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Bucuresti

Rezumat

Bolile buloase autoimune cutanate sunt caracterizate
prin productia de autoanticorpi impotriva proteinelor
structurale din piele si/sau mucoase. Diagnosticul corect
necesitd evaluare clinicd, histologicd si imunopatologicd.
Scopul acestui studiu a fost de a evalua sensibilitatea
aspectelor clinice, histologice si imunologice pentru
diagnosticul bolnavilor cu pemfigus, pemfigoid bulos si
dermatitd herpetiformd. In acest studiu, am evaluat
prospectiv 70 de pacienti cu pemfiqus, 59 de pacienti cu
pemfigoid bulos si 12 pacienti cu dermatitd herpetiformi.
Sensibilitatea diagnosticului clinic si histologic pentru
pemfigus, pemfigoid bulos si dermatitd herpetiformd a fost
de 52,8%, 52,5%, 41,%, respectiv 78%, 50,8% 50%.
Comparand performanta diagnosticului clinic si histologic
cu ELISA, sensibilitatea ELISA a fost mai mare. In
concluzie, evaluarea clinicd si histologicd de rutind trebuie
completate de imunfluorescenta directi/indirectd si ELISA
pentru a creste performanta diagnosticului.

Cuvinte cheie: pemfigus, pemfigoid bulos, dermatita
herpetiforma, sensibilitate.

Summary

Autoimmune bullous skin diseases are characterized
by autoantibody production against structural proteins of
the skin and/or mucous membranes. The accurate diagnosis
requires clinical evaluation, histologic and immuno-
pathologic findings. The aim of our study was to evaluate
the sensitivity of clinical, histologic and immunologic
findings for the diagnosis of pemphigus, bullous
pemphigoid and dermatitis herpetiformis. In this study, we
prospectively investigated 70 patients with pemphigus, 59
patients with bullous pemphigoid and 12 patients with
dermatitis herpetiformis. The sensitivity of clinical and
histological diagnosis for pemphigus, bullous pemphigoid
and dermatitis hepetiformis was 52.8%, 52.5% 41.6% and
78%  50.8%, 50%, respectively. Comparing the per-
formance of the clinical and histological diagnosis with
ELISA, the sensitivity of ELISA was higher. We conclude
that clinical assessment and routine histologic evaluation
must be complemented by direct/indirect immuno-
fluorescence and ELISA to improve the diagnostic
performance.

Key words: pemphigus, bullous pemphigoid,
dermatitis herpetiformis, sensitivity.
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Bolile cutanate buloase autoimune sunt
caracterizate printr-un rdspuns imun impotriva
proteinelor structurale din piele si mucoase (1). in
functie de caracteristicile clinice, histologice si
imunologice se descriu grupul pemfigus si
dermatozele buloase autoimune subepidermale.

Pemfigusul este caracterizat prin pierderea
adeziunii intercelulare la nivelul epidermului si a
epiteliului mucoaselor, indusd de autoanticorpi
orientati impotriva desmogleinelor 1 si 3 din
structura desmozomilor (2). Prin distructia
structurilor de adeziune intercelulard apar fante
intraepidermice, cu celule acantolitice vizibile la
examenul histopatologic. Aceste modificari
microscopice evolueaza si devin manifeste clinic
sub formd de bule flasce cutanate si eroziuni la
nivelul mucoaselor. Imunfluorescenta directd si
indirectd arata un aspect patognomonic de retea
la nivelul epidermului, demonstrand depozite de
IgG pe suprafata keratinocitelor, respectiv a
celulelor epiteliale utilizate ca substrat.
Pemfigusul se imparte In doud subtipuri majore:
pemfigus vulgar si pemfigus foliaceu. Alte
variante rar intalnite sunt pemfigusul vegetant,
pemfigusul eritematos, pemfigusul paraneo-
plazic, pemfigusul indus medicamentos si
pemfigusul cu IgA.

