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Mortalite Oranlari ve Tedavi Protokolleri

ABSTRACT Objective: The aim of the study was to investigate the clinical features, associated sys-
temic diseases, treatment protocols, recurrence rates, and mortality rates in bullous pemphigoid
(BP) patients. Material and Methods: The demographic and clinical characteristics of 47 patients
with BP were evaluated. 47 age and gender-matched subjects without autoimmune bullous disease
were included as the control group. The comorbidities accompanying to BP patients and the dis-
eases in the control group were compared. Results: The mean age of the patients was 77.9+10.57 (36—
96) years old, and the average disease duration was 39.30+29.54 months. The BP patients were
compared with the control group in terms of systemic diseases using a chi-squared test with a 95%
confidence interval. No significant differences were found between the BP patients and the control
group with regard to the associated systemic diseases, including hypertension (HT), diabetes mel-
litus (DM), neurological disease, heart disease, malignancy, and other diseases. Systemic corticos-
teroids (methylprednisolone) were administered to 34 (72.3%) of the patients, while 12 (25%)
patients were given methylprednisolone alone. Azathioprine and methotrexate were added to the
treatments of 5 (10.6%) and 3 (6.4%) of the cases, respectively. Eight (17%) patients showed re-
currences, and the mortality rate was 23.4%. Conclusion: Although the results of our study showed
that a significant proportion of the BP patients had an accompanying systemic disease, most fre-
quently hypertension and diabetes mellitus, there was not a statistically significant difference in
terms of comorbidities between BP patients and controls. Systemic corticosteroids were the most
commonly used treatments. Overall, our data from this 7-year period will contribute to the un-
derstanding of the characteristics of the BP patients in Turkey.

Keywords: Bullous pemphigoid; comorbidity; mortality; recurrence; therapy

OZET Amag: Galismanin amac biilléz pemfigoid (BP) hastalarinda klinik 6zellikleri, iliskili siste-
mik hastaliklari, tedavi protokollerini, niiks oranlarini ve mortalite oranlarini aragtirmaktir. Gereg
ve Yontemler: 47 BP hastasinin demografik ve klinik 6zellikleri degerlendirildi. Yas ve cinsiyet
acisindan hasta grubuyla uyumlu olan otoimmiin biillii hastaligi olmayan 47 kisi kontrol grubunu
olusturdu. BP hastalarina eslik eden komorbiditeler ve kontrol grubunda bulunan hastaliklar kar-
silagtir1ldi. Bulgular: Hastalarin ortalama yas1 77.9+10.57 (36-96) yil ve ortalama hastalik siiresi
39.30+29.54 ay idi. BP hastalar1 kontrol grubuyla sistemik hastalik bulunmasi agisindan ki-kare test
kullanilarak %95 giiven araligiyla karsilastirildi. BP hastalari ile kontrol grubu arasinda hipertan-
siyon (HT), diabetes mellitus (DM), nérolojik hastaliklar, kalp hastaliklar1, malignite gibi eslik eden
sistemik hastaliklar agisindan belirgin fark bulunmadi. 34 hastaya (%72.3) sistemik kortikosteroid
(metilprednizolon) tedavisi verilirken 12 hastaya (%25) sadece metilprednizolon tedavisi uygu-
landi. Azathiyoprin ve metotreksat sirasiyla 5 (%10.6) ve 3 (%6.4) olguya uygulandi. Sekiz hastada
(%17) niiksler izlendi ve 6liim orami %23.4 olarak bulundu. Sonug: Calismanin sonuglar: BP hasta-
larinin 6nemli bir oraninin en sik olarak HT ve DM olmak iizere eslik eden bir hastaliklari oldugunu
gostermisse de kontrol grubu ve BP hastalari arasinda eslik eden hastalik bakimindan istatistiksel
olarak anlaml fark bulunamadi. En sik kullanilan tedavi sistemik kortikosteroidler idi. 7 yillik ve-
rilerimizden olusan bu ¢aligma Tiirkiye’deki BP hastalarinin 6zelliklerini anlamaya katkida bulu-
nacaktir.

