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Rezumat

Pemfigoidul bulos este o afectiune cutanatd autoimund
care apare in special la vdrstnici. Incidenta este cuprinsd
intre 2,5 si 43/ 1.000.000, iar mortalitatea este de 2 ori mai
mare decdt cea din populatia generald. Cele mai importante
comorbidititi si factori de risc sunt afectiunile neuropsihice
(boala Parkinson, scleroza in plici, accidentele vasculare
cerebrale, epilepsia, dementa, tulburdrile cognitive majore,
tulburdarile unipolare si bipolare), bolile maligne, embolia
pulmonard, imobilizarea la pat, diabetul zaharat, medi-
camentele (neuroleptice, diuretice, antidiabetice orale),
vdrsta inaintatd, sexul masculin, expunerea la radiatia
solard si la temperaturd crescuti.

Cuvinte cheie: pemfigoid bulos, epidemiologie, factori
de risc.

Summary

Bullous pemphigoid is an autoimmune skin disease
that occurs mainly in the elderly. The incidence ranges from
2.5 to 43/1.000.000 and the mortality is two times greater
than for general population. The most important risk
factors and comorbidities are the neurological disorders
(Parkinson’s disease, multiple sclerosis, stroke, epilepsy,
dementia, major cognitive impairments, unipolar and
bipolar disorders), malignant diseases, pulmonary
embolism, bedridden condition, diabetes mellitus, drugs
(neuroleptics, diuretics, oral antidiabetics), old age, male
gender, exposure to sunlight and high temperature.

Key words: bullous pemphigoid, epidemiology, risk
factors.
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Introducere

Pemfigoidul bulos este o afectiune cutanata
autoimund cronicd, caracterizatd prin inter-
actiunea autoanticorpillor specifici IgG cu
antigenii hemidesmosomali BPAgl si BPAg2 [6].

Cunoasterea epidemiologiei pemfigoidului
bulos este importantd pentru clarificarea etio-
logiei, pentru elaborarea si aplicarea unor masuri
de preventie si control al bolii, dar si pentru
organizarea si planificarea serviciilor de sdndtate
in general si a celor dermatologice in particular.

Scopul lucrdrii este sinteza datelor din
literatura de specialitate referitoare la epidemio-
logia pemfigoidului bulos, cu o analiza a datelor
privitoare la incidenta anuald, mortalitate, aso-
cieri morbide si factori de risc.
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Introduction

Bullous pemphigoid is an autoimmune skin
disease characterized by the interaction of IgG
specific autoantibodies with hemidesmosomal
antigens BPAgl and BPAg?2 [6].

Bullous pemphigoid epidemiology is im-
portant in etiology classification, for compiling
and applying prevention and control measures of
the disease, as well as for oganizing and planning
health services in general and dermatological
ones in particular.

The purpose of this paper is to synthesize
data in literature referring to the epidemiology of
bullous pemphigoid and to analyze data regard-
ing annual incidence, mortality, comorbidies and
risk factors.
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Material si metoda

S-a utilizat baza de date PubMed, pentru
cdutarea tuturor articolelor referitoare la epide-
miologia pemfigoidului bulos, folosind cuvin-
tele cheie corespunzitoare termenilor din limba
englezd “epidemiologia pemfigoidului bulos” si
“factori de risc pentru pemfigoidul bulos”. Au
fost identificate 119 studii de specialitate, dar
dintre acestea numai 35 sunt relevante pentru
subiectul propus. In plus am consultat si unele
tratate dermatologice consacrate.

Rezultate si discutii

Incidenta pemfigoidului bulos si varsta de
debut

Cu toate cd numadrul studiilor referitoare la
morbiditatea afectiunii este redus, totusi se poate
aprecia ca incidenta anuald a pemfigoidului
bulos (PB) este micd, fiind in general cuprinsa
intre 2,5 si 43 cazuri noi la 1 milion de locuitori.
Se remarcd diferente destul de mari intre tari si,
de la un studiu la altul, chiar pentru regiuni
geografice relativ apropiate. Aceste nivele diferite
ale ratelor de incidenta pot fi reale intr-o anumita
maésurd, dar s-ar putea datora si altor cauze sau
metodologiei diferite utilizate 1In studiile
respective, ca de exemplu sursa datelor, tipul de
studiu epidemiologic, prospectiv sau retro-
spectiv, sau modul de calcul al ratelor de
incidenta. Astfel, unele studii folosesc ca surse de
date sistemele informatice nationale de sanitate,
altele baza de date a retelei medicilor de familie
sau baza de date a unor spitale. Pe de alta parte,
in general s-au calculat ratele de incidentd bruta
si nu indicii standardizati, deci raportarea
cazurilor noi de boald nu s-a facut la o populatie
standard de referinta (de exemplu populatia
standard europeand), ceea ce face ca valorile
incidentei sd nu poatd fi comparate in mod
adecvat.