In grupul bulozelor subepidermale sunt
incluse pemfigoidul bulos, dermatita cu Ig A
liniar, epidermoliza buloasa autoimund si
dermatita herpetiforma. Cea mai frecventa boala
din acest grup este pemfigoidul bulos, caracte-
rizat prin autoanticorpi impotriva a doua
componente ale hemidesmozomilor, BP 180 si BP
230 (3). Clinic, pacientii cu pemfigoid bulos
prezinta bule sub tensiune, de obicei doar la
nivel cutanat, iar examenul histologic evidentiaza
sediul subepidermic al leziunii. Imunfluorescenta
directd aratd depozite de IgG de-a lungul mem-
branei bazale, iar imunfluorescenta indirecta
realizatd pe piele clivatd demonstreaza prezenta
acestor depozite pe versantul epidermic.
Dermatita herpetiforma reuneste un tablou clinic
de vezicule pruriginoase grupate intr-o con-
figuratie herpetiformd, sensibilizarea la gluten,
localizarea subepidermica a veziculelor si
depozitele granulare de IgA in special la nivelul
papilelor dermice (4).

Diagnosticul afectiunilor buloase autoimune
se bazeazd pe aspectul clinic, sediul bulei
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Autoimmune bullous skin diseases are
characterized by an immune response against
structural proteins of the skin and mucous
membrane (1). Based on clinical, histo- and
immunopathological findings the pemphigus
group and sub-epidermal autoimmune blistering
diseases are described.

Pemphigus is characterized by the loss of
intercellular adhesion, at epidermal and
epithelial mucous membrane level, induced by
autoantibodies against desmogleins 1 and 3 from
the desmosomes structure (2). By breaking the
adhesion intercellular structures, intraepidermic
cleavage occurs with acantholytic cells seen in
histopathological examination. These micro-
scopic changes develop and turn into clinical
lesions in the form of cutaneous flaccid blisters
and erosions on the mucous membrane level.
Both direct and indirect immuno-fluorescence
reveal a typical aspect with an intercellular
binding of IgG and C3 in the epidermis and
epithelium. Pemphigus consists of two main
subtypes: pemphigus vulgaris and pemphigus
foliaceus. Some other variants which are rarely
met are pemphigus vegetans, pemphigus eri-
thematosus, pemphigus paraneoplastic, drug
induced pemphigus and pemphigus with IgA.

Bullous pemphigoid, linear IgA disease,
epidermolysis bullosa acquisita and dermatitis
herpetiformis are included in the group of
subepidermal blistering diseases. The most
frequent disease of this group is bullous
pemphigoid, characterized by autoantibodies
against two components of hemidesmosomes,
BP180 and BP230 (3). Clinically, the patients
suffering from bullous pemphigoid present tense
blisters, usually only on the skin level, and
histological examination shows subepidermal
blisters. Direct immunofluorescence reveals
linear deposition of IgG at the dermoepidermal
junction, and indirect immunofluorescence,
using salt-split human skin as substrate,
demonstrates deposits of IgG on the epidermal
side. Dermatitis herpetiformis consists of a
clinical feature of pruritic blisters grouped into a
herpetiform configuration, gluten-sensitive
enteropathy, subepidermal blisters and granular
deposits of IgA in dermal papillae (4).

The diagnosis of autoimmune blistering
diseases is based on the clinical aspects, the level




evidentiat la examenul histopatologic, aspectul
tipic din imunfluorescenta directd si indirecta
care demonstreaza prezenta autoanticorpilor in
piele, respectiv circulatie si determinarea pro-
teinelor tinta prin ELISA si imunoblot.

In acest studiu am evaluat sensibilitatea
examenului clinic, histopatologic si imuno-
patologic pentru diagnosticul bolnavilor cu
pemfigus, pemfigoid bulos si dermatita herpeti-
forma.

