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Retrospective analysis of the forty-six patients with bullous
pemphigoid followed-up in our clinic

Klinigimizde takip edilen kirk-alt bill6z pemfigoid olgusunun retrospektif analizi

Serkan Yazici, Emel Biilbiil Baskan, Stikran Tunali, Kenan Aydogan, Hayriye Saricaoglu

Uludag University Faculty of Medicine, Department of Dermatalogy, Bursa, Turkey

Abstract

Background and Design: Bullous pemphigoid (BP) is an autoimmune disease characterised by widespread itchy plaques and subepithelial
blisterings and usually affects the elderly population. Due to the chronic nature of the disease, to prevent the side effects of chronic
steroid treatment, adjuvant immunosuppressive (mycophenolate mofetil, azathioprine, methotrexate) and anti-inflammatory (tetracycline,
nicotinamide, dapsone) agents may be used. In this study, we retrospectively evaluated the clinical and demographic characteristics and applied
treatments of 46 patients with the diagnosis of BP and compared with literature data.

Materials and Methods: \We retrospectively evaluated the records of 46 patients who received clinical and histopathological diagnosis of BP
and followed up in our clinic between 2006 and 2013.

Results: Of the 46 patients, 22 were female and 24 male. The mean age of onset was 69.54 years (range: 18-105). The duration of the
lesion ranged from 1 week to 10 months with a median duration of 8 weeks. The most frequent comorbid chronic disease was hypertension
detected in 28 (60.8%) patients. Only four patients had a history of malignancy before the onset of the disease. Nineteen patients (42%) used
more than 5 agents for comorbid diseases. Thirty-two patients (69.5%) used systemic corticosteroids alone and ten (22%) patients needed
additional adjuvant therapies.

Conclusion: BP is a major cause of morbidity in the elderly population receiving multiple drug treatment. To avoid the side effects of steroid
therapy, especially in patients with severe disease, short-term use of additional immunosuppressive agents appears to be safe and effective.
Keywords: Bullous pemphigoid, adjunctive therapy, comorbidities, multiple drug use
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Amag: Biilloz pemfigoid (BP) ileri yas popiilasyonu etkileyen yaygin kasintili plaklar ve subepitelyal billerle karakterize otoimmun bir hastaliktir.
Yaygin lezyonlu, siddetli hastaligi olan olgularda sistemik steroidler tercih edilir. Hastaligin kronik seyri nedeniyle steroid tedavisinin yan
etkilerinden korunmak icin ek immunsupresif ve anti-enflamatuvar ajanlar kullanilabilmektedir. Bu calismada klinigimizde BP tanisi ile takip
edilen 46 olgunun klinik, demografik ¢zellikleri ve uygulanan tedaviler retrospektif olarak degerlendirilerek literattir verileri ile karsilastirildi.
Gereg¢ ve Yontem: Klinik, histopatolojik ve imminohistokimyasal (direkt immiinofloresan) bulgularla BP tanisi alan ve topikal tedaviye
yanitsizlik, siddetli hastalik nedeniyle klinik izlem yapilan 46 olgunun arsiv dosya kayitlari retrospektif olarak incelendi.

Bulgular: Toplam 46 olgunun 22'si kadin, 24’0 erkek olarak saptandi. Hastaligin baslangic yasi 18 ile 105 arasi degismekte olup ortalama 69,54
olarak saptandi. Lezyon siiresi 1 hafta ile 10 ay arasi degismekteydi. En sik eslik eden kronik hastalik; 28 olguda hipertansiyon (%60,8) saptandi.
Sadece dort olguda hastaligin ortaya ¢ikisindan 6nce malignite tanisi mevcuttu. Olgularin 19'unda (%41) 5'ten fazla ilag kullanimi mevcuttu.
Olgularin 32'sinde (%69,5) sistemik steroid tek basina kullanilirken on (%21,7) olguda ek adjuvan tedavilere ihtiya¢ duyuldu.

