiologie, Departement Moleculaire Celbiologie, KULeuven Campus

Gasthuisberg O/N, Herestraat 49 bus 802, B-3000 Leuven, Belgium.

Ludwig.Missiaen@med.kuleuven.be

The secretory-pathway Ca2+-ATPases (SPCAs) represent a recently recognized family

of phosphorylation-type ATPases that supply the lumen of the Golgi apparatus with

Ca2+ and Mn2+ needed for the normal functioning of this structure. Mutations of

the human SPCA1 gene (ATP2C1) cause Hailey-Hailey disease, an autosomal dominant

skin disorder in which keratinocytes in the suprabasal layer of the epidermis

detach. We will first review the physiology of the SPCAs and then discuss how

mutated SPCA1 proteins can lead to an epidermal disorder.
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Wolfgang Bargmann-Preis 2006. Pemphigus foliaceus igG causes dissociation of

desmoglein 1-containing junctions without blocking desmoglein 1 transinteraction.
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Institute of Anatomy and Cell Biology, University of WÃ¼rzburg, Koellikerstrasse
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[History of Nikolsky's sign]

[Article in French]
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Pemphigus in the XXI century: new life to an old story.

Grando SA.

Department of Dermatology, University of California-Davis, Sacramento, CA 95816,

USA. sagrando@ucdavis.edu

In this new century of pemphigus research, the search for novel treatments is

switching from a monospecific approach, focused on immunosuppression, to a

polyspecific approach that includes drugs acting on novel pathophysiologic

pathways. Current research argues that acantholysis in pemphigus occurs as an

active process resulting from intracellular signaling triggered as a result of

IgG binding to the keratinocyte membrane antigens in a receptor-ligand fashion.

Recent progress regarding the pathophysiology of pemphigus acantholysis led to,

or was accompanied by, breakthrough discoveries of safer treatments. Both the

identification of cell-surface receptors to acetylcholine among the nondesmoglein

(Dsg) targets for pemphigus antibodies, and the elucidation of the cholinergic

control of keratinocyte cell adhesion provide an explanation for the therapeutic

efficacy of cholinomimetics in patients with pemphigus. In patients' skin, Fas-L,

TNFalpha, and, probably, IL-1alpha act as autocrine/paracrine co-factors for

anti-keratinocyte IgG. Thus, it appears that an array of interconnected signaling

cascades is responsible for acantholysis and cell death in pemphigus. Future

studies should define the signaling pathways mediating acantholysis that occur in

individual pemphigus patients and identify the membrane proteins (receptors)

triggering signaling along a specific pathway upon their ligation by

autoantibodies. It will be important to determine which pathway 1) leads directly

to a loss of cell-cell adhesion (primary pathway), 2) which is being activated

due to cell shrinkage/detachment (secondary pathway), 3) which contributes to

utilization of altered proteins and organelles (scavenging pathway), and 4) which

represents the cell defense (protective pathway). To dissect out the signaling

pathways originating from binding of pemphigus IgG to non-Dsg targets on the

keratinocyte plasma membrane experiments should be performed in cultures of

murine keratinocytes grown from the Dsg3-/- mice or human keratinocytes with the

knocked-down expression of the Dsg1 and/or Dsg3 gene by the RNA interference.
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Inhibition of Rho A activity causes pemphigus skin blistering.

Waschke J, Spindler V, Bruggeman P, Zillikens D, Schmidt G, Drenckhahn D.

Institute of Anatomy and Cell Biology, University of WÃ¼rzburg, D-97070 WÃ¼rzburg,

Germany. jens.waschke@mail.uni-wuerzburg.de

The autoimmune blistering skin diseases pemphigus vulgaris (PV) and pemphigus

foliaceus (PF) are mainly caused by autoantibodies against desmosomal cadherins.

In this study, we provide evidence that PV-immunoglobulin G (IgG) and PF-IgG

induce skin blistering by interference with Rho A signaling. In vitro, pemphigus

IgG caused typical hallmarks of pemphigus pathogenesis such as epidermal

blistering in human skin, cell dissociation, and loss of desmoglein 1 (Dsg

1)-mediated binding probed by laser tweezers. These changes were accompanied by

interference with Rho A activation and reduction of Rho A activity. Pemphigus

IgG-triggered keratinocyte dissociation and Rho A inactivation were p38

mitogen-activated protein kinase dependent. Specific activation of Rho A by

cytotoxic necrotizing factor-y abolished all pemphigus-triggered effects,

including keratin retraction and release of Dsg 3 from the cytoskeleton. These

data demonstrate that Rho A is involved in the regulation of desmosomal adhesion,

at least in part by maintaining the cytoskeletal anchorage of desmosomal

proteins. This may open the possibility of pemphigus treatment with the epidermal

application of Rho A agonists.
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[Intravenous immunoglobulin therapy: ELISA measurement of antidesmogleins 1 and 3

in three patients with pemphigus vulgaris]

[Article in Spanish]

SuÃ¡rez-FernÃ¡ndez R, Longo I, AvilÃ©s JA, Bueno C, RodrÃ​guez-Mahou M, LÃ¡zaro P.

Servicios de DermatologÃ​a, Hospital Universitario Gregorio MaraÃ±Ã³n, Madrid,

EspaÃ±a. ricsuarezf@yahoo.es

Intravenous immunoglobulin therapy (IVIg) has been used in the treatment of

autoimmune bullous diseases unresponsive to conventional therapy in recent years.

The action mechanism, which is not well known, suggests a wide spectrum of

immunoregulation. In the last five years, several studies on patients with

unresponsive pemphigus vulgaris with a clinical and serological outcome after

IVIg administration in 80%-90% of cases have been published. We report the case

of 3 patients with pemphigus vulgaris in whom we measured autoantibody titers to

desmoglein 3 and 1 during 8 months. In spite of the clinical improvement, no

significant decrease in antibody concentration was observed. Therapy with IVIg,

although it has clinical benefit, did not decrease antibody values in our

patients and thus it may need to be combined with immunosuppressant that inhibit

pathogen antibody production.
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Outcome and late complications of radiotherapy in patients with unicentric

Castleman disease.

Neuhof D, Debus J.

Department of Radiation Oncology, University of Heidelberg, Heidelberg, Germany.

dirk.neuhof@med.uni-heidelberg.de

Castleman disease is a rare lymphoproliferative disorder. Surgery is considered

standard therapy for the unicentric type. However, case reports have documented

favorable responses to radiotherapy. The aim of this study was to analyse the

clinical outcomes of five patients with unicentric Castleman disease treated with

radiotherapy between 1991 and 2005. Mediastinal lymph nodes were the most common

site of disease (four patients). Three patients were treated with radiotherapy

alone, two patients with surgery and radiotherapy. Patients were treated with

radiotherapy doses ranging from 40 Gy to 50 Gy. The median follow-up was 12

months (range, 3-175 months). During follow-up only one patient had progressive

disease and died of Castleman disease. At the time of last follow-up two patients

were in complete remission, one patient in partial remission, and one patient had

stable disease. One patient showed serious acute and late toxicities. At the end

of radiotherapy a paraneoplastic pemphigus vulgaris occurred, and eight to 11

months after radiotherapy a stenosis of the esophagus, of the left bronchus, and

of the trachea due to scars. The study shows that unicentric Castleman disease is

successfully treated with radiotherapy. However, for detection of possible

complications as pemphigus vulgaris or stenosis of the esophagus or trachea an

accurate follow-up is necessary.
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A comparison of oral methylprednisolone plus azathioprine or mycophenolate

mofetil for the treatment of pemphigus.

Beissert S, Werfel T, Frieling U, BÃ¶hm M, Sticherling M, Stadler R, Zillikens D,

Rzany B, Hunzelmann N, Meurer M, Gollnick H, Ruzicka T, Pillekamp H, Junghans V,

Luger TA.

Department of Dermatology, University of MÃ¼nster, MÃ¼nster, Germany.

OBJECTIVE: To investigate the safety and efficacy of oral methylprednisolone

combined with azathioprine sodium or mycophenolate mofetil for the treatment of

pemphigus. DESIGN: A prospective, multicenter, randomized, nonblinded clinical

trial to compare 2 parallel groups of patients with pemphigus (pemphigus vulgaris

and pemphigus foliaceus) treated with oral methylprednisolone plus azathioprine

or oral methylprednisolone plus mycophenolate mofetil. Settings Thirteen

departments of dermatology in Germany. Patients We included patients with

pemphigus vulgaris (n = 33) or pemphigus foliaceus (n = 7) evidenced by clinical

lesions suggestive of pemphigus, intraepidermal blistering on histological

analysis of skin biopsy specimens, intercellular deposition of IgG within the

epidermis, and immunoblot analysis findings for antidesmoglein 3 and/or

antidesmoglein 1 autoantibodies. MAIN OUTCOME MEASURES: The cumulative total

methylprednisolone doses and rate of remission. Secondary outcome measures were

safety profiles and duration of remission. RESULTS: In 13 (72%) of 18 patients

with pemphigus receiving oral methylprednisolone and azathioprine, complete

remission was achieved after a mean +/- SD of 74 +/- 127 days compared with 20

(95%) of 21 patients receiving oral methylprednisolone and mycophenolate mofetil

in whom complete remission occurred after a mean +/- SD of 91 +/- 113 days. The

total median cumulative methylprednisolone dose used was 8916 mg (SD, +/-29 844

mg) in the azathioprine group compared with 9334 mg (SD, +/-13 280 mg) in the

mycophenolate group. In 6 (33%) of 18 patients treated with azathioprine, grade 3

or 4 adverse effects were documented in contrast to 4 (19%) of 21 patients who

received mycophenolate mofetil. Conclusion Mycophenolate mofetil and azathioprine

demonstrate similar efficacy, corticosteroid-sparing effects, and safety profiles

as adjuvants during treatment of pemphigus vulgaris and pemphigus foliaceus.
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Detection of low avidity desmoglein 3-reactive T cells in pemphigus vulgaris

using HLA-DR beta 1*0402 tetramers.

Veldman C, Eming R, Wolff-Franke S, Sonderstrup G, Kwok WW, Hertl M.

Department of Dermatology and Allergology, University of Marburg,

Deutschhausstrasse 9, D-35033 Marburg, Germany. veldman@med.uni-marburg.de

In the present study, we developed a HLA class II tetramer-based detection system

utilizing DRB1*0402 tetramers loaded with recently identified immunodominant

peptides of desmoglein 3 (Dsg3), the major autoantigen of pemphigus vulgaris

(PV). Initial experiments demonstrated staining of a Dsg3-reactive T cell

hybridoma which was derived from HLA-DR0402-transgenic mice with loaded

PE-labeled DRbeta1*0402 tetramers. However, staining of autoreactive T cell

clones (TCC) derived from PV patients resulted only in positive staining by

addition of exogenous peptides to the staining reactions. There was a

dose-dependent specific binding of TCC to the tetramers with the agonistic Dsg3

peptide which was not altered by exogenous unrelated Dsg3 peptide. Noteworthy,

the TCC did not stain with HLA-DR4 tetramers complexed with unrelated Dsg3

peptides. The findings of this study suggest that HLA class II tetramers may

provide a highly specific approach to monitor ex vivo the T cellular autoimmune

response against Dsg3 in patients with PV.
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Persistent, scaly facial erythema with erosions. Hydrocortisone and shampooing

offer no relief.

Levine N.
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Laryngeal pemphigus without skin manifestations and review of the literature.

Vasiliou A, Nikolopoulos TP, Manolopoulos L, Yiotakis J.

Department of Otorhinolaryngology, Athens University, Ippokration Hospital,

Athens, Greece.

Pemphigus is an uncommon chronic disease with dermatologic and mucosal

manifestations. Primary laryngeal involvement without skin lesions is extremely

rare. The present paper describes a 72-year old man who presented with a 2-month

history of hoarseness, haemoptisis and dysphagia. Clinical examination revealed

an erythematous oral mucosa without ulcerations. Indirect laryngoscopy revealed

supraglottic ulcerations mainly in the laryngeal surface of the epiglottis and in

the right arytenoid. The lesions had characteristic gray color membranes. The

patient underwent microlaryngoscopy under general anesthesia and biopsies were

taken for histology that revealed inflammatory and granular lesions with

necrosis. The diagnosis of pemphigus was based on immunohistopathology and the

clinical examination. The patient underwent intravenous treatment with high doses

of corticosteroids (prezolon 75 mg/24 h) for 10 days and gradually the dose was

reduced to 10 mg/24 h. The patient had a very good response to the treatment and

after a week approximately 80% of the lesions disappeared. However, the dose of

10 mg prednisolone per day was sustained for 3 months because any attempt of

prednisolone discontinuation was related with reappearance of the clinical

symptoms. After 3 months, finally the treatment was discontinued without

problems. Now, 15 months later, the patient is well and without symptoms. He is

under long-term follow-up. ENT surgeons should be aware of pemphigus as primary

laryngeal manifestation in order to investigate and manage patients accordingly.
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Pemphigus foliaceus treated with etanercept.
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[A case of follicular lymphoma complicated with lethal pemphigus]

[Article in Japanese]

Imataki O, Tamai Y, Abe Y, Ito I, Yoshikawa S, Kawakami K.

Division of Hematology and Stem Cell Transplantation, Shizuoka Cancer Center.

Paraneoplastic pemphigus (PNP) is a rare autoimmune bullous disease associated

with neoplasm, which is clinically characterized by mucocutaneous lesions

resembling pemphigus vulgaris or erythema multiforme. A case presented with PNP

refractory to chemotherapy including rituximab, predonisolone and

cyclophosphamide (RCHOP regimen). A 36-year-old man, who had been diagnosed as

extended follicular lymphoma, presented with a polymorphous skin eruption of the

trunk, sclera conjunctivitis, and severe mucosal erosions of the lips and oral

cavity. He was diagnosed as pemphigus pathologically by a biopsy of the oral

mucosa. However, 3 courses of rituximab and CHOP therapy, which exert a partial

response with lymphoma lesions, did not prove effective for oral stomatitis due

to pemphigus. He received corticosteroid therapy (prednisolone 40 mg/day) and

went into a state of temporally remission regarding pemphigus. However, the

mucosal lesions were again exacerbated despite control of the lymphoma status

after chemotherapy. Oral stomatitis extended to the upper respiratory system

through the larynx and resulted in bronchiolitis obliterance clinically presented

likely as severe chronic obstructive pulmonary disease (COPD). Because it is

known that PNP refractory to long-term steroid and cytoreductive therapy has a

progressive character and poor prognosis, supportive care would be warranted for

these patients.
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Paraneoplastic autoimmune multiorgan syndrome: review of the literature and

support for a cytotoxic role in pathogenesis.

Billet SE, Grando SA, Pittelkow MR.

Department of Dermatology, Mayo Clinic, Rochester, MN 55905, USA.

Paraneoplastic autoimmune multiorgan syndrome (PAMS), first described as

paraneoplastic pemphigus in 1990, is an autoimmune blistering disease associated

with neoplasia. Patients with this rare disorder have severe blistering and

painful erosions of the oral cavity and various other cutaneous findings ranging

from classic pemphigus vulgaris-like erosions to targetoid lesions resembling

erythema multiforme and papular to more confluent lichenoid eruptions. This

syndrome involves multiple organ systems, and its high rate of mortality often

stems from constrictive bronchiolitis obliterans. The histologic findings are as

diverse as the clinical presentation, often making diagnosis difficult initially.

Immunodermatologic and serologic laboratory findings typically establish the

diagnosis. These results can be confirmed with immunoprecipitation profiling of

specific molecular weight protein markers. The proposed pathogenesis of PAMS

continues to evolve, and recent reports implicate the involvement of

cell-mediated, cytotoxic immunity, in addition to humoral autoantibodies. This

review characterizes and summarizes the clinical, pathologic, and

immunohistologic features of PAMS and outlines the possible role of cytotoxic T

lymphocytes in the pathogenesis of this syndrome.
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Immunoadsorption in pemphigus.

Eming R, Hertl M.

Department of Dermatology and Allergology, University Hospital, Philipps

University, Marburg, Germany. eming@med.uni-marburg.de

The principle of extracorporal immunoadsorption (IA) is based on affinity

adsorption of pathogenic (auto-)antibodies and circulating immune complexes (CIC)

which reversibly bind to an immobilized ligand of the adsorber. In pemphigus, a

blistering autoimmune disease affecting skin and mucous membranes,

autoantibodies, mainly of the IgG subclass are directed against desmosomal

adhesion molecules and other non-desmosomal antigens on the surface of epidermal

keratinocytes, such as acetylcholine receptors. The pathogenicity of these

autoantibodies has been shown in various in vitro and in vivo systems. Recently,

IA was applied in severe pemphigus demonstrating that a rapid and dramatic

decline in desmoglein (Dsg)-reactive autoantibodies is accompanied by clinical

remission of mucocutaneous blisters and erosions. As an adjuvant treatment, IA

was combined with systemic immunosuppressive medication and current protocols

initially apply treatment cycles of 3-4 IAs on consecutive days followed by

immunoapheresis once a week or repeating the initial cycle in 4 week intervals

depending on the disease activity. IA in pemphigus is generally safe and well

tolerated.
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IVIg selectively and rapidly decreases circulating pathogenic autoantibodies in

pemphigus vulgaris.

Bystryn JC, Jiao D.

The Ronald O. Perelman Department of Dermatology, New York University School of

Medicine, New York, NY, USA. bystryn@nyu.edu

BACKGROUND: Intraveneous immunoglobulin (IVIg) is increasingly used to treat

pemphigus vulgaris (PV). The mechanism by which it does so is not known. The

following study was conducted to confirm the effectiveness of IVIg for the acute

control of active PV and to elucidate the mechanism by which it does. METHODS:

Twelve patients with active and severe PV unresponsive to conventional therapy

with high doses of systemic steroids together with or without a cytotoxic drug

were treated with a single dose of IVIg (400 mg/kg/day for 5 days). All patients

were concurrently given cyclophosphamide or azathioprine of not already on one of

these two drugs. The primary end-points were healing of skin lesions, changes in

serum levels of intercelular (IC) autoantibodies and in steroid doses one to 3

weeks after initiation of IVIg. RESULTS: Within 1 week of initiating IVIg the

activity of PV was controlled in most cases. Within 3 weeks the average baseline

dose of systemic steroid was reduced by 40%. Serum levels of IC antibodies

rapidly declined by an average of 59% within 1 week of initiating IVIg and by 70%

within 2 weeks. The decrease was selective, as the average serum levels of

antibody to varicella-herpes zoster did not decrease in the 4 patients in whom

they were measured. The decrease in IC antibodies was inversely related to serum

levels of total inmmunoglobulin (IgG). The decrease in IC antibodies was not due

to blocking factors in the IVIg preparation and was too rapid to be due to

suppression of IgG synthesis, suggesting that it resulted from increased

catabolism. CONCLUSIONS: IVIg can rapidly control active PV unresponsive to

conventional therapy by causing a selective and very rapid decline in the

autoantibodies that mediate the disease. We believe it does so by increasing the

catabolism of all serum IgG antibodies, and that this results in a selective

decrease in only abnormal autoantibodies as catabolized normal anti bodies are

replaced by those present in the IVIg preparation. IVIg is the first treatment

that achieves the ideal therapeutic goal in auto-antibody diseases, the selective

removal of the pathogenic antibodies without affecting the level of normal

antibodies.
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Pemphigus: a treatment update.

Dick SE, Werth VP.

Department of Dermatology, Philadelphia VA Medical Center, University of

Pennsylvania, Philadelphia, PA, USA.

Pemphigus is a group of rare autoimmune mucocutaneous bullous diseases with

potential significant morbidity and mortality. The two main subtypes are

pemphigus vulgaris (PV) and pemphigus foliaceus (PF). Systemic corticosteroid use

and other advances in management have dramatically decreased the mortality rate

for pemphigus. At present, the primary cause of morbidity and mortality is

complications from treatment. Thus, the goal of pemphigus management is to induce

and maintain remission with the lowest possible doses of medication and with the

fewest side effects. Although our scientific knowledge of pemphigus is advancing

and our treatment options are expanding, there are still very few randomized,

controlled studies to evaluate the true effectiveness of the available therapies.

Here we review the available treatment options and novel therapies for pemphigus

and the supporting data.
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Pathogenic monoclonal antibody against desmoglein 3 augments desmoglein 3 and p38

MAPK phosphorylation in human squamous carcinoma cell line.

Kawasaki Y, Aoyama Y, Tsunoda K, Amagai M, Kitajima Y.

Department of Dermatology, Gifu University School of Medicine, Gifu, 501-1194,

Japan.

Pemphigus vulgaris is an autoimmune blistering disease characterized by cell-cell

detachment of epidermal cells. Autoantibody against desmoglein (Dsg) 3, a

transmembrane glycoprotein that mediates the association of desmosomes, plays a

major role in blistering in pemphigus vulgaris (PV). The mechanisms of

autoantibody-induced acantholysis have not been clarified. We previously reported

that PV-IgG induces phosphorylation of Dsg3, decreases Dsg3 on the cell surface

and forms Dsg3-depleted desmosomes in cultured keratinocytes, and that cell

treatment with a potent pathogenic monoclonal antibody against Dsg3 (AK23 mAb)

decreases the amount of Dsg3 in cultured keratinocytes. Although the precise

mechanisms remain unclear, we have proposed the involvement of intracellular

signal transduction resulting from the binding of autoantibodies to Dsg3. In this

study, we examined whether AK23 mAb augments phosphorylation of Dsg3 and p38

mitogen-activating protein kinase (MAPK) in a human squamous cell line, DJM-1

cells. AK23 mAb increased serine phosphorylation of Dsg3 and augmented activation

levels of p38 MAPK. These results indicate that antibodies bind to Dsg3, but not

other antigens, in the IgG fraction and can induce activation of signal

transduction.
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Pemphigus antibody induced phosphorylation of keratinocyte proteins.

Rubenstein DS, Diaz LA.
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The pemphigus family of autoimmune blistering diseases is characterized by an

autoantibody response to desmosomal cadherins in epithelia. Autoantibodies

against desmogleins, desmosome cell adhesion molecules, induce loss of cell-cell

adhesion that is characterized clinically by blister formation. The mechanism by

which these autoantibodies induce loss of cell-cell adhesion is under active

investigation, but appears to involve a coordinated intracellular response

including activation of intracellular signaling and phosphorylation of a number

of proteins in the target keratinocyte. Activation of p38 mitogen activated

protein kinase may have a critical role in the acantholytic mechanism as

inhibitors of p38MAPK block the ability of pemphigus IgG to induce blistering in

pemphigus animal models.
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Apoptotic mechanism in pemphigus autoimmunoglobulins-induced

acantholysis--possible involvement of the EGF receptor.

FrusiÄ‡-Zlotkin M, Raichenberg D, Wang X, David M, Michel B, Milner Y.

Myers Skin Biology and Biochemistry Lab, Life Sciences Institute, The Hebrew

University of Jerusalem, Jerusalem, Israel.

Pemphigus is an autoimmune cutaneous disease characterized by circulating

autoantibodies that cause blistering and erosions on skin and mucous membranes.

Circulating autoantibodies bind to epidermal cell membrane and cause cell-cell

detachment (acantholysis), leading to epidermal tissue damage and cell death. The

principal target of pemphigus vulgaris autoantibodies (PV-IgG) is desmosomal

cadherin desmoglein 3 (Dsg3), a constituent of desmosomes, mediating cell-cell

adhesion. Several hypotheses for the mechanisms of acantholysis induction by

PV-IgG exist, but the actual mechanism is not clear as yet. We have previously

reported on apoptosis induction in PV-IgG-mediated epidermal tissue and cell

damage as a possible mechanism of acantholysis and cell death (Wang et al. 2004,

Apoptosis, 9:131-143). In this study we investigated the involvement of the EGFR

and intracellular signal transduction pathways in the PV-IgG-induced apoptosis.

We show here that PV-IgG induced activation/autophosphorylation of EGFR in

cultured keratinocytes in vitro. The specific tyrosine kinase inhibitor AG1478

abrogated EGFR autophosphorylation, cell death, FasL appearance and acantholysis,

all induced by PV-IgG, in parallel, confirming the involvement of EGFR in this

Fas apoptotic cascade. Activation of EGFR was followed by phosphorylation of its

downstream substrates, MAP kinase ERK and transcription factor c-Jun, and

internalization of EGFR. Pharmacological inactivation of the EGFR and ERK kinase

activities, by use of specific inhibitors AG1478 and PD98059 respectively,

blocked PV-IgG-induced phosphorylation of EGFR, ERK and c-Jun and cellular

apoptosis, measured by flow cytometry and caspase 3 activity. Prolonged

activation of EGFR by PV-IgG led to dramatic internalization of this receptor,

possibly reducing the ability of the cell to perform survival signals. This

suggests that activation of EGFR, followed by its internalization, is pivotal for

intracellular apoptotic signal transduction via ERK/c-Jun pathways, leading to

acantholysis. Our experimental data indicate that the EGFR is instrumental in

transducing apoptotic/acantholytic signals in keratinocytes cultures in response

to PV-IgG treatment. The acantholytic effect caused by PV-IgG binding to cell

surface receptors begins with and depends on cell surface receptor (EGFR)

activation of intracellular signaling pathways (ERK pathway) and apoptosis

induction (FasR pathway), which later lead to major cell-cell separation

(acantholysis) and cell death.
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Synergistic actions of pemphigus vulgaris IgG, Fas-ligand and tumor necrosis

factor-alpha during induction of basal cell shrinkage and acantholysis.

Orlov MD, Chernyavsky AI, Arredondo J, Grando SA.

Department of Dermatology, University of California-Davis, Sacramento, CA 95816,

USA.

This study tested a recently proposed "Basal Cell Shrinkage" hypothesis of

pemphigus acantholysis through a quantitative analysis of individual and

cooperative effects of pemphigus vulgaris (PV) IgG, Fas-ligand (Fas-L) and tumor

necrosis factor-alpha (TNFalpha) on keratinocyte (KC) volume (i.e. cell size) and

adhesive properties. Exposure of KC monolayers and MatTek EpiDermFT tissues

cultures to the physiologic concentrations of Fas-L, TNFalpha or IgGs from two PV

patients resulted in various degrees of reversible changes, which were not

observed in control cultures either exposed to normal IgG or left intact. Within

12-24 h of exposure, basal cells in experimental cultures lost their ability to

form stress fibers, retracted cytoplasmic aprons and formed keratin aggregates,

indicating that their cytoskeleton collapsed. The cell volume decreased

significantly (p < 0.05) as the polygonal cell shape changed to a round one. The

shrunk cells detached from their neighbors and the substrate, resulting in a

reciprocal increase of both the areas of acantholysis and the number of detached

KCs, respectively. Since in the skin of PV patients, KCs are targeted by

autoantibodies concomitantly with being exposed to autocrine and paracrine

pro-apoptotic and pro-inflammatory cytokines, we combined PV IgG with Fas-L

and/or TNFalpha in the cell culture experiments. This amplified several fold an

ability of PV IgG to cause basal cell shrinkage and detachment. The obtained

results demonstrated for the first time that PV IgG works together with Fas-L and

TNFalpha to induce acantholysis via basal cell shrinkage, which provides a novel

mechanism explaining successful treatment of PV patients with TNFalpha

inhibitors.
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Significance of autoimmunity to non-desmoglein targets in pemphigus.

Kurzen H, Brenner S.

Department of Dermatology, University Medical Center Mannheim, University of

Heidelberg, Heidelberg, Germany. hjalmar.kurzen@nexgo.de

The pathogenesis of pemphigus vulgaris (PV) is a highly controversial, "hot"

topic that has received considerable enrichment in recent years by both clinical

and basic researchers. On the one hand, the classical view of desmogleins (Dsg)

as main targets of this autoimmune disease is supported by the characterization

of pathogenic anti-Dsg3 antibodies from both patients and animal models. On the

other hand, fundamental doubt has been raised towards this monopathogenic view by

several independent factors: (1) pemphigus lesions can be induced in

Dsg3-knockout (KO) mice; (2) pemphigus sera contain multiple autoantibodies

against different adhesion molecules and also cholinergic receptors; (3)

experimental inhibition of PV IgG induced acantholysis can be obtained by

interference with different signaling cascades regulating both calcium

homeostasis and apoptosis; and (4) cholinergic agonists exhibit anti-acantholytic

activity both in vitro and in vivo. The field is open for controlled clinical

trials and further basic research to unfold the true story of the pemphigus

enigma and provide the basis for a better treatment of pemphigus patients.
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Desmoglein autoimmunity in the pathogenesis of pemphigus.

Gniadecki R.

Department of Dermatology, University of Copenhagen, Bispebjerg Hospital,

Bispebjerg bake 23, DK-2400, Copenhagen, Denmark. rg01@bbh.hosp.dk

The most characteristic feature of pemphigus is a loss of cohesion between

keratinocytes, resulting in formation of blisters and erosions on the mucosal

membranes and the skin. Identification of circulating antibodies which bind to

desmogleins (Dsg), transmembrane proteins involved in assembly of the desmosomes,

led to the immediate realization that these antibodies may be pathogenic by

interfering with desmosomal function. Despite extensive experimental evidence

documenting the presence of the anti-Dsg response, its pathogenic relevance is

still debated. At the current stage of the knowledge it seems likely that

anti-Dsg imunoglobulins may play a role in pemphigus via interference with

cellular Dsg trafficking and by activation of specific signalling pathways rather

than by simple interference with desmosomal adhesion.
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Immunogenetics of pemphigus: an update.

Tron F, Gilbert D, Joly P, Mouquet H, Drouot L, Ayed MB, Sellami M, Masmoudi H,

Makni S.
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France.

Pemphigus are rare but informative models of organ-specific autoimmune diseases,

resulting from the interplay of environmental, genetic and stochastic factors.

There are many arguments to consider that pemphigus have a genetic basis

involving, as many other autoimmune diseases, several different genes with

additive or synergistic effects. So far, the unique strategy used to identify the

contributive loci has been direct analysis of candidate genes through

conventional case-control association studies. The major histocompatibility

complex in particular the class II locus was demonstrated to be associated with

pemphigus with a high rate of replicability. The progresses in the understanding

of pemphigus physiopathology and the development of new molecular tools offer new

perspectives to unveiled the genetic basis of this group of autoimmune blistering

diseases, as shown by recent studies of candidate genes expressed at different

levels of the autoimmune process.
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From acute febrile neutrophilic dermatosis to neutrophilic disease: forty years

of clinical research.

Wallach D, Vignon-Pennamen MD.

Department of Dermatology, HÃ´pital Cochin-Tarnier, Paris, France.
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In 1964, Sweet described an acute febrile neutrophilic dermatosis. It is now

widely accepted that Sweet's syndrome belongs to a group of associated

neutrophilic dermatoses. Although clinically dissimilar, Sweet's syndrome,

pyoderma gangrenosum, subcorneal pustular dermatosis, erythema elevatum diutinum,

and a few other conditions can be considered a part of this same pathologic

spectrum of inflammatory disorders because of (1) the existence of transitional

and overlap forms; (2) the similar histopathologic feature of an infiltrate by

normal polymorphonuclear leukocytes; (3) the possible occurrence of

extracutaneous neutrophilic infiltrates, defining the neutrophilic disease; and

(4) the frequent association with systemic diseases. According to the

localization of the neutrophilic infiltrate, we describe neutrophilic dermatoses

en plaques (dermal), superficial (epidermal), and deep (dermal and hypodermal).