Material si metoda

Am luat in studiu 70 de cazuri de pemfigus,
59 de pemfigoid bulos si 12 de dermatita
herpetiforma diagnosticate in Clinica de Derma-
tologie din Cluj-Napoca in ultimii 9 ani, din
august 2001 pand in august 2010. Protocolul de
diagnostic pentru acesti pacienti s-a bazat pe
prezenta leziunilor cutanate si/sau mucoase,
examen histopatologic cu coloratia hematoxilina-
eozind realizat prin biopsierea leziunilor,
imunfluorescenta directd si indirecta si ELISA
pentru determinarea anticorpilor impotriva
desmogleinei 3 si 1, BP180, BP230 si trans-
glutaminaza tisulara. Toti pacientii cuprinsi in
studiu au avut imunfluorescenta directa pozitiva
(Fig. 1). La realizarea imunfluorescentei directe
am utilizat sectiuni de 6 pm din pielea
perilezionald incubate cu anticorpi marcati cu
fluoresceind impotriva IgG, IgA, IgM, si C3
(Dako). In plus, am realizat imunfluorescenta
indirectd pe sectiuni de esofag de maimuta la
pacientii cu pemfigus si pe piele clivata in solutie
NaCl 1M la bolnavii cu pemfigoid bulos. Nivelele
de autoanticorpi impotriva desmogleinei 3 si 1,
BP180, BP230 au fost evaluate utilizand antigene
recombinante din kit ELISA (Medical &
Biological Laboratories, Nagoya, Japan) urmand
instructiunile producdtorului. S-au considerat
pozitive rezultatele 20 u/ml, pentru desmo-
gleina 3 si 1, respectiv. 9 u/ml pentru BP180 si
BP230. Evaluarea prezentei autoanticorpilor
impotriva desmogleinei 3 si 1 s-a facut in functie
de tipul de pemfigus - vulgar (58 pacienti) sau
foliaceu (12 pacienti). lar pacientii cu pemfigus
vulgar au fost grupati in varianta clinicd cu
leziuni doar pe mucoase (11 pacienti) si varianta
cu leziuni cutaneo-mucoase (47 pacienti). La
pacientii cu dermatitd herpetiformd am
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of blisters revealed by histological examination,
the typical aspects existing in both and indirect
immunofluorescence, which demonstrate the
existence of autoantibodies in the skin and blood,
and the detection of the target proteins by ELISA
and immunoblotting.

The aim of this study was to evaluate the
sensitivity of clinical, histo- and immuno-patho-
logic examinations in order to diagnose the
patient with pemphigus, bullous pemphigoid
and dermatitis herpetiformis.

Materials and methods

Seventy cases of pemphigus, fifty nine of
bullous pemphigoid and twelve with dermatitis
herpetiformis have been enrolled in the present
study, in the last 9 years, since August 2001 until
August 2010, at the Clinic of Dermatology in
Cluj-Napoca. The inclusion criteria for these
patients based on the existence of both skin
and/or mucous membrane lesions, histologic
examination using hematoxylin-eosin staining,
direct and indirect immunofluorescence, and
ELISA for detecting antibodies against desmo-
gleins 3 and 1, BP180, BP230 and tissue trans-
glutaminase. All the enrolled patients had
positive direct immunofluorescence (Fig. 1). For
the direct immunofluorescence technique, 6 um
sections from perilesional skin were incubated
with fluorescein labeled antibody against IgG,
IgA, IgM and C3 (Dako). In addition, we
performed indirect immunofluorescence on
section of monkey esophagus for the patients
with pemphigus and on split skin in 1M NaCl
solution for the patients with bullous
pemphigoid. The antibodies levels against
desmogleins 3 and 1, BP180, BP230 were
evaluated by using recombinant antigens in an
ELISA kit following the manufacturer’s
instructions (Medical & Biological Laboratories,
Nagoya, Japan). The cut-off values were >20
u/ml for desmogleins 3 and 1, respectively = 9
u/ml for BP180 and BP230. The evaluation of the
antibodies presence against desmogleins 3 and 1
was made by taking into consideration the type
of pemphigus: vulgaris (58 cases), and foliaceus
(12 cases). The patients with pemphigus vulgaris
were grouped in the clinical variant with lesions
only on mucous membrane (11 patients), and in
the variant with both skin and mucous
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Fig. 1. Aspectele clinice, histologice si imunfluorescentd directd la pacientii cu pemfigus, pemfigoid bulos si dermatiti
herpetiformd.
Fig. 1. Clinical and immunopathological findings in pemphigus, bullous pemphigoid and dermatitis herpetiformis.

determinat si anticorpii antitransglutaminaza
tisulard prin ELISA (Hycor).

Analiza statisticd a fost realizatd utilizand
formula: sensibilitatea = numdr de cazuri
adevdrat pozitive/ adevarat pozitive + fals
negative x100. S-a calculat si intervalul de timp
de la debutul leziunilor pana la stabilirea corecta
a diagnosticului.