Datele disponibile pentru Europa sugereaza
faptul ca incidenta anuald cea mai ridicatd a PB
este In vestul continentului: in Marea Britanie de
43 de cazuri noi la 1.000.000 persoane pe an [18],
in Scotia, 14 /1 milion [13]; in Germania rata de
incidentd este apreciata la 13,4%o000 [5], in timp ce
in Franta acest indice ar fi de numai 6-7
imbolnaviri la un 1 milion de locuitori [10].
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Material and method

We have consulted PubMed data base for all
articles related to the epidemiology of bullous
pemphigoid, using the English key words
“epidemiology of bullous pemphigoid” and “risk
factors in bullous pemphigoid”. 119 studies have
been found, of which only 35 relevant. We have
also further consulted some long established
dermatological treatises.

Results and discussions

Incidence of bullous pemphigoid and debut
age

Although the number of studies dedicated to
the morbidity of this disorder is not high, it can
nevertheless be stated that the incidence of
bullous pemphigoid (BP) is low, ranging from 2.5
to 43/1,000,000. Relatively significant differences
have been noted from country to country, and
from one study to another, even in neighbouring
areas. These different incidence rates could be
real to some extent, but may also be due to other
causes such as diverse methodologies used in
classifying, for instance, data sources, the type of
epidemiological study (prospective or retro-
spective) or the means of calculating incidence
rates. Thus, some studies use as data sources
national health cybernetic systems, while others
the data base provided by physicians or
hospitals. On the other hand, incidence rates
have been generally calculated as raw data, not in
standardized indices, meaning that reports of
new incidences was not made against standard
reference populations (i.e. European standard
population), and values cannot be adequately
compared.

Data available for Europe suggest that the
highest annual incidence rate is to be found in the
Western part of the continent: in UK,
43/1,000,000 [18]; in Scotland, 14/1 million [13];
in Germany, 13.4/1,000,000 [5], while in France
the incidence is of only 6-7 new cases in 1 million
people [10]. In Switzerland, raw incidence rate
has been assessed to 12.1 new cases in 1 million
people, although standardized incidence is of




Pentru Elvetia se estimeaza o ratd de incidenta
brutd de 12,1 cazuri noi la 1milion de locuitori,
insa incidenta  standardizatd este de
6,9/1.000.0000 [23]. Articolele publicate indica
totodatd o incidenta a bolii mult mai scazutd in
tarile est-europene. Astfel in Polonia incidenta
este de 4,47 noi cazuri de boald la 1 milion de
locuitori [35], iar un studiu efectuat in Roméania
apreciazd pentru nord-vestul tarii o rata de
incidentd de numai 2,5 / 1.000.000 [2].

In ceea ce priveste morbiditatea din alte
regiuni geografice, singurele date gdsite sunt
pentru Kuweit, cu o incidenta estimata la 4,6
cazuri noi la 1 milion de locuitori [24], si pentru
Singapore, cu un nivel mai ridicat, de
7,6/1.000.000, aici existand o predilectie pentru
populatia de origine chinezd, insd nu si pentru
cea indiana [36].

Varsta medie de debut a PB este cuprinsa in
general intre 70 si 80 de ani, remarcandu-se
anumite diferente intre tari, conform studiilor
citate, aceasta fiind de 69 de ani in Polonia, 73 de
ani pentru Romania, 74 de ani in Germania, 80 de
ani pentru Marea Britanie si de 77 de ani in
Singapore.