Almost every organ of the body may be involved by a neutrophilic aseptic

inflammation. The main systemic diseases associated with neutrophlic dermatoses

are hematologic, gastrointestinal, and rheumatologic diseases. Although the

pathophysiology of these conditions is still poorly understood, treatment with

systemic anti-inflammatory agents is usually efficacious.
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Lichenoid paraneoplastic pemphigus in the absence of detectable antibodies.

Cummins DL, Mimouni D, Tzu J, Owens N, Anhalt GJ, Meyerle JH.

Department of Dermatology, Johns Hopkins Hospital, Baltimore, MD 21205, USA.

Paraneoplastic pemphigus (PNP) has been described as an antibody-mediated

mucocutaneous disease occurring almost exclusively in patients with lymphocytic

neoplasms. We describe 4 patients with the clinical features of the lichenoid

variant of PNP in the absence of detectable autoantibodies. On the basis of these

findings, we conclude that the spectrum of PNP likely includes patients with

disease predominantly or exclusively mediated by cytotoxic T cells rather than

autoantibodies. The pathophysiology and range of PNP disease are likely more

complex than was initially believed.
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Desmoglein antibodies and pemphigus vulgaris: a tale of treason and a fight for

life.
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Dental care of patients with autoimmune vesiculobullous diseases: case reports

and literature review.

Fatahzadeh M, Radfar L, Sirois DA.

Division of Oral Medicine, Department of Diagnostic Sciences, Room D-855, New

Jersey Dental School, 110 Bergen Street, Newark, NJ 07103, USA. fatahza@umdnj.edu

Dental management of patients with autoimmune vesiculobullous disorders is

complicated because of prominent involvement of oral mucosa, increased risk of

oral disease, and difficulty in rendering dental care. Although these diseases

are relatively uncommon, dental practitioners should be familiar with the oral

sequelae of these conditions and their management. Pemphigus vulgaris,

cicatricial pemphigoid, and epidermolysis bullosa represent the most common

autoimmune oral vesiculobullous diseases. This case-illustrated review summarizes

the pathogenesis, diagnostic features, and natural history of oral

vesiculobullous disorders, placing an emphasis on the treatment and prevention of

associated oral disease aimed at maintaining a healthy, functional dentition.
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Paraneoplastic pemphigus associated with inflammatory myofibroblastic tumor.
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Equal efficacy of topical tacrolimus and clobetasone butyrate in pemphigus

foliaceus.

Cohen SN, Lim RP, Paul CJ, Abdullah A.
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Paraneoplastic pemphigus associated with malignant fibrous histiocytoma.
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Clinical, histologic and immunologic features of pemphigus in Bangladesh.
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Value of direct immunofluorescence in predicting remission in pemphigus vulgaris.

Balighi K, Taheri A, Mansoori P, Chams C.
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Tehran, Iran.

BACKGROUND: Pemphigus vulgaris is characterized by the presence of autoantibodies

to desmogleins. Multiple relapses and remission may occur during the course of

the disease. The goal of this study was to determine whether direct

immunofluorescence study has any value in detecting immunological remission of

pemphigus vulgaris. METHODS: Fifty-seven patients with pemphigus vulgaris who

were in clinical remission for at least 3 months, while taking prednisolone 5-7.5

mg/day, were recruited retrospectively for the study. Direct immunofluorescence

study had been performed in all patients after a period of at least 3 months in

clinical remission. Treatment had been discontinued in all patients with negative

results of direct immunofluorescence. RESULTS: Of 57 patients who were in

clinical remission, 24 patients (42%) had negative and 33 patients (58%) had

positive results of direct immunofluorescence. Eleven patients (46%) with

negative results of direct immunofluorescence relapsed within the first year of

the follow-up period. Nine patients with negative direct immunofluorescence had a

history of more than 6 months of clinical remission before direct

immunofluorescence study. Among them, two patients (22%) relapsed. None of four

patients with history of more than 12 months of clinical remission before a

negative direct immunofluorescence study relapsed. CONCLUSIONS: Negative direct

immunofluorescence is an indicator of immunological remission in patients with

pemphigus vulgaris after 6-12 months in clinical remission.
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INTRODUCTION: Pemphigus vulgaris (PV) is a rare autoimmune bullous disease that

affects the skin and mucosae, characterized by the presence of antibodies against

desmoglein 3, that causes acantholisis and formation of intraepidermal blisters.

Observation of PV cases in several members of the same family suggests the

existence of genetic factors that contribute to susceptibility to suffer the

disease. However, very few cases of familial PV have been described. Based on its

autoimmune nature, many studies have found an association between PV and the HLA

class II allele, specifically with the HLA-DRB1*0402 DQB1*0302 and HLA-DRB1*1401

DQB1*0503 haplotypes that bestows a significant risk of disease. OBJECTIVES:

Study of three families with PV. PATIENTS AND METHODS: In this study, we present

three families, with a total of 7 patients, diagnosed of familial PV. HLA

antigens were determined with the PCR (polymerase chain reaction) technique in

several members of these families. RESULTS: All the subjects affected were

positive for HLA DR4 and HLA DR14. The fact that different families with PV are

associated with identical haplotypes and that healthy siblings of the patients

have the same haplotype is of special interest. CONCLUSION: These results support

the concept of genetic predisposition in this rare disease.
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Treatment of pemphigus vulgaris with rituximab and intravenous immune globulin.

Ahmed AR, Spigelman Z, Cavacini LA, Posner MR.

Center for Blistering Diseases, New England Baptist Hospital, Boston, USA.

BACKGROUND: Pemphigus vulgaris is a potentially fatal autoimmune mucocutaneous

blistering disease. Conventional therapy consists of high-dose corticosteroids,

immunosuppressive agents, and intravenous immune globulin. METHODS: We studied

patients with refractory pemphigus vulgaris involving 30% or more of their

body-surface area, three or more mucosal sites, or both who had inadequate

responses to conventional therapy and intravenous immune globulin. We treated the

patients with two cycles of rituximab (375 mg per square meter of body-surface

area) once weekly for 3 weeks and intravenous immune globulin (2 g per kilogram

of body weight) in the fourth week. This induction therapy was followed by a

monthly infusion of rituximab and intravenous immune globulin for 4 consecutive

months. Titers of serum antibodies against keratinocytes and numbers of

peripheral-blood B cells were monitored. RESULTS: Of 11 patients, 9 had rapid

resolution of lesions and a clinical remission lasting 22 to 37 months (mean,

31.1). All immunosuppressive therapy, including prednisone, could be discontinued

before ending rituximab treatment in all patients. Two patients were treated with

rituximab only during recurrences and had sustained remissions. Titers of IgG4

antikeratinocyte antibodies correlated with disease activity. Peripheral-blood B

cells became undetectable shortly after initiating rituximab therapy but

subsequently returned to normal values. Side effects that have been associated

with rituximab were not observed, nor were infections. CONCLUSIONS: The

combination of rituximab and intravenous immune globulin is effective in patients

with refractory pemphigus vulgaris. Copyright 2006 Massachusetts Medical Society.
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Preliminary data on Pemphigus vulgaris treatment by a proteomics-defined peptide:

a case report.

Angelini G, Bonamonte D, Lucchese A, Favia G, Serpico R, Mittelman A, Simone S,

Sinha AA, Kanduc D.
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ABSTRACT: BACKGROUND: Although described by Hippocrates in 400 B.C., pemphigus

disease still needs a safe therapeutical approach, given that the currently used

therapies (i.e. corticosteroids and immunosuppressive drugs) often provoke

collateral effects. Here we present preliminary data on the possible use of a

proteomics derived desmoglein peptide which appears promising in halting disease

progression without adverse effects. METHODS: The low-similarity

Dsg349-60REWVKFAKPCRE peptide was topically applied for 1 wk onto a lesion in a

patient with a late-stage Pemphigus vulgaris (PV) complicated by diabetes and

cataract disease. The peptide was applied as an adjuvant in combination with the

standard corticosteroid-based immunosuppressive treatment. RESULTS: After 1 wk,

the treated PV eroded lesion appeared dimensionally reduced and with an increased

rate of re-epithelization when compared to adjacent non-treated lesions.

Short-term benefits were: decrease of anti-Dsg antibody titer and reduction of

the corticosteroid dosage. Long-term benefits: after two years following the

unique 1-wk topical treatment, the decrease of anti-Dsg antibody titer persists.

The patient is still at the low cortisone dosage. Adverse effects: no adverse

effect could be monitored. CONCLUSION: With the limits inherent to any

preliminary study, this case report indicates that topical treatment with

Dsg349-60REWVKFAKPCRE peptide may represent a feasible first step in the search

for a simple, effective and safe treatment of PV.
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Presence of human papillomavirus type 6 DNA in the perineal verrucoid lesions of

Hailey-Hailey disease.
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Changes in desmoglein 1 expression and subcellular localization in cultured

keratinocytes subjected to anti-desmoglein 1 pemphigus autoimmunity.
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The complexity of pemphigus acantholysis together with the weak expression of

desmoglein 1 (Dsg1) in cultured keratinocytes have made the study on the

pathogenic action of anti-Dsg1 antibodies quite difficult. The pathophysiology of

the acantholytic phenomenon could depend on the reduction of Dsg1 adhesion

function occurring after its massive internalization or decrease of its

synthesis. Here, we have investigated this hypothesis by using sera of patients

having antibodies against Dsg1 or monoclonal anti-Dsg1 antibodies to simulate

pemphigus autoimmunity in Dsg1-rich keratinocytes. Similar to pemphigus foliaceus

(PF) and vulgaris (PV) sera, monoclonal anti-Dsg1 antibodies induced transient

internalization of Dsg1 and reduced the adhesion strength among keratinocytes.

However, binding of IgG to Dsg1 did not determine its early depletion from the

adhesion complexes but reduced the amount of Dsg1 found in the Triton X-100

soluble pool of proteins. Taken together, our results represent the first

demonstration that anti-Dsg1 antibodies induce similar alterations on the

subcellular distribution of Dsg1 irrespective of the disease where they come

from. Furthermore, the present study provides insight into the mechanisms

underlying epithelial blistering observed in the skin type of pemphigus.

PMID: 17058228 [PubMed - indexed for MEDLINE]

167: J Immunol. 2006 Nov 1;177(9):6517-26.

A truncated alternative spliced isoform of human desmoglein 1 contains a specific

T cell epitope binding to the pemphigus foliaceus-associated HLA class II

DRbeta1*0102 molecule.

Mouquet H, Farci S, Joly P, MaillÃ¨re B, Leblond J, Drouot L, Leprince J, Tonon

MC, Loiseau P, Charron D, Tron F, Gilbert D.
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Desmogleins (Dsg) are transmembrane glycoproteins of the desmosome that allow a

cell-cell adhesion between keratinocytes and comprise four different isoforms

(Dsg1 to Dsg4). Two Dsg are targeted by pathogenic autoantibodies produced in the

course of autoimmune bullous skin diseases, Dsg1 in pemphigus foliaceus (PF), and

Dsg3 and Dsg1 in pemphigus vulgaris. The genetic susceptibility to PF is

associated with certain HLA class II alleles, which are thought to participate in

disease pathogenesis through their capacity to accommodate autoantigen-derived

peptides and present them to autoreactive T cells. So far, a unique isoform of

Dsg1 has been described in humans, which includes several immunodominant T cell

epitopes. In this study, we describe an alternative transcript of DSG1, which

contains a 101-bp insertion corresponding to the 3' end of DSG1-intron 6 and

introducing a stop codon in the nucleotide sequence. This alternative transcript

leads to the synthesis of a truncated isoform of Dsg1 expressed in normal human

epidermis. This isoform bears a specific peptide sequence that binds to the

PF-associated HLA class II DRbeta1*0102 molecule as shown in a HLA-DR

peptide-binding assay, and induces PF T cell proliferation. These data provide an

illustration of an autoantigen encoded by alternative spliced transcript that may

participate in the pathogenesis of the disease by bearing PF-associated HLA class

II restricted-epitope.
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Prevalence of onychomycosis in patients with autoimmune diseases.

Tuchinda P, Boonchai W, Prukpaisarn P, Maungprasat C, Suthipinittharm P.

Department of Dermatology, Faculty of Medicine, Siriraj Hospital, Mahidol

University, Bangkok, Thailand.

BACKGROUND: Onychomycosis is the most common nail disorder in adults. Many

studies reported a higher prevalence of onychomycosis among particular patients,

such as those with diabetes, poor peripheral circulation or immunosuppression.

However, studies of the prevalence of onychomycosis in autoimmune patients who

carry many of these predisposing factors have been limited OBJECTIVE: Study the

prevalence of onychomycosis in autoimmune compared to non-autoimmune female

patients. MATERIAL AND METHOD: A cross-sectional study of the prevalence of

onychomycosis in autoimmune patients and non-autoimmune female patients visiting

a dermatology clinic over a period of 18 months. One hundred and sixty-five

female autoimmune patients were enrolled. RESULTS: The prevalence of

onychomycosis in autoimmune patients was 10.2% (95%CI 6.5%, 15.9%) compared to

6.7% (95%CI 3.8%, 11.6%), in non-autoimmune patients (p > 0.05, 2-sided). Of

vesiculobullous patients, mainly presenting with pemphigus and who were mostly on

immunosuppressive medication, 24% had onychomycosis [p = 0.013; OR 4.39 (95%CI

1.27, 14.89)]. CONCLUSION: Exposure to humid microenvironments was an important

factor in the occurrence of onychomycosis (p < 0.05, 2-sided). However, the

number of patients with each individual disease was too small to conclude a

prevalence of onychomycosis in conjunction with these individual cutaneous

autoimmune diseases.
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Chloroquine/hydroxychloroquine-induced pemphigus.

Ghaffarpour G, Jalali MH, Yaghmaii B, Mazloomi S, Soltani-Arabshahi R.

Publication Types: 

    Case Reports

    Letter

PMID: 17040465 [PubMed - indexed for MEDLINE]

172: Int J Dermatol. 2006 Oct;45(10):1204-6.

Cutaneous and pulmonary nocardiosis in pemphigus vulgaris: a rare complication of

immunosuppressive therapy.

Asilian A, Yoosefi A, Faghihi G.
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Rituximab: applications in dermatology.

Fatourechi MM, el-Azhary RA, Gibson LE.

University of Minnesota Medical School, Minneapolis, USA.

Rituximab is a chimeric anti-CD20 monoclonal antibody which has been used

extensively for B-lymphocytic malignancies. In addition, applications for

autoimmune diseases have emerged in recent years. Case reports support the use of

rituximab in certain dermatologic conditions, including paraneoplastic pemphigus,

pemphigus vulgaris, graft versus host disease, and cutaneous B-cell malignancies.

Clinical trials are lacking and would be an appropriate next step.
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Detection of pemphigus desmoglein 1 and desmoglein 3 autoantibodies and

pemphigoid BP180 autoantibodies in saliva and comparison with serum values.

Andreadis D, Lorenzini G, Drakoulakos D, Belazi M, Mihailidou E, Velkos G,

Mourellou-Tsatsou O, Antoniades D.

Department of Oral Medicine and Maxillofacial Pathology, School of Dentistry,

Aristotle University of Thessaloniki, Greece. lorenzinig@unisi.it

Although there is much literature on the detection of pemphigus and pemphigoid

autoantibodies by enzyme-linked immunosorbent assay (ELISA) in serum, nothing is

known about their presence in saliva. The aim of this study was to evaluate the

salivary levels of these autoantibodies in pemphigus and pemphigoid patients.

Autoantibodies against desmoglein3, desmoglein1, and BP180 were assayed, by

ELISA, in serum and saliva samples of patients and healthy controls. The titres

of autoantibodies against Dsg1/3 found in both serum and saliva of pemphigus

patients showed a statistically significant correlation, suggesting that saliva

may be a useful biological material for diagnostic purposes, in monitoring

disease activity, as well as for the early detection of relapses. By contrast,

the titres of autoantibodies against BP180 in the serum and saliva of bullous

pemphigoid patients were not statistically related, and further study of the

usefulness of the BP180 ELISA for saliva in this disease is needed. In addition,

based on our results, the BP180 ELISA with a recombinant NC16a epitope failed to

detect the autoantibodies against BP180 in the serum and saliva of mucous

membrane pemphigoid patients.
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Antigen mimicry, epitope spreading and the pathogenesis of pemphigus.

Tchernev G, Orfanos CE.

Department of Dermatology and Allergy, Skin Cancer Center,

CharitÃ¨-UniversitÃ¤tsmedizin Berlin, Campus Benjamin Franklin, Berlin D-14195,

Germany. georgi_tchernev@yahoo.de

The molecular and cellular pathogenesis of pemphigus remains unclear. However,

the integrity of intraepidermal and dermoepidermal adhesion appears to be of

special importance, and the presence of antibodies directed against desmosomal

plaque proteins can provoke pemphigus-like pathologies. Antibodies reactive with

various tissue antigens have been detected in pemphigus-like skin conditions. Two

major factors determining the occurrence of different pemphigus subforms are

antigen mimicry and epitope spreading, as these two phenomena underpin antibody

generation in response to different antigens. This multiplicity of target

antigens and antibody responses may lead to diagnostic problems early in the

disease and may also explain the apparent transformation of one disease subform

into another as time progresses.
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Ocular involvement in pemphigus vulgaris.
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Dual diagnosis of pemphigus vulgaris and connective tissue disease.

Malik M, Ahmed AR.

Department of Medicine, New England Baptist Hospital, Boston, MA 02120, USA.

This is a retrospective analysis of patients with pemphigus vulgaris and

connective tissue disease (CTD) present as systemic lupus erythematosus, mixed

CTD, or both. Pemphigus vulgaris was severe, difficult to treat, but eventually

responded to therapy, resulting in a remission. In 6 patients, the CTD was stable

and controlled with symptomatic therapy, and in 7 patients required systemic

therapy. Life-threatening systemic involvement in systemic lupus erythematosus or

mixed CTD-such as renal, cardiac, and neurologic-were absent in these patients on

8 years (range 3-18 years) of follow-up. There are two limitations to this study.

First, it is a retrospective study. Second, no other disease control groups were

used for comparison purposes.
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Pruritic rash in the intertriginous areas.

Xia Y, Vonhilsheimer GE.
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Immunolocalisation of desmoglein-1 in equine muzzle skin.

Miragliotta V, Donadio E, Felicioli A, PodestÃ  A, Ricciardi MP, Ceccardi S,
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Are desmoglein autoantibodies essential for the immunopathogenesis of pemphigus

vulgaris, or just "witnesses of disease"?

Amagai M, Ahmed AR, Kitajima Y, Bystryn JC, Milner Y, Gniadecki R, Hertl M,

Pincelli C, Kurzen H, Fridkis-Hareli M, Aoyama Y, FrusiÄ‡-Zlotkin M, MÃ¼ller E,

David M, Mimouni D, Vind-Kezunovic D, Michel B, Mahoney M, Grando S.

Pemphigus vulgaris (PV) is fascinating to dermatologists, epithelial biologists

and immunologists alike, as its pathogenesis has been clarified to a much greater

extent than that of most other organ-specific autoimmune diseases, and as it has

provided abundant novel insights into desmoglein biology and pathology along the

way. Historically, the most influential PV pathogenesis concept is that of

Stanley and Amagai. This concept holds that autoantibodies against desmogleins

are both essential and sufficient for epidermal blister formation (acantholysis)

by impeding the normal functioning of these major adhesion proteins. However, as

with most good theories, this landmark concept has left a number of intriguing

and important questions open (or at least has not managed to answer these to

everyone's satisfaction). Moreover, selected dissenting voices in the literature

have increasingly called attention to what may or may not be construed as

inconsistencies in this dominant PV pathogenesis paradigm of the recent past. The

present debate feature therefore bravely rises to the challenge of re-examining

the entire currently available evidence, as rationally and as undogmatically as

possible, by provocatively asking a carefully selected congregation of experts

(who have never before jointly published on this controversial topic!) to discuss

how essential anti-desmoglein autoantibodies really are in the immunopathogenesis

of PV. Not surprisingly, some of our expert "witnesses" in this animated debate

propose diametrically opposed answers to this question. While doing so, incisive

additional questions are raised that relate to the central one posed, and our

attention is called to facts that may deserve more careful consideration than

they have received so far. Together with the intriguing (often still very

speculative) complementary or alternative pathogenesis scenarios proposed in the

following pages, this offers welcome "food for thought" as well as very specific

suggestions for important future research directions--within and beyond the camp

of PV aficionados. The editors trust that this attempt at a rational public

debate of the full evidence that is currently at hand will constructively

contribute to further dissecting the exciting--and clinically very

relevant!--immunopathogenesis of PV in all its complexity.
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Pemphigus foliaceus: a case report and short review.

Khachemoune A, Guldbakke KK, Ehrsam E.

Department of Dermatology, New York University School of Medicine, 530 First Ave,

Suite 7R, New York, NY 10016, USA. amorkh@pol.net

Pemphigus foliaceus (PF) is a rare autoimmune blistering disease presenting in

endemic and sporadic forms. The typical presentation is recurrent shallow

erosions in a seborrheic distribution. We present a case of a 58-year-old woman

with PF who was successfully treated with a combination of oral corticosteroids

and dapsone. We also provide a concise review of the literature and discuss the

etiology, clinical features, diagnosis, and management of PF.
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Polymorphism of the promoter region and exon 1 of the CTLA4 gene in endemic

pemphigus foliaceus (fogo selvagem).

Pavoni DP, Cerqueira LB, Roxo VM, Petzl-Erler ML.

LaboratÃ³rio de GenÃ©tica Molecular Humana, Universidade Federal do ParanÃ¡,

Curitiba, PR, Brasil.

Endemic pemphigus foliaceus (EPF) is an autoimmune bullous skin disease

characterized by acantholysis and antibodies against a desmosomal protein,

desmoglein 1. Genetic and environmental factors contribute to development of this

multifactorial disease. HLA class II and some cytokine gene polymorphisms are the

only genetic markers thus far known to be associated with susceptibility to or

protection from EPF. The cytotoxic T-lymphocyte antigen-4 gene (CTLA4) encodes a

key immunoreceptor molecule that regulates and inhibits T-cell proliferation. It

participates in the regulatory process controlling autoreactivity and therefore

has been considered a strong candidate gene in autoimmune diseases. In the search

for genes that might influence EPF pathogenesis, we analyzed variants of the

CTLA4 gene in a sample of 118 patients and 291 controls from a Brazilian

population. This is the first study investigating the possible role of

polymorphisms of the 2q33 chromosomal region in differential susceptibility to

pemphigus foliaceus. Promoter region and exon 1 single nucleotide polymorphisms

-318 (C,T) and 49 (A,G) were genotyped using sequence-specific oligonucleotide

probes after amplification by the polymerase chain reaction. The allelic and

genotypic frequencies did not differ significantly between the patient and the

control groups (-318T: 9.8 and 10.9%, 49G: 33.0 and 35.2% were the allelic

frequencies in patients and controls, respectively). In addition, no significant

difference was found when the patient and control population samples were

stratified by the presence of HLA-DRB1 alleles. We conclude that the CTLA4 -318

(C,T) and 49 (A,G) polymorphisms do not play a major role in EPF development.
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Pemphigus foliaceus induced by radiotherapy and responsive to dapsone.

Cianchini G, Lembo L, Colonna L, Puddu P.

Department of Immunodermatology, Istituto Dermopatico dell'Immacolata IRCCS,

Rome, Italy. g.cianchini@idi.it

Pemphigus foliaceus induced by ionizing radiation therapy is a rare condition. We

describe the case of a 70-year-old female who developed pemphigus foliaceus after

X-ray treatment for an adenocarcinoma of the left breast. The eruption started at

the portal of irradiation and only subsequently spread to other cutaneous areas.

Mucosal membranes were not affected. Skin lesions were completely responsive to

dapsone therapy.
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A review of autoimmune skin diseases in domestic animals: I - superficial

pemphigus.

Olivry T.

Center for Comparative Medicine and Translational Research and Department of

Clinical Sciences, College of Veterinary Medicine, North Carolina State

University, Raleigh, North Carolina, USA. Thierry_Olivry@ncsu.edu

In humans, the pemphigus denomination encompasses a group of autoimmune

blistering skin diseases with intraepidermal separation resulting from cell-cell

detachment by acantholysis. Entities are classified based on the level of

blistering in the epidermis, and both superficial (pemphigus foliaceus, IgA

pemphigus) and deep (pemphigus vulgaris, pemphigus vegetans and paraneoplastic

pemphigus) variants are recognized. In domestic animals, subsets of pemphigus

have been recognized since the mid-1970s, and the disease classification

resembles that used for human patients. This article reviews up-to-date knowledge

on the epidemiology, clinical signs, histopathology, immunopathology and

treatment outcome of superficial pemphigus in domestic animals. Detailed

information on canine, feline, equine and caprine pemphigus foliaceus, canine and

feline pemphigus erythematosus and canine panepidermal pustular pemphigus is

provided.
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Paraneoplastic pemphigus resembling linear IgA bullous dermatosis.

Lee JS, Pei-Lin Ng P, Tao M, Lim WT.

National Skin Centre and Department of Medical Oncology, National Cancer Centre,

Singapore. joycelee@nsc.gov.sg

A 69-year-old Chinese man presented in 2001 with a blistering eruption over the

upper and lower limbs associated with oral ulceration for 1 month. He had stage

IIIA follicular small cell cleaved non-Hodgkin's lymphoma diagnosed 5 years

previously, and had received several lines of palliative chemotherapy, including

two courses of chlorambucil, six cycles of cyclophosphamide, adriamycin,

vincristine, and prednisolone (CHOP), and two four-cycle courses of rituximab,

with disease stabilization at the time of presentation. Examination revealed

erythematous, annular plaques with raised, urticarial borders studded with tense

bullae and vesicles over the thighs. Some lesions were arciform and annular, with

vesicles arranged in a ring at the border (Fig. 1). There was involvement of the

feet with desquamation at the tips of the toes (Fig. 2). Severe erosions with

hemorrhagic crusts on the lips, tongue, and buccal mucosa were seen. Herpes

simplex virus serology was negative. A biopsy specimen from a vesicle on the left

thigh showed suprabasal acantholysis (Fig. 3), some apoptotic keratinocytes (Fig.

4), satellite cell necrosis in the epidermis, and a superficial perivascular

infiltrate of lymphocytes and eosinophils. Direct immunofluorescence showed

intercellular immunoglobulin G (IgG) and C3 within the epidermis and along the

basement membrane zone. Indirect immunofluorescence on monkey esophagus was

positive for anti-intercellular antibody at a titre of 1/160 and positive on rat

bladder at a titre of 1/80. A presumptive diagnosis of paraneoplastic pemphigus

was made. This was later confirmed by the presence of antibodies against

envoplakin (210 kDa), periplakin (190 kDa), and desmoglein 1 on

immunoprecipitation studies. He was started on prednisolone 60 mg/day (1

mg/kg/day), with complete resolution of skin lesions within 1 week, but

persistence of oral ulcers. Cyclophosphamide was added at a low dose of 1

mg/kg/day as he had baseline leukopenia. Cyclosporine was later added to a

maximum of 4 mg/kg/day with only mild improvement of the oral lesions. He

declined rituximab therapy. He died 2 months later from fulminant pneumonia.
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Hailey-Hailey.

McKibben J, Smalling C.
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An 18-year-old white man with a "rash" on his forehead, neck, and upper part of

the back for more than 5 years presented to the dermatology clinic complaining of

chronic irritation and burning in these locations. He first became aware of the

problem while playing football when he noticed that areas where his shoulder pads

and helmet contacted his skin were red and irritated. He was treated by his

primary care physician for contact dermatitis, and the areas partially responded

to mild topical corticosteroids and emollients. Symptomatic worsening of the

lesions, including increasing burning pain and a clear discharge, subsequently

led to a primary care diagnosis of impetigo, which was treated with oral

antibiotics. Again, there was partial improvement while taking the antibiotics

but no resolution, and the areas of involvement continued to expand.

Exacerbations over the next few years were diagnosed as tinea, psoriasis, and

seborrheic dermatitis, with the patient reporting temporary and incomplete relief

following treatment for all of the above diagnoses.
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Pemphigus vulgaris induced by honeybee sting?

GÃ¼l U, GÃ¶nÃ¼l M, Cakmak SK, KiliÃ§ A.
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T helper type 2-biased natural killer cell phenotype in patients with pemphigus

vulgaris.

Takahashi H, Amagai M, Tanikawa A, Suzuki S, Ikeda Y, Nishikawa T, Kawakami Y,

Kuwana M.

Department of Dermatology, Keio University School of Medicine, Shinjuku-ku,

Tokyo, Japan.

Pemphigus vulgaris (PV) is an autoantibody-mediated bullous disease, but the role

of natural killer (NK) cells in its pathogenic process has never been examined in

detail. Circulating CD56+ CD3- NK cells as well as CD69+-activated NK cells were

increased in PV patients compared with healthy controls and patients with other

autoantibody-mediated autoimmune diseases, including immune thrombocytopenic

purpura and myasthenia gravis. Gene expression analysis of highly purified NK

cells demonstrated an increased expression of IL-10 and decreased expression of

IL-12Rbeta2, perforin, and granzyme B ex vivo in PV patients versus healthy

controls. The NK cells from PV patients also showed impaired signal transducer

and activator of transduction4 phosphorylation upon in vitro IL-12 stimulation.

Moreover, NK cells from PV patients exhibited reduced IL-10 production in

response to in vitro stimulation with IL-2/IL-12. Finally, IL-5 expression in NK

cells was exclusively detected ex vivo in PV patients with active disease, and

was lost in subsequent analyses performed during disease remission. Together

these findings suggest that NK cells contribute to a T helper type 2-biased

immune response in PV patients through impaired IL-12 signaling and an

upregulation of IL-10 and IL-5.
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Recalcitrant lesions of pemphigus foliaceous at a surgical site: successful

treatment with tacrolimus 0.1% ointment.

Cassano N, Coviello C, Scoppio BM, Miracapillo A, Vena GA.
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Severe gastrointestinal involvement in paraneoplastic pemphigus.

Miida H, Kazama T, Inomata N, Takizawa H, Iwafuchi M, Ito M, Komai A, Hashimoto

T, Togashi K.

Division of Dermatology, Department of Cellular Function, Course for Molecular

and Cellular Medicine, Niigata University Graduate School of Medical and Dental

Sciences. 1-757 Asahimachi-dori, Niigata, 951-8510, Japan.

hiromii@cameo.plala.or.jp

Paraneoplastic pemphigus (PNP) is an autoimmune mucocutaneous disease, associated

with neoplasia, which has characteristic clinical, histological and immunological

features. While respiratory epithelial involvement has been described in several

cases, lesions in the colon epithelium have never been reported. We describe a

57-year-old Japanese woman with PNP who had many aphthae-like erosions on the

colon epithelium, in addition to typical mucocutaneous PNP lesions. The

intestinal erosions had histological features similar to those of PNP and linear

deposition of complement, but not IgG, was observed along the colon epithelial

basement membrane.
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PL2 Subepithelial bullous diseases - dermatoimmunological and molecular basis.

Marinkovich P.

Bullous Disease Clinic, Stanford University, Stanford, CA, USA.