Anahtar Kelimeler: Biilléz pemfigoid; eszamanl hastalik; mortalite; niiks; tedavi
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ullous pemphigoid (BP) is a chronic autoim-
B mune disease characterized by intensely

pruritic eruptions with subepidermal bullae,
and it affects elderly patients most frequently.! BP
is one of the most common autoimmune blistering
diseases found in European countries, including
France, the United Kingdom, and Germany.>® A
number of previous studies have investigated
whether there is a relationship between BP and hy-
pertension (HT), diabetes mellitus (DM), neuro-
logical disease, malignancy, and other systemic
diseases. However, it remains unclear whether BP
is associated with other systemic comorbidities, or
if there is a coincidental association.*® In the liter-
ature, varying data on the clinical features and dis-
ease course have been reported based on the
geographical region and ethnic group.®”

The purpose of this study was to examine the
demographic features, clinical course, associated
diseases, recurrence rates, mortality rates, and the
treatment protocols in patients with BP.

I MATERIAL AND METHODS

The data from the clinical files of 47 patients who
were hospitalized with BP diagnoses between Feb-
ruary 2003 and December 2010 in an outpatient
clinic were analyzed retrospectively. This data was
compared with data obtained retrospectively from
47 control subjects who had no autoimmune bul-
lous disease, and who were matched for age and
gender. BP diagnosis was made based on the
histopathological and direct immunofluorescence
examination. The age, gender, clinical features,
presence of itching, bullae features, bullae residue,
urticarial papules or plaques and excoriations (as
well as oral mucosal involvement), presence of
Nikolsky’s sign, laboratory findings, fecal occult
blood were evaluated for each patient. In cases
with abnormal test results and abnormal physical
examination, upper gastrointestinal endoscopy,
colonoscopy, and thoracoabdominal and pelvic
computed tomography (CT) results, and superficial
tissue ultrasound images evaluating the lymph
nodes were performed if necessary. The presence
of any accompanying disease, such as HT, DM,
neurological disease, heart disease, malignancy, or
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other diseases, was investigated in both BP patients
and the control subjects. Improvements with treat-
ment were defined by the recurrence and mortal-
ity rates, which were evaluated.

The study was carried out according to the
principles expressed in the Declaration of Helsinki.

The groups were compared statistically, in
terms of the age, gender, and associated diseases,
using a chi-squared test. The recurrence and mor-
tality rates were also evaluated retrospectively, and
they served as parameters for the treatment suc-
cess. Descriptive statistics were used for demo-
graphic data, clinical characteristics, and laboratory
investigations. The associations between the vari-
ables were calculated using the chi-squared and
Fisher’s exact tests.

I RESULTS

The mean age of the patients was 77.9+10.57 (36-
96) years. The female/male ratio was 1.6/1 [29
women (61.7%) and 18 men (38.3%)]. The mean
age of the subjects in the control group was
78.00+10.42 (42-90) years. The female/male ratio
was 1.6/1 [29 women (61.7%) and 18 men (38.3%)].
There was no statistically significant difference be-
tween the age and gender ratio between two
groups (p=0.992, p= 1, respectively). The mean time
between the disease onset and hospital admission
was 39+29 months, and it ranged between 2 and 84
months. The number of hospitalizations ranged
from 1 to 4 times. While the majority (83%) of the
patients were hospitalized only once, 5 (10.6%)
were hospitalized twice and 2 (4.3%) were hospi-
talized three times due to BP reactivation. Only
one (2.1%) patient was admitted to the hospital
four times. The average length of the hospital stay
was 24 days when all the admissions (1-4) were
taken into account. Forty-three (91.5%) patients
presented with itching, 47 (100%) patients had bul-
lae, and 24 (51.1%) patients had urticarial plaques.

Eosinophilia was detected in 16 patients and
urticarial plaques were detected in 23 patients out
of 43 patients with pruritus; however, there were
no statistically significant relationships between
the two parameters and pruritus (p=0.631 and
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TABLE 1: Demographic features and clinical features of BP patients.