Sonug: BP coklu ilag kullanimi olan ileri yas popilasyonunda énemli bir morbidite nedenidir. Ozellikle siddetli olgularda steroid tedavisinin yan
etkilerinden korunmak icin ek immunsdpresif ajanlar hastalik yénetiminde etkili ve kisa dénemde glvenli gériinmektedir.

Anahtar Kelimeler: Bill6z pemfigoid, adjuvan tedavi, komorbidite, coklu ilag kullanimi
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Introduction

Bullous pemphigoid (BP) is an auto-immune disease, affects advanced
age population (>70 years) and characterized by sub epidermal bulla’.
It is reported that the disease is a significant health problem which is
the most common auto-immune bullous disease in Europe, and the
incidence of it increased approximately three-fold in the last decades,
corresponding 4.5-14 per million**. Although the ethiopathology
is not known clearly, antibodies producing against basal membrane
hemidesmosomal antigens (BP180 and BP230) in genetically
predisposed individuals (the most evident susceptibility locus in White
race is HLA-DQB1*0301) are considered to play the main role in
disease formation. Clinical skin lesions are substantially polymorphic; it
is in addition to bullous lesions, characterized by excoriate, eczematous,
papular or urticaria-like lesions accompanied by an itch. Associations
between BP and mainly neurological, psychiatric, immunological,
haematological, and auto-immune diseases, and malignancies were
reported®. Various medications in broad spectrum such as penicillin
antibiotics up to anti-tumour necrosis factor agents were accused
in the ethiopathogenesis®. Although the primary treatment of the
disease is high potency topical corticosteroids, it is not convenient
to use topical treatment in advance age population affected by the
disease, and short term systemically steroid treatment should primarily
be preferred particularly in cases with extensive disease. Based on
the chronical process of the disease characterized by remissions and
relapses, immunosuppressive (Mycophenolate mofetil, azathioprine,
methotrexate) and anti-inflammatory (tetracycline, nicotinamide,
dapsone) agents, and intravenous immunoglobulin (IVIG) treatment
in cases not responding to conventional treatments might be used
in order to avoid potential side effects of steroid treatment™. Studies
investigating clinical and demographical characteristics of cases with
BP diagnose are significant in understanding and managing the
ethiopathogenesis of the disease, and determining optimal treatment.
In the current study, we aimed to assess retrospectively the clinical,
demographical characteristics and the treatments of the 46 cases with
BP diagnose we follow up and treat in our service, and compare these
data with the literature data.

Materials and Methods

Study population

Archive records of 46 patients, who had a BP diagnose with
clinical,  histopathological, and  immunohistochemical  [direct
immunofluorescence (DIF)] evidence, and clinically followed-up due
to a severe disease (>30% involvement) and being non-response
to topical therapies between January 2006 to July 2013, have been
analyzed retrospectively’®'. The diagnosis in all clinically suspicious
patients was done by lesional, histopathological and perilesional DIF
findings. Various clinical and demographical characteristics, such as the
age of onset of the disease, sex, duration of lesions, co-morbidities,
drug use, distribution of lesions, oral mucosal involvement and itching,
agents used for treatment, treatment response, complications caused
by treatment, relapses and mortality rates, have been analyzed from
the archive records of the patients. A detailed history was obtained
from all patients regarding to drug use as a triggering factor of the
disease, as well as detailed laboratory tests including complete blood
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count, sedimentation rate, liver and kidney function tests. In addition,
for age and sex-matched malignancy scanning in suspicious cases, fecal
occult blood and tumor markers were evaluated, if positive, upper
gastrointestinal endoscopy and/or colonoscopy were done, as well
as mammography in female patients, and if required, hematologic
evaluation and abdominal, pelvic, thoracic tomographic evaluations.
Antibody response against BP180 and/or BP230 target antigens could
not be performed either indirect immunofluorescence analysis (salting
out) or serologically (enzyme-linked immunosorbent assay).