Incidenta pe grupe de varsta, pe sexe si
medii de domiciliu

Desi in general se admite cd PB prezintd o
distributie egala pe sexe, datele mai recente nu
confirma acest lucru. Astfel un studiu efectuat in
Germania [15] indicd o crestere importanta a
incidentei odata cu varsta, dar si valori mult mai
mari In randul populatiei masculine comparativ
cu cea feminind, aceasta fiind maxima la grupa de
varstd de peste 90 de ani, 398 cazuri/1 milion de
locuitori pe an pentru bdrbati, si mai micd,
87/1.000.000 pentru femei. Cresterea incidentei
PB odatd cu varsta este confirmata si de studiul
elvetian, atingadnd valori mari in special la
persoanele de peste 70 de ani, cu un nivel maxim
pentru grupa 90 de ani, raportul femei/barbati
fiind 1,3 [23], un aspect asemdnator fiind relevat
si pentru Scotia, unde cresterea incidentei este
foarte accentuata, mai ales dupa varsta de 80 de
ani [13]. Datele provenite dintr-un studiu britanic
[18] evidentiaza de asemenea o frecventd mai
mare a bolii in randul femeilor, de aproximativ
61%, la fel pentru Romania, unde proportia
femei/barbati este 1,5/1 [2], si 2/1 in Singapore
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6.9/1,000,000 [23]. Studies also suggest a much
lower incidence of this disorder in East-European
countries. Thus, in Poland the incidence rises to
447 new cases in 1 million people [35], while a
study performed in Romania estimates an
incidence of only 2.5/1,000,000 in the north-west
of the country [2].

As to other regions, the only available data
regard Kuwait, with an incidence estimated to
4.6/1,000,000 [24], and Singapore, with a higher
level of 7.6/1,000,000, and a predilection for the
Chinese population, but not for the Indian one
[36].

The average PB debut age generally ranges
from 70 to 80 years, with certain differences from
country to country, according to the studies
quoted: 69 years in Poland, 73 years in Romania,
74 years in Germany, 80 years in UK and 77 years
in Sinagpore.

Age-, gender- and environment-related
incidence

Although it is generally considered that PB
equally affects both sexes, more recent studies
invalidate this assertion. A study performed in
Germany [15] shows a significant incidence
increase with age, but also much higher values in
the male population as compared to females,
reaching a maximum level in the age group over
90 years — 388/1,000,000 in males and only
87/1,000,000 in females. The age-related increase
in PB incidence is also corroborated by a Swiss
study that reveals high values in patients over 70
years of age, reaching a maximum in 90-year old
people, the ratio female/male being 1.3 [23].
Similar results were reported in Scotland, with
marked increase after the age of 80 [13]. A British
study [18] has also shown a higher incidence of
the disease in the female population, of about 61
per cent. In Romania, the female/male ratio was
1.5/1 [2] and in Singapore 2/1 [36], although
these data cannot be confounded with the
gender-related incidence.

The only study regarding environment-
related incidence has been carried out in Poland
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[36], Insd trebuie subliniat cd acest aspect nu este
similar cu incidenta pe sexe.

Singurul studiu care face referire la
distributia afectiunii in functie de mediul de
domiciliu este cel polonez, care sugereazd o
frecventd mai mare a PB in mediul rural, 66%
dintre pacienti provenind de aici [35].

Evolutia multianuald a incidentei pare sa nu
fie constantd, ci are o tendinta crescitoare, intr-un
ritm de 17% pe an, dupd cum reiese dintr-un
studiu retrospectiv efectuat in Marea Brtitanie,
fenomenul fiind pus de autori pe seama cresterii
duratei medii de viatd a populatiei [18].

In mod surprinzitor in literatura de
specialitate consultatd nu am gasit date cu privire
la prevalenta pemfigoidului bulos, singura
referire la acest indicator de morbiditate fiind in
articolul publicat de autorii romani, care
estimeazd un indice de prevalentd a bolii de 14,6
cazurila 1 milion de locuitori, pentru nord-vestul
tarii.