BP patients Control group
n=47 (%) n=47 (%) P
Female 29 (61.7%) Female 29 (61.7%)

Gender 1
Male 18 (38.3%) Male 18 (38.3%)

Mean age of patients 77.98+10.58 years (mean+SD) 78.00+£10.42 years (mean+SD) 0.992

Mean age of disease onset

74.72+11.17 years (mean+SD)

Mean duration of disease

39.30+29.54 months (mean+SD)

Mortality

11 (23.4%) (number of patients)

Mean age at death

83.91+8.91 years (mean+SD)

Presence of pruritus

43 (91.5%) (number of patients)

Presence of bullae

47 (100%) (number of patients)

Presence of urticarial plaque

24 (51.1) (number of patients)

Oral mucosa involvement

8 (17.0%) (number of patients)

Nikolsky’s sign positivity

7 (14.9%) (number of patients)

Serum eosinophilia

18 (38.3%) (number of patients)

High levels of serum IgE 4 (8.5%) (number of patients)

Superficial LAP by USG imaging 4 (8.5%) (number of patients)

p=0.348, respectively). Nikolsky’s sign was present
in 7 (14.9%) of the patients, while oral mucosal in-
volvement was present in 8 (17%) of the patients.
The fecal occult blood tests and tumor markers
were negative, and the upper gastrointestinal en-
doscopy and colonoscopy results were within the
normal limits among the subjects.

The superficial tissue ultrasound examinations
detected lymphadenopathy in 4 (8.5%) cases (Table
1). In 45 (95.7%) patients, the thoracoabdominal
and pelvic CT scan results showed no abnormali-
ties. One patient had a sequela due to pneumonia,
while another patient exhibited pulmonary cyst
formation. In addition, 39 (82.98%) of the BP pa-
tients had an accompanying systemic disease.
Among these diseases, HT was the most common,
and it was present in 23 (48.9%) of the patients, fol-
lowed by DM, which was found in 18 (38.3%) pa-
tients. Neurological diseases, heart diseases,
malignancies, and other diseases were present in 12
(25.5%), 5 (10.6%), 4 (8.5%), and 19 (40.4%) pa-
tients, respectively. However, 8 (17%) patients had
no systemic diseases.
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TABLE 2: Accompanying diseases in the BP and contol
group.
BP patients Control group
n=47 (%) n= 47 (%) p
Accompanying diseases
Hypertension 23 (48.9) 22(46.8) 1
Diabetes mellitus 18(38.3) 9(19.1) 0.067
Neurological diseases 12 (25.5) 8(17) 0.45
Cardiovascular diseases 5(10.6) 6(12.8) 1
Malignancies 4(8.5) 1(2.1) 0.361
Lung cancer 2(4.3) 0
Bladder cancer 1(2.1) 0
Colon cancer 0 1(2.1)
Skin, Squamous cell carcinoma 1 0
Other 19 (40.4) 10(21.3)  0.073

Confidental interval: 95%

In the control group, HT, DM, neurological
diseases, heart diseases, malignancies, and other
diseases were detected in 22 (46.8%), 9 (19.1%), 8
(17%), 6 (12.8%), 1 (2.1%), and 10 (21.3%) patients,
respectively (Table 2). The BP patients were com-
pared with the control group in terms of systemic
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diseases using a chi-squared test with a 95% confi-
dence interval (CI). Based on the results, no signif-
icant differences were found between the groups
with regard to the age, gender, and associated sys-
temic diseases (p=0.992, p=1, and p=0.608, respec-
tively). In addition, no significant relationships
were found between the BP patients and the con-
trol group regarding the associated systemic dis-
eases, including HT, DM, neurological disease,
cardiovascular system disease, malignancy, and
other diseases (95% CI, a=0.05; p=1, p=0.067,
p=0.45, p=1, p=0.361, and p=0.073, respectively).
When considering the difficulty in obtaining data
from these patients, BP showed a significant asso-
ciation with DM when the confidence interval was
90% (p=0.067). The prevalence of DM in the BP pa-
tients was 38.3%, and it was 19.1% in the control
group. All of these patients were diagnosed with
DM before beginning systemic corticosteroid treat-
ment.