Rezultate

Din cele 70 de cazuri de pemfigus,
diagnosticul clinic corect a fost stabilit in 37 de
cazuri, ceea ce a Inseamnat o sensibilitate de
52,8%. Examinarea histopatologicd a permis
diagnosticul de afectiune acantoliticd intra-
epidermicd la 55 din lamele examinate, repre-
zentand o sensibilitate de 78% (Tab. I). Din cei 12
pacienti cu pemfigus foliaceu, 11 au avut valori
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membrane lesions (47 patients). The detection of
antibodies against tissue transglutaminase was
performed using an ELISA kit (Hycor).

The statistical analysis was realized using the
formula: sensitivity = number of true positives /
number of true positive + number of false
positive x 100. It was also calculated the time
interval from the lesions onset to the correct
diagnosis.

Results

Of the 70 cases of patients with pemphigus,
the correct diagnosis was establish in 37 cases,
which means a sensitivity of 52.8%. Histologic
examination supported the diagnosis of
intraepidermal acantholytic disease in 55 biopsy
specimens evaluated, which means a sensitivity
of 78% (Tab. I). Of 12 patients with pemphigus
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Tabelul 1. Sensibilitatea diagnosticului clinic si histopatologic la pacientii cu pemfigus, pemfigoid bulos si dermatitd

herpetiformd
L . L L Pacienti cu dermatita
Pacienti cu pemfigus Pacienti cu pemfigoid bulos herpetiforma
(n =70) (n=59) (n=12)
Sensibilitatea examenului 52,8 50,8 41,6
clinic (%)
Sensibilitatea examenului 78 52,5 50
histologic (%)

Tabel 1. Sensitivity of clinical and histologic diagnosis in patients with pemphigus, bullous pemphigoid and dermatitis

herpetiformis
. . . . . Patients with dermatitis
Patients with pemphigus Patients with bullous herpetiformis
(n=70) pemphigoid (n = 59) (n=12)
Sensitivity of clinical 52,8 50,8 41,6
examination clinic (%)
Sensitivity of histologic 78 52,5 50
examination (%)

pozitive la ELISA pentru anticorpii Impotriva
desmogleinei 1 (91,6%). Nici un pacient cu
pemfigus foliaceu nu a prezentat anticorpi
impotriva desmogleinei 3 (Tab. II). La pacientii cu
pemfigus vulgar localizat doar pe mucoase s-au

foliaceus, 11 had positive results at ELISA for
antibodies against desmoglein 1 (91.6%). Neither
of the patients suffering from pemphigus
foliaceus, presented antibodies against
desmoglein 3 (Tab. II). The patients with

Tabelul II. Sensibilitatea determindrii autoanticorpilor circulanti prin ELISA
la pacientii cu afectiuni buloase autoimune

Ac anti-
Ac anti- Ac anti- Ac anti- Ac anti- transgluta-
dsgl dsg3 BP180 BP230 minaza
tisulara
Pemfigus foliaceu 91,6% 0% - - -
Pemfigus vulgar cu leziuni pe mucoase 9% 81,8% - - -
Pemfigus vulgar cutaneo-mucos 68%8 9,3 - - -
Pemfigoid bulos - - 89,6% 52% -
Dermatita herpetiforma - - - - 72,7%
Table I1. ELISA sensitivity for detection of circulating autoantibodies
in patients with autoimmune bullous diseases
Ac anti-
Ac anti- Ac anti- Ac anti- Ac anti- tissue
dsgl dsg3 BP180 BP230 transgluta
minase
Pemphigus foliaceus 91,6% 0% - - -
Pemphigus vulgaris with mucosal lesions 9% 81,8% - - -
Pemphigus vulgaris mucocutaneous 68% 89,3 - - -
Bullous pemphigoid - - 89,6% 52% -
Dermatitis herpetiformis - - - - 72,7%
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decelat anticorpi anti-desmogleina 3 la 9 pacienti
(81,8%), iar un pacient a avut si anticorpi anti-
desmogleind 1 (9%). Din cei 47 de pacienti cu
leziuni atat cutanate cat si pe mucoase, 32 au fost
pozitivi pentru anticorpi anti-dsgl (68%) si 42
pentru anticorpi anti-dsg 3 (89,3%). In cazul
pacientilor cu pemfigoid bulos, diagnosticul
clinic a fost corect formulat la 30 din 59 de cazuri,
adicd o sensibilitate de 50,8%. Analiza histologica
a biopsiilor prelevate din leziunile de pemfigoid
bulos au permis stabilirea diagnosticului in 31 de
cazuri, cu o sensibilitate de 52,5%. Determinarea
anticorpilor anti-BP180 a fost pozitiva la 52 de
cazuri (89,6%), In timp ce anticorpii anti-BP230 au
fost prezenti doar la 31 de cazuri (52%). La
pacientii cu dermatitd herpetiformd, sensibi-
litatea diagnosticului clinic a fost de 41,6 %, doar
la 5 pacienti din 12 s-a formulat corect
diagnosticul. Examenul histologic a fost sugestiv
la 6 pacienti, adica o sensibilitate de 50%. ELISA
pentru anticorpi antitransglutaminaza tisulara a
fost pozitivd la 8 pacienti (72.7%). Intervalul de
timp Intre debutul leziunilor si stabilirea corectd a
diagnosticului a fost la pacientii cu pemfigus de
5,1 luni cu limite Intre 2 sdptdmani si 36 de luni, la
cei cu pemfigoid bulos de 5,8 luni cu limite intre
2 sdptdmani si 48 de luni, iar la cazurile de
dermatitd herpetiforma de 30,3 luni si limite intre
3 luni si 10 ani.