Mortalitatea

Din analiza datelor existente se poate aprecia
cd bolnavii cu PB prezintd o mortalitate
superioara celei din populatia generald de varsta
similard. Astfel, din studiul efectuat pe o
perioadd de 10 ani pe pacienti proveniti dintr-o
regiune din nord-estul Scotiei, rezultd cd 48 %
dintre bolnavi au decedat in decurs de 2 ani de la
diagnosticare, iar rata de mortalitate standar-
dizatd In raport cu varsta, pentru pacientii de
peste 80 de ani este foarte ridicatd, de 57,6%.
Principalele cauze de deces sunt bolile
respiratorii (OR=5,3), riscul de deces prin
pneumonie si prin embolie pulmonara fiind de 3
ori, respectiv de 3,2 ori mai mare comparativ cu
populatia generala de aceeasi varstd, autorii
subliniind necesitatea profilaxiei acestor
complicatii prin utilizarea antibioticelor si
anticoagulantelor [13]. O concluzie asemandtoare
se desprinde si dintr-un studiu britanic, care
sugereaza pentru pacientii cu PB un risc de deces
de peste doud ori mai mare fata de populatia de
control [18]. Conform unui studiu realizat in
Germania, In perioada 1987-1997, dintr-un total
de 369 de pacienti inregistrati cu PB, 57% au
murit in primul an, timpul median de la
diagnostic pand la deces fiind de 1,8 ani. Factorii
de risc pentru deces au fost varsta peste 80 de ani
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and underlined a higher PB incidence (66 per
cent) in the rural environmental [35].

Apparently, multiannual evolution is not
constant, with an increasing tendency of 17 per
cent/year, according to a retrospective study
performed in UK, a phenomenon accounted for
by the authors by the increase in average life
duration in world population [18].

Surprisingly enough, we have found in
literature no data regarding BP prevalence, the
one and only reference to this factor being in the
article published by the Romanian authors. They
have estimated an index of prevalence of 14.6
cases in 1 million people for the north-western
part of the country.

Mortality

The analysis of avaible data points to a higher
mortality in BP patients than in the general
population of similar age. Results of a ten-year
follow-up conducted on patients in the north-east
of Scotland have pointed to the fact that 48 per
cent of the patients have died within two years
after the diagnosis was established while the age-
related standardized mortality rate in patients
over 80 years of age showed an extremely high
value, of 57.6 per cent. Main causes of the demise
were the respiratory diseases (OR=5.3), the risk of
decease by pneumonia and pulmonary oedema
being three, 3.2 times respectively higher as
compared to the general population of similar
age, the authors underlying the necessity of
prophylactic measures of these complications by
the administration of antibiotics and anti-
coagulants [13]. A similar conclusion was drawn
in a British study that suggests that PB patients
face a two times higher risk of decease as
compared to control population [18]. According
to a study performed in Germany in 1987-1997,
out of 369 BP patients under supervision, 57 per
cent have died in the first year, the average living
perioad after diagnosis being of 1.8 years. Risk
factors were age over 80 (OR=3.2), gluco-
corticoids administered in doses of over 37
mg/day, the level of serum albumine equal to or
lower than 3.6 dl/g and VSH value over 36




(OR=3,2), glucocorticoizii administrati in doza de
peste 37 mg/zi, nivelul albuminei serice egal cu
sau mai mic de 3,6 g/dl si VSH peste 36 mm/h
[32]. De asemenea dintr-o lucrare publicatd de
Adam BA in 1992 rezulta cd decesele in randul
pacientilor cu PB sunt datorate mai degraba
terapiei cu corticosteroizi sau comorbiditatilor,
decat bolii in sine [1]. Intr-un articol din 1998, al
unor cercetdtori francezi, se evidentiaza o
mortalitate crescutd in randul bolnavilor, de 17%
la 3 luni si 31% la 6 luni de la diagnosticare, in
special prin sepsis si afectiuni cardiovasculare.
Principalii factori predictivi pentru deces sunt
varsta de 86 de ani sau mai mare (OR=7,1), starea
generald alteratd (OR=8,2), sexul feminin
(OR=2,4), pemfigoidul bulos generalizat
(OR=4,4) [31]. In SUA un studiu realizat pe223de
pacienti estimeazad o mortalitate redusd, la 1 an, 2
ani si 5 ani de la data diagnosticdrii, de 0,23/100,
0,37/100 respectiv 0,50 /100, comparabild cu cea
inregistratd in populatia generald de aceeasi
varstda [28], aspect sustinut si de un articol
publicat in 2009 de Risser J., Lewis K. si
Weinstock M.A. [30]. Un alt studiu efectuat tot de
autori americani intre 1997-2002 pe 38 de pacienti
[8] a concluzionat cd probabilitatea de supra-
vietuire a bolnavilor la 1 an de la data diagnosti-
cdrii a fost de 88,96 %, rata de supravietuire fiind
mai ridicatd decat cea raportata in Europa, unde
mortalitatea la 1 an a fost apreciatd la 29-41 %, cu
toate ca durata medie de spitalizare a fost de
numai 1,5 zile/pacient, fatd de 10-15 zile/pacient
in Europa, acest aspect pundndu-se pe seama
protocoalelor terapeutice diferite. [14].

