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Bullous pemphigoid (BP) is an autoimmune sub-
epidermal blistering disease that most commonly 
affects adults older than 60 years, whereas pso-
riasis vulgaris (PV) is a chronic immune-mediated 
disease that affects both children and adults. 
Bullous pemphigoid and PV may coexist with each 
other as well as with various other internal disor-
ders, which may lead to early death. We report the 
case of a 35-year-old man with a 15-year history 
of PV and obesity who developed tense blisters 
with annular arrangement and normal-appearing 
perilesional skin localized mainly on the trunk, 
arms, and legs resembling linear IgA bullous der-
matosis. This case demonstrated the development 

of BP in a patient with chronic PV and metabolic 
syndrome. Although the nature of this unique 
coincidence is not clear, methotrexate (MTX) 
seems to be first-line regimen for such cases.
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Bullous pemphigoid (BP) is an autoimmune 
subepidermal blistering disease.1 The majority 
of BP cases are idiopathic and occur in patients 

older than 60 years. The disease is characterized by 
the development of circulating IgG autoantibodies 
reacting with the BP180 antigen of the basement 
membrane zone.1 Psoriasis vulgaris (PV) is a com-
mon, chronic, immune-mediated disease affecting 
approximately 2% of the world’s population includ-
ing children and adults.2 Both entities may coex-
ist with internal disorders such as hypertension,  
diabetes mellitus, coronary heart disease, conges-
tive heart failure, hyperlipidemia, and cerebrovas-
cular accident. It has been postulated that BP more  
often coexists with neurological disorders, such as 
stroke and Parkinson disease,3 whereas PV usually 
is associated with cardiovascular disorders and dia-
betes mellitus.2 We report the case of a 35-year-old 
man with chronic PV and metabolic syndrome who 
developed BP that was successfully treated with 
methotrexate (MTX).
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PRACTICE POINTS 
•	  Metabolic syndrome and psoriasis vulgaris (PV) may promote development of bullous  

pemphigoid (BP) in patients younger than 60 years.
•	 Methotrexate may be a therapeutic solution for BP coexisting with PV and metabolic syndrome.
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Case Report
A 35-year-old man with a 15-year history of PV,  
class 3 obesity (body mass index, 69.2), and throm-
bosis of the left leg was referred to the dermatology 
department due to a sudden extensive erythematous 
and bullous eruption located on the trunk, arms, and 
legs with involvement of the oral mucosa that had 
started 4 weeks prior. The skin lesions were accompa-
nied by severe pruritus. On admission to the hospital, 
the patient presented with stable psoriatic plaques 
located on the trunk, arms, and proximal part of the 
lower legs with a psoriasis area severity index score 
of 11.8 (Figure 1A). He also had disseminated tense 
blisters and erosions partially arranged in an annular  
pattern located on the border of the psoriatic plaques 

as well as on an erythematous base or within unaf-
fected skin (Figure 1B). Additionally, a few small 
erosions were present on the oral mucosa.

The patient’s father had a history of PV, but 
there was no family history of obesity or autoim-
mune blistering disorders. On physical examination, 
central obesity was noted with a waist circumfer-
ence of 180 cm and a body mass index of 69.2;  
his blood pressure was 220/150 mm Hg. Laboratory 
tests revealed leukocytosis (20.06×109/L [refer-
ence range,  4.5–11.0×109/L]) with neutrophilia 
(16.2×109/L [reference range, 1.6–7.6×109/L]; 
80.9% [reference range, 40.0%–70.0%]), eosino-
philia (1.01×109/L [reference range, 0–0.5×109/L]), 
elevated C-reactive protein levels (49.4 mg/L [ref-
erence range, 0.0–9.0 mg/L]), elevated erythro-
cyte sedimentation rate (35 mm/h [reference range,  
0–12 mm/h]), elevated γ-glutamyltransferase  
(66 U/L [reference range, 0–55 U/L]), decreased 
high-density lipoprotein levels (38 mg/dL [refer-
ence range, ≥40 mg/dL]), elevated fasting plasma 
glucose (116 mg/dL or 6.4 mmol/L [reference range, 
70–99 mg/dL or 3.9–5.5 mmol/L]), elevated total  
IgE (1540 µg/L [reference range, 0–1000 µg/L]),  
elevated D-dimer (3.21 µg/mL [reference range, 
<0.5 µg/mL]), and low free triiodothyronine levels 
(130 pg/dL [reference range, 171–371 pg/dL]). The 
total protein level was 6.5 g/dL (reference range, 
6.0–8.0 g/dL) and albumin level was 3.2 g/dL (ref-
erence range, 4.02–4.76 g/dL). A chest radiograph 
showed no abnormalities. 

