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Abstract 

Background & Aims: Bullous pemphigoid is the most common autoimmune blistering skin disease, 

primarily affecting the elderly, and has been associated with neurological and psychological 

comorbidities. This study aimed to investigate the prevalence of these disorders in patients with 

bullous pemphigoid and explore the potential relationship between bullous pemphigoid and 

neurological/psychological diseases. 

Materials & Methods: This was a retrospective cross-sectional analytical study involving 100 

patients with bullous pemphigoid admitted to Sinai Hospital in Tabriz over a ten-year period (2012–

2022). Data were extracted from patient records and analyzed using SPSS software. 

Results: The mean age of the patients was 73.12 years. Forty-two percent (42%) were male, and 

58% were female. Sixty-seven percent (67%) had at least one neurological or psychological 

disorder. The most common neurological disease was stroke (26%), while the least common was 

Parkinson’s disease (1%). Depression was observed in 15% of patients. 

Conclusion: The findings indicate a high prevalence of neurological and psychological disorders in 

patients with bullous pemphigoid. Early diagnosis and management of these comorbidities may 

improve patients’ quality of life. 
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Extended Abstract 

Background 

Bullous Pemphigoid (BP) is a chronic debilitating 

autoimmune blistering disease that mainly affects the 

elderly. BP is caused by autoantibodies against 

structural hemidesmosomal proteins (BP180 and 

BP230) at the dermal-epidermal junction, which results 

in tense skin blisters and severe itching. Up until 

recently, most focus related to BP has been on the 

cutaneous manifestations; however, recent evidence is 

emerging to suggest that BP may be linked to central 

nervous system (CNS) conditions. Prior research has 

shown a higher prevalence of neurological conditions 

(e.g. stroke, dementia, Parkinson's disease, multiple 

sclerosis (MS) and Alzheimer disease) in patients with 

BP. Additionally, the psychological burden of BP and 

the disease cruelties associated with a persistent 

disease, unbearable itch and negative health-related 

quality of life predispose BP patients to psychological 

disorders (e.g. depression and anxiety). The proposed 

mechanisms of the connection between BP and the 

nervous system have included shared antigens (e.g., 

BP180 is expressed in both the skin and the neurons), 

chronic systemic inflammation and immune cross-

reactivity. With the potential significance of these 

comorbidities, and the lack of data in the Iranian 

population, the purpose of this study was to assess the 

frequency of neurological and psychological disorders 

among Iranian patients with BP, and to investigate 

characteristics associated with neurological and 

psychological disorders. 

Methods 

This retrospective, analytical cross-sectional study was 

conducted at Sina Educational and Therapeutic Center 

in Tabriz. All patients (N=100) with a confirmed 

diagnosis of Bullous Pemphigoid (based on clinical 

criteria and Direct Immunofluorescence [DIF] results 

documented in medical records) who were hospitalized 

at this center between October 2012 and October 2022 

were included using a census sampling method. 

Patients under 20 years old, pregnant, critically ill, 

receiving specific analgesics or antibiotics, or with a 

primary diagnosis other than BP were excluded. 

Demographic data (age, gender), BP characteristics 

(duration of illness, annual frequency and duration of 

hospitalization), and history of specific neurological 

disorders (stroke, Alzheimer's, Parkinson's, MS, 

dementia, seizure) and psychological disorders 

(depression) were collected through meticulous review 

of medical records. Diagnoses of these comorbidities 

were verified based on documented notes by relevant 

specialists and supporting evidence (e.g., imaging, 

psychometric results). In cases of data deficiency, 

supplementary telephone follow-ups were conducted 

with the patient or a first-degree relative, adhering to 

ethical principles and obtaining implicit consent; direct 

questioning about disease associations was avoided to 

minimize recall bias. The time interval between BP 

diagnosis and the diagnosis of comorbidities was also 

recorded. 

Results 

Of the 100 patients studied, 58 (58%) were female and 

42 (42%) were male. The overall mean age was 73.12 

years (females: 73.77, males: 72.21), with 81% of 

patients being over 60 years old. The primary finding 

revealed that at least 67% of patients (n=67) had at least 

one concomitant neurological or psychological 

disorder. The overall prevalence of these comorbidities 

was significantly higher in women (77.58%) compared 

to men (52.38%). The most frequent comorbidities 

included stroke (26%), depression (15% - with a 

markedly higher prevalence in women: 22.41% vs. 

4.76% in men), Alzheimer's disease (10%), dementia 

(10%), and MS (5%). Parkinson's disease was observed 

in only one female patient (1.72%), and no cases of 

seizures were reported. Among patients with 

comorbidities, the majority (73.13%) were hospitalized 
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only once per year due to BP; however, patients with 

MS required hospitalization 2-3 times per year on 

average. The duration of each hospital stay was 

consistently around one week for all patients with 

comorbidities, regardless of the disorder type. In most 

cases (approx. 80% of women and all men), patients 

had BP for less than 15 years before developing a 

neurological or psychological disorder. Temporal 

analysis indicated that BP diagnosis always preceded 

these comorbidities; the shortest interval was for stroke 

(mean 1 year post-BP), and the longest was for 

depression and Parkinson's disease (mean 7 years post-

BP). Intermediate intervals were observed for MS (3 

years), Alzheimer's disease (5 years), and dementia (6 

years). 

Conclusion 

This study provides results that confirm a high 

prevalence of Bullous Pemphigoid among both the 

elderly and female populations of the study cohort. 

Indeed, the results demonstrated co-morbidity with 

neurological and psychological disorders (67%) to be 

significant. These findings argue strongly for a 

pathophysiological association potentially due to broad 

antigens (BP180), systemic inflammation, or cross-

reactivity of vaccines/immune programming. 

(https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8487

693/) The comparatively higher prevalence of 

depression among women with BP may also reflect 

gender-specific disease-related impacts or psychosocial 

factors. The higher frequency of hospitalizations 

occurring in BP patients with MS may reflect higher 

severity of disease or potentially higher complexity 

and/or interaction of immunological factors in BP 

patients with MS. Notably, the findings that co-

morbidities tend to occur years after BP onset, and that 

there is a distinct temporal pattern for different 

disorders (e.g. stroke tends to occur first, with 

depression later) suggest that BP may act as a risk factor 

or trigger, or shared pathological processes may 

progress at different rates. These findings suggest the 

importance of regularly screening BP patients for 

neurological and psychological symptoms, as well as 

following patients with specific neurological disorders 

for the onset of BP. Integrated management is essential 

for reducing the burden of these and all co-morbidities 

experienced by patients, as well as improving their 

quality of life. Although the present study faces 

limitations due to its retrospective design, reliance on 

record data, single-center nature, and incomplete 

control of confounding factors, it provides important 

evidence regarding the burden of neurological and 

psychological disorders in Iranian BP patients and sets 

the stage for future research aimed at uncovering 

precise mechanisms and developing targeted 

therapeutic strategies. 
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