Comorbiditati si factori de risc

Bolile neuropsihice

Cele mai bine documentate asocieri morbide
sunt cele cu bolile neuropsihice. Un studiu
prospectiv, realizat recent In Franta [4] pe 205
cazuri si 345 subiecti de control, ajunge la
concluzia ca principalii factori de risc pentru PB
sunt boala Parkinson (OR.= 2,16), tulburirile
cognitive majore (OR=2,9), tulburdrile unipolare
si bipolare (OR=5,25), imobilizarea la pat
(OR=2,19). Aceste rezultate sunt sustinute si de
alte studii, precum cel efectuat in Marea Britanie
[19], publicat in 2011, conform cdruia cele mai
semnificative asocieri cu boli neurologice
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mm/h [32]. In a paper published by Adam B.A.
in 1992, the author claims that deceases in PB
patients are mainly due to corticosteroids therapy
and to comorbidities, and not to the condition
itself [1]. Also, an article of French researchers
issued in 1998 shows a high mortality in BP
patients — 17 percent 3 months, and 31 per cent 6
months after diagnosis — mainly by sepsis and
cardiovasculare diseases. Main predictable risk
factors are the age of or over 86 (OR=7.1), altered
general state (OE=8.2), female gender (OE=24),
generalized bullous pemphigoid (OE=4.4) [31]. A
study performed in the USA estimates a low
mortality incidence of 0.23/100, 0.37/100 and
0.50/100 respectively one, two and five years
after the diagnosis was established, comparable
with the one in the general population of the
same age [28], data also consistent with an article
published in 2009 by Risser J., Lewis K. and
Weinstock M.A. [30]. In another American
follow-up carried out from 1997 to 2002 on 38
patients [8] the authors concluded that survival
probability one year after diagnosis was
established is of 66.96 per cent, the surviving rate
being higher than in Europe, where mortality rate
one year after diagnosis was estimated at 29-41
per cent, although average hospitalization
duration was of only 1.5 days, as compared to 10-
15 days/patient in Europe, an aspect the authors
blamed on different therapeutical protocols
applied on the two continents [14].

Comorbidities and risk factors
Neurological disorders

Best documented morbidity associations are
with neurological disorders. A prospective study,
recently performed in France [4] on 205 cases and
345 control subjects, concluded that the main risk
factors in PB are Parkinson disease (OR=2.16),
major cognitive disorders (OR=2.9), unipolar and
bipolar disorders (OR=5.25), bed immobilization
(OR=2.19). These results are also consistent with
other studies, such as the one published in 2011 in
UK [19], according to which the most significant
associations with neurologic disorders prior to
PB are with strokes, especially with ischaemic
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existente anterior debutului pemfigoidului bulos,
sunt cu accidentele vasculare cerebrale, in special
ischemice (OR=1,8), cu dementa (OR=3,4), cu
scleroza multipld (OR=10,7), cu boala Parkinson
(OR=3,0), cu epilepsia (OR=1,7). De asemenea, un
studiu american recent [20], evidentiazd pentru
bolnavii cu scleroza multipld, un risc de aproape
sapte ori mai mare de a dezvolta PB (OR=6,7), dar
si alte date din literaturd sugereaza o astfel de
relatie epidemiologica [9; 36]. Pe de alta parte,
pacientii cu aceasta dermatozd par sd aiba un risc
mai ridicat pentru accident vascular cerebral,
comparativ cu populatia de referintd [33].

Bolile maligne

Pemfigoidul paraneoplazic, in termeni
epidemiologici asocierea dintre PB si afectiuni
maligne, este mentionat si discutat de mai mult
timp in literatura de specialitate. Totusi datele
provenite din diferite articole de specialitate sunt
intr-o anumitd méasurd contradictorii. Astfel un
studiu japonez din 1995 [26] pe 1113 pacienti
evidentiaza o astfel de asociere in 5% din cazuri,
semnificativ mai mare decat in grupul de control,
cel mai frecvent fiind cancerul gastric. Totusi un
alt studiu, realizat in Suedia pe 497 pacienti [21],
nu evidentiazd nici o asociere semnificativa
statistic Intre afectiunile maligne si PB, aspect
care reiese si dintr-o altd lucrare care de-
monstrezd absenta unei astfel de legaturi in cazul
pacientilor din Puerto Rico [27].