Based on the physical examination and laboratory 
testing, it was determined that the patient fulfilled  
4 of 5 criteria for metabolic syndrome described by  
the International Diabetes Federation in 2006 
(Table).4 Direct immunofluorescence performed on 
normal-appearing perilesional skin demonstrated 
linear IgG and C3 deposits along the basement mem-
brane zone. Indirect immunofluorescence detected 
circulating IgG autoantibodies at a titer of 1:80.  
Serum studies using biochip mosaics5 revealed the  
reactivity of circulating IgG antibodies to the epi-
dermal side of salt-split skin and with antigen dots of  
tetrameric BP180-NC16a, which prompted the diag-
nosis of BP (Figure 2). 

Oral treatment with MTX 12.5 mg once weekly 
with clobetasol propionate cream applied to affected 
skin was initiated for 4 weeks. The PV resolved com-
pletely and blister formation stopped. A few weeks later 
BP reappeared, even though the patient was still taking 
MTX. The treatment failure may have been related 
to the patient’s class 3 obesity; therefore, the dose was 
increased to 20 mg once weekly for 8 weeks, which led 
to rapid healing of BP erosions. The patient was moni-
tored for 2 months with no symptoms of recurrence.

Figure 1. Disseminated psoriatic plaques on the trunk 
and arms (A) and numerous tense blisters and erosions 
on the border of the psoriatic plaques as well as on  
an erythematous base or within unaffected skin, some  
of them showing annular arrangement located on  
the forearm (B). 
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Comment
Psoriasis Comorbidities—The correlation between 
PV and cardiovascular disorders such as myocardial 
infarction, cerebrovascular accident, and pulmonary 
embolism has been well established and is widely 
accepted.2 It also has been documented that the risk 
for metabolic syndrome with components such as 
diabetes mellitus, hypertension, lipid abnormalities, 
obesity, and arteriosclerosis is notably increased in 

PV patients.6 Moreover, associated internal disorders 
are responsible for a 3- to 4-year reduction in life 
expectancy in patients with moderate to severe PV.7 

Correlation of PV and BP—Psoriasis also may 
coexist with autoimmune disorders such as rheu-
matoid arthritis, lupus erythematosus, and blister-
ing disorders.8 There are more than 60 known 
cases reporting PV in association with various 
types of subepidermal blistering diseases, including 

International Diabetes Federation Criteria for Metabolic Syndrome 

Criteria Current Case

Central obesity—defined as waist circumference with ethnicity-specific values (male,  
≥94 cm; females ≥80 cm)—plus any 2 of the following 4 factors:

Present

Elevated triglycerides: ≥150 mg/dL (1.7 mmol/L) or specific treatment  
for this lipid abnormality 

Absent

Reduced HDL cholesterol: <40 mg/dL (1.03 mmol/L) in males and <50 mg/dL  
(1.29 mmol/L) in females or specific treatment for this lipid abnormality

Present

Elevated BP: systolic BP ≥130 mm Hg or diastolic BP ≥85 mm Hg or  
treatment of previously diagnosed hypertension

Present

Elevated FPG: FPG ≥100 mg/dL (5.6 mmol/L) or previously diagnosed  
type 2 diabetes mellitus; if >5.6 mmol/L or 100 mg/dL, OGTT is strongly  
recommended but is not necessary to define presence of the syndrome

Present

Abbreviations: HDL, high-density lipoprotein; BP, blood pressure; FPG, fasting plasma glucose; OGTT, oral glucose tolerance test. 