Significant advances have recently taken place in our understanding of inherited

and acquired subepithelia bullous diseases. Inherited disorders are collectively

termed epidermolysis bullosa and include simplex, junctional and dystrophic

categories. Elucidation of the structure and function of the basement membrane

underlying stratified squamous epithelial tissues has provided a foundation of

knowledge, which has permitted application to clinical diseases. Advances in our

understanding of the physiological basis for mucosal cohesion and molecular

diagnosis of inherited diseases have resulted in the elucidation of DNA

mutations, which correlate with the molecular pathology. Current preclinical

efforts in this field are largely directed at development of a specific and

effective molecular therapy and several approaches will be discussed. The

molecular etiology of the development of squamous cell carcinoma in a subset of

dystrophic EB patients has also been recently elucidated and will be discussed.

Acquired subepithelial bullous disorders are becoming better understood as well,

through the development of several preclinical animal models, including models

for bullous pemphigoid and epidermolysis bullosa acquisita. Autoantibodies in

each of these diseases appear to require complement and other local immune

components, in contrast to pemphigus antibodies, which appear to be pathogenic

themselves. In particular, bullous pemphigoid blister formation shows reliance on

metaloproteinase expressed by immune cells, suggesting new targets for molecular

therapy.
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Paraneoplastic epidermolysis bullosa acquisita associated with multiple myeloma.

Radfar L, Fatahzadeh M, Shahamat Y, Sirois D.

Department of Oral Diagnostic Sciences, School of Dental Medicine, State

University of New York at Buffalo, USA. lradfar@buffalo.edu

Epidermolysis bullosa acquisita is a rare acquired autoimmune subepidermal

blistering disease that clinically resembles other vesiculobullous lesions such

as pemphigus vulgaris and cicatricial pemphigoid. Multiple myeloma is the most

common plasma cell malignant disorder characterized by a single clonal expansion

and increased level of a single immunoglobulin. Epidermolysis bullosa acquisita

has been reported with other systemic diseases such as lymphoma. In this case

report, we present a patient with paraneoplastic epidermolysis bullosa acquisita

associated with multiple myeloma.
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Proteomic definition of a desmoglein linear determinant common to Pemphigus

vulgaris and Pemphigus foliaceous.

Lucchese A, Mittelman A, Tessitore L, Serpico R, Sinha AA, Kanduc D.

Dept of Odontostomatology, University of Bari, Italy. alucchese@hotmail.com

BACKGROUND: A number of autoimmune diseases have been clinically and

pathologically characterized. In contrast, target antigens have been identified

only in a few cases and, in these few cases, the knowledge of the exact epitopic

antigenic sequence is still lacking. Thus the major objective of current work in

the autoimmunity field is the identification of the epitopic sequences that are

related to autoimmune reactions. Our labs propose that autoantigen peptide

epitopes able to evoke humoral (auto)immune response are defined by the sequence

similarity to the host proteome. The underlying scientific rationale is that

antigen peptides acquire immunoreactivity in the context of their proteomic

similarity level. Sequences uniquely owned by a protein will have high potential

to evoke an immune reaction, whereas motifs with high proteomic redundancy should

be immunogenically silenced by the tolerance phenomenon. The relationship between

sequence redundancy and peptide immunoreactivity has been successfully validated

in a number of experimental models. Here the hypothesis has been applied to

pemphigus diseases and the corresponding desmoglein autoantigens. METHODS:

Desmoglein 3 sequence similarity analysis to the human proteome followed by

dot-blot/NMR immunoassays were carried out to identify and validate possible

epitopic sequences. RESULTS: Computational analysis led to identifying a linear

immunodominant desmoglein-3 epitope highly reactive with the sera from Pemphigus

vulgaris as well as Pemphigus foliaceous. The epitopic peptide corresponded to

the amino acid REWVKFAKPCRE sequence, was located in the extreme N-terminal

region (residues 49 to 60), and had low redundancy to the human proteome.

Sequence alignment showed that human desmoglein 1 and 3 share the REW-KFAK-RE

sequence as a common motif with 75% residue identity. CONCLUSION: This study 1)

validates sequence redundancy to autoproteome as a main factor in shaping

desmoglein peptide immunogenicity; 2) offers a molecular mechanicistic basis in

analyzing the commonality of autoimmune responses exhibited by the two forms of

pemphigus; 3) indicates possible peptide-immunotherapeutical approaches for

pemphigus diseases.
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Involvement of the esophagus in a patient with pemphigus vulgaris who was on

immunosuppressive therapy.

Kanbay M, Selcuk H, Gur G, Yilmaz U, Boyacioglu S.

Department of Internal Medicine, Baskent University Faculty of Medicine, Ankara,

Turkey. drkanbay@yahoo.com

Esophageal involvement of pemphigus vulgaris (PV) had been considered an

exceptional event. We present the case of a woman with PV who developed

esophageal involvement while being treated with azathioprine and resolved after

steroid therapy. This case highlights that esophageal involvement of PV might be

resistant to immunosuppressive therapy other than steroids.

Publication Types: 

    Case Reports

PMID: 16916141 [PubMed - indexed for MEDLINE]

195: J Invest Dermatol. 2006 Sep;126(9):1931-2.

Comment on:

    J Invest Dermatol. 2006 Sep;126(9):2044-8.

Non-pathogenic anti-desmoglein 3 IgG autoantibodies in Fogo Selvagem.

Amagai M.

Department of Dermatology, Keio University School of Medicine, Tokyo, Japan.

amagai@sc.itc.keio.ac.jp

The endemic form of pemphigus foliaceus, fogo selvagem, is caused by IgG

autoantibodies directed against desmoglein 1 (Dsg1). Hilario-Vargas and his

colleagues describe a high prevalence of IgG autoantibodies against Dsg3, the

target antigen of pemphigus vulgaris, in a Brazilian population where fogo

selvagem is endemic, although those patients do not develop any apparent clinical

phenotype of pemphigus vulgaris.
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Pemphigus vegetans confined to the scalp.

Danopoulou I, Stavropoulos P, Stratigos A, Chatziolou E, Chiou A, Georgala S,

Katsambas A.
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Sensitivity of indirect immunofluorescence and ELISA in detecting intercellular

antibodies in endemic pemphigus foliaceus (Fogo Selvagem).

Cunha PR, Bystryn JC, Medeiros EP, de Oliveira JR.

Department of Dermatology, Faculty of Medicine de JundiaÃ​, SÃ£o Paulo, Brazil.

drpaulocunha@bol.com.br

BACKGROUND: Since 1967 dermatology has used the classic technique of indirect

immunofluorescence (IFI) for the detection of autoantibodies against antigens of

the skin in diseased people with endemic pemphigus foliaceus. Thirty years later

enzyme-linked immunosorbent assays--ELISA (rDsg1 and rDsg3) appeared as a viable

option. A group of highly recognized researchers have concluded that ELISA is a

simple, sensitive and highly specific method, allowing for diagnostic

differentiation between pemphigus vulgaris (PV) and endemic pemphigus foliaceus

(EPF). Scientific literature certifies that both ELISA and IIF bear high

sensitivity in spite of the fact that a direct comparison between the ELISA and

IIF tests has never been performed. OBJECTIVES: This study was conducted to

compare the sensitivity of these tests in detecting antibodies in the EPF.

MATERIAL AND METHODS: Thirty-two serum samples were collected from patients with

EPF. The control serum of 15 healthy individuals was tested to detect the

presence of antibodies of EPF by indirect immunofluorescence and ELISA (rDsg1 and

rDsg3). The IIF was performed, taking human skin as a substrate. RESULTS:

Antibodies in patients with EPF were detected more commonly by the ELISA (rDsg1)

(91%) compared with IIF (81%). CONCLUSIONS: The ELISA (rDsg1) is slightly more

sensitive than IIF in detecting antibodies related to EPV. However, according to

our results, we do not currently possess a test with 100% accuracy in

differentiating EPF from PV. Although previous studies have associated Dsg3 with

PV, the tests performed during this study showed that 12% (4/32) of patients with

EPF (cutaneous diseases only) also had Dsg3 antibodies.
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Thymoma, myasthenia gravis, eruptions of pemphigus vulgaris and a favourable

course of relapsing melanoma: an immunological puzzle.

Meyer S, Kroiss M, Landthaler M, Vogt T.
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p38MAPK inhibition prevents disease in pemphigus vulgaris mice.

Berkowitz P, Hu P, Warren S, Liu Z, Diaz LA, Rubenstein DS.

Department of Dermatology and Lineberger Comprehensive Cancer Center, University

of North Carolina, Chapel Hill, NC 27599-7287, USA.

Pemphigus vulgaris (PV) is a life-threatening autoimmune blistering skin disease

characterized by detachment of keratinocytes (acantholysis). It has been proposed

that PV IgG might trigger signaling and that this process may lead to

acantholysis. Indeed, we recently identified a rapid and dose-dependent

phosphorylation of p38 mitogen-activated protein kinase (p38MAPK) and heat shock

protein (HSP) 27 after binding of PV antibodies to cultured keratinocytes. In

human keratinocyte cultures, inhibitors of p38MAPK prevented PV IgG-induced

phosphorylation of HSP27 and, more importantly, prevented the early cytoskeletal

changes associated with loss of cell-cell adhesion. This study was undertaken to

(i) determine whether p38MAPK and HSP25, the murine HSP27 homolog, were similarly

phosphorylated in an in vivo model of PV and (ii) investigate the potential

therapeutic use of p38MAPK inhibition to block blister formation in an animal

model of PV. We now report that p38MAPK inhibitors prevented PV blistering

disease in vivo. Targeting the end-organ by inhibiting keratinocyte desmosome

signaling may be effective for treating desmosome autoimmune blistering

disorders.

Publication Types: 

    Research Support, N.I.H., Extramural 

PMID: 16908851 [PubMed - indexed for MEDLINE]

200: J Am Acad Dermatol. 2006 Sep;55(3):449-59.

Rituximab: a monoclonal antibody to CD20 used in the treatment of pemphigus

vulgaris.

El Tal AK, Posner MR, Spigelman Z, Ahmed AR.

Department of Medicine, New England Baptist Hospital, Harvard School of Dental

Medicine, Boston, Massachusetts 02120, USA.

BACKGROUND: Rituximab is an anti-CD20 chimeric antibody that selectively targets

B lymphocytes. Recently, it has been reported to be beneficial in treating

pemphigus vulgaris. OBJECTIVE: Our aim was to review the English-language

literature on the treatment of pemphigus vulgaris (PV) with rituximab and to

determine its efficacy and influence on clinical outcome(s). MATERIAL AND

METHODS: A retrospective review of the literature on the use of rituximab in the

treatment of PV was conducted. Seventeen patients in 10 reports were described

and their data were reviewed. RESULTS: The majority of patients received one

course of rituximab along with conventional immunosuppressive therapy as

concomitant therapy; 88% of the patients demonstrated improvement. More than half

of the patients were followed up for more than 6 months after rituximab

treatment; they appeared to be clinically disease free, but were still receiving

conventional immunosuppressive therapy. Side effects in most patients were

transient and infusion related. Serious infections occurred in 4 patients. One

patient died. LIMITATIONS: The sample size of this study is small; there is no

uniformity of data collection or measurement of key and critical indices, and

follow-up was limited. CONCLUSION: Rituximab may be a promising agent in

treatment of PV.

Publication Types: 

    Review

PMID: 16908351 [PubMed - indexed for MEDLINE]

201: Gen Dent. 2006 Jul-Aug;54(4):262-4.

Pemphigus vulgaris in a juvenile patient: case report.

Pereira CM, Gasparetto PF, Aires MP.

Department of Oral Pathology, School of Dentistry, Paulista University-UNIP,

Gasania-GO, Brazil.

Pemphigus vulgaris is a rare cause of oral mucosal ulceration that mainly affects

middle-aged adults; the oral lesions of pemphigus are associated with cutaneous

manifestations. This article reports a case of oral phemphigus vulgaris in a

17-year-old girl without any cutaneous lesions. After seven months of steroid

therapy, the disease was controlled. Early recognition of this disease may

prevent delayed diagnosis and incorrect treatment.
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Can long-term corticosteriods lead to blindness? A case series of central serous

chorioretinopathy induced by corticosteroids.

Loo JL, Lee SY, Ang CL.

Singapore National Eye Centre, Singapore.

INTRODUCTION: Long-term, high-dose corticosteroid therapy is well-known to cause

systemic and ocular complications. A lesser known complication is chronic central

serous chorioretinopathy (CSCR). Although idiopathic central serous

chorioretinopathy (CSCR) is known to be mild with spontaneous recovery and

minimal effects on the final visual acuity, chronic CSCR as a complication of

long- term steroid therapy behaves differently, and may cause irreversible visual

impairment. CLINICAL PICTURE: Three cases of chronic, recurrent CSCR were

precipitated by longterm corticosteroids prescribed for post-renal transplant

immunosuppressive therapy, postpituitary surgery and pemphigus vulgaris.

TREATMENT AND OUTCOME: Two cases resolved with tapering of corticosteroids while

one case was treated by focal laser photocoagulation. Two eyes had severe

impairment of vision as a result of subretinal scar formation while the other 4

eyes had mild reduction of visual acuity from retinal epithelium pigment atrophy.

CONCLUSION: Long-term corticosteroid therapy can be complicated by severe,

chronic and recurrent CSCR and occasionally peripheral exudative retinal

detachment. This may result in subretinal fibrosis and permanent loss of vision.
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Mutations in the ATP2C1 gene in Chinese patients with Hailey-Hailey disease.

Zhang XQ, Wu HZ, Li BX, Xu YS, Wu JB, Lin LL, Yang Y, Li ZM, Lin XH, Zhang QY.

Department of Dermatology, No. 1 Hospital, Wenzhou Medical College, Wenzhou,

Zhejiang, China. zxq9898@yahoo.com.cn

Hailey-Hailey disease (HHD; MIM 16960) is a rare autosomal dominant hereditary

disorder characterized by recurrent eruption of vesicles and bullae,

predominantly involving the body folds. It is caused by heterozygous mutations in

the ATP2C1 gene, encoding the human secretory pathway Ca2+/Mn2+-ATPase protein 1

(hSPCA1). When we studied Chinese patients with HHD, we found two different

heterozygous mutations, Q506X and G353V, the former previously reported in a

Hungarian patient, and the latter being a novel mutation. In a 38-year-old

patient from a four-generation pedigree with a 3-year history of severe recurrent

blisters, we identified a C-->T transition at nucleotide 1696, c(1696C-->T), in

exon 17 of ATP2C1, resulting in a nonsenes mutation, Gln506X, which resulted in a

premature termination codon. In the second patient, who represented a occurrence

of sporadic Hailey-Hailey disease, a G-->T transversion of nucleotide, c(G1238T),

in exon 13 of ATP2C1 was detected, which resulted in a Gly353-->Val amino acid

substitution (G353V). Our molecular findings further demonstrate that the

mutational events in the human ATP2C1 gene encoding the hSPCA1 pump play an

important role in the pathogenesis of HHD.
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Changes in the autoimmune blistering response: a clinical and immunopathological

shift from pemphigus foliaceus to bullous pemphigoid.

Maeda JY, Moura AK, Maruta CW, Santi CG, Prisayanh PS, Aoki V.

Department of Dermatology, School of Medicine, University of SÃ£o Paulo, SÃ£o

Paulo, Brazil.

We describe a 64-year-old Brazilian man who developed bullous pemphigoid (BP) 12

years after pemphigus foliaceus (PF) was diagnosed. On his first presentation in

1992, histological examination revealed intraepidermal blistering and

acantholysis at the granular layer, direct immunofluorescence (DIF) demonstrated

intercellular deposits of C3 in the epidermis, and indirect immunofluorescence

showed the presence of IgG antibodies against the intercellular spaces. In 2004,

laboratory findings revealed a subepidermal blister with neutrophils and

eosinophils (by histology), DIF demonstrated deposition of IgG and C3 along the

basement membrane zone, salt-split skin showed IgG deposition in the epidermal

side of the blister, and immunoblotting showed reactivity against BP180. The

occurrence of two autoimmune blistering conditions in the same patient is a rare

event, and may suggest an intermolecular epitope-spreading phenomenon.
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[Pemphigus vulgaris--an alternative for steroid treatment?]

[Article in Hebrew]

Akerman L, Mimouni D, Trattner A, David M.

Department of Dermatology, Rabin Medical Center, Petah Tiqva, Israel.

Pemphigus vulgaris is an autoimmune disease with a well-established immunological

basis. Treatment is based on high dose and maintenance systemic corticosteroids.

We report on a patient with a recurrence of full-blown pemphigus vulgaris after a

trial of alternative hypnosis therapy to replace the corticosteroids.
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Efficacy of topical PGE2 in recalcitrant oral lesions of pemphigus vulgaris: a

clinical trial.

Kumaran MS, Kanwar AJ.
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Clinical and serological follow-up studies of endemic pemphigus foliaceus (fogo

selvagem) in Western Parana, Brazil (2001-2002).

Empinotti JC, Aoki V, Filgueira A, Sampaio SA, Rivitti EA, Sanches JA, Li N,

Hilario-Vargas J, Diaz LA; Cooperative Group on Fogo Selvagem Research .

Department of Dermatology, Federal University of Rio de Janeiro School of

Medicine, Rio de Janeiro, Brazil.

BACKGROUND: Fogo selvagem (FS) has been described in several regions of Brazil,

including the Western regions of the state of Parana. In 1990, Empinotti et al.

reported case studies of 213 patients with FS that were collected from 1976 to

1988. The same author (J.C.E.) has observed that the frequency of cases in these

regions of Parana has decreased. OBJECTIVES: The purpose of this study was to

clinically and serologically evaluate a small group of the patients originally

reported in 1990 and compare data with a group of control individuals. These

patients were treated at the onset of the disease with systemic steroids.

PATIENTS AND METHODS: Patients with FS, their unaffected relatives (n = 80) and

genetically unrelated controls (n = 15) were identified during a field study from

1 May 2001 to 30 June 2002. Sera from nine patients with FS and six normal

controls that were collected in the 1976-1988 evaluation were available for this

study. The sera were tested by indirect immunofluorescence, enzyme-linked

immunosorbent assay (ELISA) and immunoprecipitation using recombinant human

desmoglein 1 (Dsg1). RESULTS: Only 16 of the originally identified 213 patients

with FS were found during the field studies. Thirteen of the 16 patients were in

clinical and serological remission; 20% of normal controls (19 of 95) were

positive in the Dsg1 ELISA. The majority of these subjects (17 of 19) were

genetically related to FS patients. Six normal controls that were positive in the

Dsg1 ELISA in the original survey were found to be negative or weakly positive in

this evaluation. CONCLUSION: The reduced frequency of positive serological

markers of disease in patients and normal controls from Western Parana, as well

as the absence of recurrent disease in previously identified patients, suggest

that environmental antigenic stimulation of the population at risk may have

decreased in recent years.
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Serum levels of BAFF are increased in bullous pemphigoid but not in pemphigus

vulgaris.

Asashima N, Fujimoto M, Watanabe R, Nakashima H, Yazawa N, Okochi H, Tamaki K.

Department of Dermatology, Kanazawa University Graduate School of Medical

Science, 13-1 Takaramachi, Kanazawa, Ishikawa 920-8641, Japan.

BACKGROUND: BAFF [B-cell activating factor belonging to the tumour necrosis

factor (TNF) family] is a member of the TNF superfamily that regulates

B-lymphocyte proliferation and survival. It has been demonstrated that increased

levels of soluble BAFF are associated with systemic autoimmunity in patients with

systemic lupus erythematosus, rheumatoid arthritis and SjÃ¶gren's syndrome, and in

animal models of spontaneous autoimmune diseases. However, the significance of

circulating BAFF in autoimmune bullous diseases is unknown. OBJECTIVES: To

examine whether BAFF levels are elevated in the autoimmune blistering diseases

pemphigus vulgaris (PV) and bullous pemphigoid (BP). METHODS: We examined sera

obtained from 21 patients with PV, 39 patients with BP and 22 healthy donors. We

performed enzyme-linked immunosorbent assays for soluble BAFF and each

disease-specific antibody: antidesmoglein-3 antibody for PV and anti-BP180

antibody for BP. RESULTS: Significant elevations of serum BAFF levels were found

in the patients with BP, but not with PV. There was apparently no significant

association between the serum BAFF levels and titres of anti-BP180 antibodies in

the patients with BP. However, serum BAFF levels tended to be more elevated in

patients with a shorter disease duration. There was a tendency that BAFF levels

increased before the anti-BP180 antibody levels increased at the onset of BP and

quickly decreased in response to treatment. CONCLUSIONS: BAFF may be a useful

marker for early activation of an autoimmune diathesis and may play a critical

role in triggering activation of self-antigen-driven autoreactive B cells in BP.
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Improvement of familial benign pemphigus after treatment with pulsed-dye laser: a

case report.

Fisher GH, Geronemus RG.

Commonwealth Dermatology Laser and Skin Surgery Center, Richmond, Virginia 23230,

USA. gf@comderm.com
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IgA/IgG pemphigus: a new atypical subset of pemphigus?

Kowalewski C, Hashimoto T, Amagai M, Jablonska S, Mackiewicz W, Wozniak K.
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Pemphigus vulgaris of the uterine cervix: misinterpretation of papanicolaou

smears.

Lobo AZ, de Sousa JX, Aoki V, Sotto MN, Aida Gay de Pereyra E, Maruta CW, Santi

CG.
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Atypical pemphigus: discordance between clinicopathological findings and the

antigenic profile in four cases.

Herrero-Gonzalez JE, MascarÃ³ JM, Iranzo P, Herrero C.

Department of Dermatology, Hospital Clinic & Barcelona University School of

Medicine, Barcelona, Spain.

BACKGROUND: The diagnosis of pemphigus vulgaris and pemphigus foliaceus is

usually based on clinical, histological, and immunofluorescence (IF) findings. In

recent years, the antigenic profile of both diseases has been further defined by

immunobiochemical techniques (ELISA, immunoblot, and immunoprecipitation).

METHODS: A retrospective study of 40 pemphigus patients was performed to

determine the clinical, histological, and antigenic profile in patients with

pemphigus followed at our Department. Charts review, clinical data, histological

and IF findings, and antigenic analysis by ELISA were performed in all patients.

RESULTS: In most patients, there was a perfect correlation between the clinical

and histological findings and their antigenic profile. In four patients (10%),

clinicopathological features and antigenic findings were discordant. CONCLUSIONS:

The antigenic profiles in pemphigus do not always correlate with the clinical

diagnosis. Therefore, clinical and histological features should be considered as

the mainstay for the diagnosis of pemphigus.
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Pemphigus vulgaris identifies plakoglobin as key suppressor of c-Myc in the skin.

Williamson L, Raess NA, Caldelari R, Zakher A, de Bruin A, Posthaus H, Bolli R,

Hunziker T, Suter MM, MÃ¼ller EJ.

Molecular Dermatology, Institute Animal Pathology, Vetsuisse Faculty, University

of Bern, Bern, Switzerland.

The autoimmune disease pemphigus vulgaris (PV) manifests as loss of keratinocyte

cohesion triggered by autoantibody binding to desmoglein (Dsg)3, an intercellular

adhesion molecule of mucous membranes, epidermis, and epidermal stem cells. Here

we describe a so far unknown signaling cascade activated by PV antibodies. It

extends from a transient enhanced turn over of cell surface-exposed,

nonkeratin-anchored Dsg3 and associated plakoglobin (PG), through to depletion of

nuclear PG, and as one of the consequences, abrogation of PG-mediated c-Myc

suppression. In PV patients (6/6), this results in pathogenic c-Myc

overexpression in all targeted tissues, including the stem cell compartments. In

summary, these results show that PV antibodies act via PG to abolish the c-Myc

suppression required for both maintenance of epidermal stem cells in their niche

and controlled differentiation along the epidermal lineage. Besides a completely

novel insight into PV pathogenesis, these data identify PG as a potent modulator

of epithelial homeostasis via its role as a key suppressor of c-Myc.
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Atypical pemphigus involving the esophagus with IgG antibodies to desmoglein 3

and IgA antibodies to desmoglein 1.

Inui S, Amagai M, Tsutsui S, Fukuhara-Yoshida S, Itami S, Katayama I.
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Seasonal variation of transient acantholytic dyskeratosis (Grover's disease).

Scheinfeld N, Mones J.

Department of Dermatology, St Luke's Roosevelt Hospital Center, New York, NY

10025, USA. scheinfeld@earthlink.net

BACKGROUND: Grover's disease (GD), or transient acantholytic dermatosis, is a

pruritic, papulovesicular eruption characterized histopathologically by

acantholysis with or without dyskeratosis. The origin of GD is unknown. Suggested

causes include sweating, heat, immobilization occlusion, external beam and

ultraviolet radiation, and xerosis. GD has also been found to occur in

association with other diseases. OBJECTIVE: Our aim was to assess whether GD

exhibits seasonal variation and, if so, to determine whether any inferences can

be drawn from its seasonal variation regarding its cause. METHODS: We identified

385 patients who fulfilled both clinical and histopathologic criteria for GD

among 423,106 patients diagnosed at the Ackerman Academy of Dermatopathology in

New York City during the period from July 1, 1999 through June 30, 2004. By

design, no hospitalized patients were studied. RESULTS: A diagnosis of GD was

given to 0.09% of biopsy specimens at the Ackerman Academy of Dermatopathology.

GD was diagnosed approximately 4 times more commonly in winter than in summer,

although the number of biopsies was constant. The average age of GD patients was

64 years with a male/female ratio of 1.95:1. The most common histopathologic type

of GD was pemphigus vulgaris. GD was suspected clinically in 54% of patients.

LIMITATIONS: This study did not assess hospitalized patients with GD or GD

patients who lived outside the northeastern United States. Because the data

assessed resided in a commercial dermatopathology laboratory, patients assessed

in almost all cases had insurance coverage. Patients without insurance likely

were not included in the study. CONCLUSIONS: The diagnosis of GD constitutes a

higher proportion of biopsies in the winter than in the summer and therefore, by

inference, occurs more frequently in the winter. In the winter, elderly men whose

skin is naturally xerotic sweat less and are exposed to low ambient humidity.

Rather than being caused by sweating and heat, GD arises against a backdrop of an

intact but xerotic epidermis with decreased sweat production and is likely

related to impaired epidermal integrity.
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Cloning and genetic characterization of human pemphigus autoantibodies.

Payne AS.
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IgG reactivity against non-conformational NH-terminal epitopes of the desmoglein

3 ectodomain relates to clinical activity and phenotype of pemphigus vulgaris.

MÃ¼ller R, Svoboda V, Wenzel E, Gebert S, Hunzelmann N, MÃ¼ller HH, Hertl M.

Department of Dermatology, University of Marburg, Marburg, Germany.

ralf.mueller@med.uni-marburg.de

Pemphigus vulgaris (PV) is an autoimmune disease caused by immunoglobulin G (IgG)

autoantibodies against the desmosomal adhesion molecules, desmoglein (Dsg)3 and

Dsg1. The aim of the study was to relate IgG reactivity of 123 PV sera and 40

control sera against NH(2)-terminal non-conformational epitopes of Dsg3 and Dsg1

with disease activity and clinical phenotype by enzyme-linked immunosorbent

assay. The results show that (i) the overall reactivity and the titres of IgG

reactive with the Dsg3 ectodomain, Dsg3(1-566), significantly correlated with the

disease activity of the PV patients; (ii) IgG reactivity against the

NH(2)-terminus of Dsg3, Dsg3(1-161), was associated with active PV while there

was no direct correlation between the IgG titres and the disease activity; (iii)

IgG reactivity against the NH(2)-terminus of Dsg3, Dsg3(1-161), was associated

with mucosal and mucocutaneous PV; (iv) IgG titres against a small stretch of the

NH(2)-terminus of Dsg3, Dsg3(25-88), were associated with active PV; and (v) IgG

in the PV sera detected non-conformational epitopes in addition to the previously

identified conformation-dependent epitopes of the Dsg3 and Dsg1 ectodomains.
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Synergistic pathogenic effects of combined mouse monoclonal anti-desmoglein 3 IgG

antibodies on pemphigus vulgaris blister formation.

Kawasaki H, Tsunoda K, Hata T, Ishii K, Yamada T, Amagai M.

Department of Dermatology, Keio University School of Medicine, Shinjuku-ku,

Tokyo, Japan.

Pemphigus vulgaris (PV) is an autoimmune blistering disease caused by

anti-desmoglein 3 (Dsg3) IgG antibodies. Previously, we generated an active mouse

model for PV by adoptive transfer of splenocytes from immunized or naive

Dsg3(-/-) mice. In this study, we isolated 10 anti-Dsg3 IgG mAbs (NAK-series)

from PV model mice generated by transfer of naive Dsg3(-/-) splenocytes. We

characterized their epitopes using domain-swapped and point-mutated Dsg1/Dsg3

molecules and examined their pathogenic activities in blister formation in three

different assays. In a passive transfer model using neonatal mice, eight of 10

NAK mAbs showed pathogenic activity when injected together with half the minimum

pathogenic dose of anti-Dsg1 IgG autoantibodies from pemphigus foliaceus (PF)

patients. None of the mAbs could induce the PV phenotype when individual

hybridoma clones were inoculated by peritoneal injection into adult Rag2(-/-)

mice. NAK mAbs displayed a range of potency in an in vitro dissociation assay

using primary cultured mouse keratinocytes. Interestingly, when multiple

hybridoma clones recognizing different epitopes were inoculated in combination,

recipient mice developed the PV phenotype. In vitro dissociation assays confirmed

that combined NAK mAbs had synergistic pathogenic effects. These findings

indicate that although an individual anti-Dsg3 IgG is not sufficient to cause

blistering in adult mice, several together can induce the PV phenotype. These

mAbs will provide a valuable tool to investigate the molecular mechanisms of

blister formation, mimicking the effects of the polyclonal IgG antibodies found

in patients.
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Pemphigus vegetans associated with verrucous lesions: expanding a phenotype.

de Almeida HL, Neugebauer MG, Guarenti IM, Aoki V.
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The N-terminal fraction of desmoglein 3 encompassing its immunodominant domain is

present in human serum: implications for pemphigus vulgaris autoimmunity.

Lanza A, Femiano F, De Rosa A, Cammarota M, Lanza M, Cirillo N.

Department of Odontostomatology, Division of Oral Medicine and Regional Center on

Craniofacial Malformations-MRI, Second University of Naples, Via Luigi di

Crecchio 7, 80138 Naples, Italy. sandrolanza80@libero.it

Pemphigus vulgaris (PV) is considered as an autoimmune disease against a

tissue-restricted antigen, desmoglein 3, a 130 kDa glycoprotein expressed by

keratinocytes of skin and mucous membranes. Therefore, a breakdown of peripheral

tolerance is generally invoked to explain this horror autotoxicus. The

availability of a self-antigen and the strength of antigenic stimulation

represent critical points in the regulation of immune system homeostasis. Our

study shows for the first time that the immunodominant fraction of the PV

self-antigen is present in sera of healthy individuals and patients as a

circulating 30 kDa fragment (sDsg3). These findings provide a good explanation

for the N-terminal specificity of antibody production and peptide recognition in

PV patients by B and T cell, respectively. Moreover, the presence of the sDsg3 in

human sera could allow to reconsider pemphigus as a disease against a circulating

antigen; once produced, PV-autoantibodies also recognize the 130 kDa epidermal

antigen desmoglein 3 on keratinocyte surface (kDsg3), thus triggering the

acantholysis and the clinical manifestations of pemphigus.
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Improved protocol for treatment of pemphigus vulgaris with protein A

immunoadsorption.