Discutii

Valorile obtinute pentru sensibilitatea
diagnosticului clinic, histopatologic si ELISA sunt
apropiate de cele raportate in literaturd. Astfel,
Helander et al a obtinut o sensibilitate a
diagnosticului clinic si histopatologic in
pemfigus de 50%, respectiv 66% intr-un studiu
realizat pe 21 de cazuri (5). Sensibilitatea
imunfluorescentei directe si indirecte a fost
raportatd pentru cazurile de pemfigus la 89%,
respectiv 86% (5,6). Imunoblotul la aceiasi
pacienti avea o performantd diagnostica
inferioard (sensibilitate de 72%). In plus,
imunoblotul este o tehnicd mai laborioasd,
consumatoare de timp, fiind rezervata cazurilor
care nu pot fi elucidate prin imunfluorescentd sau
ELISA. Sensibilitatea metodei de evidentiere a
autoanticorpilor circulanti anti-desmogleina 1 la
pacientii cu pemfigus foliaceu este deosebit de
inaltd atat in studiul nostru cat si alte studii
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pemphigus vulgaris located only on mucous
membrane, anti-desmoglein 3 antibodies were
detected in 9 patients (81.8%), and one patient
had also anti-desmoglein 1 antibodies (9%). Of
the 47 patients with both skin and mucous
membrane lesions, 32 were positive for anti-
desmoglein 1 antibodies (68%) and 42 for anti-
desmoglein 3 antibodies (89.3%). For the patients
with bullous pemphigoid, the clinical diagnosis
were correctly formulated for 30 cases out of 59,
meaning a sensitivity of 50.8%. The histologic
examination of biopsy specimens taken from
bullous pemphigoid lesions, permitted the
diagnosis in 31 cases, with a sensitivity of 52,5 %.
The detection of anti-BP180 antibodies was
positive in 52 cases (89.6%), whereas the anti-
BP230 antibodies were present in only 31 cases
(52%). In the patients suffering from dermatitis
herpetiformis, the sensitivity of clinic diagnosis
was 41.6%. Only in 5 patients out of 12 the clinical
diagnosis was correctly established. The
histologic examination was suggestive in 6
patients, meaning a sensitivity of 50%. ELISA for
tissue transglutaminase was positive for 8
patients (72.7%). The time interval between
lesions onset and the correct diagnosis was of 5.1
months with intervals between 2 weeks and 36
months for the patients with pemphigus, of 5.8
months with intervals between 2 weeks and 48
months for the patients with bullous
pemphigoid, and of 30.3 months with intervals
between 3 months and 3 years for the cases with
dermatitis herpetiformis.