Este interesant de mentionat un articol
publicat in 2010, referitor la un studiu efectuat in
SUA [22], care sugereazd o asociere intre
utilizarea azathioprinei, ciclofosfamidei si
ciclosporinei pentru tratamentul PB si cresterea
riscului pentru cancer in randul acestor pacienti.

Alte asocieri morbide

In literatura de specialitate am identificat
studii care evidentiaza asocieri ale PB si cu alte
afectiuni decéat cele mentionate. Un astfel de articol
[7] relevad frecventa mai mare a diabetului zaharat
primar in randul bolnavilor cu PB, la 20% dintre
cazuri, comparativ cu 2,5% in grupul martor,
diferenta fiind semnificativa statistic, In timp ce o
alta lucrare scoate In evidenta riscul pacientilor
pentru pneumonie si embolie pulmonard, de trei,
respectiv de 3,2 ori mai ridicat decat pentru
subiectii de control [17], sau pentru accident
vascular cerebral, conform altui studiu [33].
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ones (OR=1.8), dementia (OR=3.4), multiple
sclerosis (OR=10.7), Parkinson disease (OR=3.0),
epilepsy (OR=1.7). Also, a recent American study
[20] points out in multiple sclerosis patients a PB
risk almost seven times higher (OR=6.7), such an
epidemiologic relation being also underlined by
other data in literature [9; 36]. On the other hand,
patients with such a dermatosis seem to develop
a higher risk for strokes, as compared to the
general population [33].

Malign diseases

Paraneoplasic pemphigoid, meaning in
epidemiological terms the association of PB and
malign affections, has been longer documented in
literature. However, data included in specialty
articles are contradictory to a certain degree.
Thus, a Japanese study published in 1995 [26] on
1,113 patients points to such an association in 5
per cent of the cases, significantly more than in
control group, the most frequent disorder
encountered being gastric cancer. Still, another
study, conducted in Sweden on 497 patients [21],
shows no statistically significant association of
PB with malign affections, these results being
consistent with a study performed in Puerto Rico
[27}.

Mention should also be made of an article
published in 2010 on a study conducted in the
USA [22], which suggests an association of
azathioprine, cyclophosphamide and cyclosporin
in PB treatment and an increase in cancer risk in
these patients.

Other morbid associations

We have found in literature data that point to
associations of PB with other disorders. One such
article [7] reveals a higher incidence of primary
diabetes mellitus in PB patients (20 per cent of the
cases), as compared to 2.5 per cent in control
group, a statistically significant difference, while
another study reveals a three, respectively 3.2
times higher risk in these patients for developing
pneumonia and pulmonary embolism as to
control group [17] or to strokes, as another study
has pointed out [33].




Infectiile

Rolul factorului infectios in etiologia PB este
in continuare in discutie, neexistdnd date con-
cludente. Cu toate cd un studiu belgian a desco-
perit antigene virale herpetice (HSV 1 si HSV 2)
in lichidul din bule [25], totusi un articol al unor
autori americani infirmd existenta unei astfel de
relatii cauzale [11].

Medicamentele

Pemfigoidul indus medicamentos este o
formad particulard a bolii cunoscutd de mai mult
timp, fiind vorba de PB declansat sau favorizat de
diferite medicamente. Au fost asociate cu aceastd
dermatozd numeroase preparate medicamen-
toase, ca furosemidul, ibuprofenul si alte AINS,
captoprilul, penicilinamina, unele antibiotice s.a.
[6; 10; 29; 37].

In literatura de specialitate disponibila am
identificat mai multe studii recente care vin sa
confirme ipoteza asocierii dintre medicamente si
aparitia PB. Astfel, un articol publicat de autori
francezi [3] evidentiazd doud clase de medi-
camente implicate in declansarea PB: neuro-
lepticele (OR=1,9) si diureticele, dintre care in
special antagonistii de aldosteron (OR=2,90), la
care se adaugd, conform altui studiu efectuat tot
in Franta [4], spironolactona (OR=2,30) si
fenotiazinele (OR=3,70), in timp ce persoanele cu
diabet zaharat tratate cu metformin si inhibitori
de dipeptidyl peptidaza-IV au un risc mai mare
de a dezvolta PB comparativ cu grupul de control
[34].