Systemic corticosteroids (methylprednisolone)
were given to 34 patients (72.3%), with doses rang-
ing between 8 mg/day and 80 mg/day (mean:
37.06+28.568 mg/day). Twelve (25%) patients were
given methylprednisolone alone; however, 5
(10.6%) received azathioprine at a dosage of 150
mg/day, and methotrexate (MTX) at a dosage of 15
mg/week was added in 3 (6.4%) cases. In addition
to the systemic therapies, topical corticosteroid
treatments (0.05% clobetasol 17-propionate) were
applied in 18 (38.3%) patients. One patient was
treated with only 0.05% clobetasol 17-propionate.
Twenty (42.6%) patients, who could not tolerate
systemic corticosteroid therapy or had side effects
due to therapy, were treated with 2 g/day of tetra-
cycline and 1,500 mg/day of nicotinic acid therapy
(Table 3). However, in one patient with no re-
sponse to the systemic corticosteroids and azathio-
prine therapy, intravenous immunoglobulin
(IVIG), dapsone, and 2 g/day of mycophenolate

mofetil were given.

The treatment period varied between 1 and 84
months, with an average treatment duration of
17.17+21.83 months. BP recurrences were observed
in 8 cases (17%), and the mean treatment duration
of these 8 patients was 53 months. In addition, re-
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TABLE 3: Treatment modalities.

n (%)

Systemic Steroid (methylprednisolone) 34 (72.3)
methylprednisolone -alone- 12 (25.5)
mathylprednisolone + azathioprine 5{10.6)
methylprednisolone + Methotrexate 3(6.4)

Tetracycline + Nicotinic Acid 20 (42.6)
Topical Steroid (%0,05 clobetasol 17- propionate)- 18(38.3)

combined with other treatments

Topical Steroid {%0,05 clobetasol 17- propionate) -alone- 1{2.1)

currences were seen in the patients receiving com-
bination therapy. One patient with psoriasis was
treated with MTX and 0.05% clobetasol 17-propi-
onate, while the remaining 7 patients were treated
with methylprednisolone + azathioprine (n=3),
methylprednisolone + MTX + 0.05% clobetasol 17-
propionate (n=2), and tetracycline + nicotinic acid
+0.05% clobetasol 17-propionate (n=2). The three
patients who were treated with prednisolone + aza-
thioprine developed side effects; therefore, the
treatment was switched to tetracycline + nicotinic
acid therapy.

Of the 11 patients who died, 5 (45.49%) were
male and 6 (54.4%) were female, and no statisti-
cally significant relationship was found between
the gender and mortality. The mortality was high-
est in the 70-96 years old age range (mean 83+8.9
years). Although there were systemic diseases pres-
ent in 10 of the patients who died (90.9%) [DM
(n=3), HT (n=4), lung cancer (n=2), HT plus car-
diovascular disease (n=1)], a statistically significant
association between the mortality and the accom-
panying disease could not be determined. One of
the patients died due to an acute myocardial in-
farction; however, no clear cause of mortality could
be identified in others. No significant associations

were observed between the mortality and the gen-
der and age (p>0.05).

I DISCUSSION

The incidence of BP has been reported as 2-10 in-
dividuals per million per year in different ethnic
populations.>® There are reports from Turkey eval-
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uating patients diagnosed with BP separately in sin-
gle centers; unfortunately, this data is insufficient

with regard to the incidence of BP in Turkey.”!

In the literature, a female dominance has been
reported in patients with BP.>¢!! Similarly, in this
study, there was also a female dominance with a fe-
male/male ratio of 1.6/1. The age of BP onset was
reported as the 7 decade in Thailand, but this con-
tradicts the data from Singapore, the United King-
dom, Romania, Greece, and Italy, which have
reported the onset as usually occurring in the 8%
decade.>" In our study the mean age of onset of BP
patients was found to be 77 which is consistent
with the previous reports from Turkey with the

mean age of onset as 78, 64, 71.101314

Although mucosal involvement has been re-
ported as an infrequent presentation of BP, Akay
et al. reported that 12.9% of the BP patients and
Kulthanan et al. reported that 15.5% of the BP pa-
tients presented with mucous membrane involve-
ment.*”" In our study, oral mucosal involvement
was detected in 17% of the cases. Similarly, in a
study conducted by Ekiz et al. including 29 BP pa-
tients in Turkey, oral mucosal involvement was re-
ported to be present in 17.24% of the patients.
Moreover, Bushkell and Jordon reported a 5-43%
rate of eosinophilia in the peripheral blood in BP

16,17

patients. In our study, peripheral blood

eosinophilia was found in 38% of the patients.