Statistical Analysis

SPSS package program (Statistical Programmes for Social Sciences) was
used in an IBM compatible computer, in order to evaluate the results
statistically. Variables in the study were presented with mean, standard
deviation, and maximum-minimum values. Categorical variables were
specified with number and percentage ratios.

Results

A total of 46 cases, including 22 female and 24 male, were followed
up in a period of seven years. Female to male ratio of the cases was
found as 0.91. The age of onset of the disease ranges between 18
and 105 years, and the mean was found as 69.54 years. Linear 1gG
and C, deposition in dermoepidermal junction was detected in 40 of
the cases, but no immune deposition was found in four cases (8.69%).
The duration of lesions ranged between 1 week and 10 months, and
the median of the duration was found as 8 weeks. The most common
accompanying diseases in cases were hypertension in 28 cases
(60.8%), cerebrovascular diseases in 21 cases (39.1%) and diabetes
mellitus in 17 cases (36.9%). Only four cases had malignancies before
the onset of the disease, which were multiple myeloma in two cases,
plague cell leukemia and prostate cancer. Nineteen of the patients
using medications due to their co-morbidities (41%) were taking more
than 5 medications. While systemically steroid treatment (0.75 mg/
kg/day; 4 weeks) was used alone in 32 patients (69.5%) since they
had extensive body lesions and were non-response to topical treatment
(clobetasol propionate 0.05% 40 gr/day; 4 weeks), additional adjuvant
treatments were required in ten cases (22%). Methotrexate 15 mg/
week in two cases, plasmapheresis in three cases, IVIG in two cases,
and azathiopurine 100 mg/day were used in combine with systemically
steroid treatment. The most frequent side effect of the treatments
applied was dysregulation of the blood glucose in four cases (8.6%).
No side effect due to adjuvant treatments was seen. Two patients
died, one of them was 62 years old, had plague cell leukemia and
developed neutropenic fever, and the other one was 66 years old and
had co-morbidities such as hypertension, cerebrovascular disease and
chronic renal failure. These deaths were not found in association with
BP disease or the applied treatments of the disease. Relapses were seen
in seven patients while follow-up. Two of them had relapse a year after
the cessation of the therapy, one had 6 months later, and the rest had
early relapses in periods ranging from one to three months. It is notable
that in cases who had relapses used systemically steroid treatment but
no adjuvant therapy. Clinical and demographical characteristics of our
cases and the treatment parameters were showed in Table 1.
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cases

n 46
Sex

Female/male 22/24
Age of onset of the disease (years)

Mean+SD 69.54+14.65
Median; minimum-maximum 73.0; 18-105
Duration of lesion (week)

Mean+SD 9.86+8.61
Median; minimum-maximum 8.0; 1-40
Co-morbidity (n)

Hypertension 28
Diabetes mellitus 17
Cerebrovascular disease 18
Coronary artery disease 7
Chronic renal failure 3
Chronic obstructive pulmonary disease 5
Dyslipidaemia 6
Benign prostate hyperplasia 5
Goitre 2
Osteoporosis 2
Cataract 3
Gastrointestinal system hemorrhage 3
Peptic ulcer 3
Malignancy 4
Hairy cell leukemia 1
Prostate cancer 1
Multiple myeloma* 2
Drug use

None 4

0-3 agent(s) 13
3-5 agents 10

>5 agents 19
Localization

Whole body 46
Oral mucosal involvement

No 33
Yes 13
Itching

No 12
Yes 34
Therapy applied

Systemical steroid 32
Systemical steroid+azathioprine 4
Systemical steroid+IVIG

Systemical steroid+plasmapheresis

Discussion

The incidence of BR which is a significant cause of morbidity and
mortality in advanced age population, is knows as increasing with age,
however, rarely cases in childhood were reported'?. A retrospective
study conducted in the UK with 869 cases reported the median age of
onset of the disease as 80 years'®. As in the previous studies conducted
in Turkey, the mean age of our cases was above 60 years (Table 2)'*".
While the mean age of our cases was 69.54 at the time of diagnosis, the
youngest patient in this study was 18 years old. Although the disease
affects both genders, it is seen slightly more frequent in females'. A
like the results of studies by Ekiz et al.’®, BP in this study was found
slightly more in male patients (male to female ratio: 1.09).