Shimanovich I, Herzog S, Schmidt E, Opitz A, Klinker E, BrÃ¶cker EB, Goebeler M,

Zillikens D.

Department of Dermatology, University of LÃ¼beck, LÃ¼beck, Germany.

BACKGROUND: Pemphigus vulgaris is a life-threatening autoimmune blistering skin

disease, usually treated with high-dose corticosteroids in combination with other

immunosuppressants. However, this regimen may prove inadequate in severe cases

and can cause dangerous side-effects. We have recently reported protein A

immunoadsorption (PAIA) to be an effective adjuvant treatment for induction of

remission in severe pemphigus. However, in a significant number of cases, the

disease rapidly recurred once PAIA and immunosuppressive medication were tapered.

AIMS: The aim of the present study was to develop a PAIA-based therapeutic

regimen that would result in a more prolonged remission of pemphigus. METHODS:

Nine patients with pemphigus vulgaris were treated with a modified protocol

characterized by a combination of PAIA with a higher initial dose of systemic

methylprednisolone (2 mg/kg). In addition, azathioprine or mycophenolate mofetil

was administered as a steroid-sparing agent. RESULTS: In all nine patients

treated with this regimen, we observed a sharp decline of circulating

autoantibody levels and dramatic improvement of cutaneous and mucosal lesions

within 4 weeks of therapy. The patients remained free of clinical disease for up

to 26 months after PAIA treatment was discontinued. CONCLUSION: The improved

treatment protocol appears to combine highly effective induction of clinical

remission in severe or treatment-resistant pemphigus with a prolonged subsequent

symptom-free interval.
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Pemphigus foliaceus with epidermal detachment: adverse events from patch testing.
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Uncommon adverse reactions to patch testing have been reported, but few cases

have shown patch testing to be a potential contraindication. We report a patient

with known pemphigus foliaceus who had significant epidermal detachment of normal

skin during the removal of patch-testing tape.
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Healing effect of Pilocarpine gel 4% on skin lesions of pemphigus vulgaris.

Iraji F, Yoosefi A.

Department of Dermatology, AL-Zahra Hospital, Isfahan University of Medical

Sciences, Iran. iraji@med.mui.ac.ir

BACKGROUND: The high rate of morbidity and mortality resulting from long-term use

of corticosteroids in pemphigus vulgaris (PV) warrants discovery of a new

treatment strategy. Based on a new theory on the pathophysiology of PV,

cholinomimetics can block the process of blister formation. AIMS: This study was

conducted to evaluate the clinical effectiveness of Pilocarpine gel in the

treatment of skin lesions of PV. METHODS: In a double-blind, placebo-controlled

study, three PV patients with a total of 64 skin lesions were treated by either

Pilocarpine or placebo gel. After 15 days of treatment an epithelialization index

of the two groups was compared. RESULTS: The mean of the epithelialization index

in skin lesions that received Pilocarpine was significantly higher than that of

the placebo group (40.3 +/- 1.7 vs. 24.4 +/- 3.3, P < 0.001). CONCLUSIONS:

Pilocarpine gel effectively treats PV.
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Determination of survival and hazard functions for pemphigus patients in Kerman,

a southern province of Iran.

Shamsadini S, Fekri AR, Esfandiarpoor I, Saryazdi S, Rahnama Z, Zandi S,

Farajzadeh S.

Department of Dermatology, Kerman University of Medical Sciences, Kerman, Iran.
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BACKGROUND: Pemphigus has in the past been associated with a high mortality rate.

However, with the discovery of corticosteroids, patient median survival has

improved. Our purpose was to assess median survival after confirmed diagnosis of

pemphigus in patients in Kerman, a southern province of Iran. METHODS: All

patients who were either admitted to the hospital or treated as outpatients in

Kerman from 22 September 1987 to 22 September 1999 and who had confirmed

pemphigus were included in the study. Survival was estimated using the

Kaplan-Meier method, and the following variables were evaluated in a univariate

analysis for an association with survival: age, sex, type of pemphigus, and type

of therapy. RESULTS: A total of 55 patients (38 female and 17 male) were

identified. No significant differences were found between genders. The mean age

at the time of diagnosis was 46.0 years. Older groups had a lower survival rate

than younger groups (P < 0.001). The majority (82%) of cases were

vulgaris/vegetans, and no significant differences were found in 10-year survival

for type of pemphigus (P > 0.05). The patients who had been treated with

corticosteroids alone had longer median survival times than those who had been

treated with corticosteroids plus azathioprine (P < 0.001). A total of 11

patients died; the median follow-up time for those still alive was 5.9 years

(range 2-12 years). Estimated survival at 2, 6 and 10 years was 92.7, 86.8 and

61.5%, respectively. CONCLUSION: Overall median survival rate in patients with

pemphigus was 10 years, regardless of gender or subtype of pemphigus. Survival

was adversely affected by late onset. Those patients treated with

immunosuppressives and corticosteroids also appeared to have reduced survival

times when compared to those treated with corticosteroids alone.
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Bucillamine-induced pemphigus vulgaris in a patient with rheumatoid arthritis and

polymyositis overlap syndrome.

Hur JW, Lee CW, Yoo DH.

Division of Rheumatology, Department of Internal Medicine, The Hospital for

Rheumatic Diseases, College of Medicine, Hanyang University, Seoul, Korea.

Bucillamine is a disease modifying anti-rheumatic drug, structurally similar to

D-penicillamine. Although D-penicillamine-induced pemphigus has been not

infrequently demonstrated, pemphigus associated with bucillamine was rarely

reported. We describe a patient complicating pemphigus vulgaris after bucillamine

treatment in rheumatoid arthritis (RA) and polymyositis (PM) overlap syndrome. PM

and RA overlap syndrome was diagnosed three years ago and bucillamine was

administrated for 20 months. Skin lesions including erythematous flaccid blisters

on her chest, axillae, and back were occurred and were compatible with pemphigus

vulgaris by typical pathology. Withdrawal from bucillamine and prednisolone

treatment made rapid improvement of pemphigus lesions.
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How does acantholysis occur in pemphigus vulgaris: a critical review.

Lanza A, Cirillo N, Femiano F, Gombos F.

Regional Center on Craniofacial Malformations, School of Medicine, II University

of Naples, 80100 Naples, Italy. sandrolanza80@libero.it

Background: Pemphigus vulgaris is a life-threatening autoimmune blistering

disease targeting skin and mucous membranes, characterized by disruption of

keratinocytes' adhesion termed acantholysis. Today multiple classes of targets

are considered to play a role in the genesis of the acantholysis; of these, the

classical pemphigus antigens, desmosomal cadherins (desmoglein 1 and 3) are the

best characterized and considered as the most important. Additional antigens

include the novel epithelial acetylcholine receptors (alpha9 and pemphaxin).

Thus, acantholysis in pemphigus seems to result from a cooperative action of

antibodies to different keratinocyte self-antigens, but the mechanisms by which

epithelial cleft occurs are not yet clearly understood. In fact, the binding of

the autoantibodies to these targets generates a plethora of biological effects

due, on one hand, to their direct interference with adhesive function and, on the

other, to more complex events involving intracellular pathways that modify

proteases activity or calcium metabolism, leading to loss of cell-cell adhesion.
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Inflammatory pseudotumor of the spinal nerve complicated by paraneoplastic

pemphigus. Case illustration.
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Study of desmoglein 1 and 3 antibody levels in relation to disease severity in

Indian patients with pemphigus.

Kumar B, Arora S, Kumaran MS, Jain R, Dogra S.

Department of Dermatology, Postgraduate Institute of Medical Education and

Research, Chandigarh, India. kumarbhushan@hotmail.com

OBJECTIVES: To conduct a cross-sectional study to compare Dsg1 and Dsg3 antibody

levels independently with severity of disease activity in pemphigus vulgaris (PV)

and pemphigus foliaceus (PF). METHODS: Blood samples from 44 patients with

pemphigus (PV-38, PF-6) were analyzed using ELISA. The severity of skin and

mucosal disease was graded using a score from 0 to 3. RESULTS: A statistically

significant correlation between increase in Dsg 3 antibody titres with severity

of oral involvement and Dsg 1 titres with severity of skin involvement was found

in both PV and PF patients (p < 0.01). However, we were unable to demonstrate a

relationship between increased titres of Dsg1 and Dsg 3 antibodies with oral and

skin involvement respectively. CONCLUSION: This study suggests that the severity

of skin and oral disease in pemphigus is determined by the quantities of Dsg1 and

Dsg3 antibodies respectively.
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Prevalence of anti-desmoglein-3 antibodies in endemic regions of Fogo selvagem in

Brazil.

Hilario-Vargas J, Dasher DA, Li N, Aoki V, Hans-Filho G, dos Santos V, Qaqish BF,

Rivitti EA, Diaz LA; Cooperative Group on Fogo Selvagem Research .

Department of Dermatology, University of North Carolina at Chapel Hill, 27599,
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Fogo selvagem (FS), the endemic form of pemphigus foliaceus (PF), is an

autoimmune blistering disease characterized by autoantibodies against desmoglein

1. The Terena reservation of Limao Verde in Mato Grosso do Sul, Brazil, is a

previously identified focus of disease. Autoantibodies against desmoglein 3

(Dsg3) have also been detected in sera from patients with FS. In an effort to

further characterize the serological, geographical, and clinical epidemiology of

the disease, we sought to determine the prevalence of anti-Dsg3 autoantibodies in

sera from normal subjects living outside of and in an endemic area using an

ELISA. Anti-Dsg3 antibodies were detected in 53 of 146 normal subjects from Limao

Verde (36%), and in eight of 140 normal subjects from surrounding areas (6%). A

significant trend was observed in the proportion of positive tests relative to

distance from the endemic area (P < 0.001). Our seroepidemiological observations

support the concept that the likely environmental trigger of the antibody

response in FS is located in this endemic area, and that the population at risk

to develop FS may also be at risk to develop an endemic form of pemphigus

vulgaris as reported by our co-investigators from Brasilia.
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Role of mast cells and T-lymphocytes in pemphigus vulgaris: significance of CD44

and the c-kit gene product (CD117).

Ghaly NR, Roshdy OA, Nassar SA, Hamad SM, El-Shafei AM.

Department of Dermatology, University of Tanta, Tanta, Egypt.

Molecular mechanisms underlying the pathophysiology of pemphigus vulgaris are

still not clear. We aimed to determine the significance of detecting expression

of some antigens that might be pivotal to the process, namely CD44 and CD117, in

patients with active pemphigus vulgaris. Seventeen patients with active pemphigus

vulgaris and 19 normal healthy controls were included in the study. The

immunohistochemical results showed prominent expression of CD44 in 13 of the

patients and CD117 in 9 of the patients with new blister formation. CD44

percentage values in peripheral T-lymphocytes were significantly higher in

patients than controls, as detected by flow cytometry. In addition, there was a

significant increase in a soluble form of c-kit in sera of patients with active

pemphigus vulgaris compared to controls.
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[Oral pemphigus]
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A 33-year-old man suffered from spontaneously developing blisters at the oral

mucosa. Firstly, the bullous lesions were observed in the third molar region, but

they spread progressively over the buccal and palatal mucosa. The bullous lesions

ruptured spontaneously, resulting in erosive lesions and pain. Before being

referred to an oral and maxillofacial surgeon, the patient consulted his family

doctor, his family dentist, as well as an ear-nose-throat-specialist. The oral

and maxillofacial surgeon took a biopsy in order to confirm the clinical

diagnosis pemphigus vulgaris. The patient was referred to a dermatologist for

treatment with systemic corticosteroids and a non-steroid immunosuppressive drug.

Subsequently, the mucosal lesions healed.
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Oesophageal involvement during attacks in pemphigus vulgaris patients.

Calka O, Akdeniz N, Tuncer I, Metin A, Cesur RS.
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BACKGROUND: Pemphigus vulgaris (PV) is a rare autoimmune bullous skin disorder

characterized by frequent involvement of the mucous membranes, usually beginning

at the mouth. AIMS: To investigate the oesophageal involvement in patients with

PV and to explore the primary relationship of the disease with symptoms such as

dysphagia, odynophagia and retrosternal burning. METHODS: Oesophageal involvement

was investigated by upper gastrointestinal endoscopy and biopsy during the early

phase of the attacks in 26 patients with PV (12 men, 14 women, age range 24-63

years). RESULTS: Histopathological examination and direct immunofluorescence of

the oesophageal biopsy specimens revealed pemphigus involvement in 12 of 26

patients (46.15%). CONCLUSION: The oesophagus is an important predilection zone

for PV, thus care must be taken to detect these lesions at an early stage.
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Rituximab in refractory autoimmune bullous diseases.

Schmidt E, Hunzelmann N, Zillikens D, BrÃ¶cker EB, Goebeler M.

Department of Dermatology, University of WÃ¼rzburg, WÃ¼rzburg, Germany.

schmidt_e@klinik.uni-wuerzburg.de

Treatment of autoimmune blistering diseases consists of systemic

glucocorticosteroids usually in combination with additional immunosuppressants

such as azathioprine and mycophenolate mofetil or immunomodulators such as

dapsone, antibiotics, intravenous immunoglobulins, and immunoadsorption. In some

patients, these treatment regimens are not sufficient to control disease activity

and/or lead to intolerable adverse events. Rituximab, originally developed for

the treatment of non-Hodgkin's lymphoma, is an anti-CD20 humanized monoclonal

antibody leading to transitory B-cell depletion. For this indication, rituximab

is widely employed, and severe side-effects rarely observed. Subsequently, the

B-cell-depleting effect of rituximab has been exploited successfully in various

autoimmune disorders, including autoimmune blistering diseases. Here, we review

the effect of rituximab in such diseases. To date, application of rituximab has

been reported in 26 treatment-resistant patients with the vulgaris, foliaceus,

and paraneoplastic variants of pemphigus as well as in bullous pemphigoid and

epidermolysis bullosa acquisita. All but a single patient showed clinical

improvement with reduction of lesion formation. In about a third, a clinical

remission requiring further immunsuppressive medication was achieved, and in

about a quarter, complete remission was induced. In addition, the mode of action

and adverse events of rituximab as well as adjuvant immunosuppressive treatments,

and the effect on levels of circulating autoantibodies in these patients are

discussed.
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Delayed response of oral pemphigus vulgaris to rituximab treatment.
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Rituximab is a monoclonal antibody directed against the CD20 antigen of B cells,

which has been developed for the treatment of lymphomas and has been successfully

used in the treatment of recalcitrant pemphigus vulgaris. Here, we report on a

26-year-old patient with an 18 month history of pemphigus vulgaris of the oral

mucosa where treatment with rituximab led to a delayed but sustained therapeutic

response. This case is of interest since most of the previous reports have

described a more rapid clinical improvement of refractory pemphigus by rituximab

treatment. The delayed clinical response to rituximab of the present case may be

explained by the persistence of long-lived plasma cells that continued to produce

pathogenic autoantibodies against desmoglein 3.
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Randomized controlled trial of adjuvant oral dexamethasone pulse therapy in

pemphigus vulgaris: PEMPULS trial.

Mentink LF, Mackenzie MW, TÃ³th GG, Laseur M, Lambert FP, Veeger NJ, Cianchini G,

Pavlovic MD, Jonkman MF.

Center for Blistering Diseases, Department of Dermatology, University Medical

Center Groningen, University of Groningen, Groningen, The Netherlands.

OBJECTIVE: To determine the therapeutic effect of adjuvant dexamethasone pulse

therapy when given in addition to conventional treatment of pemphigus vulgaris.

DESIGN: A randomized, placebo-controlled trial. SETTING: International European,

multicenter outpatient and inpatient study. PATIENTS: Of the 20 enrolled

patients, 11 were randomized to the dexamethasone pulse (DP) group and 9 to the

placebo pulse (PP) group. INTERVENTIONS: Oral dexamethasone in 300-mg pulses or

PPs 3 days per month. During the intervention, the DP and PP groups received

conventional treatment with prednisolone, 80 mg/d, which was tapered across 19

weeks, and azathioprine sodium, 3 mg/kg per day, until the end of the study.

Monthly pulses were continued until prednisolone treatment was tapered to 0 mg.

MAIN OUTCOME MEASURES: Number of patients in remission, time to and duration of

remission, cumulative prednisolone dose, and occurrence of adverse events during

1 year of follow-up. RESULTS: Eight of the 11 DP-treated patients and all 9

PP-treated patients achieved remission. Mean time to remission was 173 days with

DP and 176 days with PP. The mean duration of remission within the first year was

151 days for DP and 141 days for PP. Mean cumulative prednisolone dose was 5300

mg for DP and 4882 mg for PP. Weight gain (>5% of baseline) occurred in 8

DP-treated patients compared with 1 PP-treated patient (P<.01). We found no

statistically significant difference (P>.05) of an adjuvant effect of DP on

remission of pemphigus vulgaris. CONCLUSION: In patients with new pemphigus

vulgaris disease activity, there was no benefit of oral DP therapy given in

addition to conventional treatment. TRIAL REGISTRATION: clinicaltrials.gov

Identifier: NCT00127764.
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BACKGROUND: Endemic pemphigus foliaceus or fogo selvagem is an autoimmune skin

disease characterized by the presence of subcorneal superficial blisters and

antibodies of the immunoglobulin G4 (IgG4) class specific for the desmosomal

glycoprotein, desmoglein 1. In Peru, no studies have been published on the

seroprevalence of antibodies against desmoglein 1 in healthy subjects from

endemic foci. SUBJECTS AND METHODS: This was a cross-sectional study. The sample

included 82 healthy subjects, 41 from the Pueblo Libre community, a focus of

endemic pemphigus foliaceus, and 41 from a nonendemic urban area in Pucallpa

City. Enzyme-linked immunosorbent assay (ELISA) was used to determine the

presence of antibodies against desmoglein 1. Samples were processed and tested at

the Department of Dermatology and Cutaneous Surgery, School of Medicine,

University of Miami, Miami, Florida. RESULTS: It was found that 31.7% of healthy

individuals (13 subjects) from the endemic focus had anti-desmoglein 1

antibodies. A statistically significant association was found between the

distance from the endemic focus and the presence of antibodies against desmoglein

1 in subjects living within the endemic focus [Mantel-Haenszel odds ratio (OR),

3.34; P = 0.03; 95% confidence interval (CI), 1.06-10.48]. Agriculture as an

occupation showed a statistically significant association with the presence of

antibodies against desmoglein 1 (Mantel-Haenszel OR, 7.84; P < 0.001; 95% CI,

2.47-24.87). CONCLUSIONS: Antibodies against desmoglein 1 are present in healthy

subjects exposed to an endemic focus of pemphigus foliaceus (fogo selvagem).

Agriculture is associated with a high risk of development of antibodies against

desmoglein 1 in the endemic focus of the Pueblo Libre community.
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Uzun S, Durdu M, Akman A, Gunasti S, Uslular C, Memisoglu HR, Alpsoy E.

Department of Dermatology, Cukurova University School of Medicine, Adana, Turkey.

sonuzun@hotmail.com

BACKGROUND: The purpose of this study was to describe the epidemiological and

clinical features, course, response to treatment, and prognosis of pemphigus in

the Mediterranean region of Turkey. METHODS: All patients with confirmed

pemphigus were prospectively enrolled in two major dermatology departments in the

cities of Adana and Antalya in the Mediterranean region between March 1998 and

March 2004. Details including demography, findings of clinical examinations,

treatment, course, and prognosis were recorded. RESULTS: One hundred and

forty-eight patients with pemphigus were diagnosed during the 6-year period, with

a prevalence of 1.46 and an annual incidence of 0.24 per 100,000 in this region.

There was a female predominance with a male to female ratio of 1:1.4. Pemphigus

vulgaris (PV) was the most common clinical subtype, identified in 123 patients

(83%). The mean age of onset was 43. In 101 (82%) patients with PV, disease began

as persistent oral ulcers. The majority of the patients with PV could be managed

with middle or high-dose steroids (60-140 mg/day). Complete clinical remission

was obtained in 41 (39.4%) patients. The mortality rate was 4.8%. CONCLUSIONS: A

moderately high incidence of pemphigus was found in the Mediterranean region of

Turkey as compared with that encountered in other countries. The commonest

clinical subtype was PV with a 9.5-fold higher incidence than pemphigus

foliaceus. It is more frequent in middle-aged people and has a female

predominance. Although a relatively higher dose of steroid was needed to control

the PV, the disease completely remitted in a significant proportion of the

patients.

Publication Types: 

    Multicenter Study

PMID: 16700784 [PubMed - indexed for MEDLINE]

246: Int J Dermatol. 2006 May;45(5):518-22.

Evaluation of desmoglein enzyme-linked immunosorbent assay (ELISA) in Indian

patients with pemphigus vulgaris.

Sharma VK, Prasad HR, Khandpur S, Kumar A.

Department of Dermatology, All India Institute of Medical Sciences, New Delhi,

India. aiimsvks@yahoo.com

OBJECTIVE: To evaluate the role of the enzyme-linked immunosorbent assay (ELISA)

test for the detection of antibodies to desmoglein 1 (dsg1) and desmoglein 3

(dsg3) in the diagnosis of pemphigus vulgaris (PV), and its correlation with

disease severity and clinical presentation (mucosal PV, cutaneous PV,

mucocutaneous PV). METHODS: Twenty-seven active PV patients and 26 controls with

other dermatologic disorders were included in the study. The severity of oral and

cutaneous involvement was assessed and recorded. ELISA test for the measurement

of anti-dsg1 and anti-dsg3 antibodies was performed (Medical and Biological

Laboratories Co. Ltd., Nagoya, Japan). The cut-off ELISA value for both anti-dsg1

and anti-dsg3 was taken as 20. RESULTS: Of the 27 patients, 26 were ELISA

positive for anti-dsg1 antibodies and 23 for anti-dsg3 antibodies. Of the

controls, two were positive for anti-dsg1 and none for anti-dsg3 antibodies. The

sensitivity and specificity of ELISA for anti-dsg1 in the diagnosis of PV were

96.3% and 92.3%, respectively. For anti-dsg3, they were 85.2% and 100%,

respectively. The different morphologic types of PV could not be differentiated

on the basis of antibody profile; however, a direct correlation between anti-dsg3

titers and the severity of oral disease was noted, and also between anti-dsg1

titers and the severity of cutaneous disease. CONCLUSIONS: ELISA (dsg1 and dsg3)

is an efficient tool for confirming the diagnosis of PV. Specific antibody titers

correlate with disease severity; however, desmoglein testing cannot differentiate

between the various morphologic subtypes of PV.
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Coexistence of nodular and dyshidrosiform pemphigoid.
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Disease relevant HLA class II alleles isolated by genotypic, haplotypic, and

sequence analysis in North American Caucasians with pemphigus vulgaris.

Lee E, Lendas KA, Chow S, Pirani Y, Gordon D, Dionisio R, Nguyen D, Spizuoco A,

Fotino M, Zhang Y, Sinha AA.

Department of Dermatology, Weill Medical College of Cornell University, New York,

NY, USA.

Early studies of genetic susceptibility to pemphigus vulgaris (PV) showed

associations between human leukocyte antigen (HLA) DR4 and DR6 and disease. The

emergence of DNA sequencing techniques has implicated numerous DRB1 and DQB1 loci

in various populations, leading to confusion regarding which exact alleles confer

susceptibility. The strong linkage disequilibrium among DR and DQ HLA alleles

further complicates the investigation of the true susceptibility loci. In this

study, we report genotyping data for the largest sampling of North American

Caucasian non-Jewish and Ashkenazi Jewish PV patients studied to date and compare

our data with other population studies. To pinpoint true susceptibility, alleles

among overrepresented sequences, we applied a step-wise reductionist analysis

through (1) determination of the degree of linkage disequilibrium (LD) between

purportedly associated alleles, (2) haplotype frequencies comparisons, and (3)

primary sequence comparisons of disease-associated versus non-disease-associated

alleles to identify crucial differences in amino acid residues in putative

peptide binding pockets. Collectively, our data provide extended support for the

hypothesis that the HLA associations in Caucasian PV patients map to DRB1*0402

and DQB1*0503 alone. Further structure-function studies will be required to

define the exact mechanisms of HLA-mediated control of susceptibility and

resistance to disease.
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Serum from pemphigus vulgaris reduces desmoglein 3 half-life and perturbs its de

novo assembly to desmosomal sites in cultured keratinocytes.

Cirillo N, Femiano F, Gombos F, Lanza A.

Regional Center on Craniofacial Malformations-MRI, Department of

Odontostomatology; 1st School of Medicine and Surgery, Second University of

Naples, Via Luigi De Crecchio 7, 80138 Naples, Italy. nicola.cirillo@unina2.it

Defects of cell-cell adhesion underlie disruption of epithelial integrity

observed in patients with pemphigus vulgaris (PV), an autoimmune disease

characterized by severe mucosal erosions and skin blisters. Pathogenic PV

autoantibodies found in patients' sera target desmoglein 3 (Dsg3), a major

component of the desmosome, but how does this phenomenon affect Dsg-dependent

adhesion and lead to acantholysis still remains controversial. Here, we show that

PV serum determines a reduction of Dsg3 half-life in HaCaT keratinocytes,

although the total amount of Dsg3 remains unchanged. Immunofluorescence studies

suggest that PV IgG exert their effect prevalently by binding non-desmosomal Dsg3

without causing its massive internalization. Furthermore, PV IgG targeting

desmosome-assembled Dsg3 do not induce depletion of Dsg3 from the adhesion sites.

Conversely, incorporation of PV IgG-Dsg3 complexes into new forming desmosomes

appears perturbed. With our study, the basic biochemical changes of Dsg3 in an in

vitro model of PV have been defined.
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Pemphigus vulgaris is associated with the transporter associated with antigen

processing (TAP) system.

Slomov E, Loewenthal R, Korostishevsky M, Goldberg I, Brenner S, Gazit E.

Tissue Typing Laboratory, Sheba Medical Center, Ramat-Gan, and Sackler School of

Medicine, Tel-Aviv University, Tel-Aviv, Israel.

Pemphigus vulgaris (PV) is a human leukocute antigen (HLA) class II-associated

autoimmune disease of the skin of unknown etiology. We recently described the

association of pemphigus vulgaris with two clusters of microsatellite loci within

the major histocompatibility complex region. One cluster includes the

microsatellite marker TAP1CA, located in proximity to the transporter associated

with antigen processing (TAP) genes. These genes are essential for class I

antigen processing machinery and could be an additional set of genes involved in

susceptibility to PV. The aim of this study was to investigate a possible

association between TAP gene polymorphisms and PV. For this purpose we examined

37 unrelated Jewish Israeli patients with PV and compared them with 37 healthy

Israeli Jewish HLA-matched controls. Significant differences were detected in

TAP2 amino acid residues (p=0.001). Two PV TAP2 risk alleles were identified

(TAP2*C and TAP2*D), the frequency of which was estimated to be 37.8% in the

patients and 5.3 % in the controls. This association was found to be independent

of HLA-DR. It is therefore likely that TAP2 genes are involved in susceptibility

to development of PV.
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A review of adverse oral reactions to systemic medications.

DeRossi SS, Hersh EV.

Department of Oral Medicine, University of Pennsylvania, Philadelphia, USA.

There is no debate that oral health and general well-being are inextricably

bound. Many commonly prescribed medications have associated dental and oral

manifestations that often are nonspecific and can vary in significance. This

article reviews many common oral manifestations of systemic drugs, including the

clinical manifestations, diagnosis, and treatment of these conditions.
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Chlorpyrifos exacerbating pemphigus vulgaris: a preliminary report and suggested

in vitro immunologic evaluation model.

Wohl Y, Goldberg I, Shirazi I, Brenner S.

Department of Dermatology, Tel Aviv-Sourasky Medical Center, and Sackler Faculty

of Medicine, Tel Aviv University, Tel Aviv, Israel.

BACKGROUND: There is accumulating evidence on the role of pesticides in the

etiology of pemphigus vulgaris (PV). OBJECTIVE: To determine whether

chlorpyrifos, an organophosphate pesticide, is involved in the immunopathology of

PV. METHODS: Normal human skin biopsy specimens incubated with progressively

diluted chlorpyrifos solutions were used as indirect immunofluorescence

substrates for sera from two PV patients previously exposed to the agent and from

healthy controls. Involvement of T-cell lymphocytes was assessed by release of

interferon-g in the presence of chlorpyrifos. RESULTS: In one PV patient,

immunofluorescence was strongly positive for the specimen incubated with the

pesticide and weakly positive for the specimen incubated with medium alone.

Immunofluorescence was negative in the patient under immunosuppression with

prednisolone and in all controls. Both patients tested positive on interferon-g

assay; controls tested negative. CONCLUSIONS: Findings suggest an

immunopathogenic role of chlorpyrifos in PV. Interferon-g cytokine assay with the

pesticide combined with immunofluorescence tests may provide an in vitro

diagnostic tool in suspected pesticide-induced/exacerbated pemphigus.
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Pemphigus exacerbators.
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The role of IVIg treatment in severe pemphigus vulgaris.

Baum S, Scope A, Barzilai A, Azizi E, Trau H.

Department of Dermatology, Sheba Medical Center, Affiliated with the Sackler

Faculty of Medicine, Tel-Aviv University, Israel. baumdr@zahav.net.il

BACKGROUND: High-dose intravenous immunoglobulin (IVIg) has become a part of the

treatment armentarium in pemphigus vulgaris (PV). Some consider IVIg as an

adjuvant steroid sparing agent in PV, while others as disease modifying that can

be used as monotherapy. METHODS: We report our experience with a series of 12 PV

patients with severe disease treated with IVIg as an adjuvant therapy. RESULTS:

Ten of 12 patients (83%) showed response to six cycles of IVIg, six (50%) having

complete remission and four (33%) having a partial response. This response rate

is concordant with previous reports. The therapy was well tolerated. In all 12

patients, treatment with IVIg allowed a gradual reduction of prednisone dose

compared with baseline levels. CONCLUSION: IVIg treatment was beneficial as a

steroid sparing agent in our series of patients with severe PV.
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Blistering disease in a child.

Wong YW, Ratnavel RC, Grabczynska SA.
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Anaesthesia in patient with Hailey-Hailey disease.
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T cell control in autoimmune bullous skin disorders.

Hertl M, Eming R, Veldman C.

Department of Dermatology and Allergology, Philipps University, Marburg, Germany.

hertl@med.uni-marburg.de

Autoimmune bullous disorders are a group of severe skin diseases characterized

clinically by blisters and erosions of skin and/or mucous membranes. A hallmark

of these disorders is the presence of IgG and occasionally IgA autoantibodies

that target distinct adhesion structures of the epidermis, dermoepidermal

basement membrane, and anchoring fibrils of the dermis. This Review focuses on

the potential role of autoreactive T cells in the pathogenesis of these

disorders. Pemphigus vulgaris (PV) and bullous pemphigoid (BP) are the

best-characterized bullous disorders with regard to pathogenesis and T cell

involvement. Activation of autoreactive T cells in PV and BP is restricted by

distinct HLA class II alleles that are prevalent in individuals with these

disorders. Autoreactive T cells are not only present in patients but can also be

detected in healthy individuals. Recently, a subset of autoreactive T cells with

remarkable regulatory function was identified in healthy individuals and to a

much lesser extent in patients with PV, suggesting that the occurrence of

autoimmune bullous disorders may be linked to a dysfunction of Tregs.
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Endemic pemphigus foliaceus in Venezuela: report of two children.