Factori fizici si de mediu

Cu toate cd In tratatele dermatologice se
mentioneaza posibilitatea declansérii bolii dupa
expunere la radiatia UV sau radiatia X [10; 37],
singurul studiu controlat pe care l-am gasit In
literatura de specialitate consultatd, a fost unul
realizat in Grecia pe 232 de pacienti, pe o durata
de 7 ani, conform cdruia existd o corelatie
pozitivd strdnsa intre expunerea la lumina
soarelui si temperatura ambiantd ridicatd, pe de o
parte si aparitia leziunilor cutanate si expresia
autoanticorpilor in PB, pe de altd parte. In opinia
autorilor, acestia pot fi considerati factori de risc
importanti si recomandd masuri de protectie
impotriva expunerii la soare si temperaturilor
ambientale ridicate [16].
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Infections

The role of the infectious factor in PB etiology
is still subject to discussion, no conclusive data
being currently available. A Belgian study has
highlighted herpetic viral antigens (HSV 1 and
HSV 2) in the bullous liquid [25], while an
American study invalidates the existence of such
causal connections [11].

Medicinal drugs

Medicinal drugs-induced pemphigoid is a
long-known particular form of PB that arises or is
favoured by administration of medicinal drugs.
A number of medicinal preparations have been
associated with this dermatosis; among them,
furosemid, ibuprofen and other AINS, captopril,
penicillamine, some antibiotics a.o. [6; 10; 29; 37].

We have foung in literature several recent
studies that confirm the theory of the association
of medicinal drugs with the debut of PB. Thus, an
article by French authors [3] identifies two types
of medicinal drugs responsible for PB:
neuroleptics (OR= 1.8), and diuretics, mainly
aldosterone antagonists (OR=2.90), plus,
according to another French author [4],
spironolactone (OR=2.30) and phenothiazines
(OR=3.70), while diabetes mellitus patients
treated with metformin and dipeptyl dipeptase-
IV run a higher PB risk than the control group
[34].

Physical and environment factors

Although dermatological treatises underline
exposure to UV and X radiation among possible
PB risk factors [10; 37], the only control study we
have come across in literature was the one
conducted in Greece on 232 patients, for seven
years, according to which there is a tight positive
correlation between exposure to sunlight and
high temperature and, on the other hand, the
appearance of skin lesions and autoantibodies in
PB. In authors’” opinion, these should be
considered as major risk factors and protection
measures against sun and high temperature
exposure should be undertaken [16].
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Alti factori de risc

Conform unui studiu realizat in Germania
[15], alte conditii care ar putea fi considerate
factori de risc sunt vérsta inaintati si sexul
masculin. Astfel, rezultatele sugereaza cresterea
rapida a riscului pentru PB dupa varsta de 60 de
ani, atingdnd un maxim la persoanele de peste 90
de ani, de aproximativ de 297 de ori mai mare
decat pentru populatia de varsta sub 60 de ani
sau tineri, in acelasi timp riscul fiind de 2 ori mai
ridicat pentru barbati decat pentru femei.

In mod surprinzitor, in literatura de spe-
cialitate nu am gasit nici un studiu referitor la
relatia PB cu alti factori de risc importanti si cu
prevalentd ridicata In populatia generald, ca cei
comportamentali, alimentari sau profesionali,
care dupa cum se stie sunt frecvent asociati
multor boli, inclusiv cutanate.

Concluzii

Pemfigoidul bulos afecteazd predominant
persoanele varstnice, prezintd o ratd de incidenta
redusd, pe plan mondial fiind cuprinsa intre 2,5 si
43 cazuri noi la 1 milion de locuitori si o morta-
litate mai mare comparativ cu cea inregistratd in
populatia generald.  Cei mai importanti factori
de risc cunoscuti sunt bolile neuropsihice si unele
medicamente.

Este necesara continuarea studiilor epi-
demiologice pentru identificarea unor noi factori
de risc importanti, cum sunt cei de mediu,
comportamentali sau alimentari, care ar putea
explica morbiditatea si mortalitatea diferitd a PB
pe plan mondial.

Intrat in redactie: 28.VI1.2011
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og 60, reaching maximum level in people above
90 years of age, approximately 297 times higher
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million people and a higher mortality as
compared to the general population. The most
significant known risk factors are neurological
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factors, such as environment-, behaviour- or
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