Discussions

The results obtained for the sensitivity of
clinical diagnosis, histologic examination, and
ELISA, are close to those reported in literature.
Helander et al reported a sensitivity of the clinical
and histologic diagnosis in pemphigus of 50%,
respectively 66% in a study of 21 cases (5). The
direct immunofluoresce and indirect immuno-
fluorescence sensitivity was reported as being of
89%, respectively 86% for the pemphigus cases
(5,6). Immunoblotting of the same patients had a
lower diagnosis performance (72% sensitivity).
Moreover, immunobloting is a more laborious
technique which takes a lot of time, exclusively
used in the cases which cannot be solved by
using immunofluorescence and ELISA. ELISA




realizate, depdsind 90% (7,8). Sensibilitatea
ELISA pentru desmogleina 3 si 1 la pacientii cu
pemfigus vulgar raportatd in literatura este de
94,5% , respectiv 76,7% (9). Autoanticorpii
impotriva desmogleinei 3 si 1 determinati prin
ELISA se coreleazd cu fenotipul clinic. Astfel, in
pemfigusul foliaceu sunt prezenti autoanticorpi
doar impotriva desmogleinei 1, in timp ce
pacientii cu pemfigus vulgar cu manifestari
clinice doar pe mucoase prezintd de obicei doar
autoanticorpi antidesmogleind 3 (10). Intr-un
studiu recent efectuat am observat aceastd
corelatie, dar am notat si cateva exceptii care
sugereaza existenta si a altor factori importanti in
distributia leziunilor la pacientii cu pemfigus
(11).

Evaluand principalele criterii de diagnostic
pentru pemfigoidul bulos s-a raportat o
sensibilitate de 73% prin combinarea aspectului
clinic cu examinarea histopatologica intr-un
studiu pe 63 de pacienti (12). Separat sensi-
bilitatea criteriilor clinice a fost de 63,5%, in timp
ce analiza doar a biopsiilor cutanate a permis un
diagnostic caracteristic histopatologic doar la 27
% din cazuri, existand totusi un aspect compatibil
pand la 81% din specimenele evaluate (12). La
pacientii cu pemfigoid bulos, imunofluorescenta
directd si indirectd pe piele clivata a fost pozitiva
la 91%, respectiv 96% din pacienti (12). In acelasi
timp, reactivitatea serului cu BP180 evaluata prin
imunoblot este pozitiva la 78% din pacienti (12).
O investigatie rapidd si accesibild ca pret este
ELISA pentru segmentul BP180-NC16A, care
reprezintd domeniul imunodominant la pacientii
cu pemfigoid bulos. Aceasta are o sensibilitate
inaltsd de 89-96% (13). Intrucat doar un fragment
din molecula de BP180 este utilizatd in kit-ul
ELISA, existd posibilitatea rard de a avea
rezultate negative In cazurile in care exista
autoanticorpi ce recunosc alti epitopi decat
fragmentul BP180-NC16A. Spre deosebire de
frecventa mare a autoanticorpilor anti-BP180,
autoanticorpi anti-BP230 apar intr-o proportie
mai redusd, fiind evidentiati la jumadtate din
bolnavii cu pemfigoid bulos. Aceasta poate
demonstra un rol mai redus al acestor
autoanticorpi in patogeneza pemfigoidului
bulos. Ca urmare, se recomandd ca determinarea
autoanticorpilor anti-BP230 sd nu se facd de
rutind, c¢i numai in cazurile In care nu se
deceleaza anticorpi anti-BP180. Combinarea
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sensitivity of detecting anti-desmoglein 1
circulating antibodies in patients with
pemphigus foliaceus is very high (over 90%) both
in our study and in other studies (7,8). ELISA
sensitivity for desmoglein 3 and 1 in patients
with pemphigus vulgaris reported in literature is
94.5%, respectively 76.7% (9). Antibodies against
desmogleins 3 and 1 detected by using ELISA
correlate with clinical phenotype. Thus, in
pemphigus foliaceus only antibody against
desmoglein 1 are detected, while patients with
pemphigus vulgaris with mucous membrane
involvement present anti-desmoglein 3
antibodies only (10). We noticed this correlation
in a previous study and also found some
exceptions which suggest the existence of other
important factors in lesion distribution in
patients with pemphigus (11).