GonzÃ¡lez F, SÃ¡enz AM, Cirocco A, Tacaronte IM, Fajardo JE, Calebotta A.

Department of Dermatology, Hospital Universitario de Caracas, Luis Razetti School

of Medicine, Central University of Venezuela, Caracas, Venezuela.

Two native Yanomami children from the Venezuelan Amazonia with erythroderma were

hospitalized on our service. Clinical, histologic, and immunofluorescence studies

diagnosed endemic pemphigus foliaceous. Human leukocyte antigen class II showed

DRB1*04 subtype *0411, which has not been previously associated with this

disease. However, it shares a common epitope with all the human leukocyte antigen

DRB1 alleles that have been involved in this disease among Brazilian populations.

Although this condition is endemic in Brazil, our patients are the first two

reported in Venezuela.
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Neonatal pemphigus vulgaris in an infant born to a mother with pemphigus vulgaris

in remission.

Fenniche S, Benmously R, Marrak H, Dhaoui A, Ammar FB, Mokhtar I.

Dermatology Department, Habib Thameur Hospital, Tunis, Tunisia.

fenniche.samy@planet.tn

Neonatal pemphigus vulgaris is a rare autoimmune disease that is caused by

transplacental passage of pemphigus vulgaris autoantibodies. The association of

maternal pemphigus vulgaris with neonatal disease pemphigus vulgaris has been

only rarely reported. We describe an infant with pemphigus vulgaris born to a

mother whose disease was in remission.
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Pemphigus vegetans of the oral cavity.

Markopoulos AK, Antoniades DZ, Zaraboukas T.

Department of Oral Medicine & Maxillofacial Pathology, School of Dentistry,

Aristotle University of Thessaloniki, Thessaloniki, Greece. anmark@dent.auth.gr

BACKGROUND: Pemphigus vegetans, a variant of pemphigus vulgaris, constitutes a

rare form of all pemphigus cases, and oral involvement is common. Two clinical

subtypes of pemphigus vegetans exist, characterized initially by flaccid bullae

and erosions (Neumann) or pustules (Hallopeau). Both subtypes subsequently

develop into hyperpigmented vegetative plaques with pustules and hypertrophic

granulation tissue at the periphery. METHODS: We report three cases of pemphigus

vegetans with oral manifestations exclusively. Two patients were male aged 30 and

45 years old, respectively, while one was a 51-year-old female. CONCLUSION: Oral

lesions in all cases consisted of erosions and whitish, vegetating plaques. The

histopathological characteristics were in all cases identical. The spinous cell

layer was characterized by intense acanthosis and by the presence of vesicles

between the spinous and basal cell layers. Inside the vesicles exudative elements

were observed consisting mainly of eosinophils. In the upper lamina propria

severe inflammatory reaction was observed. Streptavidin-biotin immunoperoxidase

technique showed in all cases intercellular epithelial deposition of IgG and C3.

Publication Types: 

    Case Reports

PMID: 16650170 [PubMed - indexed for MEDLINE]

261: Braz J Med Biol Res. 2006 May;39(5):671-5. Epub 2006 Apr 20.

Evidence for the participation of nitric oxide in pemphigus.

Siebra MX, Santos MA, Almeida TL, Leite AC, Cunha FQ, Rocha FA.

Departamento de Medicina ClÃ​nica, Hospital UniversitÃ¡rio Walter CantÃ​dio,

Universidade Federal do CearÃ¡, Fortaleza, CE, Brasil.

Pemphigus is an inflammatory autoimmune disorder of the skin. Nitric oxide (NO)

is an inflammatory mediator linked to a variety of physiological and

pathophysiological phenomena that include skin tumors, psoriasis, urticaria, and

atopic dermatitis. Inflammatory cells present in pemphigus lesions are important

sources of NO production. We investigated whether NO is involved in pemphigus. A

prospective cohort study was conducted at the Dermatology Service of the Hospital

UniversitÃ¡rio Walter CantÃ​dio of the Federal University of CearÃ¡. All patients

seen at the outpatient clinic between August 2000 and July 2001, with a

clinically and histologically confirmed diagnosis of pemphigus were included. The

median age was 42.5 years (range: 12-69 years) with a male to female ratio of

3:2. Total serum nitrite levels, used as a marker for NO production, were

determined by the Griess reaction. Skin biopsies from pemphigus and breast

surgery (control) patients were used for the detection of the inducible NO

synthase (iNOS) by immunohistochemistry. Twenty-two (22) patients with pemphigus

and eight (8) controls who did not differ in demographic characteristics were

included. Total serum nitrite levels were significantly higher (>7 micromol/L) in

pemphigus patients compared to controls (<6 micromol/L), regardless of the

severity of the clinical activity of pemphigus (P < 0.0001). All pemphigus

biopsies presented increased immunostaining for iNOS that was not detected in

normal skin samples. These data are the first to demonstrate that pemphigus

patients display increased serum NO levels that are associated with increased

iNOS expression in the affected skin.
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Oral pathology quiz # 50. Case number 1. Pemphigus vulgaris.
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Hailey-Hailey disease with affective disorder: report of a case with novel ATP2C1

gene mutation.

Yokota K, Sawamura D.
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Introducing a fast and simple PCR-RFLP analysis for the detection of mutant

thiopurine S-methyltransferase alleles TPMT*3A and TPMT*3C.

Oender K, Lanschuetzer CM, Laimer M, Klausegger A, Paulweber B, Kofler B, Hintner

H, Bauer JW.

Department of Dermatology, Paracelsus Private Medical University, Salzburg,

Austria.

BACKGROUND: Azathioprine, in combination with corticosteroids, is the first-line

therapy of severe forms of pemphigus vulgaris. Patients with an impaired

thiopurine S-methyltransferase (TPMT) activity are at risk of developing severe

myelo-suppression upon treatment with thiopurines such as azathioprine. Analysis

of the TPMT status prior to drug administration is therefore highly recommended.

However, because of the limited availability of TPMT testing outside of

specialized centres, pre-emptive TPMT testing is not widespread. To avoid

laborious biochemical and sequencing assays, we evaluated a new restriction

fragment length polymorphism (RFLP) analysis. METHODS: We designed a rapid

genetic polymerase chain reaction (PCR)-RFLP screen for the most prevalent mutant

TPMT*3A and TPMT*3C alleles that are known to result in reduced TPMT enzyme

activity. RESULTS: Validating our fast system on 871 Caucasian DNA samples, we

observed that 8.61% of our probands carried the TPMT*3A allele and 0.23% were

heterozygous for the TPMT*3C allele, which is in concordance with previously

reported allele frequencies. CONCLUSION: This simple and low-cost PCR-RFLP TPMT

polymorphism testing approach can be performed in a standard laboratory. It

should be applied to all patients prior to receiving thiopurine drug therapy to

avoid the severe, but predictable, haematopoietic side-effects of thiopurine drug

administration.
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Transition from pemphigus foliaceus to pemphigus vulgaris: case report with

literature review.

Park SG, Chang JY, Cho YH, Kim SC, Lee MG.

Department of Dermatology, Yonsei University College of Medicine, 134

Shinchon-dong, Seodaemoon-gu, Seoul 120-752, Korea.

The transition between the main subtypes of pemphigus, pemphigus vulgaris (PV),

and pemphigus foliaceus (PF) has rarely been reported. Moreover, the development

of PV in a patient with PF is much more unusual than that of PF in a patient with

PV. We report a 48-year-old man who presented with cutaneous lesions showing the

typical clinical and histological features of PF. Five years later, his skin

lesions became extensive and he developed oral erosions. His condition did not

respond well to steroids and azathioprine. Histological examination of a vesicle

disclosed suprabasal acantholysis in contrast to the subcorneal acantholysis

discovered upon initial histological evaluation. Indirect immunofluorescence

revealed IgG antikeratinocyte cell surface antibodies at a titer of 1:640. The

titer was 1:160 at initial diagnosis. Upon immunoblotting, the patient's serum

reacted with 130 kiloDalton (kDa) and 160 kDa proteins, suggesting desmoglein

(Dsg) 3 and 1, respectively. We herein report an unusual case of PV that

developed from PF during the disease's flare-up.
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[Surgical diagnosis and treatment of Castleman's disease]

[Article in Chinese]

Shi BB, Li HZ, Rong S, Zhao YJ, Fan H.

Department of Surgical Urology, Peking Union Medical College Hospital, Peking

Union Medical College and Chinese Academy of Medical Sciences, Beijing 100730,

China.

OBJECTIVE: To investigate the clinical features and treatment of the surgical

tumors associated with Castleman's disease. METHODS: The clinical data of 20

patients with Castleman's disease, 6 males and 14 females, aged 39 (15-70), with

the tumor size ranging from 2 cm x 3 cm to 10 cm x 9 cm, and with the tumor

located in the mediastinal cavity (n = 6), retroperitoneal area (n = 2),

abdominal cavity (n = 1), adrenal area (n = 1), neck and armpit (n = 2), and

multi-centers (n = 2), were analyzed. RESULTS: Nineteen of the 20 patients

underwent surgical resection of the tumor or lymph node. All were diagnosed as

Castleman's disease by pathological examination. Most of the tumor was benign.

Three cases were diagnosed as with paraneoplastic pemphigus. CONCLUSION: Surgical

resection of the tumor is the first choice for treatment of Castleman's disease.
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Pathogenic human monoclonal antibody against desmoglein 3.

Yeh SW, Cavacini LA, Bhol KC, Lin MS, Kumar M, Duval M, Posner MR, Ahmed AR.

Department of Oral Medicine, Harvard School of Dental Medicine, Boston, MA 02115,

USA.

Pemphigus vulgaris (PV) is a potentially fatal autoimmune mucocutaneous disease

associated with production of IgG autoantibodies to desmoglein 3 (Dsg3), a

130-kDa epidermal cadherin protein. The binding of pathogenic antibody to Dsg3 on

epidermal keratinocytes leads to loss of intercellular adhesion and results in

intraepithelial blister formation. Here, we describe a human monoclonal antibody,

PVMAB786, a Dsg3-specific IgG4 antibody, from an untreated patient with active

PV. The antibody reacts with a 130-kDa protein on keratinocyte cell surfaces and

recombinant Dsg3 protein, but not desmoglein 1 protein. PVMAB786 induces

acantholysis in normal human skin and mucous membranes and induces a clinical and

histological profile similar to human PV when injected into neonatal mice.

PVMAB786 will be a valuable tool in identifying the role of Dsg3 in epithelial

cell adherence and acantholysis, mechanisms of Dsg3 processing/presentation and V

gene and isotype usage in PV pathogenesis.
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Intraepidermal neutrophilic IgA/IgG antidesmocollin 1 pemphigus.
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Ionizing radiation-induced pemphigus foliaceus.
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Characterization of oral pemphigus vulgaris in Thai patients.

Iamaroon A, Boonyawong P, Klanrit P, Prasongtunskul S, Thongprasom K.

Department of Odontology & Oral Pathology, Faculty of Dentistry, Chiang Mai

University, Thailand. iamaroon@yahoo.com

Pemphigus vulgaris (PV) is a serious mucocutaneous disease that be fatal if left

untreated. The oral mucosa is often the first site to be affected by the disease.

It is thus important that the dentist is able to recognize oral manifestations of

PV and refer appropriately. Although oral PV is a well-characterized condition,

the disease characteristics of patients in Thailand have not been previously

reported. Here, we describe patient and lesion characteristics of 18 cases of

oral PV. For these 18 cases, the mean age was 38 years, and the male:female ratio

was 1:2. The most commonly affected sites were the gingiva and buccal mucosa, and

the duration of disease was approximately one year. Medications previously used

included corticosteroids and interferon, and nine patients reported systemic

disease. Histopathologic examination with/without direct immunofluorescence was

the method of diagnosis in all cases.
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Pemphigus foliaceus in 91 dogs.

Mueller RS, Krebs I, Power HT, Fieseler KV.

Department of Clinical Sciences, College of Veterinary Medicine and Biomedical

Sciences, Colorado State University, Fort Collins, Colorado 80523 and Dermatology

for Animals, 106 East Campbell Avenue, Campbell, California 95008.

A retrospective study of 91 dogs with pemphigus foliaceus was performed. Clinical

signs of the disease included crusts (n=79), pustules (n=36), and alopecia

(n=33). Lesions were most common on the trunk (n=53), inner pinnae (n=46), face

(n=37), and foot pads (n=32). Cytological evaluation revealed acantholytic

keratinocytes in 37 of 48 dogs. Results of combination treatment with

prednisolone and azathioprine were comparable to results with prednisolone

therapy alone. More than half of the dogs achieved remission with appropriate

therapy, and another 25% significantly improved.
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No evidence for association of the TP53 12139 and the BAX-248 polymorphisms with

endemic pemphigus foliaceus (fogo selvagem).

KÃ¶hler KF, Petzl-Erler ML.

Human Molecular Genetics Laboratory, Department of Genetics, Federal University

of ParanÃ¡, 81531-990 Curitiba, Brazil.

Pemphigus foliaceus (PF) is an autoimmune bullous epidermal disease,

characterized by autoantibodies specific to the desmosomal protein desmoglein 1

(dsg1) and by acantholysis, the rupture of the cellular junctions among

keratinocytes. Known also as fogo selvagem (wild fire) in Brazil, the disease has

distinct epidemiological characteristics, being endemic in certain regions of

South America. It is a multifactorial (complex) disease, with oligo- or polygenic

disease susceptibility. In view of the previously reported evidences of a role

for apoptosis dysregulation in pemphigus pathogenesis, we hypothesized that

genetic variants of molecules participating in apoptosis may contribute to

interindividual variation of susceptibility to PF. The TP53 12139(G,C) and the

BAX-248(G,A) single nucleotide polymorphisms (SNP) were analysed in a genetic

association study. The allelic, genotypic and allele carrier frequencies for

these SNPs did not differ statistically between the patient and the control

groups, for both the Euro- and the Afro-Brazilian population strata. The results

of this study lead us to conclude that, although the TP53 and BAX alleles

analysed differ functionally, this variation does not alter the functionality of

the molecules in a way that would interfere with the development of the disease.
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Pemphigus vulgaris induced by electrical injury.

Tan SR, McDermott MR, Castillo CJ, Sauder DN.

Department of Dermatology, Indiana University School of Medicine, Indianapolis,

USA.

Pemphigus refers to a group of autoimmune blistering diseases that affect the

skin and mucous membranes. Pemphigus may be induced following exposure to various

exogenous agents, including thermal burns, drugs, infectious agents, and

neoplasms, as well as UV, ionizing, and x-ray irradiation. We report a case of a

28-year-old man with pemphigus vulgaris (PV) induced by a severe electrical

injury. Approximately one month after the electrical injury, he began to develop

recurrent painful oral ulcers; one year later, he began to develop cutaneous

bullae. Results of a histopathologic examination and immunofluorescence studies

were diagnostic of PV The primary mechanisms of high-voltage electrical injury

involve electroporation, electroconformational protein denaturation, and both

joule and dielectric heating. Cutaneous electrical injury ultimately results in

the destruction of cells with release of their cellular constituents. Through

these mechanisms, desmoglein 3 (Dsg3) may be released and become available to the

immune system, which potentially leads to an autoantibody response and the

subsequent development of PV.
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A burning issue: burns and other triggers in pemphigus.

Brenner S, Wohl Y.
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Pemphigus vulgaris in Iran: epidemiology and clinical profile.

Asilian A, Yoosefi A, Faghini G.

Department of Dermatology, Alzahra University Hospital, Isfahan University School

of Medicine, Isfahan, Iran.

BACKGROUND: Although the clinical profile of pemphigus vulgaris is generally well

characterized, the epidemiologic differences are important but not widely

evaluated. This study was conducted to evaluate the incidence and clinical

profile of pemphigus patients in a large central province of Iran. METHODS:

Demographic variables, clinical manifestations, and side effects of treatment in

188 patients in a 10-year period were studied. RESULTS: The annual incidence rate

of pemphigus vulgaris was 5/100,000, with a 1.6:1 ratio of incidence in women

compared with men. The mean age of onset was 41.1+/-13.7 years. In 74% of

patients, the initial presentation of the disease was mucosal involvement, and in

the remaining 26% the disease initially presented on the skin. CONCLUSIONS:

Iranian patients have a relatively young age of onset of pemphigus and a higher

incidence among women than men, which may reflect geographic, cultural, dietetic,

or racial differences in the clinical and biologic behavior of the disease.
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Long-lasting remission of pemphigus vulgaris treated with rituximab.

Esposito M, Capriotti E, Giunta A, Bianchi L, Chimenti S.

Publication Types: 

    Case Reports

    Letter

PMID: 16586007 [PubMed - indexed for MEDLINE]

277: Arch Dermatol Res. 2006 Jun;298(1):38-45. Epub 2006 Apr 1.

Both Th1 and Th2 chemokines are elevated in sera of patients with autoimmune

blistering diseases.

Echigo T, Hasegawa M, Shimada Y, Inaoki M, Takehara K, Sato S.

Department of Dermatology, Kanazawa University Graduate School of Medical

Science, 13-1 Takaramachi, Kanazawa, 920-8641, Japan,

minoruha@derma.m.kanazawa-u.ac.jp.

Although chemokines are critical elements for the selective attraction and

activation of various leukocyte subsets in the inflammatory process, there are

few findings concerning T helper (Th) 1 or Th2 chemokines in autoimmune

blistering disease (ABD). To determine whether serum levels of chemokines that

are preferentially chemotactic for Th1 (monokine induced by IFN-gamma

(MIG/CXCL9)) and Th2 (thymus and activation regulated chemokine (TARC/CCL17) and

macrophage derived chemokine (MDC/CCL22)) cells were elevated and whether they

correlated with the clinical features in patients with ABD. Serum chemokine

levels were examined using ELISA in patients with pemphigus vulgaris (PV, n=19),

pemphigus foliaceous (PF, n=14), or bullous pemphigoid (BP, n=27) and normal

controls (n=20). Serum MIG levels were significantly higher in patients with PV,

PF, or BP than those in the control subjects. Serum levels of TARC and MDC were

also significantly elevated in patients with PV, PF, or BP relative to the normal

controls. Among the ABD subgroups, the levels of each chemokine tended to be

higher in BP patients than in PV patients. Furthermore, serum TARC levels

correlated positively with serum IgE levels in patients with ABD. Levels of TARC,

MDC, and MIG were significantly decreased after treatment when the skin lesions

disappeared in these patients. Furthermore, serum MIG levels correlated

positively with serum levels of TARC and MDC in the ABD patients. These results

suggest that both a Th1 chemoattractant MIG and Th2 chemoattractants, TARC and

MDC, cooperatively play a role in the development of ABD.
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Diagnostic dermatology.

Hall J, Nicastro A, Gabor L.

Department of Clinical Studies, Ontario Veterinary College, University of Guelph,

Guelph, Ontario N1G 2W1.
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Anal involvement in pemphigus vulgaris.

Malik M, El Tal AE, Ahmed AR.

Department of Medicine, New England Baptist Hospital, Boston, Massachusetts

02120, USA.

INTRODUCTION: Anal involvement in patients with pemphigus vulgaris has rarely

been reported. We report 16 pemphigus vulgaris patients with anal involvement.

METHODS: We retrospectively reviewed the clinical data on 16 patients treated at

a tertiary dermatology referral center. RESULTS: Of 16 patients with anal

involvement of pemphigus vulgaris, ten were female and six were male. The mean

age of onset was 56 (range, 37-82) years. All patients had involvement of

pemphigus vulgaris at multiple sites, including oral involvement. Recurrent

episodes of anal pemphigus vulgaris were noted in nine (56 percent) patients,

with a mean of 2.4 recurrences (range, 1-11). In all patients, pemphigus vulgaris

was controlled with systemic and local therapy. Long-term follow-up for a mean of

53 (range, 4-188) months indicated that no long-term sequela occurred because of

anal involvement. CONCLUSIONS: Anal involvement in pemphigus vulgaris is not very

common and generally occurs in patients with severe disease. With appropriate

topical and systemic therapy, patients have full recovery with no sequelae.
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Autoimmune bullous diseases: diagnosis and management.

McCuin JB, Hanlon T, Mutasim DF.

University of Cincinnati Medical Center, Cincinnati, OH, USA.

Autoimmune bullous diseases are a heterogenous group of diseases characterized by

cutaneous and mucosal vesicles and bullae. Diagnosis is based on a combination of

clinical, histopathological, and immunofluorescence findings. Current treatment,

including vigilant wound care, significantly reduces disease morbidity and

mortality.
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Images in emergency medicine. Pemphigus vulgaris.

Ahlers KM, Seupaul RA.

Department of Emergency Medicine, Indiana University School of Medicine,

Indianapolis, IN, USA.
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Two novel mutations of the ATP2C1 gene in Chinese families with Hailey-Hailey

disease.

Zhu YG, Yang S, Gao M, Chen JJ, Li W, Wang PG, Zhou HL, Zhao XY, Ren YQ, Xiao FL,

Du WH, Zhang XJ, Zhou FS, Shen YJ.
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Treatment of pemphigus vulgaris. An overview in Mexico.

Tirado-SÃ¡nchez A, LeÃ³n-Dorantes G.

Service of Dermatology, Hospital General de MÃ©xico, O.D. Distrito Federal,

Mexico.

Pemphigus is an autoimmune skin disease that can present in a variety of forms

and can prove challenging to manage and treat. An overview of the condition in

Mexico is presented. Emphasis is placed on management of the condition, with

description of the most commonly used treatments (glucocorticoids, azathioprine),

the second line therapies (cyclosporine and mycophenolate mofetil), and

additional alternative treatments (cyclophosphamide and dapsone).
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[Treatment of severe refractory pemphigus vulgaris with rituximab]

[Article in Spanish]

Pitarch G, SÃ¡nchez-Carazo JL, Pardo J, Torrijos A, Roche E, Fortea JM.

Servicio de DermatologÃ​a, Hospital General Universitario de Valencia, Spain.

gerardpitarch@hotmail.com

Pemphigus vulgaris is a potentially fatal autoimmune bullous disease. High doses

of immunosuppressive drugs are used in managing severe cases of pemphigus.

Rituximab, an anti-CD20 monoclonal antibody, has proven to be effective in

patients with refractory pemphigus vulgaris and pemphigus foliaceus. We review

cases of pemphigus vulgaris and pemphigus foliaceus not associated with lymphoma

that were treated with rituximab, and we report a new case of severe refractory

pemphigus vulgaris successfully treated with rituximab.
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Antidesmoplakin antibodies in pemphigus vulgaris.

Cozzani E, Dal Bello MG, Mastrogiacomo A, Drosera M, Parodi A.

Di.S.E.M. Section of Dermatology, University of Genoa, Viale Benedetto XV 7,

16132 Genoa, Italy.

BACKGROUND: Besides being present in paraneoplastic pemphigus (PNP), circulating

antidesmoplakin (DP) antibodies have been found anecdotally in other bullous

diseases, including pemphigus foliaceus and pemphigus vulgaris. OBJECTIVES: To

verify how frequent anti-DP antibodies are in pemphigus vulgaris. METHODS: We

studied 48 sera from patients with proven pemphigus vulgaris (29 mucosal dominant

pemphigus and 19 mucocutaneous pemphigus) by indirect immunofluorescence (IIF)

with rat bladder epithelium (RBE) as a substrate and by immunoblotting (IB) on

human keratinocyte cultures enriched in DP. RESULTS: Ten sera (21%) were positive

in IIF on RBE. By IB, eight sera proved to have antibodies to both DP I (250 kDa)

and DP II (210 kDa), one serum had antibodies directed to DP I only, and two sera

to DP II only. CONCLUSIONS: Our data confirm that RBE is not a specific IIF

substrate for the serological diagnosis of PNP. It remains a sensitive and

specific substrate for the detection of anti-DP antibodies, which, in patients

with pemphigus vulgaris, are probably caused by an epitope-spreading phenomenon.
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Establishment of the mouse model by rabbit antiserum specific to EC1-2 or EC3-4

epitopes for studying the pathogenesis of pemphigus vulgaris.

Pan M, Zhao X, Xue F, Li W, Zheng J.

Department of Dermatology, Rui Jin Hospital, School of Medicine, Shanghai Jiao

Tong University, Shanghai, China, 200025.

The research goal was to establish the neonatal mouse model by specific rabbit

anti EC1-2 or EC3-4 antiserum for the purpose of studying pemphigus vulgaris (PV)

pathogenesis. RNA was extracted from human keratinocytes. The cDNAs was

synthesized by reverse transcription. Amplified EC1-2 or EC3-4 genes were

inserted into pGEX-4T expression plasmids to constitute the recombinant plasmids,

and transformed into E.coli. for the expression of the fusion proteins. The

purified fusion proteins were used to immunize New Zealand white rabbits to

obtain the specific anti EC1-2 or EC3-4 antisera. IgG fractions from the antisera

were purified and passively transferred intradermally into the upper back skin of

neonatal BALB/c mice. Histologic, ultrastructural, and immunofluorescence

features of PV were evaluated in these mice. PV features were shown in the mice

injected with anti EC1-2 antibody, erythema on the flanks and positive Nikolsky

sign. The histology showed intraepidermal vesicle formation and acantholytic

cells within. Acantholysis, but no clinical symptoms, was seen in the mice

treated with the antibody specific to EC3-4. Additionally, skin sections from the

abdomen from these neonatal mice were cryo-sectioned for

direct-immunofluorescence. FITC-conjugated IgG antibody deposit between the

keratinocytes throughout the epidermis. The indirect immunofluorescence with

monkey esophagus showed the presence of anti-intracellular antibody with a titer

of 1:40. On electronic microscopy, intercellular spaces (ICS) were widened and

the desmosomes were split or dissolved. A novel PV mouse model was established by

treatment with the specific rabbit antiserum. These data confirmed that both

EC1-2 and EC3-4 are pathogenic epitopes in PVA, but EC1-2 is more dominant.
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[Gold. Effective therapy for mucosal lesions of pemphigus vulgaris]

[Article in German]

Lange D, Meiss F, Fiedler E, Treiber K, Marsch WC, Fischer M.

UniversitÃ¤tsklinik und Poliklinik fÃ¼r Dermatologie und Venerologie,

Martin-Luther-UniversitÃ¤t Halle-Wittenberg, Halle (Saale).

High-dose steroids in combination with other immunosuppressant substances,

usually azathioprine, are the therapy of choice in pemphigus vulgaris. Complete

remission can be difficult to achieve, with mucosal lesions often recalcitrant.

We describe two patients in whom gold in the form of sodium aurothiomalate was

effective in resolving mucosal lesions. Initially both patients were treated with

high-dose corticosteroids, one in combination with mycophenolate mofetil. Their

oral lesions proved to be stubborn but responded well to intramuscular gold,

which also showed a steroid-sparing effect, so that the dosage of corticosteroids

could be reduced to a minimum. Sodium aurothiomalate was continued until both

patients were in remission without any side effects.
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A possible mechanism for phenol-induced pemphigus.

Brenner S, Ruocco V, Ruocco E, Srebrnik A, Goldberg I.

Department of Dermatology, Tel Aviv Sourasky Medical Center, Sackler Faculty of

Medicine, Tel Aviv University, Tel Aviv, Israel. derma@tasmc.health.gov.il

A possible mechanism for phenol-induced pemphigus lesions in genetically

predisposed individuals is proposed that accounts for in vitro observations and

cases of biochemical acantholysis, as well as the in vivo acantholysis in

pemphigus induced by phenols. The mechanism involves the induction of

interleukin-1a and tumor necrosis factor-a release by keratinocytes. These

cytokines in turn have been shown to be involved in the regulation and synthesis

of complement and proteases like plasminogen activator, which have been

implicated in the pathogenesis of acantholysis in pemphigus vulgaris.
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[Monoclonal antibodies in dermatological practice]

[Article in Polish]

Rudnicka L, SzymaÅ„ska E, Oledzka E, Olszewska M.

CSK MSWiA w Warszawie, Klinika Dermatologii. irudnicka@cskmswia.pl

The recent approval of several monoclonal antibodies in dermatological treatment

in recent years appears to be only only the phase in development of monoclonal

antibody therapy for skin diseases. Several analyses point to the growth of the

market for these drugs, and forecast an even higher expansion of the use of

monoclonal antibodies in dermatologic therapy. The possible application of

several monoclonal antibodies, including, adalimumab, efalizumab, infliximab,

rituximab, in skin diseases is discussed.
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Cholinergic control of epidermal cohesion.

Grando SA.

Department of Dermatology, University of California at Davis, Sacramento, CA

95817, USA. sagrando@ucdavis.edu

The non-neuronal cholinergic system of human epidermis includes the keratinocyte

(KC) acetylcholine (ACh) axis composed of the enzymes mediating ACh synthesis and

degradation, and two classes of ACh receptors, the nicotinic and muscarinic ACh

receptors, mediating biological effects of the cutaneous cytotransmitter ACh.

Regulation of KC cell-cell and cell-matrix adhesion is one of the important

biological functions of cutaneous ACh. The downstream targets of ACh effects

mediated by distinct ACh receptor subtypes include both the intercellular

adhesion molecules, such as classical and desmosomal cadherins, and integrins

mediating KC adhesion to a substrate. The signaling pathways include activation

or inhibition of kinase cascades resulting in either up- or down-regulation of

the expression of cell adhesion molecules or changes in their phosphorylation

status, or both. The components of the KC ACh axis are involved in cutaneous

blistering in patients with autoimmune pemphigus, junctional and dystrophic forms

of epidermolysis bullosa, thermal burns, and mustard-induced vesication. Recent

progress with the development of antiacantholytic therapies of patients with

pemphigus using cholinomimetics indicates that cholinergic drugs may be a

promising approach for other cutaneous blistering disorders.
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Comparison of cost of immune globulin intravenous therapy to conventional

immunosuppressive therapy in treating patients with autoimmune mucocutaneous

blistering diseases.

Daoud YJ, Amin KG.

Department of Ophthalmology, Massachusetts Eye and Ear Infirmary, Harvard Medical

School, Boston, USA.

Autoimmune mucocutaneous blistering diseases (AMBD) are a group of potentially

fatal diseases that affect the skin and mucous membranes. AMBD have different

target antigens as well as variable clinical presentation, course, and prognosis.

The mainstay of conventional immunosuppressive therapy (CIST) for AMBD is

long-term high-dose systemic corticosteroids and immunosuppressive agents. Such

therapy has proven effective in many patients; however, in some patients, the

disease continues to progress with significant sequelae such as blindness, loss

of voice, anal, and vaginal stenosis which causes poor quality of life.

Furthermore, the CIST may have some serious side effects including opportunistic

infections which may cause death. Immune globulin intravenous (IGIV) therapy has

been reportedly used in the management of patients with AMBD refractory to CIST.