It is considered in this disease, of which ethiopathogenesis is not known
well, that various environmental factors induce the formation of anti-
epidermal basal membrane antibodies™. In particular, it is considered
that drug use could induce the autoimmunity in the ethiopathogenesis,
and these possible auto-antibodies against drugs cross-react with the
antigens in the basal membrane. The accused agents mostly include
sulthydryl groups (Thiols: D-penicillamine, captopril, penicillin and its
derivatives, furosemide)?.

In a retrospective study conducted by Daye et al.”’, a possible
association was reported between the onset of the disease and drug
use in 37.5% of the cases with BR and Thiazide group diuretics were
accused as an inducing factor in 66.6% of the cases. Although various
drugs were defined in association with BP formation, it is quite difficult
in practice to define the precise association since patients in advanced
age group generally use multiple drugs®?'. Indeed, in the current study,
it is notable that cases with no drug use were just 4 (8.69%), while 19
patients (41.3%) were using more than 5 agents. Although Nisa Akay
et al.” did not report a possible association between BP and drugs, the
high rate in this study could be provided with reliable anamnesis inquiry
we did during clinical follow-up.

The immune reaction, which occurs against structural proteins similar to
epidermal basal membrane antigens, is defined as “epitope spreading
phenomenon”, and the close association between BP and neurological
diseases is explained by this phenomenon’. Hemidesmosomal BP
auto-antigens are BPAG, and BPAG,; BPAG1 is an antigen produced

Table 1. Continue

Systemical steroid+methotrexate 2
Complications due to therapy

Dysregulation of blood glucose 4
Pneumonia

Dysregulation of arterial blood tension 1
Lumbar fracture 1
Herpetic keratitis 1
Herpes zoster 1
Cataract 1
Follow-up

Relaps 7
Mortality 2
IVIG: Intravenous immunoglobulin, SD: Standard deviation
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by distonin gene and there are specific isoforms of BPAG1: BPAG1-e
is produced primarily in epithelial tissues, while BPAG -a and BPAG -b
are produced in neural and muscular tissues. The relationship between
BP and neurological diseases was showed in various large series, and
this tight relationship was explained by the similarity of BP antigens
and neuronal antigens®. In a prospective, case-controlled, multicentre
study, where the risk factors of BP were assessed, neurological
problems (Parkinson, dementia), psychiatric problems (unipolar/bipolar
disorders), immobility and chronic drug use (Spironolactone, aliphatic
side chain phenothiazines) were reported as independent risk factors?.
In this study, cerebrovascular diseases were found as the second most
common chronic disease, with a rate of 39.1%. The period before the
appearance of bullous lesions might last weeks to months, non-specific
itchy eczematous, papular, urticariallike lesions may be seen in this
period. The disease duration in our cases ranged up to 10 months,
which is consistent with the literature. Clinical lesions are characterized
by typically extensive, itchy plagues and 1-3 cm tense bulla; these
lesions are localized on trunk, flexor areas of extremities, axilla and
inguinal folds in general. Intense itching accompanying to lesions is
in the foreground. Localized cases of 30% have been reported in the
literature. Localized cases may remain limited, as well as turning into
a widespread form. Oral mucosal involvement may be seen in 10-
30% of patients.?* Although oral mucosal involvement in our cases
(28%) was consistent with the literature data, its rate in this study
was approximately 2 times higher than the other studies conducted in
Turkey, and it might have been associated with severe clinical lesions
of our patients. While an association between BP and malignancies

is controversial, a possible malignancy should be excluded in severe,
treatment-resistant BP cases*?*. A total of four internal malignancies
(8.6%), three haematological malignancies, and one solid organ
malignancy were found in our cases. This result may be in association
with the disease, as well as a possible result in this age and sex group.
In DIF analysis of the disease, which is characterized by subepidermal
bulla, it is seen that characteristically linear IgG and C, deposition in
basal membrane, and IgM and IgA deposition to a lesser extent. IgG
and C, deposition were detected in 87% of our cases, but no IgM or
IgA deposition was found®. A like in the study of Nisa Akay et al.”®, IgG
and C, deposition was the most frequently seen DIF finding in 77.4%
of the cases.