Evaluating the main criteria of bullous
pemphigoid, a sensitivity of 73% was reported by
combining the clinical aspect with histologic
examination of 63 patients (12). The sensitivity of
clinical criteria were 63.5% while the analysis of
the skin biopsies revealed a typical histologic
feature only in 27% of cases, but existing a
compatibility aspect up to 81% of the evaluated
biopsy specimens (12). In patients with bullous
pemphigoid, the direct immunofluorescence and
indirect immunofluorescence on split skin was
positive in 91% cases, respectively 96% (12). Also,
BP180 serum reactivity, evaluated by immuno-
blotting is positive in 78% cases (12). A quick and
accessible investigation in price is ELISA for
BP180NC16A segment which stands for immuno-
dominant domain in patient with bullous
pemphigoid. This has a high sensitivity of 89-96%
(13). Because only a fragment of BP180 molecule
is used in ELISA kit, there is a slight possibility of
getting negative results in the cases in which
autoantibodies recognize other epitops besides
BP180ONC16A. Whereas antibodies against BP180
were detected with a high frequency, the
antibodies against BP230 were positive in a lower
percentage, being detected in half of the patients
with bullous pemphigoid. These results suggest
that antibodies against BP230 could play a
secondary role in pathogenesis of bullous
pemphigoid. Therefore, it is recommended to
perform ELISA for BP230 autoantibodies only
when patients with bullous pemphigoid do not
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aspectului clinic cu un test imunopatologic poate
oferi o sensibilitate de pand la 98% in pemfi-
goidul bulos (14). In plus, nivelele serice de
anticorpi determinate prin ELISA se coreleaza cu
activitatea si severitatea bolii, fiind un ghid util
de urmadrire a tratamentului atat la pacientii cu
pemfigus, cat si la cei cu pemfigoid bulos (9,
15, 16).

Intr-un studiu recent pe 159 de cazuri cu
dermatitd hepetiformd, aspectul histologic a fost
consistent in proportie de 38,4% si sugestiv la
39,5% cu diagnosticul stabilit (17). Sensibilitatea
ELISA pentru transglutaminaza tisulard variaza
intre 45 si 98,7% (18).

Intervalul de timp mediu intre debutul
leziunilor si diagnosticul corect al bolii a fost intre
5 si 6 luni la pacientii cu pemfigus si pemfigoid
bulos. Acesta perioadd lunga poate fi explicatd pe
de o parte prin limitele examenului clinic si
histopatologic, iar pe de altd parte prin accesul
limitat la laboratoare de imunologie in care se fac
imunfluorescentd directd si indirectd, imunoblot
si ELISA.

Concluzii

Examenul clinic si histopatologic la bolnavii
cu dermatoze buloase autoimune sunt evaludri
importante dar au o sensibilitate nesatisfacatoare,
erorile de diagnostic fiind frecvente. In plus,
intervalul de timp de la debutul leziunilor pana
la stabilirea diagnosticului este prea lung, ceea ce
implicit conditioneaza instituirea precoce a unui
tratament specific eficient. in consecintd, aceste
examindri trebuie completate cu investigatii mai
sofisticate cum ar fi imunfluorescenta directa si
indirecta, imunoblot si ELISA. Intrucat acest grup
de boli este rar intdlnit, ar fi suficiente la noi in
tara 3-4 centre nationale de referintd care sa
asigure realizarea unui diagnostic performant.
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formis cases, the histologic aspects were
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the established diagnosis (17). ELISA sensitivity
for tissue transglutaminase is 45 to 98.7% (18).

The mean time interval between lesions onset
and the correct diagnosis was 5 to 6 months in
patients with pemphigus and bullous
pemphigoid. This long period can be explained
by the limits of clinical and histologic diagnosis,
and the difficult access to autoimmune
laboratories which perform direct and indirect
immunofluorescence, imunoblotting analysis
and ELISA.

Conclusions

Clinical and histologic examinations in
patients with autoimmune bullous skin disorders
are important diagnosis tools but they have an
unsatisfactory sensitivity, diagnosis errors being
frequent. Moreover, the time interval between
lesions onset and the correct diagnosis is too long
and delays an early and efficient treatment.
Consequently, these examinations must be
followed by specialized procedures as direct and
indirect immunofluorescence, immunoblotting
analysis and ELISA. Because this group of
diseases is infrequent, 3-4 national reference
centers should be enough to increase the
diagnosis performance.
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