IGIV has shown to be more clinically beneficial than CIST by bringing about

long-term clinical remission and less recurrence. The high cost of the IGIV is of

concern to patients, physicians, and insurance companies. In this report, we

compare the cost of IGIV to that of CIST in treating a cohort of 15 mucous

membrane pemphigoid (MMP), 10 ocular cicatricial pemphigoid (OCP), 15 bullous

pemphigoid (BP), and 32 pemphigus vulgaris (PV) patients. In each cohort of

patients, CIST had significant side effects, many of which were hazardous and

required prolonged and frequent hospitalizations. Some of these side effects were

severe enough to require discontinuation of the treatment. We consider the total

cost of CIST to be the actual cost of the drug, plus the cost of management of

the side effects produced by CIST. In the same patient cohort, no significant

side effects to IGIV were observed. None of the IGIV treated patients required

physician visits, laboratory tests, or hospitalizations specifically related to

IGIV therapy. Hence, the total cost of the IGIV therapy is the actual cost of the

IGIV only. The mean total cost of treatment of IGIV therapy is statistically

significantly less than that of CIST during the entire course of the disease and

on an annual basis. In conclusion, IGIV therapy is a safe, clinically beneficial,

and a cost effective alternative treatment in patients with AMBD, non-responsive

to CIST.
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[Darier's disease associated with pemphigus vulgaris: coexistence of two

acantholytic mechanisms]

[Article in French]

Souissi A, Ben Tekaya N, Mourad M, Zribi H, Jerbi E, Abdelhak S, Boubaker S, Ben

Osman Dahri A.
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Inhibition of the transcription factor Foxp3 converts desmoglein 3-specific type

1 regulatory T cells into Th2-like cells.

Veldman C, Pahl A, Beissert S, Hansen W, Buer J, Dieckmann D, Schuler G, Hertl M.

Department of Dermatology, University of Erlangen-NÃ¼rnberg, Erlangen, Germany.

veldman@med.uni-marburg.de

Pemphigus vulgaris (PV) is a severe autoimmune bullous skin disorder and is

associated with autoantibodies against desmoglein (Dsg)3 that are regulated by

Th2 cells. Recently, Dsg3-specific type 1 regulatory T cells (Tr1) were

identified that are presumably critical for the maintenance of tolerance against

Dsg3 because there is a much lower Dsg3-specific Tr1:Th2 ratio in the PV patients

than in healthy individuals. The aim of this study was to down-regulate the

transcription factor Foxp3 in Dsg3-specific Tr1 using antisense oligonucleotides

because Foxp3 is constitutively expressed by the Dsg3-specific Tr1.

Antisense-treated Dsg3-specific Tr1 clones lost expression of Foxp3,

glucocorticoid-induced TNFR family-related receptor, and CTLA-4, and started to

secrete IL-2, whereas the secretion of IL-5, TGF-beta, and IL-10 remained

unchanged. Moreover, antisense treatment induced a proliferative response to Dsg3

of the formerly anergic Tr1 and abrogated their suppressor activity on

Dsg3-specific Th2 cell clones. Thus, inhibition of Foxp3 mRNA expression in the

Tr1 induced a Th2-like phenotype. In conclusion, Foxp3 expression is inherent to

Tr1 function, and modulation of Foxp3 expression in autoaggressive Th2 cells may

provide a novel therapeutic approach aimed at restoring tolerance against Dsg3 in

PV.
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Case reports of etanercept in inflammatory dermatoses.

Norman R, Greenberg RG, Jackson JM.

Skin disfigurations and pruritus can pose severe threats to quality of life, and

treatment options for patients with recalcitrant diseases are limited. Tumor

necrosis factor alpha, a proinflammatory cytokine, appears to play a central role

in mediating the symptoms of many skin disorders. We report cases in which

etanercept (Enbrel; Immunex Corp, Thousand Oaks, Calif), a tumor necrosis factor

alpha antagonist that is approved for the treatment of moderate to severe

psoriasis, was administered to ameliorate the symptoms of acute and chronic

dermatologic conditions, including Hailey-Hailey disease, severe psoriasis,

dermatomyositis, and subacute cutaneous lupus erythematosus. Treatment with

etanercept substantially improved the clinical symptoms and quality of life in

these patients, and may offer a therapeutic option for some patients with severe

skin disorders.
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A novel explanation for acantholysis in pemphigus vulgaris: the basal cell

shrinkage hypothesis.

Bystryn JC, Grando SA.

Department of Dermatology, New York University School of Medicine, New York, New

York, USA.
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The specificity and sensitivity of Nikolskiy sign in the diagnosis of pemphigus.

Uzun S, Durdu M.

Faculty of Medicine, Department of Dermatology, Cukurova University, Adana,

Turkey. sonuzun@hotmail.com

BACKGROUND: The Nikolskiy sign is a well-known mechanical symptom that can be

helpful in the diagnosis of pemphigus. The reports about associations with other

than pemphigus cause confusion concerning the diagnostic importance of the

Nikolskiy sign in pemphigus. OBJECTIVE: Our purpose was to examine the

significance and usefulness of the Nikolskiy sign on the clinical diagnosis of

pemphigus by determination of its sensitivity and specificity. METHODS: Presence

of the Nikolskiy sign with the modifications of "direct" and "marginal" on 123

consecutive patients with various cutaneous diseases presenting as intact

blisters and/or erosions was sought. RESULTS: A positive Nikolskiy sign was

demonstrated in 24 (19.5%) of the 123 patients. Of the positive 24 patients, 18

had pemphigus, 4 had bullous pemphigoid, 1 had linear IgA dermatosis, and 1 had

staphylococcal scalded skin syndrome. The sensitivity of "direct" Nikolskiy sign

(38%) was less than that of the "marginal" form (69%), but the specificity of

"direct" Nikolskiy sign (100%) was higher than that of the "marginal" form (94%)

in the diagnosis of pemphigus. LIMITATIONS: This study was primarily concerned

with the diagnostic importance of the Nikolskiy sign in pemphigus. We did not

focus on its prognostic value in pemphigus. The small size of the group of

patients with pemphigus, which is related to low annual incidence of pemphigus in

our region, is another limitation of this study. CONCLUSIONS: The Nikolskiy sign

offers a moderately sensitive but highly specific tool for the diagnosis of

pemphigus.
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Oral and vulvar changes in pregnancy.

Torgerson RR, Marnach ML, Bruce AJ, Rogers RS.

Department of Dermatology, Mayo Clinic College of Medicine, Rochester MN 55905,

USA. torgerson.rochelle@mayo.edu

The endocrinologic, immunological, and vascular changes that occur during

pregnancy are far-reaching. These systemic factors produce profound local impact

on the physiology and pathology of the oral cavity, vagina, and vulva.

Physiological changes can be expected and tolerable or of such severity that they

are viewed as pathological. Existing disease can be exacerbated and dermatoses

specific to pregnancy can erupt. Each of these conditions can pose potentially

challenging treatment considerations.
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Extensive erythema multiforme-like eruption due to traditional Chinese herbal

drug 'Dong Ling Hou Tong Pian'.

Tan WP, Goh BK, Tan SH.
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Pemphigus foliaceous in a child.

Torrelo A, Hashimoto T, Mediero IG, Colmenero I, Zambrano A.
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Novel mutation in ATP2C1 gene in a Japanese patient with Hailey-Hailey disease.

Ohtsuka T, Okita H, Hama N, Yamazaki S.

Department of Dermatology, Koshigaya Hospital, Dokkyo University School of

Medicine, 2-1-50 Minami-Koshigaya, Koshigaya, Saitama 343-8555, Japan.

tohtsuka@dokkyomed.ac.jp

Hailey-Hailey disease (HHD) is an autosomal dominant disorder with recurrent

eruption of vesicles and bullae involving predominantly the neck, groin and

axillary regions. Histopathology shows suprabasal cleavage in epidermal cells.

Recent studies have revealed that HHD is caused by mutations in the ATP2C1 gene

encoding a novel Ca(2+) pump. We analyzed mutations of the ATP2C1 gene in 2

Japanese patients with HHD. The diagnosis of HHD was made based on the

characteristic clinical features and histopathological evidence. All 27 exons and

flanking intron boundaries were amplified by polymerase chain reaction and

products analyzed by sequencing. As a result, we identified a novel missense

mutation (A1087G) in exon 13 of the ATP2C1 gene in a patient. This mutation led

the amino acid change from Thrto Ala in the phosphorylation protein domain.

Another patient showed no mutation of the gene. These results demonstrate that a

spectrum of ATP2C1 gene mutations is present in Japanese HHD patients. Copyright

(c) 2006 S. Karger AG, Basel.
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Prolonged clinical remission of patients with severe pemphigus upon rapid removal

of desmoglein-reactive autoantibodies by immunoadsorption.

Eming R, Rech J, Barth S, Kalden JR, Schuler G, Harrer T, Hertl M.

Department of Dermatology, University Hospital of Erlangen, Erlangen, Germany.

BACKGROUND: In pemphigus, loss of epidermal adhesion is induced by binding of

circulating autoantibodies to the desmosomal cadherins desmoglein 3 (Dsg3) in

pemphigus vulgaris (PV) and desmoglein 1 (Dsg1) in pemphigus foliaceus (PF),

respectively. Therapeutic removal of Dsg-reactive autoantibodies by

immunoadsorption (IA) has been demonstrated to exert clinical remission of the

disease. OBJECTIVES: The aim of this intervention study was to evaluate the

efficacy and safety of the peptide-based Globaffin adsorber system in the

treatment of severe pemphigus cases. PATIENTS AND METHODS: We applied IA in 4 PV

and 2 PF patients with severe chronic disease resistant to conventional

immunosuppressive therapy. IA was performed on 4 consecutive days, representing 1

treatment cycle, followed by a 4-week treatment-free interval. Serum samples for

determining serum IgG and anti-Dsg1/Dsg3 IgG autoantibodies were drawn daily

before and after IA, respectively. During follow-up, patients were examined

carefully, and laboratory parameters were controlled monthly for up to 1 year.

RESULTS: IA led to excellent clinical responses. Skin and mucosal lesions cleared

almost completely within weeks. One IA cycle reduced anti-Dsg1 and anti-Dsg3

autoantibodies by an average of 50-70% as determined by ELISA. CONCLUSIONS: Using

the Globaffin adsorber system, IA represents an effective and safe treatment

opportunity in severe and therapy-resistant pemphigus. Copyright (c) 2006 S.

Karger AG, Basel.
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Blistering mucocutaneous diseases of the oral mucosa--a review: part 2. Pemphigus

vulgaris.

Darling MR, Daley T.

Department of Pathology, University of Western Ontario, London, Ontario.

mark.darling@schulich.uwo.ca

Oral mucous membranes may be affected by a variety of blistering mucocutaneous

diseases. In this paper, we review the clinical manifestations, typical

microscopic and immunofluorescence features, pathogenesis, biological behaviour

and treatment of pemphigus vulgaris. Although pemphigus vulgaris is not a common

disease of the oral cavity, its potential to cause severe or life-threatening

disease is such that the general dentist must have an understanding of its

pathophysiology, clinical presentation and management.
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[Pemphigus vulgaris beginning as the Koebner phenomenon]

[Article in Spanish]

PÃ©rez-PÃ©rez L, SuÃ¡rez O, SÃ¡nchez-Aguilar D, Toribio J.

Departamento de DermatologÃ​a, Complejo Hospitalario Universitario, Facultad de

Medicina, Santiago de Compostela, Spain. mejaime@usc.es

Pemphigus vulgaris is an autoimmune disease characterized by acantholysis and

intraepidermal bullae formation. The isomorphic Koebner phenomenon is a response

to different stimuli, and it has been described in many skin disorders. An

association between the two has rarely been described. We present a case of

pemphigus vulgaris that appeared over surgical scars. Pemphigus vulgaris over

scars is very rare. In our case, the reactivation of the pemphigus antigens in

the surgical scar probably caused a generalized autoantibody response, with the

formation of bullae on the patient's trunk.
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Paraneoplastic pemphigus associated with pelvic inflammatory fibrosarcoma: a case

report.

Santi CG, Flores RS, Medina MM, Maruta CW, Aoki V, Anhalt G, Rivitti EA.

Department of Dermatology, University of SÃ£o Paulo, SÃ£o Paulo, Brazil.

A 36-year-old African-American woman presented with an extensive stomatitis and

pigmented cutaneous macules on the neck, axillae and hands. Subsequently she

developed violaceus papules on the dorsa of the hands, histologically consistent

with an interface dermatitis. After 18 months of progressive disease,

paraneoplastic pemphigus was suspected and a search for an underlying neoplasm

was initiated. An exploratory laparotomy revealed a pelvic mass and the

histologic examination showed an inflammatory fibrosarcoma. The evidence of

acantholysis on new cutaneous lesions and the positivity of indirect

immunofluorescence with rodent urinary bladder epithelium reinforced the

diagnostic criteria for paraneoplastic pemphigus, which is confirmed by the

identification of strong protein bands at 210, 190 and 170 kd by

immunoprecipitation. Paraneoplastic pemphigus should be considered when

investigating atypical mucocutaneous manifestations of pemphigus vulgaris and

lichen planus. Diagnostic screening for paraneoplastic pemphigus and a search for

an underlying tumor should be performed.

Publication Types: 

    Case Reports

    Review

PMID: 16471469 [PubMed - indexed for MEDLINE]

306: J Invest Dermatol. 2006 Apr;126(4):832-40.

Epitopes in the linker subdomain region of envoplakin recognized by

autoantibodies in paraneoplastic pemphigus patients.

Zhang B, Zheng R, Wang J, Bu D, Zhu X.

Department of Dermatology, Peking University First Hospital, Beijing, China.

Sera from paraneoplastic pemphigus (PNP) immunoprecipitate multiple antigens from

human epidermal protein extract. In this study, we further characterized the

autoantibodies in 12 PNP sera. Immunoblotting using recombinant linker subdomains

of envoplakin, periplakin, desmoplakin, and bullous pemphigoid antigen I found

that 11 of the 12 sera recognized linker subdomains of envoplakin and periplakin.

We then synthesized 12 peptides covering the linker subdomain of envoplakin for

ELISA. One of the peptides, peptide no. 8, was recognized by nine out of the 12

sera with a higher affinity. A method of ligand-receptor binding assay was

designed and performed using this peptide labeled with fluorescence as the

ligand. Peptide no. 8 bound to CD20+ cells in Castleman's tumors from the

patients whose sera were positive to this peptide by ELISA. Our data suggest that

the linker subdomain of plakin proteins may be one of the major areas recognized

by PNP autoantibodies, and epitopes in the linker subdomain of envoplakin

recognized by PNP autoantibodies with a high affinity are dispersed in several

areas and are variable among PNP patients. We also demonstrate that B-lymphocyte

clones specifically reacting to epidermal proteins exist in Castleman's tumors

from PNP.
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New insights into the autoantibody-mediated mechanisms of autoimmune bullous

diseases and urticaria.

Blank M, Gisondi P, Mimouni D, Peserico A, Piaserico S, Shoenfeld Y, Reunala T,

Zambruno G, Di Zenzo G, Girolomoni G.

Department of Medicine B and Center for Autoimmune Diseases, Sheba Medical

Center, Tel Hashomer, Israel.

The skin is a common target of cellular and/or antibody mediated pathological

immune responses. Pemphigoids, pemphigus vulgaris and dermatitis herpetiformis

are bullous disease due to autoantibodies targeting specific proteins of the

skin. The pemphigoid autoantigens are the BP180 and the BP230 antigens, two

components of the epithelial basement membrane zone. Additional antigenic targets

reported in a portion of patients are laminin 5, the alpha6 subunit of the

hemidesmosomal integrin alpha6beta4 and a glycoprotein termed p200. The epidermal

and mucosal epithelial cells detachment (acantholysis) characteristic of

pemphigus vulgaris is induced by autoantibodies directed against the desmoglein 3

and 1. The desmogleins are desmosomal cadherins, which play a major role in the

cell-to-cell adhesion. Dermatitis herpetiformis is regarded as cutaneous

phenotype of coeliac disease. A novel autoimmune hypothesis of coeliac disease

links wheat gliadin and tissue transglutaminase (TG2) in the gut, which leads to

T cell response and IgA autoantibody formation. In dermatitis herpetiformis skin

the target for IgA deposition seems to be epidermal TG3. Urticaria is a complex

syndrome caused by both immune and non-immune mechanisms. In a subsets of

patients with chronic urticaria mast cell degranulation is induced by

autoantibodies directed against the a-subunit of the high-affinity IgE receptor,

and/or the IgE.
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Pemphigus erythematosus in a chow chow.

Gonsalves-Hubers T.

Ontario Veterinary College, University of Guelph, Guelph, Ontario N1G 2W1.

A 3.5-year-old, spayed female, chow chow presented with a pruritic, ulcerative,

butterfly lesion on the nasal planum, typical of the pemphigus complex. Pemphigus

erythematosus was diagnosed by histopathologic examination. Treatment consisted

of enrofloxacin and immunosuppressive therapy with prednisone and azathioprine.

Within 5 wk of treatment, the lesions had resolved almost completely.
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[Epidemiologic study of pemphigus in Marrakech: 134 cases]

[Article in French]

Amal S, Hocar O, Zidane W, Laissaoui K, Squalli DH.
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Nail findings in pemphigus vulgaris.

Lieb J, Levitt J, Sapadin AN.
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Familial pemphigus vulgaris: two siblings with unusual localized variant.

Gokdemir G, Gonen S, KivanÃ§-Altunay I, KÃ¶ÅŸlÃ¼ A.
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Epidemiology of pemphigus in south-western Iran: a 10-year retrospective study

(1991-2000).

Salmanpour R, Shahkar H, Namazi MR, Rahman-Shenas MR.

Dermatology Department, Shiraz University of Medical Sciences, Shiraz, Iran.

BACKGROUND: Pemphigus is a disease demonstrating an uneven geographic

distribution. This is the first epidemiologic study of pemphigus in Iran.

METHODS: Data were collected from the files of all newly registered patients with

pemphigus at the sole dermatologic referral center for south-western Iran located

in the city of Shiraz, during the period 1991-2000. The data were analyzed with

regard to age, sex, subtypes of pemphigus, clinical presentation, and season of

onset. RESULTS :The results showed that the mean incidence of the disease for the

overall population in Shiraz was 0.67/10(5)/year. The male to female ratio was 1

: 1.33. The mean age at onset of the disease was 38 years (range, 12-93 years).

The disease was most common in the third to fifth decades (62.1% of the overall

patients). Pemphigus vulgaris was the most commonly encountered type, followed by

pemphigus foliaceus (87.7% and 9%, respectively). The first manifestations of the

illness most often occurred during winter (30.8% of the patients). CONCLUSIONS:

The results reveal a high incidence of pemphigus vulgaris in south-western Iran

compared with that encountered in other countries. Our patients also had a

relatively young age at onset and a female predominance.

PMID: 16445496 [PubMed - indexed for MEDLINE]

313: J Eur Acad Dermatol Venereol. 2006 Feb;20(2):232.

Comment on:

    J Eur Acad Dermatol Venereol. 2004 Mar;18(2):241-2.

The distribution of pemphigus vulgaris-IgG subclasses in patients with active

disease.

David M, Katzenelson V, Mimouni D, Milner Y.
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Modeling the bound conformation of Pemphigus Vulgaris-associated peptides to MHC

Class II DR and DQ Alleles.

Tong JC, Bramson J, Kanduc D, Chow S, Sinha AA, Ranganathan S.

Department of Biochemistry, The Yong Loo Lin School of Medicine, National

University of Singapore, 8 Medical Drive, Singapore 117597. shoba@els.mq.edu.au.

ABSTRACT : BACKGROUND : Pemphigus vulgaris (PV) is a severe autoimmune blistering

disorder characterized by the presence of pathogenic autoantibodies directed

against desmoglein-3 (Dsg3), involving specific DR4 and DR6 alleles in Caucasians

and DQ5 allele in Asians. The development of sequence-based predictive algorithms

to identify potential Dsg3 epitopes has encountered limited success due to the

paucity of PV-associated allele-specific peptides as training data. RESULTS : In

this work we constructed atomic models of ten PV associated, non-associated and

protective alleles. Nine previously identified stimulatory Dsg3 peptides, Dsg3

96-112, Dsg3 191-205, Dsg3 206-220, Dsg3 252-266, Dsg3 342-356, Dsg3 380-394,

Dsg3 763-777, Dsg3 810-824 and Dsg3 963-977, were docked into the binding groove

of each model to analyze the structural aspects of allele-specific binding.

CONCLUSION : Our docking simulations are entirely consistent with functional data

obtained from in vitro competitive binding assays and T cell proliferation

studies in DR4 and DR6 PV patients. Our findings ascertain that DRB1*0402 plays a

crucial role in the selection of specific self-peptides in DR4 PV. DRB1*0402 and

DQB1*0503 do not necessarily share the same core residues, indicating that both

alleles may have different binding specificities. In addition, our results lend

credence to the hypothesis that the alleles DQB1*0201 and *0202 play a protective

role by binding Dsg3 peptides with greater affinity than the susceptible alleles,

allowing for efficient deletion of autoreactive T cells.
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Langerhans cell histiocytosis associated with myelodysplastic syndrome in adults.

Billings SD, Hans CP, Schapiro BL, Martin RW, Fivenson D, Fruland JE, Moores WB,

Cotton J.

Department of Pathology, Indiana University School of Medicine, Indianapolis, IN

46202, USA. sdbillin@iupui.edu

BACKGROUND: Myelodysplastic syndrome (MDS) is a group of bone marrow disorders

associated with dyplasia of myeloid elements that may have cutaneous

manifestations including infections, vasculitis, Sweet's syndrome, pyoderma

gangrenosum, erythema elevatum diutinum, and leukemia cutis. These cutaneous

manifestations are attributed to the underlying bone marrow defect. Langerhans

cell histiocytosis (LCH) is primarily a pediatric disease, and rarely LCH has

been described in association with pediatric MDS. We are aware of only a single

case report of LCH associated with MDS in an adult. METHODS: We report two new

cases of LCH in elderly patients with underlying MDS. The specimens were examined

by routine microscopy as well as immunohistochemical stains for S100 protein and

CD1a. RESULTS: Both patients were elderly men with established diagnoses of MDS.

One presented with a solitary pruritic papule while the other had a 2-year

history of erythematous papules involving the trunk and extremities. Histologic

examination revealed intraepidermal and dermal collections of mononuclear cells

with reniform nuclei. The cells were strongly positive for S100 and CD1a,

confirming their identity as Langerhans cells. CONCLUSION: Cutaneous LCH may be

associated with underlying MDS in adults and should be considered in the

differential diagnosis of cutaneous eruptions in patients with MDS.
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Eyelid skin involvement in pemphigus foliaceus.

Daoud YJ, Foster CS, Ahmed R.

Massachusetts Eye and Ear Infirmary, Immunology and Uveitis Service, Harvard

Medical School, Boston, MA, USA.

PURPOSE: To report the involvement of eyelid skin in a patient with pemphigus

foliaceus. METHODS: Retrospective, interventional case report of a patient with

pemphigus foliaceus involving both eyelids. The diagnosis of pemphigus foliaceus

was based on histopathology and confirmed by direct immunofluorescence and

immunoblot. Failure to respond to conventional immunosuppressive therapy,

including high-dose corticosteroids, methotrexate, azathioprine, dapsone, and

mycophenolate mofetil, necessitated the use of intravenous immunoglobulin (IVIg)

therapy. RESULTS: After successful treatment with IVIg, no change in visual

acuity or other sequelae secondary to ocular pemphigus foliaceus were observed.

Normal ocular architecture was maintained. Clinical remission was observed after

successful therapy. CONCLUSIONS: Pemphigus foliaceus involves the skin of the

eyelid and does not involve the conjunctiva. The patient did not respond to

conventional immunosuppressive therapy. The use of IVIg as mono-therapy resulted

in long-term clinical remission.
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Aminoglycosides as potential pharmacogenetic agents in the treatment of

Hailey-Hailey disease.

Kellermayer R, Szigeti R, Keeling KM, Bedekovics T, Bedwell DM.
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Tolerance induction by the blockade of CD40/CD154 interaction in pemphigus

vulgaris mouse model.

Aoki-Ota M, Kinoshita M, Ota T, Tsunoda K, Iwasaki T, Tanaka S, Koyasu S,

Nishikawa T, Amagai M.

Department of Dermatology, Keio University School of Medicine, Shinjuku-ku,

Tokyo, Japan.

Pemphigus vulgaris (PV) is an autoimmune blistering disease caused by IgG

autoantibodies against desmoglein 3 (Dsg3). We have recently developed an active

disease mouse model for PV by adoptive transfer of splenocytes from Dsg3(-/-)

mice. The purpose of this study was to determine the role of CD40/CD154

interaction in the pathogenic antibody production and development of the disease

in PV model mice. When anti-CD154 monoclonal antibody (mAb) was administered to

recipient mice prior to adoptive transfer, anti-CD154 mAb almost completely

blocked the anti-Dsg3 IgG production and prevented blister formation. The

blockade of CD40/CD154 interaction induced tolerance against Dsg3 as the

suppression of antibody production was observed through day 70, and it was

maintained even after challenge by immunization with recombinant mouse Dsg3 or by

adoptive transfer of immunized Dsg3(-/-) splenocytes. Furthermore, the tolerance

to Dsg3 was transferable because cotransfer of splenocytes from anti-CD154

mAb-treated mice and naÃ¯ve Dsg3(-/-) splenocytes significantly suppressed

anti-Dsg3 IgG production in recipient mice. In contrast, when anti-CD154 mAb was

injected after the mice had developed the PV phenotype, no significant

suppression of the production of anti-Dsg3 IgG was observed. These findings

indicate that the CD40/CD154 interaction is essential for the induction of

pathogenic anti-Dsg3 IgG antibodies and that antigen-specific immune-regulatory

cells induced by anti-CD154 mAb would hold a therapeutic option for autoimmune

diseases.
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The requirement for perp in postnatal viability and epithelial integrity reflects

an intrinsic role in stratified epithelia.

Marques MR, Ihrie RA, Horner JS, Attardi LD.

Department of Radiation Oncology, Division of Radiation and Cancer Biology,

Stanford University School of Medicine, Stanford, California 94305, USA.

Mice lacking the desmosome protein Perp exhibit blistering in their stratified

epithelia and display postnatal lethality. However, it is unclear if these

phenotypes are strictly related to Perp function in stratified epithelia, as Perp

expression is not restricted to these tissues during embryogenesis, and certain

desmosomal blistering diseases such as pemphigus vulgaris and pemphigus foliaceus

have non-cell-intrinsic bases. Furthermore, we show here that Perp is expressed

in the heart, raising the possibility that defects in heart function could

account for lethality in the Perp-deficient mice. To determine conclusively if

Perp function in stratified epithelia is crucial for postnatal survival and

epithelial adhesion, we specifically ablated Perp in stratified epithelia by

breeding conditional Perp knockout mice to keratin 5 (K5)-Cre transgenic mice. We

found that the majority of mice lacking Perp in stratified epithelia die within

10 days after birth, accompanied by blistering and hyperproliferation in the

epithelia, similar to the constitutive Perp null mice. Together, these findings

indicate that Perp's requirement for both viability and epithelial integrity

reflects a role in the stratified epithelial compartment.
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Inhibition of pemphigus vulgaris by targeting of the CD40-CD154 co-stimulatory

pathway: a step toward antigen-specific therapy?

Liu Z, Li N, Diaz LA.

Department of Dermatology, University of North Carolina at Chapel Hill, Chapel

Hill, North Carolina 27599, USA. zhiliu@med.unc.edu

The signaling of CD40 by its ligand, CD154, between T and B cells is required for

humoral immune responses. Thus, blockade of this ligand-receptor interaction can

prevent the development of antibody-mediated autoimmune diseases through

different mechanisms.
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Brain abscesses with pemphigus vulgaris: a rare association.

Awasthy N, Chand K, Singh A.

Department of Pediatrics, Vardhman Mahavir Medical College, Safdarjung Hospital,

Delhi, India. n_awasthy@yahoo.com

Pemphigus is a rare group of skin disorders characterized by blistering because

of loosening of desmosomal links between epidermal cells attributed to

immunological attack. Pemphigus vulgaris is characterized by the presence of the

split within the epidermis just above the basal layers (suprabasal). Central

nervous system complications of the disorder have scantily been described in the

English literature. We report what we believe to be the first case of cerebral

abscesses in a 38-year-old male associated with pemphigus vulgaris and

immunosuppressive therapy.
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Repigmentation in vitiligo universalis: role of melanocyte density, disease

duration, and melanocytic reservoir.

Dogra S, Kumar B.

Department of Dermatology, Venereology and Leprology, Postgraduate Institute of

Medical Education and Research, Chandigarh, India.

Recent reports suggest that vitiligo lesions are not totally devoid of

melanocytes. We report an interesting observation made in the vitiliginous skin

of an Indian patient being treated for pemphigus vulgaris with dexamethasone

cyclophosphamide pulse therapy. Our observations indicate that melanocytes are

never completely absent in the depigmented epidermis and that these melanocytes

can recover their functionality in vivo and in vitro under an appropriate

stimulus.
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Cutaneous small-vessel vasculitis with unexpected circulating and in situ bound

pemphigus autoantibodies.

PavloviÄ‡ MD, ZeceviÄ‡ RD.

Department of Dermatology, Military Medical Academy, Belgrade, Serbia &

Montenegro. mdpavlovic2004@yahoo.com

Pemphigus or pemphigus-related autoantibodies have been found in sera of patients

with diverse diseases, such as toxic epidermal necrolysis, thermal burns, and

penicillin reactions. Here we report a patient with a typical cutaneous

necrotizing vasculitis in whom immunofluorescence studies revealed the presence

of circulating and tissue-bound pemphigus autoantibodies.

Publication Types: 

    Case Reports

PMID: 16409915 [PubMed - indexed for MEDLINE]

324: Dermatol Online J. 2005 Dec 111(3):4.

Cyclophosphamide pulses with oral prednisolone in the treatment of pemphigus: a

pilot study.

Bhat R, Sharma VK, Ramam M, Kumar A.

Department of Dermatology and Venereology, All India Institute of Medical

Sciences, New Delhi, India.

An open labeled clinical trial aimed at assessing the efficacy and safety of

pulse intravenous cyclophosphamide with daily oral prednisolone in the treatment

of pemphigus was carried out. Twenty-six patients (12 men, 14 women; mean age,

48.4 years), comprising 25 cases with pemphigus vulgaris and 1 with pemphigus

vegetans (< 10% body surface area involvement) who did not achieve adequate

control on corticosteroids with or without other adjuvants were included. After

baseline evaluation, monthly intravenous boluses of cyclophosphamide (15 mg/kg)

along with daily oral prednisolone (starting dose 1 mg/kg/day, tapered according

to clinical response) were administered. Patients were assessed monthly for

clinical activity and side-effects. All patients experienced significant clinical

improvement within 1 month of starting treatment. Healing of skin and mucosal

lesions occurred respectively at mean durations of 2.1 and 3.6 months. Three

weeks to 8 months later, 9 patients had recurrences of activity on

tapering/withdrawal of prednisolone, mainly in the oral mucosa. Side effects of

treatment included amenorrhea (3 patients), microscopic hematuria (3) which

cleared with co-administration of mesna, vomiting (1), weight gain (10),

gastritis (1), and cataract (2). It is concluded that treatment with monthly

intravenous cyclophosphamide boluses along with daily oral prednisolone clears

lesions of pemphigus with < 10 percent body surface involvement, and this may be

an alternative regimen for pemphigus. Monitoring for adverse effects is

essential.
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Localized Kaposi's sarcoma in a patient with pemphigus vulgaris.

Avalos-Peralta P, Herrera A, RÃ​os-MartÃ​n JJ, PÃ©rez-Bernal AM, Moreno-RamÃ​rez D,

Camacho F.

