
 

 

Introduction 
 
Acquired hemophilia (AH) is a rare disorder that 
can lead to severe and life-threatening bleeding, 
usually caused by spontaneous development of 
autoantibody against factor VIII [1]. In the major-
ity of cases, their presence is idiopathic but they 
can be associated with pregnancy, post-partum 
period, malignancy, drug reaction or autoim-
mune diseases [2]. In bullous pemphigoid (BP), 
an association with AH has been only rarely de-
scribed, in which case the prognosis is consis-
tently very poor. The mortality has been esti-
mated at 22% [3]. 11 cases of BP associated 
with AH have been published [4]. In this report, 
we describe a patient with BP who developed 
acquired hemophilia.  
 
Case Report 
 
We report the case of a 60-yr-old Chinese 
woman who complained with a 3-month history 
of scattered blister and hemorrhagic bullae lo-
cated on extremities and trunk which led to the 
diagnosis of bullous pemphigoid. To confirm the 
diagnosis of BP, skin biopsy was performed. 

Preoperative clotting test shown a slight pro-
longed activated partial thromboplastin time 
(APTT) (59s, N=30~44s) with a normal 
prothrombin time (13.8s) and thrombin time 
(15.2 s). On the third postoperative day (POD) 
the patient complained of bleeding in biopsy 
site and a size of pigeon egg hematoma in base 
of tongue was presented. The bleeding was per-
sisted for one week despite suture, a progres-
sively more severe anemia (hemoglobin 6.9 mg/
dl on POD 5) were noticed. Clotting tests 
showed an extremely long APTT (100.6 second). 
Coagulation factor assay (factors VIII, IX, XI, XII) 
revealed a low level of factor VIII (10.5%, N = 60
-150%) and the presence of factor VIII inhibitor. 
The results of histopathology and direct im-
munofluorescence confirmed the diagnosis of 
bullous pemphigoid. Skin biopsy revealed a 
subepidermal blister present with a dermal 
mononuclear and eosinophils infiltrate (Figure 
1A). Direct immunofluorescence (DIF) showed 
linear deposition of C3 and IgG along the der-
moepidermal junction (Figure 1B and 1C). In 
addition, IgG autoantibody targeted BP180 is 
positive (47.2U/ml, threshold 9 U/ml), desmo-
glein 1 (DSG1) and desmoglein 3 (DSG3) is 
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negative. Anti-Sm and antinuclear antibody 
(ANA) were positive. The results of the other 
tests such as blood platelet number, rheuma-
toid factor, anticardiolipin IgG, and HIV were all 
normal or negative.  

 
Her past medical history revealed mild hyperten-
sion, gallstone disease and uterine fibroids. Her 
hypertension was treated with metoprolol and 
nifedipine. She had undergone myomectomy 7 
year ago without complications. The absence of 
familial and personal bleeding history plus labo-
ratory tests, accompanied by the fact that the 
APTT was not corrected following the infusion of 
normal plasma led us to presume that a coagu-
lation inhibitor was involved. A diagnosis of AH 
associated with BP was made. After consulta-
tion with senior hematologists, we decided to 
transfuse packed red blood cell, fresh frozen 
plasma and recombinant human factor VIII. Sys-
temic corticosteroids (methylprednisolone 
40mg/d) in combination with cyclophosphamide 
(800 mg i.v. once a month for 3 months) and 
intravenous immunoglobulin (20g/d for 5 days) 
were subsequently administered. Her APTT 
gradually normalized and bleeding was con-
trolled at POD 14. After a month, we noted fewer 
than 10 bullae, APTT normalized (26 seconds), 
the factor VIII level climbed back up to 125%, 
and we could no longer detect anti-factor VIII 
inhibitor. The coagulation profile was normal. 10 
months after the first onset of AH, the patient 
was followed up with complete remission. She 
reported no spontaneous bleeding episodes. 
She remained on tapering doses of corticoster-
oids (prednisone 15mg/d) as treatment for BP 

18 months after the first onset of AH. 
 
Discussion 

 
Bullous pemphigoid is a chronic, autoimmune, 
subepidermal, blistering skin disease that rarely 
involves mucous membranes. Bullous pemphi-
goid is characterized by the presence of immu-
noglobulin G (IgG) autoantibodies specific for 
the hemidesmosomal bullous pemphigoid anti-
gens BP230 (BPAg1) and BP180 (BPAg2). The 
association of BP with some other diseases, 
such as psoriasis vulgaris and vitiligo, 
squamous cell carcinoma, has been mentioned 
before [5.6]. Autoantibodies against factor VIII 
are an extremely rare complication during BP. 
The etiology of AH remains unclear. There are 
several hypotheses proposed to explain the rela-
tionship between BP and AH [4]. The serum anti-
factor VIII antibody may interact with the central 
collagen-like part of the BPAG2 protein because 
there is sequence homology between epitopes 
on factor VIII and the BPAG2 collagen XVII do-
main. AH should be suspected in patients who 
have never had any signs of bleeding tendency 
earlier. In contrast to classical hemophilia, 
spontaneous bleeds to joints are rarely ob-
served in the course of AH. Easy bruising with 
extensive enlargement, muscle hematomas and 
profuse bleeds after trauma and surgery are the 
most common symptoms [7]. Extraordinary 
bleeds may also occur elsewhere as in the gas-
trointestinal tract, the retroperitoneal space. 
Severe bleeds may be life-threatening. The typi-
cal findings of acquired hemophilia are that the 
activated partial thromboplastin time (APTT) is 

Figure 1. (A) Lesional skin biopsy specimens reveal a subepidermal blister, Perivascular and interstitial infiltrate of 
lymphocytes and eosinophils in the upper part of the reticular dermis. (B) Direct immunofluorescence study per-
formed on skin biopsy specimen shows a linear band of immunoglobulin G deposit along the dermoepidermal junc-
tion. (C) Direct immunofluorescence study performed on skin biopsy specimen shows a linear band of C3 deposit 
along the dermoepidermal junction. 
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prolonged and factor VIII level is decreased but 
the thrombin times, prothrombin times, the 
platelet count and function are normal[8]. Early 
diagnosis is extremely important, because, al-
though it is a rare condition, it is also extremely 
severe and has high mortality. 

 
Treatment should be focused on controlling the 
immediate bleeding episode and suppressing 
the immune reaction against the coagulant fac-
tor. Immunosuppressive agents can be used, 
such as corticosteroids, cyclophosphamide, 
azathioprine, ciclosporin, or high dose immu-
noglobulin [7]. It has become clear that rituxi-
mab may be a valuable agent in managing ac-
quired hemophilia [7.8]. Oral corticosteroid 
drugs also are the primary treatment for BP. 
Severe bullous pemphigoid can also require 
immune-suppression drugs such as azathio-
prine, cyclophosphamide. This case report 
shows a female patient with autoimmune dis-
ease who has developed acquired hemophilia 
and has been successfully treated with a combi-
nation of fresh frozen plasma, human factor VIII, 
methylprednisolone, cyclophosphamide, and 
intravenous immunoglobulin. Our patient re-
sponded well to immunosuppressive therapy. 
 
In summary, AH is caused by autoantibodies (so
-called inhibitors) to coagulation factors (mostly 
Factor VIII). Patient can be often identified by a 
history of unexplained bleeding episodes and by 
a prolonged APTT. Because bleeding is often 
severe, a prompt and accurate diagnosis of bul-
lous pemphigoid associated with acquired he-
mophilia is necessary in order to provide ade-
quate therapy.  
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