Data from the International Diabetes Federation.4

Figure 2. Biochip mosaics revealed a positive reaction of circulating IgG autoantibodies with the roof of salt-split 
skin (A) and antigen dots of tetrameric BP180-NC16a, bullous pemphigoid antigen (B).
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pemphigus vulgaris, epidermolysis bullosa acquisita, 
anti-p200 pemphigoid, and BP.8,9 The pathogenetic 
relationship between BP and PV remains obscure. 
In most published cases, PV preceded BP by 5 to  
30 years, possibly ascribable to patients being diag-
nosed with PV at a younger age.9 In general, patients 
with BP and PV are younger than patients with 
BP only, with a mean age of 62 years.9 Because 
our patient was in his mid-30s when he developed 
BP, in such cases physicians should take under 
consideration any triggering factors (eg, drugs). 
Physical examination and detailed laboratory find-
ings allowed us to make the patient aware of the 
potential for development of metabolic syndrome. 
This condition in combination with PV could be a 
predisposing factor for BP development. According 
to more recent research, PV is considered a gener-
alized inflammatory process rather than a disorder 
limited to the skin and joints.10 The chronic inflam-
matory process in psoriatic skin results in exposure 
of autoantigens, leading to an immune response and 
the production of BP antibodies. The neutrophil 
elastase enzyme present in psoriatic lesions also may 
take part in dermoepidermal junction degradation 
and blister formation of BP.11 According to other 
observations, some antipsoriatic therapies (eg, pso-
ralen plus UVA, UVB, dithranol, coal tar) could be 
associated with development of BP.12 Moreover, it 
was shown that psoralen plus UVA therapy, which is 
widely used in PV treatment, alters the cytokine pro-
file from helper T cells TH1 to TH2.12 TH2-dependent 
cytokines predominate the sera and erosions in BP 
patients and seem to be notably relevant to the 
pathophysiology of the disease.13 The history of our 
patient’s psoriatic treatment included only topical 
corticosteroids, keratolytic agents, and occasionally 
dithranol and coal tar; however, UV phototherapy 
or any other systemic therapies had never been 
utilized. Three previously reported cases of patients 
with PV and BP also revealed no history of UV 
phototherapy,8,9 which suggests that mechanisms 
responsible for coexistence of PV and BP are more 
complex. It has been proven that proinflammatory 
cytokines secreted by TH1 and TH17 cells, in particu-
lar tumor necrosis factor α, IL-17, IL-22, and IL-23, 
play an important role in the development of pso-
riatic lesions.10 On the other hand, these cytokines 
are known to contribute to vascular inflammation, 
leading to development of arteriosclerosis, as well as 
to regulate adipogenesis and obesity.14,15 Arakawa et 
al16 reported increased expression of IL-17 in lesional 
skin in BP. They concluded that IL-17 may contrib-
ute to the recruitment of eosinophils and neutrophils 
and tissue damage in BP. Therefore, it is highly likely 
that IL-17 might be a common factor underlying the 

coexistence of BP with PV and metabolic syndrome. 
More such reports are required for better understand-
ing this association.

BP Treatment—Selecting a therapy for BP with 
coexistent PV is challenging, especially in patients 
with extreme obesity and metabolic syndrome. It 
is well established that obesity correlates with a 
higher incidence of PV and more severe disease. On 
the other hand, obesity also influences response to 
therapy. Systemic corticosteroids are contraindicated 
in psoriasis patients because of severe side effects, 
such as rebound phenomenon of psoriatic lesions 
and risk for development of generalized pustular 
PV. Although systemic corticosteroids are effec-
tive in BP, high-dose therapy may potentially be 
life-threatening, particularly in these obese patients 
with conditions such as hypertension and diabetes 
mellitus, among others,1 as was observed in our case. 
Taking into consideration the above mentioned con-
ditions and our experience on such cases, the current 
patient had received MTX (12.5 mg once weekly) 
and clobetasol propionate cream, which led to the 
rapid healing of the psoriatic plaques, whereas BP 
was more resistant to this therapy. This response may 
be explained by our patient’s class 3 obesity (body 
mass index, 69.2). Therefore, the dose of MTX was 
increased to 20 mg once weekly and was successful. 
The decision to use MTX was supported by evidence 
that this medicine may reduce the risk for arterio-
sclerosis and cardiovascular disorders.17

There are some alternative therapeutic options 
for patients with coexisting BP and PV, such as 
cyclosporine,18 combination low-dose cyclospo-
rine and low-dose systemic corticosteroids,19 dap-
sone,20 azathioprine,21 mycophenolate mofetil,22 and 
acitretin.23 It also has been shown that biologics  
(eg, ustekinumab) may be a successful solution in 
patients with PV and antilaminin-γ1 pemphigoid.24 
However, these alternative therapeutic regimens 
could not be considered in our patient because of 
serious coexisting internal disorders.

Conclusion
We present a case of concomitant BP and PV in 
a patient with metabolic syndrome. Although the 
pathogenic role of this unique coexistence is not 
fully understood, MTX proved suitable and effective 
in this single case. Further studies should be per-
formed to elucidate the pathogenic relationship and 
therapeutic solutions for cases with coexisting PV, 
BP, and metabolic syndrome.
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