Department of Dermatology, Virgen Macarena University Hospital, Seville, Spain.
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We report the case of a patient with a 13-year history of pemphigus vulgaris (PV)

treated with immunosuppressive agents, prednisone and mycophenolate mofetil who

had developed lesions of Kaposi's sarcoma (KS) on a sole plaque of PV that had

been previously treated with intralesional injections of steroids. The lesions

were surgically removed and polymerase chain reaction (PCR) demonstrated human

herpesvirus-8 (HHV-8) DNA. There were neither recurrences nor later dissemination

of KS following gradual decrease of the immunosuppressive therapy. We suggest

that the treatment with intralesional steroids may have influenced the local

reactivation of a latent infection of the virus, determining the appearance of

this localized KS.
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Therapy of paraneoplastic pemphigus with Rituximab: a case report and review of

literature.

Barnadas M, Roe E, Brunet S, Garcia P, Bergua P, Pimentel L, Puig L, Francia A,

GarcÃ​a R, GelpÃ​ C, Sierra J, Coll P, Alomar A.

Department of Dermatology, Hospital Sta. Creu i St. Pau, Barcelona, Spain.

mbarnadas@hsp.santpau.es

Paraneoplastic pemphigus (PNP) is an autoimmune blistering disease with poor

prognosis when associated with malignant neoplasm. We report the case of a

patient with PNP associated with a CD20+ non-Hodgkin follicular lymphoma who was

treated with Rituximab plus corticosteroids and short courses of cyclosporin. One

and a half years after Rituximab therapy, oral ulcerations had cleared and oral

methylprednisolone was slowly tapered down without further recurrences. In the

course of the disease, the patient developed sepsis due to Listeria monocytogenes

and viral infections by human herpes virus 1 and 3. At the end-stage of the

disease she developed a cutaneous infection from Mycobacterium chelonae. The

patient died 2 years and 7 months after the onset of PNP. Rituximab may be useful

for PNP therapy, but further studies are necessary to confirm this hypothesis.
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Evidence of an association between desmoglein 3 haplotypes and pemphigus

vulgaris.

Capon F, Bharkhada J, Cochrane NE, Mortimer NJ, Setterfield JF, Reynaert S, Black

MM, Vaughan RW, Trembath RC, Harman KE.

Department of Genetics and Cardiovascular Sciences, University Hospitals

Leicester, Leicester, UK. f.capon@ucl.ac.uk

BACKGROUND: Pemphigus vulgaris (PV, OMIM 169610) is a severe blistering disorder

of the skin and mucous membranes, caused by the production of autoantibodies

directed against the epithelial adhesive protein desmoglein 3. Although an

association between PV and HLA class II alleles has been established, the genetic

factors predisposing to the disease remain poorly understood, the rarity of PV

hampering the recruitment of substantial patient cohorts. OBJECTIVES: To

investigate DSG3 as a candidate PV susceptibility gene. METHODS: We examined five

DSG3 single nucleotide polymorphisms (rs8085532, rs3911655, rs3848485, rs3794925

and rs1466379) in two case-control datasets respectively originating from the

U.K. (62 PV patients, 154 controls) and northern India (28 patients, 98

controls). RESULTS: In the U.K. sample, we observed a significant association

between PV and the DSG3*TCCTC haplotype (Fisher's exact test P = 0.002). A

related haplotype (DSG3*TCCCC) was associated with PV in the Indian dataset (P =

0.002). We also found that all British and Indian patients bearing DSG3 risk

haplotypes carried at least one copy of a PV-associated HLA allele. CONCLUSIONS:

These results suggest that genetic variation of DSG3 may be an additive risk

factor predisposing to PV and warrant further investigations of this gene.
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Intravenous immunoglobulin for treatment of pemphigus.

Akerman L, Mimouni D, David M.

Department of Dermatology, Rabin Medical Center, Beilinson Campus, Petah Tiqva,

Israel.

Pemphigus is a group of organ-specific, autoimmune, mucocutaneous blistering

disorders with an established immunological basis. The goal of therapy in

pemphigus is to eliminate or neutralize the pathogenic autoantibodies. As in

other autoimmune diseases, early systemic therapy is important for control of the

disease and for achieving sustained remissions. Because of the sparse number of

controlled studies, the treatment of autoimmune bullous diseases remains

controversial. In this article, we discuss the current therapeutical options in

pemphigus with an emphasis on IVIg treatment and suggest guidelines for the use

of IVIg in the treatment of pemphigus.
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Desmoglein endocytosis and desmosome disassembly are coordinated responses to

pemphigus autoantibodies.

Calkins CC, Setzer SV, Jennings JM, Summers S, Tsunoda K, Amagai M, Kowalczyk AP.

Departments of Dermatology and Cell Biology, Emory University School of Medicine,

Whitehead Biomedical Research Building, 615 Michael Street, Atlanta, GA 30322,

USA.

Desmosomes are adhesive intercellular junctions prominent in the skin and heart.

Loss of desmosome function is associated with severe congenital and acquired

disorders characterized by tissue fragility. Pemphigus vulgaris (PV) is an

autoimmune disorder in which antibodies are directed against the desmosomal

adhesion molecule Dsg3, resulting in severe mucosal erosions and epidermal

blistering. To define the mechanisms by which Dsg3 autoantibodies disrupt

keratinocyte adhesion, the fate of PV IgG and various desmosomal components was

monitored in primary human keratinocytes exposed to PV patient IgG. PV IgG

initially bound to keratinocyte cell surfaces and colocalized with desmosomal

markers. Within 6 h after PV IgG binding to Dsg3, electron microscopy revealed

that desmosomes were dramatically disrupted and keratinocyte adhesion was

severely compromised. Immunofluorescence analysis indicated that PV IgG and Dsg3

were rapidly internalized from the cell surface in a complex with plakoglobin but

not desmoplakin. Dsg3 internalization was associated with retraction of keratin

filaments from cell-cell borders. Furthermore, the internalized PV IgG-Dsg3

complex colocalized with markers for both endosomes and lysosomes, suggesting

that Dsg3 was targeted for degradation. Consistent with this possibility,

biotinylation experiments demonstrated that soluble Dsg3 cell surface pools were

rapidly depleted followed by loss of detergent-insoluble Dsg3. These findings

demonstrate that Dsg3 endocytosis, keratin filament retraction, and the loss of

keratinocyte cell-cell adhesion are coordinated responses to PV IgG.
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Enzyme-linked immunosorbent assay using bacterial recombinant proteins of human

BP230 as a diagnostic tool for bullous pemphigoid.

Yoshida M, Hamada T, Amagai M, Hashimoto K, Uehara R, Yamaguchi K, Imamura K,

Okamoto E, Yasumoto S, Hashimoto T.

Department of Dermatology, Kurume University School of Medicine, 67 Asahi-machi,

Kurume, Fukuoka 830-0011, Japan.

BACKGROUND: By immunoblot analyses of normal human epidermal extracts, the 230kDa

bullous pemphigoid antigen (BP230) is recognized by most bullous pemphigoid (BP)

sera. We produced different recombinant glutathione-S-transferase-fusion

proteins, which roughly presented N-terminal domain, central rod domain and

C-terminal domain of human BP230. OBJECTIVE: In the present study, we developed

an enzyme-linked immunosorbent assay (ELISA) using the recombinant proteins for

detection of anti-BP230 IgG antibodies and assessed the usefulness of this assay

in conjunction with an anti-BP180 ELISA to establish the diagnosis of BP.

METHODS: Using the bacterial recombinant proteins of N-terminal and C-terminal

domains, we developed an ELISA. A receiver-operating-characteristic (ROC)

analysis was performed to determine a cut-off value for the BP230 ELISA. RESULTS:

By this BP230 ELISA, 173 (72.4%) of 239 BP sera were positive, while only one

(1.1%) of 94 sera from pemphigus vulgaris and pemphigus foliaceus patients was

positive and all the 109 normal control sera were negative. Thus, the sensitivity

and specificity of the BP230 ELISA were 72.4 and 99.5%, respectively.

Interestingly, while 54 (84.4%) of 64 BP sera in active stage and 113 (64.6%) of

175 BP sera in remission were positive in BP180 ELISA, 37 (57.8%) of 64 BP sera

in active stage and 136 (77.7%) of 175 BP sera in remission were positive in

BP230 ELISA. These results indicate that the titer of anti-BP230 antibodies is

not related with disease activity in some BP cases. Most significantly, by

combining the results of BP230 ELISA and BP180 ELISA, 232 (97.1%) of 239 BP sera

were positive. CONCLUSION: The combination of BP230 ELISA and BP180 ELISA is the

highly sensitive method for the diagnosis of BP.
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Severe pemphigus vulgaris treated with rituximab (Mabthera).

Cecchi R, Gasperini U.
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Images in clinical medicine. Pemphigus foliaceus.

Johnston S, Kennedy C.

Southmead Hospital, Bristol BS10 5NB, United Kingdom.
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IVI g TREATMENT OF PEMPHIGUS: how it works and how to use it.

Bystryn JC, Rudolph JL.

Ronald O. Perelman Department of Dermatology New York University School of

Medicine New York, NY.
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Case of pemphigus vulgaris in oral mucosa showing an extension to the body

surface with recurrent varicella.

Horiguchi Y, Fujii S, Takase S, Mori R.
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Immunohistochemical analysis of the distribution of desmoglein 1 and 2 in the

skin of dogs and cats.

Miragliotta V, Coli A, Ricciardi MP, PodestÃ  A, Abramo F.

Department of Veterinary Anatomy, Faculty of Veterinary Medicine, University of

Pisa, Italy.

OBJECTIVE: To compare the distribution of desmoglein (Dsg) 1 and 2 in skin

specimens obtained from dogs and cats to provide information about the possible

role of the density of Dsg 1 and 2 in the localization of lesions attributable to

pemphigus foliaceus in these 2 species. SAMPLE POPULATION: Skin biopsy specimens

obtained from 4 dogs and 4 cats. PROCEDURE: Biopsy specimens were collected from

the muzzle, bridge of the nose, ear, dorsum, abdomen, area adjacent to the teats,

and footpads of each animal. Immunohistochemical analysis was performed on

formalin-fixed, paraffin-embedded skin samples by use of a biotinylated mouse

monoclonal anti-Dsg 1 and 2 antibody raised against bovine muzzle. Color

development was performed by use of the streptavidin-biotin-peroxidase method

with a chromogenic substrate. RESULTS: Immunohistochemical staining yielded a

positive reaction in skin samples obtained from all anatomic sites. The intensity

and distribution of staining were related to the number of layers of the stratum

spinosum. No differences were detected between samples obtained from dogs and

cats. CONCLUSIONS AND CLINICAL RELEVANCE: No differences in intensity of Dsg 1

and 2 antigen were observed in the stratum spinosum between skin samples obtained

from dogs and cats. Analysis of this result suggests that factors other than the

distribution of Dsg may be responsible for the differences in localization of

primary clinical lesions in dogs and cats with pemphigus foliaceus.
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Novel mechanisms of target cell death and survival and of therapeutic action of

IVIg in Pemphigus.

Arredondo J, Chernyavsky AI, Karaouni A, Grando SA.

Department of Dermatology, University of California at Davis, School of Medicine,

California, USA.

Pemphigus vulgaris (PV) is a potentially lethal mucocutaneous blistering disease

characterized by cell-cell detachment within the stratified epithelium

(acantholysis) caused by IgG autoantibodies. Intravenous immunoglobulin (IVIg)

therapy effectively treats PV, but the mechanism is not fully understood. To

further understand acantholysis and the efficacy of IVIg, we measured effects of

IgG fractions from PV patients on keratinocyte death processes. Using IgGs from

representative PV patients who improved with IVIg, we identified apoptotic and

oncotic signaling pathways in in vitro and in vivo PV models. We identified two

groups of PV patients, each producing autoantibodies activating predominantly

either apoptotic or oncotic cell death pathway. Experimental treatments with

caspase 3 or calpain inhibitors demonstrated that PV IgGs induced acantholysis

through both pathways. Upstream, the apoptotic signaling involved activation of

caspases 8 and 3 and up-regulation of Fas ligand mRNA, whereas calpain-mediated

cell death depended on elevated intracellular free Ca(2+). IVIg reduced PV

IgG-mediated acantholysis and cell death and up-regulated the caspase inhibitor

FLIP and the calpain inhibitor calpastatin. These results indicate that in

different PV patients, IgG-induced acantholysis proceeds predominantly via

distinct, yet complementary, pathways of programmed cell death differentially

mediated by apoptosis and oncosis effectors, with IVIg protecting target cells by

up-regulating endogenous caspase and calpain inhibitors.
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Acute cyclosporine nephrotoxicity in a patient with oral pemphigus vulgaris and

HIV infection on antiretroviral therapy.
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Response of pemphigus vulgaris to anti-CD20 antibody therapy (rituximab) may be

delayed.

Belgi AS, Azeez M, Hoyle C, Williams RE.
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Bacterial infection-induced generalized Hailey-Hailey disease successfully

treated by etretinate.

Mashiko M, Akiyama M, Tsuji-Abe Y, Shimizu H.

Department of Dermatology, Hokkaido University Graduate School of Medicine,

Sapporo, Japan.

Hailey-Hailey disease (HHD; familial benign chronic pemphigus) is a hereditary

blistering disorder characterized by episodic maceration and erosions mainly in

intertriginous areas, and generalized eruptions are rarely seen. We report here a

51-year-old woman with generalized HHD who was successfully treated with oral

etretinate. The present case suggests that oral etretinate is effective against

the generalized eruptions even in cases in which bacterial infection has

triggered the generalization of HHD.
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A case of drug-induced hypersensitivity syndrome showing transient

immunosuppression before viral reactivation during treatment for pemphigus

foliaceus.

Takahashi H, Tanaka M, Tanikawa A, Toyohara A, Ogo Y, Morimoto A, Harato R,

Kobayashi M, Amagai M.
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Drug-induced hypersensitivity syndrome (DIHS) is one of the most severe drug

adverse reactions, with characteristic biphasic symptoms. Reactivation of human

herpesvirus-6 (HHV-6) is frequently observed, although the cause of DIHS is still

unknown. A patient developed DIHS during treatment with diaminodiphenylsulphone

for pemphigus foliaceus. The number of lymphocytes in his peripheral blood, and

titres of serum total IgG and IgM and anti-desmoglein1 antibody transiently

decreased just before reactivation of HHV-6, cytomegalovirus and Epstein-Barr

virus. This observation suggests that transient suppression of both cellular and

humoral immunity may trigger viral reactivation, which leads to the development

of the second phase of DIHS.
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Pemphigus vegetans with IgG and IgA antidesmoglein 3 antibodies.
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Pemphigus vulgaris of the cervix.
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ATP2C1 gene mutation analysis in Italian patients with Hailey-Hailey disease.

Majore S, Biolcati G, Barboni L, Cannistraci C, Binni F, Crisi A, Picardo M,

Grammatico P.

Medical Genetics, Experimental Medicine and Pathology Dept, University La

Sapienza, S. Camillo-Forlanini Hospital, Rome, Italy.

Hailey-Hailey disease (HHD) is a rare autosomal dominant disorder characterized

by recurrent skin lesions predominantly involving the body folds. It is caused by

heterozygous mutations in the ATP2C1 gene, encoding the human secretory pathway

Ca2+/Mn2+-ATPase protein 1 (hSPCA1). In this report we describe the molecular

studies performed in eight HHD cases from Italy that led us to identify six

different mutations scattered through the ATP2C1 gene in seven of eight cases.

Four of the detected mutations were novel. Our results confirm the high allelic

heterogeneity of the ATP2C1 gene and support the notion that HHD is a genetically

homogeneous disorder. Furthermore, we created a table summarizing all previously

reported ATP2C1 mutations, adapting the nomenclature, if needed, according to the

guidelines of the Human Genome Variation Society.
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Pemphigus: pathogenesis, pharmacology and progress: a meeting report of pemphigus

2005--progress and future directions, held June 16-17, 2005 in Bethesda, Maryland

(USA).
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Protective effect of intravenous immunoglobulin (IVIG) in an experimental model

of pemphigus vulgaris.

Mimouni D, Blank M, Ashkenazi L, Milner Y, Frusic-Zlotkin M, Anhalt GJ, David M,

Shoenfeld Y.

Department of Medicine B and Center for Autoimmune Diseases, Sheba Medical

Center, Tel Hashomer, Israel.

Uncontrolled studies have found intravenous immunoglobulin (IVIG) to be effective

in the treatment of pemphigus vulgaris (PV). The aim of this study was to

evaluate the role of IVIG in preventing IgG autoantibodies binding to

desmoglein-3 and blister formation using a controlled experimental design. The

ability of IVIG to affect the binding of IgG affinity purified from two patients

with PV to desmoglein-3 in comparison to IgG from one donor, was conducted by

enzyme-linked immunosorbent assay (ELISA). The specificity was confirmed by

competition assay. We assessed the effect of IVIG on the induction of

experimental-PV in CD1 newborn mice by subcutaneous subjection of IgG affinity

purified from two patients with PV. The treatment was conducted by subcutaneous

administration of IVIG together with IgG from the pemphigus patients or

appropriate control. The skin of the newborns was examined 24-48 h later for

blisters, and samples of the affected areas were analysed by

immunohistochemistry. IVIG as a whole molecule and its F(ab)(2) portion inhibited

the binding of anti-desmoglein-3 antibody to recombinant desmoglein-3 in a

dose-dependent manner. The specificity was confirmed by competition assays.

In-vivo, IVIG and its F(ab)(2) portion prevented blister formation in the newborn

mice. Cutaneous lesions were noted only in the groups of newborn mice who were

injected with IgG fractions from the PV patients. Immunopathological evaluation

revealed that IVIG prevented the formation of acanthylosis with IgG deposition in

the intercellular spaces. These results point to the efficacy of IVIG in the

prevention of blister formation in an experimental PV model.
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Desmoglein-1 is a minor autoantigen in dogs with pemphigus foliaceus.

Olivry T, LaVoy A, Dunston SM, Brown RS, Lennon EM, Warren SJ, Prisayanh P,

MÃ¼ller EJ, Suter MM, Dean GA.

Department of Clinical Sciences, College of Veterinary Medicine, NC State

University, Raleigh, NC 27606, USA. Thierry_Olivry@ncsu.edu

The majority of human patients with pemphigus foliaceus (PF) have circulating IgG

autoantibodies that target conformational epitopes on the desmosomal cadherin

desmoglein-1 (dsg1). Limited studies using immunoblot techniques suggested that

the principal autoantigen in dogs with PF might also be dsg1. It was the

objective of this study to test this hypothesis. A comprehensive survey of canine

PF sera was conducted using a novel screening strategy that detects

conformational epitopes. This method consists of the ectopic expression of canine

dsg1 at the surface of human 293T epithelial kidney cells and their live

screening, i.e. prior to fixation. Out of seven control human PF sera that bound

to canine epidermis, three (57%) contained IgG autoantibodies that recognized

ectopically expressed canine dsg1 with a membrane and punctate pattern. Out of 83

canine PF sera only five (6%) contained IgG that recognized canine dsg1.

Consistent with findings for human PF sera obtained in this study, autoantibody

binding was conformation- and glycosylation-dependent as demonstrated by calcium

chelation with EDTA and tunicamycin or wheat germ agglutinin treatment,

respectively. In conclusion, these studies establish canine dsg1 as a minor

autoantigen for canine PF. Antigenic epitopes appear to be conformation- and

glycosylation-dependent.
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[Acquired bullous diseases of the oral mucosa]

[Article in French]
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Bullous diseases of the oral cavity cause painful erosion. They must be

distinguished from aphthae and vesicles which may have a similar presentation.

Acute, chronic and congenital conditions are recognized. Acute lesions may

involve a polymorphous oral erhythema which has an polymorphous erythematous

presentation or toxidermia (Stevens-Johnson syndrome, Lyell syndrome, fixed

pigmented erythema). Examination of the skin and history taking are the keys to

diagnosis. Patients with chronic bullous diseases may have a congenital condition

(bullous epidermolysis or lymphangioma) suggested by the age at onset and the

clinical presentation. Acquired chronic bullous diseases include lichen planus

and autoimmune bullous diseases. Careful examination is essential to identify

mucosal or cutaneous involvement and to obtain a biopsy for histological

examination. Search for antibodies deposited in the perilesional mucosa is

necessary. Chronic erosive gingivitis is a frequent presentation. Most of the

patients have cicatricial pemphigoid, lichen planus, and more rarely pemphigus.

The pinch sign is highly discriminative to differentiate the cause of this

syndrome. Symptomatic treatment of bullous lesions of the oral cavity include

adapted diet and correct and early use of antalgesics.
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Complete FcRn dependence for intravenous Ig therapy in autoimmune skin blistering

diseases.

Li N, Zhao M, Hilario-Vargas J, Prisayanh P, Warren S, Diaz LA, Roopenian DC, Liu

Z.

Department of Dermatology, University of North Carolina at Chapel Hill, North

Carolina 27599, USA.

Numerous mechanisms of action have been proposed for intravenous Ig (IVIG). In

this study, we used IgG passive transfer murine models of bullous pemphigoid

(BP), pemphigus foliaceus (PF), and pemphigus vulgaris (PV) to test the

hypothesis that the effect of IVIG in autoantibody-mediated cutaneous bullous

diseases is to accelerate the degradation of pathogenic IgG by saturation of the

MHC-like Fc receptor neonatal Fc receptor (FcRn). BP, PF, and PV are

organ-specific antibody-mediated diseases in which autoantibodies target the

hemidesmosomal antigen BP180 and desmosomal antigens Dsg1 and Dsg3, respectively.

Antibodies against BP180, Dsg1, and Dsg3, when injected into neonatal mice,

induce the BP, PF, and PV disease phenotypes, respectively. We found that

FcRn-deficient mice were resistant to experimental BP, PF, and PV. Circulating

levels of pathogenic IgG in FcRn-deficient mice were significantly reduced

compared with those in WT mice. Administration of high-dose human IgG (HDIG) to

WT mice also drastically reduced circulating pathogenic IgG levels and prevented

blistering. In FcRn-deficient mice, no additional protective effect with HDIG was

realized. These data demonstrate that the therapeutic efficacy of HDIG treatment

in the pemphigus and pemphigoid models is dependent on FcRn. Thus, FcRn is a

promising therapeutic target for treating such IgG-mediated autoimmune diseases.
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Mechanisms of blister induction by autoantibodies.

Sitaru C, Zillikens D.

Department of Dermatology, University of LÃ¼beck, LÃ¼beck, Germany.

csitaru@fastmail.fm

Autoimmune diseases are characterized by defined self-antigens, organ

specificity, autoreactive T cells and/or autoantibodies that can transfer

disease. Autoimmune blistering diseases are organ-specific autoimmune diseases

associated with an immune response directed to structural proteins mediating

cell-cell and cell-matrix adhesion in the skin. While both autoreactive T and B

cells have been detected and characterized in patients with autoimmune blistering

diseases, current evidence generally supports a pathogenic role of autoantibodies

for blister formation. The immunopathology associated with blisters induced by

autoantibodies relies on several mechanisms of action. Autoantibodies from

patients with pemphigus diseases can exert a direct effect just by binding to

their target mediated by steric hindrance and/or by triggering the transduction

of a signal to the cell. In most subepidermal autoimmune blistering conditions,

in addition to the binding to their target antigen, autoantibodies need to

interact with factors of the innate immune system, including the complement

system and inflammatory cells, in order to induce blisters. Generally, decisive

progress has been made in the characterization of the mechanisms of blister

formation in autoimmune skin diseases. However, various aspects, including the

exact contribution of steric hindrance and signal transduction for pemphigus

IgG-induced acantholysis or the fine tuning of the inflammatory cascade triggered

by autoantibodies in some subepidermal blistering diseases, still need to be

addressed. Understanding the mechanisms by which autoantibodies induce blisters

should facilitate the development of more specific therapeutic strategies of

autoimmune blistering diseases.
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Pemphigus vulgaris: a case-based update.

Ben Lagha N, Poulesquen V, Roujeau JC, Alantar A, Maman L.

Faculty of Oral Surgery, Department of Odontology, HÃ´pital Charles Foix,

Ivry-sur-Seine, France. nadiabenlagha@yahoo.fr

Pemphigus vulgaris (PV) is an autoimmune disease accounting for 80% of all cases

of pemphigus. Before the advent of corticosteroid therapy, pemphigus was fatal,

with a mortality rate of up to 75% in the first year. It is still a serious

disorder, but the 5% to 10% mortality rate is now primarily due to the side

effects of therapy.In 75% to 80% of cases, PV lesions first appear in the oral

cavity. Dentists are therefore in a unique position to recognize the oral

manifestations of the disease, allowing early diagnosis and initiation of

treatment.The diagnosis is based on pathological examination and

immunofluorescence testing. Systemic corticosteriods and steroid-sparing agents

are the mainstays of treatment; topical corticosteroids may also be used to

accelerate healing of persistent oral lesions. This article describes a

71-year-old woman with multiple chronic ulcers in the oral cavity, in whom PV was

diagnosed 4 months after the symptoms first appeared. The article also reviews

the current literature on diagnosis and treatment of the condition.
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Treatment of pemphigus and pemphigoids.

[Article in English, Spanish]

LÃ³pez-Jornet P, Bermejo-Fenoll A.

Universidad de Murcia.

PMID: 16264376 [PubMed - indexed for MEDLINE]

353: Chin Med Sci J. 2005 Sep;20(3):166-70.

Association between pemphigus vulgaris and human leukocyte antigen in Han nation

of northeast China.

Geng L, Wang Y, Zhai N, Lu YN, Song FJ, Chen HD.

Department of Dermatology, First Affiliated Hospital, China Medical University,

Shenyang 110001. gength@yahoo.com.cn

OBJECTIVE: To investigate the relationship between pemphigus vulgaris (PV) and

human leukocyte antigen (HLA) in Han nation of northeast China. METHODS: Standard

microcytotoxicity test and polymerase chain reaction-sequence specific primers

method were used to detect the HLA class I antigens and HLA-DRB1 and DQB1 alleles

in 27 patients with PV and results were compared with control group. RESULTS:

Gene and phenotype frequencies of HLA-A3, A26(10), B60(40), and B13 (27.99%, 48%;

16.11%, 30%; 23.02%, 41%; 16.11%, 30%, respectively) increased significantly in

PV group compared with control (1.01%, 2%; 0.5%, 1%; 4.61%, 9%; 5.13%, 10%,

respectively). After P value correction, the difference of A3, A26 (10), and B60

(40) between the two groups was still significant. The gene frequencies of

HLA-DRB1*140x (1401, 1404, 1405, 1407, 1408), DRB1*120x, and DQB1*0503 alleles in

PV group (42.26%, 25.46%, and 23.02%) were significantly higher than control

group (5.09%, 7.74%, and 1.89%). After P value correction, the difference was

still significant between the two groups. CONCLUSION: PV significantly relates

with HLA in PV patients of Han nation of northeast China.
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Involvement of the female genital tract in pemphigus vulgaris.

Malik M, Ahmed AR.

Department of Medicine, New England Baptist Hospital, 70 Parker Hill Avenue,
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BACKGROUND: Involvement of the genital tract in women with pemphigus vulgaris has

rarely been reported. We report 34 patients with pemphigus vulgaris who have

involvement of the vulva, vagina, or both. METHODS: We reviewed the clinical data

on 34 women treated at a tertiary dermatology referral center from July 1988 to

June 2005. RESULTS: Of 34 patients, 21 had labial involvement, 3 had vaginal

involvement, and 10 had both labial and vaginal involvement. The mean age of

onset of pemphigus vulgaris was 49 years. All patients had pemphigus vulgaris

involvement at multiple other sites, and all had other mucous membrane

involvement, most commonly oral (97%). Recurrent episodes of genital pemphigus

vulgaris were noted in 35%, with a mean of 6 recurrences (range 1-11). In all the

patients the pemphigus vulgaris was controlled with systemic and local therapy.

Long-term follow-up for a mean of 76 months (range 9-204) indicated that no

long-term sequela occurred due to genital involvement. CONCLUSION: Involvement of

the female genital tract in pemphigus vulgaris is rare. Vulvar lesions occur more

commonly than vaginal lesions. With appropriate topical and systemic therapy,

patients can have full recovery with no sequelae. LEVEL OF EVIDENCE: II-3.
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[The first genetically supported case of chronic benign pemphigus (Hailey-Hailey

disease in Hungary]

[Article in Hungarian]

Szigeti R, Chao SC, VÃ¡rszegi D, CzakÃ³ M, KosztolÃ¡nyi G, Kellermayer R.

Baranya Megyei KÃ³rhÃ¡z, KÃ¶zponti LaboratÃ³rium, PÃ©cs.

Hailey-Hailey disease, or chronic benign pemphigus (MIM# 169600), is a

genodermatosis arising in adult age with recurrent vesicles and erosions

primarily in the flexural areas. It is an autosomal dominant skin disorder

characterized by abnormal keratinocyte adhesion in the suprabasal layers of the

epidermis. ATP2C1, encoding the human secretory pathway Ca(2+)-ATPase (hSPCA1),

was recently identified as the defective gene in Hailey-Hailey disease. More than

82 different ATP2C1 mutations have been described up to date. In this study, a

case of Hailey-Hailey disease is presented where a nucleotide change (1402C > T)

in the decoding region of ATP2C1 resulted in a premature stop mutation (R468X).

This defect has been reported earlier in a patient of European descent. A brief

molecular genetic review of the disorder is also given.
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Pemphigus vulgaris-IgG reduces the desmoglein 3/desmocollin 3 ratio on the cell

surface in cultured keratinocytes as revealed by double-staining immunoelectron

microscopy.

Shu E, Yamamoto Y, Sato-Nagai M, Aoyama Y, Kitajima Y.
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Review of 15 cases of pemphigus foliaceus in horses and a survey of the

literature.

Zabel S, Mueller RS, Fieseler KV, Bettenay SV, Littlewood JD, Wagner R.

Veterinary Teaching Hospital, College of Veterinary Medicine and Biomedical

Sciences, Colorado State University, Fort Collins, CO 80523, USA.

The records of 15 horses with pemphigus foliaceus diagnosed on the basis of their

history, clinical signs, histopathology and the exclusion of differential

diagnoses were evaluated with respect to the age of onset, the clinical signs and

the diagnostic tests used. There was no apparent breed predisposition. The

horses' mean age was nine years, with a range from three months to 25.5 years,

three were foals up to six months old and eight were nine years old or older. The

most frequent lesions were scaling in 11, crusting in 10 and alopecia in 10, and

they appeared most commonly on the face, neck and trunk, in 10 horses for each of

these sites. The extremities were involved in nine of the horses, pruritus

occurred in seven, and four of the horses had pustules. The clinical signs mostly

corresponded with those described in previous reports, but signs of pain were not

a prominent feature. Acantholytic cells were identified cytologically in four of

six of the horses.
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Pemphigus foliaceus and desmoglein 1 gene polymorphism: is there any

relationship?

Petzl-Erler ML, Malheiros D.