Previously, a significantly higher (43%) num-
ber of neurological disorders were reported in the
BP group than in the control group (19%), but no
significant associations were found between BP
and DM, malignant tumors, benign prostatic hy-
pertrophy, HT, and ischemic heart disease.'® It has
been suggested that neurological diseases and im-
mobility or age-related autoimmunity may be the
triggers of BP.*% In another study, stroke, HT,
DM, hyperlipidemia, heart failure, atrial fibrilla-
tion, and coronary heart disease were observed to
be more common among the BP patients when
compared to the controls.?! There have been stud-
ies reporting associations between BP and DM and
malignancies and BP,’ as well as reports observing
no associations between BP and DM or malignan-
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cies.#692223 Similarly, in a study conducted in
Turkey, HT, DM, neurological diseases and coro-
nary arterial diseases were reported to be the most
common accompanying diseases in BP.!® In a re-
cent study, the increased prevalence of DM2
among newly diagnosed BP patients with the in-
creasing use of dipeptidyl peptidase-4 (DPP-4) in-
hibitors as antidiabetic agents was shown to be
related. It was also suggested that use of DPP-4 in-
hibitors might be associated with increased risk for
developing BP.?* Sim et al. also reported, HT, DM
and neurological diseases to be common in patients
with BP.% Moreover, they emphasized the high in-
cidence of multimorbidity in patients with BP. In
the present study, the DM prevalence in the pa-
tients with BP was significantly higher than in the
control group. Although no statistically significant
relationship was found between BP and malig-
nancy in our study, four of the BP patients had ma-
lignancies, while only one patient had malignancy
in the control group. No other statistically signifi-
cant associations were found between the accom-
panying diseases and BP. In the present study the
data on the therapies patients receiving for the co-
morbidities were missing, which is an important
limitation since some medicines may cause BP or
aggrevate BP symptoms.

The BP mortality rate has been reported to be
between 8.6% and 41% in various studies.’* In
the subjects of our study, the mortality rate was
23.4%, which was consistent with the literature.
The age, female gender, DM, hypertension, neuro-
logical disease, chronic lung disease, liver disease,
and other systemic diseases (such as malignancy)
are the major mortality risk factors.”

Several different modalities have been used in
the treatment of BP, based mostly on clinical ex-
perience rather than controlled clinical studies.’
The BP treatment options include, systemic/topi-
cal corticosteroids, tetracycline, and immunosup-
pressive agents.'>?® Systemic corticosteroids are
usually preferred as the first line treatment, either
alone or in combination with azathioprine, dap-
sone, MTX, and cyclophosphamide or mycophe-
nolate mofetil.””* In our study group, 12 patients
underwent adjuvant treatment, and 18 were
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treated with additional topical corticosteroids. In
another study, 62% of BP patients were treated
with topical corticosteroid and tetracyclines and
nicotinamide combination.'®

Tetracyclines are usually preferred in patients
with accompanying comorbidities, such as DM or
HT, and in children due to their better safety pro-
file. There is also evidence in favor of using im-
munosuppressants, such as azathioprine and
MTX.%

In our study, those 20 patients who could not
tolerate systemic corticosteroid therapy were
treated with a combination therapy of tetracycline
and nicotinic acid. IVIG, dapsone, and finally, my-
cophenolate mofetil were started in a patient after
there was no response to the systemic corticos-
teroid therapy and azathioprine.

In conclusion, the mean age of the patients’,
disease onset age and gender ratio of the patients
was consistent with the literature. Disease charac-
teristics, such as mucosal involvement, concomi-
nant eosinophilia, features of cutaneous lesions,
Nikolsky’s sign presence were in line with the pre-
vious reports. There were systemic diseases ac-
companying the BP in 82.98% of the patients in our
study. HT and DM were the most common accom-
panying systemic diseases. The high mortality rate
in these patients may be associated with many fac-

tors, including advanced age in the majority of the
patients, the presence of comorbid conditions, and
the treatment side effects. Large population-based
and controlled studies are still required, particu-
larly to establish the treatment guidelines for pa-
tients with refractory BP.
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