The primary treatment of the disease is topical and systemical steroids.
Topical steroid therapy seems not practical in the older population in
need of care, and systemically steroid treatment is primarily preferred
particularly in cases with extensive lesions. Systemically steroid
treatment could be used alone successfully in 32 of our cases, and the
most common side effect due to this treatment was found as reversible
dysregulation of blood glucose. Although literature data regarding
to usage of immunosuppressive and anti-inflammatory agents in the
management of BP is limited, they could be used in clinical practice
in order to reduce chronic steroid usage requirement and to provide
a quick control of the disease. Adjuvant therapies can be used during
the dose reduction of systemic steroids, as well as an initial treatment
in patients who cannot have systemic steroids due to co-morbidities’®.
One-year mortality rate of BP cases in literature is reported as ranging
between 6% and 41%"". Nisa Akay et al.” reported the mortality rate

Table 2. Studied conducted in Turkey

Author Uzun et al.* Nisa Akay et al.”® Ekiz et al.® Daye et al."” *

Year 2006 2009 2013 2013 2014
Region Antalya Ankara Hatay Konya Bursa
Duration (years) 6 9 3 6 7

n 29 31 29 32 46

Sex

Female/male 17-12 19-12 14-15 20-12 22-24

Age (years)

Mean 64 78.8+8.67 70.17+16.98 70 69.54+15.05
Minimum-maximum 40-89 60-96 34-100 ? 18-105
Duration of the disease (month)

Mean ? 16.58+18.48 15.41+14.04 ? 9.86+8.61%
Minimum-maximum ? 1-60 1-48 ? 1-40%

Oral mucosal involvement ? 4;12.9% 5;17.2% 5; 15.6% 13; 28%
Itching ? 24; 77.4% 24; 82.8% ? 34; 73%
Internal malignancy ? %) 1; 3.44% ? 4; 8.6%
Drug use ? 2 3; 10.34% 12; 35.7% 42
Treatment (n, %)

Systemical steroid ? 8; 25.8% 10; 34.4% 20; 62.5% 32; 69.5%
SS+AZT ? 16; 51.6% 1, 3.4% 8; 25% 3; 6.5%
Relaps ? 11; 35% 7;24.13% 6; 18.8% 7, 15.2%
Mortality ? 6; 19.3% 2;6.9% ? 2;6.5%
*Qur study; n: Case number, %: Percentage, SS: Systemical steroid, AZT: Azathioprine, ?: Unevaluated, @: Undetermined, &: Weeks
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as 19.4%, while Ekiz et al. reported mortality in 6.9% of the cases.
Ekiz et al.® associated the low mortality rate with less disease severity
of the patients. Low death rate in our cases (two cases only; 4.34%)
might be associated with the close follow-up of severe cases, and the
early diagnose and management of the complications which could be
developed due to primary diseases and/or their possible treatments.

Study Limitations

No serological evaluation has done in cases, the study is retrospective,
and included particularly severe cases who were taken under clinical
follow-up, however, clinical and demographic characteristics of the
cases were consistent with the literature data.

Conclusion

BP is a significant cause of morbidity in advanced age population who
generally use multiple drugs. Additional immunosuppressive agents to
avoid possible side effects of steroid treatment particularly in severe
cases are effective in management of the disease, and can be used
safely in short term. In particular, close follow-up of severe cases is
significant in management of possible complications which might be
developed due to primary diseases and/or their treatments.
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