Human Molecular Genetics Laboratory, Department of Genetics, Federal University

of ParanÃ¡, Caixa Postal 19071, 81531-990 Curitiba, Brazil. perler@ufpr.br

Transmembrane proteins of the cadherin superfamily, the desmogleins and

desmocollins, mediate intercellular adhesion in desmosomes. Autoantibodies to

desmoglein 1 (dsg1) are a hallmark of pemphigus foliaceus (PF), a disease

characterized by skin blistering resulting from keratinocyte cell detachment. The

etiology and pathogenesis of this disease remain poorly understood; however,

genetic susceptibility is clearly involved. The aim of this study was to verify

if genetic variants of dsg1 influence susceptibility/resistance to endemic PF

(fogo selvagem). Two single nucleotide polymorphisms (SNPs) were analyzed: 809

(C,T), a synonymous variation, and 1660 (A,C), a tyrosine<-->serine variation in

the fifth extracellular domain. Allelic, haplotypic and genotypic frequencies did

not differ significantly between the patient (n=134) and the control (n=227)

population samples. Moreover, there is no evidence of interaction between the

DSG1 and the HLA-DRB1 and IL6 genes, whose alleles had been found associated with

differential susceptibility to PF. The results of this study agree with the

described and predicted B- and T-cell epitopes of the dsg1 molecule, which

seemingly are not affected by the allelic variation. We conclude that genetic

diversity of the autoantigen dsg1 is not a major factor for PF pathogenesis in

the Brazilian population.
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[Treatment of Hailey-Hailey disease with carbon dioxide laser vaporization]

[Article in French]

Collet Villette AM, Richard MA, Fourquet F, Monestier S, Gaudy C, Bonerandi JJ,

Grob JJ.

Service de Dermatologie, HÃ´pital Sainte-Marguerite, Marseille.

INTRODUCTION: Only ablative methods lead to long term remission of areas affected

by Hailey-Hailey disease: excision/skin graft, cryosurgery, dermabrasion... The

method using the CO2 laser is a recent addition in the management of this

dermatitis. We report our experience with this technique in 4 patients. PATIENTS

AND METHODS: Carbon dioxide laser vaporization was proposed to 4 patients

exhibiting Hailey-Hailey disease resistant to classical treatments. A test under

local anesthesia was performed beforehand in all the patients. A 60 year-old man

had an immediate reaction and refused to continue treatment. In the other 3

cases, the result of the test at 6 months was considered satisfactory. These

patients were treated under general anesthesia in a single area of 50 to 70 cm2,

and a half-body for comparison. The CO2 laser was used in pulse mode, with

successive irradiations, until a homogenous, whitish-yellow aspect with first

retraction was obtained. RESULTS: Although the healing delays were long (a mean

of 1 month) and required major analgesics over the first few days, the cosmetic

results were satisfactory and no abnormal scarring was observed. After a median

follow-up of 27 months, no relapse of the disease other than punctiform elements

was noted. All the patients wanted treatment of the other remaining affected

areas be continued. In 2 patients, CO2 laser vaporization permitted treatment of

areas not easily accessible to other ablative methods (around the mouth, the anus

and the vulva) with anatomy and normal function spared. DISCUSSION: These results

are globally good. Although the time to healing was long, the cosmetic and

functional results were always satisfactory, without abnormal scarring. Moreover,

in 2 of the patients, CO2 laser was able to treat areas inaccessible to other

methods. The reason for the efficacy of ablative methods is debated.

Re-epidermization with keratinocytes of appendices and not expressing the

molecular defect, and the constitution of dermal cicatricial tissue, are two

currently proposed hypotheses.
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Paraneoplastic pemphigus associated with Castleman tumor: a commonly reported

subtype of paraneoplastic pemphigus in China.

Wang J, Zhu X, Li R, Tu P, Wang R, Zhang L, Li T, Chen X, Wang A, Yang S, Wu Y,

Yang H, Ji S.

Department of Dermatology, Peking University First Hospital, Beijing, China.

BACKGROUND: Castleman tumor, a rare lymphoproliferative disorder, is one of the

associated tumors in paraneoplastic pemphigus. We analyzed the characteristics of

a group of patients with Castleman tumor to clearly understand and to improve the

prognosis of the disease. OBSERVATIONS: Ten cases of paraneoplastic pemphigus

associated with Castleman tumor treated in the Department of Dermatology, Peking

University First Hospital, Beijing, China, from May 1, 1999, to March 31, 2004,

were analyzed for clinical aspects, characteristics and histologic features of

the tumors, and computed tomographic findings. Literature was reviewed and data

were compared with our cases. Castleman tumor was a frequently reported neoplasm

in association with paraneoplastic pemphigus in China. The disease was found to

be caused by an autoimmune reaction originating from the B lymphocytes in the

Castleman tumor. CONCLUSIONS: Castleman tumor in association with paraneoplastic

pemphigus is a commonly reported subtype of paraneoplastic pemphigus in China.

Early detection and removal of the Castleman tumor are crucial for the treatment

of this tumor-associated autoimmune disease.
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Pemphigus foliaceus IgG causes dissociation of desmoglein 1-containing junctions

without blocking desmoglein 1 transinteraction.

Waschke J, Bruggeman P, Baumgartner W, Zillikens D, Drenckhahn D.

Institute of Anatomy and Cell Biology, University of WÃ¼rzburg, WÃ¼rzburg, Germany.

Autoantibodies against the epidermal desmosomal cadherins desmoglein 1 (Dsg1) and

Dsg3 have been shown to cause severe to lethal skin blistering clinically defined

as pemphigus foliaceus (PF) and pemphigus vulgaris (PV). It is unknown whether

antibody-induced dissociation of keratinocytes is caused by direct inhibition of

Dsg1 transinteraction or by secondary cellular responses. Here we show in an in

vitro system that IgGs purified from PF patient sera caused cellular dissociation

of cultured human keratinocytes as well as significant release of Dsg1-coated

microbeads attached to Dsg-containing sites on the keratinocyte cellular surface.

However, cell dissociation and bead release induced by PF-IgGs was not caused by

direct steric hindrance of Dsg1 transinteraction, as demonstrated by single

molecule atomic force measurements and by laser trapping of surface-bound

Dsg1-coated microbeads. Rather, our experiments strongly indicate that

PF-IgG-mediated dissociation events must involve autoantibody-triggered cellular

signaling pathways, resulting in destabilization of Dsg1-based adhesive sites and

desmosomes.
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A canine pemphigus foliaceus case showing parallel relationship of disease

activity and titer of serum anti-keratinocyte cell surface antibodies.

Nishifuji K, Yoshida-Yamakita K, Iwasaki T.

Department of Dermatology, Keio University School of Medicine, Tokyo, and Green

Animal Hospital, Aichi, Japan.

A seven-year-old, spayed female mongrel dog was diagnosed as pemphigus foliaceus

(PF) by clinical, histopathological and immunopathological observations. Serum

antibodies against the cell surface of keratinocytes in the dog were detected by

indirect immunofluorescence (IIF) using cryosectioned bovine esophagus as well as

living cultured-canine keratinocytes as the substrates. When we compared the

titers of IIF on bovine esophagus with its disease activity, the IIF titers

reflected the disease activity throughout the time course. Our findings will

suggest that sequential titration of serum antibodies by IIF will be useful for

monitoring the serological disease activity in canine PF.
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A case of pemphigus vulgaris accompanied by multiple myeloma.

Kurokawa M, Koketsu H, Oda Y, Nagamine H, Toyama T, Hashimoto T, Setoyama M.

Department of Dermatology, Medical College, University of Miyazaki, Kiyotake,

Miyazaki, Japan. med.miyazaki-u.ac.jp

Pemphigus is a mucocutaneous intraepithelial blistering disease caused by

autoantibodies to epithelial cell adhesion molecules (desmoglein). The

association between pemphigus and malignant neoplasm is well recognized. We

present the case of a 62-year-old woman with pemphigus vulgaris accompanied by

multiple myeloma. To the best of our knowledge, this is the first report of a

case of pemphigus vulgaris concomitant with multiple myeloma. From the results of

immunoblotting using normal human epidermal extracts and indirect

immunofluorescence using rat bladder sections, and her clinical manifestations,

our case does not seem to be one of paraneoplastic pemphigus.
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Twelve-year clinico-therapeutic experience in pemphigus: a retrospective study of

54 cases.

Mahajan VK, Sharma NL, Sharma RC, Garg G.

Department of Dermatology, Venereology & Leprosy, Indira Gandhi Medical College,

Shimla, India.

BACKGROUND: Pemphigus, a common immunobullous disease of skin and mucous

membranes affecting both sexes of all ages, was almost fatal before the advent of

corticosteroids. Better strategies to avoid their side-effects and recent

introduction of adjuvant therapy has further improved its prognosis. As the

treatment remains need-based and patient-specific, different regimens and

strategies have evolved, each with its own merits and demerits. This

retrospective hospital-based study was carried out to understand the

clinico-therapeutic aspects of pemphigus in our clinic. METHODS: Medical records

of all new patients admitted to our hospital with the diagnosis of pemphigus from

1990 to 2002 were analyzed. The diagnosis was mainly clinical and confirmed by

positive Tzanck's test and histopathology. All patients were assessed clinically

on a severity score of 1+ to 4+. These patients had received treatment with

dexamethasone-cyclophosphamide pulse (DCP) therapy, oral mini-pulse (OMP) with

betamethasone, or intramuscular triamcinolone acetonide alone or with

azathioprine, dapsone or cyclophosphamide. They were followed up for clinical

remission and side-effects of therapy. RESULTS: There were a total of 54 new

patients comprising 53.7% females and 46.3% males, and 12.9% of these were < 18

years of age. Pemphigus vulgaris was the commonest clinical type seen in 81.48%

and mucosal involvement was seen in 63.63% of cases. The severity of mucosal

lesions was not proportionate to that of cutaneous lesions. Associated diseases

seen were seropositive rheumatoid arthritis, hypertension, diabetes mellitus and

hyperthyroidism in one case each. Dexamethasone-cyclophosphamide pulse therapy

was given to 75% of the pemphigus vulgaris patients while those having less

severe disease were treated with other regimens. In general, clinical remission

was seen after 2-16 (mean 6.5) DCP doses. Two patients have been in complete

remission for the last 5 and 7 years of completion of DCP therapy, respectively.

Addition of other adjuvants to corticosteroids was also helpful. However,

azathioprine 50 mg/day was not as effective as cyclophosphamide 50 mg/day.

Menstrual irregularities, amenorrhoea, azoospermia, rise in blood pressure and

glycosuria were the major side-effects seen during DCP pulse therapy. Drop out

rate was unacceptably high with all modes of treatment, although with DCP therapy

it appears to be partly owing to early disease control. There was no mortality in

this series. CONCLUSIONS: Pemphigus vulgaris is the commonest clinical type.

Mucosal surfaces other than the oral cavity are uncommonly involved, it may

herald the onset of disease and takes longer to heal.

Dexamethasone-cyclophosphamide pulse therapy seems to have a definite advantage

over treatment with steroids alone, especially in terms of better control of

disease activity, near absence of steroid side-effects and significantly reduced

hospital stay. However, ways and means to reduce gonadal toxicity of adjuvants

need to be explored as DCP therapy is likely to stay as a treatment of choice.
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Expression of SPCA1 (Hailey-Hailey disease gene product) in acantholytic

dermatoses.

Porgpermdee S, Yu X, Takagi A, Mayuzumi N, Ogawa H, Ikeda S.
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Medical pearl: First step in managing pemphigus--addressing the etiology.

Mashiah J, Brenner S.

Department of Dermatology, Tel Aviv-Sourasky Medical Center, Sackler Faculty of

Medicine, Tel Aviv University, Tel Aviv, Israel.
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Ocular pemphigus.

Daoud YJ, Cervantes R, Foster CS, Ahmed AR.

Massachusetts Eye and Ear Infirmary, Department of Ophthalmology, Harvard Medical

School, Boston, Massachusetts, USA.

BACKGROUND: Ocular involvement in patients with pemphigus vulgaris (PV) has been

rarely reported. We report ocular involvement in 11 patients with PV. METHODS:

Medical records of 11 biopsy-proven patients with PV treated during the period

between 1990 and 2003 were reviewed and clinical information was analyzed.

RESULTS: Mean age at onset of PV was 52.3 years (range, 30-80 years). Ocular

disease was preceded by involvement of the skin, other mucosae, or both in all

patients. Ocular involvement was limited to the conjunctivae, the eyelids, or

both. PV did not affect the visual acuity of any of the patients. Suprabasal

acantholysis was observed on routine histologic examination of the conjunctiva

and skin of the eyelid. Direct immunofluorescence of perilesional eyelid skin

demonstrated deposition of IgG on epithelial cell surface. Mean duration of

follow up was 48.9 months (range, 4-100 months). Recurrence of ocular disease

occurred in 3 patients; recurrence at nonocular mucosae occurred in 4 patients.

No sequelae were observed during detailed follow-up. Ocular pemphigus improved

with systemic therapy. The mean remission period was 32 months (range, 0-92

months). CONCLUSIONS: Ocular involvement in PV is rare. Involvement is limited to

the conjunctiva, the eyelids, or both. PV does not appear to affect visual

acuity. Patients have full recovery without sequelae.
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Comparison of desmoglein ELISA and indirect immunofluorescence using two

substrates (monkey oesophagus and normal human skin) in the diagnosis of

pemphigus.

Ng PP, Thng ST, Mohamed K, Tan SH.

National Skin Centre, Singapore. patriciang@nsc.gov.sg

A prospective study was performed to assess the usefulness of desmoglein

enzyme-linked immunosorbent assay testing compared with indirect

immunofluorescence in the diagnosis of new cases of pemphigus, as well as to

compare the relative sensitivities of monkey oesophagus and normal human skin as

substrates for indirect immunofluorescence. These tests were performed on the

sera of 29 consecutive new cases of pemphigus diagnosed over a 2-year period

based on clinical, histological and direct immunofluorescence findings.

Desmoglein enzyme-linked immunosorbent assay was positive in all patients whereas

indirect immunofluorescence was positive in only 25 of 29 patients. All four

patients with negative indirect immunofluorescence had positive antinuclear

antibodies or cytoplasmic fluorescence that could have masked the

anti-intercellular antibodies. Desmoglein enzyme-linked immunosorbent assay

appeared to reflect the disease activity better than indirect immunofluorescence

in a few patients who had active disease of recent onset. Monkey oesophagus was

found to be superior or equal to human skin as a substrate for indirect

immunofluorescence in both pemphigus vulgaris and foliaceus.
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[A child with paraneoplastic pemphigus]
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Successful treatment of refractory childhood pemphgus vulgaris with anti-CD20

monoclonal antibody (rituximab).

Kong HH, Prose NS, Ware RE, Hall RP.

Division of Dermatology, Duke University Medical Center, Durham, North Carolina

27710, USA.

Pemphigus vulgaris is an uncommon autoimmune blistering skin disorder that is

particularly rare in children. Immunosuppressive treatment can be challenging.

Rituximab (anti-CD20 monoclonal antibody) has been used to treat autoimmune

disorders by depletion of CD20 B cells. Successful rituximab therapy has been

reported in adults with refractory pemphigus vulgaris. We present a girl with

childhood pemphigus vulgaris unresponsive to treatment with azathioprine,

mycophenolate mofetil, plasmapheresis, and intravenous immunoglobulin with

systemic prednisone who responded to treatment with rituximab. She had a

corresponding decline in circulating antibodies against desmoglein 1 and 3 and a

decline in diphtheria and tetanus-specific antibody titers.
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Coexistence of pemphigus vulgaris and bullous pemphigoid in the upper

aerodigestive tract.

Tabuchi K, Nomura M, Murashita H, Fujisawa Y, Tsuji S, Okubo H, Hara A.

Department of Otolaryngology, Doctorial Program in Comprehensive Human Sciences,

University of Tsukuba, 1-1-1 Tennodai, Tsukuba 305-8575, Japan.

ktabuchi@md.tsukuba.ac.jp

Pemphigus vulgaris and bullous pemphigoid are autoimmune blistering diseases of

the skin and the mucosa characterized by circulating autoantibodies. Coexistence

of these lesions is extremely uncommon. We report herein a case of both pemphigus

vulgaris and bullous pemphigoid which occurred in the upper aerodigestive tract.

The diagnosis was made based on the circulating autoantibodies and direct

immunofluorescent studies. The literature on this subject is reviewed.
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Calcium and magnesium competitively influence the growth of a PMR1 deficient

Saccharomyces cerevisiae strain.

Szigeti R, Miseta A, Kellermayer R.

Central Laboratory, County Hospital of Baranya, Hungary.

PMR1, the Ca2+/Mn2+ ATPase of the secretory pathway in Saccharomyces cerevisiae

was the first member of the secretory pathway Ca2+ ATPases (SPCA) to be

characterized. In the past few years, pmr1Delta yeast have received more

attention due to the recognition that the human homologue of this protein, hSPCA1

is defective in chronic benign pemphigus or Hailey-Hailey disease (HHD). Recent

publications have described pmr1Delta S. cerevisiae as a useful model organism

for studying the molecular pathology of HHD. Some observations indicated that the

high Ca2+ sensitive phenotype of PMR1 defective yeast strains may be the most

relevant in this respect. Here we show that the total cellular calcium response

of a pmr1Delta S. cerevisiae upon extracellular Ca2+ challenge is decreased

compared to the wild type strain similarly as observed in keratinocytes.

Additionally, the novel magnesium sensitivity of PMR1 defective yeast is

revealed, which appears to be a result of competition for uptake between Ca2+ and

Mg2+ at the plasma membrane level. Our findings indicate that extracellular Ca2+

and Mg2+ competitively influence the intracellular Ca2+ homeostasis of S.

cerevisiae. These observations may further our understanding of HHD.

Publication Types: 

    Research Support, Non-U.S. Gov't 

PMID: 16143464 [PubMed - indexed for MEDLINE]

374: Int J Dermatol. 2005 Sep;44(9):792-3.
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Anti-CD20 monoclonal antibody (rituximab) in the treatment of pemphigus.

Arin MJ, Engert A, Krieg T, Hunzelmann N.

Department of Dermatology, University of Cologne, 50924 Cologne, Germany.

BACKGROUND: Pemphigus is a severe autoimmune blistering disorder caused by

autoantibodies to desmoglein 1 and 3. The disease course is typically severe,

thus requiring multiple immunosuppressive agents. The treatment is still

challenging and in some patients with recalcitrant disease, therapies fail and

therapeutic options are limited. OBJECTIVES: To investigate whether depletion of

B lymphocytes that are thought to produce disease-causing autoantibodies shows a

long-term benefit in pemphigus. METHODS: Five patients diagnosed as having

pemphigus vulgaris and pemphigus foliaceus were treated with the monoclonal

antibody rituximab. Rituximab was administered intravenously at a dosage of 375

mg m(-2) once weekly for 4 weeks. RESULTS: The treatment was well tolerated and

all patients showed a good response over a follow-up period of up to 3 years,

allowing immunosuppressive treatment to be reduced or terminated. B-cell

depletion persisted for 6-12 months, and in one patient for almost 3 years.

CONCLUSIONS: This study highlights the prolonged effect and disease control after

one single course of rituximab and further extends the spectrum of treatments of

bullous autoimmune disorders.
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Autoantibody production from a thymoma and a follicular dendritic cell sarcoma

associated with paraneoplastic pemphigus.

Wang J, Bu DF, Li T, Zheng R, Zhang BX, Chen XX, Zhu XJ.

Department of Dermatology, Peking University First Hospital, 8 Xishiku St,

Beijing 100034, China.

BACKGROUND: Paraneoplastic pemphigus (PNP) is an autoimmune mucocutaneous

disease. We previously reported that B cells in a Castleman tumour associated

with PNP produced autoantibodies. However, it is uncertain whether the production

of autoantibodies from the associated tumour is a common mechanism in PNP.

OBJECTIVES: To investigate autoantibody production in a thymoma and a follicular

dendritic cell sarcoma that were excised from two patients with PNP. METHODS:

Tumour cells were cultured, and their surface markers were identified. Indirect

immunofluorescence, immunoblotting and enzyme-linked immunosorbent assay (ELISA)

using culture media from the tumours were used to detect PNP autoantibodies.

RESULTS: B cells with markers (CD22+, surface membrane IgG+ and surface membrane

IgM+) of mature B lymphocytes constituted a proportion of cultured tumour cells

in both tumours. Western blot showed that the medium from both the thymoma and

the follicular dendritic cell sarcoma cells recognized 190-kDa periplakin and

210-kDa envoplakin bands of human epithelial proteins as well as recombinant

linker regions of periplakin, envoplakin, desmoplakin and bullous pemphigoid

antigen 1. ELISA was positive for antidesmoglein 3 antibody. CONCLUSIONS: The

presence and localization in tumours of B-lymphocyte clones against proteins of

the plakin family and desmoglein 3 in skin may not be confined to PNP with

Castleman disease, but is possibly a common mechanism in PNP associated with

various tumours.
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Paraneoplastic pemphigus: a case report and review of literature.

Tilakaratne W, Dissanayake M.

Department of Oral Pathology, Faculty of Dental Sciences, University of
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Paraneoplastic pemphigus (PNP) is an autoimmune mucocutaneous disease frequently

associated with lymphoproliferative disorders. The rare combination of the

disease with other malignancies such as different types of carcinomas, sarcomas,

melanoma and skin tumours has also been reported. Most patients develop very

severe oral ulceration and conjunctival ulceration with or without genital

ulceration resembling the features of Steven's Johnson's syndrome or most severe

forms of drug eruptions. The possibility of PNP should be borne in mind when a

patient presents with extensive oral ulceration if clinical, histopathological

and results of direct immunofluorescence are not pathognomonic for a specific

diagnosis. The issue becomes even more important as some patients with PNP have

no diagnosed malignancy at the time of presentation. We document a case of PNP in

a 29-year-old female who suffers from non-Hodgkin's lymphoma.
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Rapid response of IgA pemphigus of the subcorneal pustular dermatosis subtype to

treatment with adalimumab and mycophenolate mofetil.
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Pemphigus mimicking aphthous stomatitis.

Femiano F, Gombos F, Nunziata M, Esposito V, Scully C.

Stomatology Clinic, Second University of Medicines and Surgery, Via Francseco

Girardi 2, S. Antimo, Naples 80029, Italy. femiano@libero.it

BACKGROUND: The aim of this report is to highlight the case that pemphigus

vulgaris (PV) may mimic aphthous stomatitis. Pemphigus classically causes

persistent oral ulceration. METHODS AND RESULTS: We report five patients from

southern Europe, who presented with recurrent oral ulceration mimicking aphthous

stomatitis, but who proved by histology, immunostaining and antibodies against

epithelial intercellular substance to have PV. CONCLUSION: It is advisable to

assay antibodies against desmoglein 3 in patients who appear to suffer recurrent

aphthous stomatitis (RAS) with atypical ulceration for location and in adulthood.
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Long-standing remission of recalcitrant juvenile pemphigus vulgaris after

adjuvant therapy with rituximab.
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Rapid control of therapy-refractory pemphigus vulgaris by treatment with the

tumour necrosis factor-alpha inhibitor infliximab.

Jacobi A, Shuler G, Hertl M.
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Pemphigus vulgaris. A presentation of 14 cases and review of the literature.

[Article in English, Spanish]

Camacho-Alonso F, LÃ³pez-Jornet P, Bermejo-Fenoll A.
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Pemphigus vulgaris (PV) is a chronic vesicular-ampullar mucocutaneous disease

that almost always produces oral manifestations. The fact that blisters on the

oral mucosa are sometimes the first manifestation of the disease implies that

dental professionals must be sufficiently familiarized with the clinical

manifestations of PV to ensure early diagnosis and treatment. We present a series

of 14 patients with clinically and histologically diagnosed PV seen in the

Teaching Unit of Oral Medicine of the University of Murcia (Spain) between 1981

and 2001. A thorough evaluation was made, recording patient age and sex, the

location and extent of the lesions, and the signs and symptoms of the disease.

Complementary studies were also carried out, with the evaluation of hematological

parameters (including blood chemistry), the histology and immunohistochemical

characteristics (direct immunofluorescence in 2 cases). Treatment comprised

topical corticoids, in 12 cases combined with systemic corticoids, and associated

to intralesional corticotherapy in one patient. A good response to treatment was

observed in all cases.
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Paraneoplastic syndrome and intrathoracic Castleman disease.

Hung IJ, Lin JJ, Yang CP, Hsueh C.
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We report two cases of intrathoracic Castleman disease presenting with

paraneoplastic syndrome. Patient 1 was a 10-year-old girl with short stature. She

was found to have delayed bone age, slow growth velocity, and iron-deficiency

anemia, which was refractory to treatment. Thrombocytosis and

hypergammaglobulinemia were later detected. Chest X-ray revealed a hilar mass.

Patient 2 was a 14-year-old boy who had severe cough, progressive mucocutaneous

erosion, and dermatitis. Chest X-ray showed a mediastinal mass. Sections of skin

biopsy showed findings consistent with pemphigus disease. In each case, the

histological diagnosis of Castleman disease was made. Copyright (c) 2005

Wiley-Liss, Inc.
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Hailey-Hailey disease failing to respond to treatment.

Mak RK, Reynaert SM, Agar N, Black MM.
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Novel mutations in the ATP2C1 gene in two patients with Hailey-Hailey disease.

RÃ¡cz E, CsikÃ³s M, KÃ¡rpÃ¡ti S.
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Benign familial chronic pemphigus (Hailey-Hailey disease, HHD) is a rare

hereditary condition characterized by development of blisters at sites of

friction and in the intertriginous areas. Mutations in the ATP2C1 gene, which

encodes the human secretory pathway calcium ATPase 1 (hSPCA1), have been

identified as possible causative mutations. Studying Hungarian patients with HHD,

we found two novel, distinct, heterozygous mutations. In a 65-year-old man with a

41-year history of severe recurrent symptoms, a single nucleotide insertion,

1085insA, was detected. In a patient whose symptoms were induced by environmental

contact allergens, we found a nonsense mutation, Q506X, in exon 17. Our study

further illustrates the diversity of mutational events in the pathogenesis of

HHD.
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Direct characterization of human T cells in pemphigus vulgaris reveals elevated

autoantigen-specific Th2 activity in association with active disease.

Rizzo C, Fotino M, Zhang Y, Chow S, Spizuoco A, Sinha AA.

Department of Dermatology, Weill Medical College of Cornell University, New York,

NY 10021, USA.

Pemphigus vulgaris (PV) is a blistering skin disorder mediated by autoantibodies

targeting the epidermal adhesion molecule desmoglein 3 (Dsg3). As Th2-associated

cytokines are necessary for directing antibody production, it is hypothesized

that Dsg3-specific Th2 activity is associated with active disease. We used

cell-surface-matrix technology in combination with flow cytometry to characterize

the Dsg3-reactive T-cell population using peripheral blood mononucleocytes

sampled from PV patients stratified by active (n = 9) or remittent disease (n =

6), and healthy human leucocyte antigen-matched controls (n = 5). We evaluated

interferon-gamma-producing CD4+ cells (Th1) and interleukin (IL)-10- or

IL-4-producing CD4+ cells (Th2). The mean frequency of Th2 CD4+ T cells was

significantly elevated for five of nine PV patients with active disease. No

significant Th2 responses were detected for patients with remittent disease or

controls. There was a significant association of Th2 activity with active disease

compared with remittent and control groups (P = 0.026 and P =0.012,

respectively), and Th2 activity was significantly correlated with anti-Dsg3 IgG

titre (P = 0.044). One patient with remittent disease converted from a

Th2-negative to a Th2-positive response with the initiation of disease activity.

An antigen-specific CD4- lymphocyte response was detected in five PV patients

(36%), and was shown to correlate closely with the CD8+ population. These results

are consistent with the hypothesis that Th2 response directs autoantibody

production and is therefore associated with disease activity in PV.
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Gingival lesions as a first symptom of pemphigus vulgaris in pregnancy.

LÃ³pez-Jornet P, Bermejo-Fenoll A.
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The erosive gingival lesions associated with vesiculobullous diseases can be an

important early clinical manifestation of serious diseases such as pemphigus

vulgaris (PV). PV is a vesiculobullous disease of the skin and mucosa which tends

to be chronic and which normally affects people of 40-60 years of age. Its

incidence varies from 0.5 to 3.2 cases per 100,000 per year. Mucosal lesions are

located mainly in the oral and pharyngeal mucosa, although conjunctiva, larynx,

nasal mucosa, vulva, vagina, cervix, and ano-rectal mucosa may also be involved.

It is a serious mucocutaneous disease of an autoimmune nature, whose appearance

during pregnancy is extremely rare.

Publication Types: 

    Case Reports

PMID: 16041335 [PubMed - indexed for MEDLINE]

389: J Infect. 2005 Aug;51(2):E31-4.

Regression of subcorneal pustular dermatosis type of IgA pemphigus lesions with

azithromycin.

Bliziotis I, Rafailidis P, Vergidis P, Falagas ME.

Alfa HealthCare, Athens, Greece.

We present our experience with a 56-year-old man who complained for generalized

dermatopathy, manifested by skin lesions with diameter from 0.5 to 5 cm. The

lesions did not respond to a 20-day systemic steroid regimen. The results of

biopsies of three excised lesions, in combination with the clinical

manifestations, led to the diagnosis of subcorneal pustular dermatosis type of

IgA pemphigus. An unexpected improvement was noted after treatment with

azithromycin (which was provided for management of concurrent non-specific

urethritis) and local non-potent steroid plus keratolytic agent ointment.

Publication Types: 

    Case Reports

PMID: 16038746 [PubMed - indexed for MEDLINE]

390: Exp Dermatol. 2005 Aug;14(8):586-92.

Ex vivo analysis of desmoglein 1-responsive T-helper (Th) 1 and Th2 cells in

patients with pemphigus foliaceus and healthy individuals.

Gebhard KL, Veldman CM, Wassmuth R, Schultz E, Schuler G, Hertl M.

Department of Dermatology, University of Erlangen, Erlangen, Germany.

Pemphigus foliaceus (PF) is a severe autoimmune bullous disorder, characterized

by autoantibodies (autoAb) against desmoglein 1 (Dsg1). As T cells may be

critical in the pathology of PF, the aim of the present study was to identify and

characterize autoaggressive T-helper cells reactive to Dsg1 in PF patients and

healthy individuals. Eight patients with the clinical diagnosis of PF and six HLA

class II-matched healthy individuals were examined. By magnetic cell-sorting

(MACS) cytokine-secretion assay, Dsg1-responsive T-helper (Th) 1 and Th2 cells

were isolated and cloned by limiting dilution. The generated T-cell clones (TCC)

were characterized regarding proliferative response, TCR Vbeta-chain usage, and

cytokine profile upon in vitro stimulation with Dsg1. Both Dsg1-reactive Th1 and

Th2 cells were detected in PF patients and controls at similar frequencies. A

total of 15 Th1 and Th2 clones were isolated from patients and 27 TCC from

healthy controls. Analysis of TCR Vbeta-chain usage of autoreactive T cells from

both groups revealed no predominance of a specific Vbeta chain. Noteworthy, the

isolated TCC showed a polarized Th1- or Th2-like phenotype upon in vitro culture

and stable expression of Th1 or Th2 cytokines during long-term in vitro culture.

In summary, our data demonstrate that T-cell autoreactivity against Dsg1 is not

restricted to patients with PF. Moreover, both Th1 and Th2 cells were present in

patients and healthy donors, suggesting that the loss of B-cell tolerance against

Dsg1 in PF is not exclusively determined by the presence of autoaggressive T

cells.
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