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Abstract 

Acquired hemophilia A (AHA) is a rare and severe bleeding disorder characterized by the development of 

autoantibodies against factor VIII. There is no previous study published in our country for AHA. The aim of this 

study that to describe the clinical symptoms, diagnostic criteria and treatment strategies in patients with AHA in the 

south of Tunisia. We retrospectively collected all patients diagnosed with AHA in the Department of Hematology of 

Hedi Chaker Hospital (Tunisia) from 2000 to 2017. The diagnosis was established in the presence of clinical 

hemorrhagic features associated with the isolated prolongation of the activated partial thromboplastin time (APTT), 

not corrected after two hours by incubating patient plasma with equal volumes of normal plasma, and with factor 

VIII less than 50%. We collected five patients with AHA in the South of Tunisia. There were 4 females and 1 male 

with the median age of 32 years old. The median FVIII C was 7% and the median value of FVIII inhibitor was 11 

UB. The most common clinical symptoms were post-partum hematoma in 3 patients (60%), extensive cutaneous 

hematoma in one patient and hemorrhagic tooth extraction in one patient. All patients were treated in first-line 

therapy with bypassing agent FVIIa with successful response in 80% of cases. The first-line treatment of bleeding in 

AHA requires a bypassing agent and the optimal therapeutic strategy to eradicate the inhibitor include 

immunosuppression with corticosteroids alone or corticosteroids in combination with cyclophosphamide. 
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1. Introduction 

Acquired hemophilia A (AHA) is a rare and severe bleeding disorder characterized by the development of 

autoantibodies against factor VIII [1, 2]. This bleeding disorder should be suspected in subjects with unexplained 

frikha_imen@yahoo.fr


Arch Clin Med Case Rep 2019; 3 (5): 289-294    DOI: 10.26502/acmcr.96550094 

Archives of Clinical and Medical Case Reports    290 
 

hemorrhage and no personal or family history of bleeding. It remains idiopathic in almost half the cases, as in other 

cases, various etiologies are responsible, including some autoimmune diseases, peripartum, malignant disorders and 

others [2, 3]. Acute bleeding episodes can be very serious and rapid hemostatic control is necessary to reduce 

morbidity and mortality. Therapeutic intervention has a dual purpose, fight against bleeding manifestations and 

eradicate antibodies. In this paper, we describe the clinical symptoms, diagnostic criteria and treatment strategies in 

five patients with AHA treated in the hematology department of Hedi Chaker Hospital of Sfax, Tunisia. 

 

2. Methods 

We collected data from all patients diagnosed with AHA in the Department of Hematology of Hedi Chaker Hospital 

(Tunisia) over 18 years, from 2000 to 2017. Their clinical and laboratory data were reviewed. AHA cases were 

diagnosed based on the clinical details (bleeding manifestation with sudden onset, no history of inherited bleeding 

disorder, and no history of treatment by anticoagulant) and on data for screening coagulation tests. These tests 

showed the following results: 

 

• Prolonged activated thromboplastine time (APTT), not correctable with normal plasma after 2 hours 

incubation at 37° with normality of other tests.  

• Reduction of functional factor VIII, with normality in the remaining factor.  

• The absence of lupus anticoagulant. 

 

We should indicate that we have used Bethesda-Nijmgen method to quantify the inhibitor, and it has shown the 

presence of anti FVIII inhibitor ≥ 0.6 BETHESDA/ml unit.  

 

3. Results 

Five patients were diagnosed with acquired hemophilia A between 2000 and 2017. There were 4 females and 1 male 

with the median age of 32 years old (range 19-91). In laboratory testing, all patients had prolonged APTT, normal 

PT and decreased FVIII activity (FVIII C). The median FVIII C was 7% (1%-10%) and the median value of FVIII 

inhibitor was 11 UB (range 2- 118 UB). The most common clinical symptoms were post-partum hematoma in 3 

patients (60%), extensive cutaneous hematoma in one patient (Figure 1) and hemorrhagic tooth extraction in one 

patient. Etiologic inquiry showed in only one patient cholestasis and hepatic cytolysis with presence of anti-

mitochondrial antibodies, which is in favour of primary biliary cirrhosis (Table 1). All patients were treated with 

bypassing agent FVIIa at one dose of 90 µg/kg. Four of our patients (80%) received at the same time a corticosteroid 

(dose=1 mg/kg/day) alone for immunosuppressive therapy and one patient received cyclophosphamide (dose=1 

mg/kg/day) in combination with a steroid. These treatments stopped the hemorrhage for 4 patients and one patient 

died of fatal bleeding. Among the 4 survival patients, the response at one month of the bleeding episode was 

favorable for 3 of them with normalization of hemostasis abnormalities (APTT, FVIIIC). 
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Patient 

N° 
Age/sex 

Clinical 

presentation  

APTT 

(Second) 
FVIIIC 

F VIII inhibitor 

assay (BU) 
Etiology  

1 48/M 
Hemorragic 

tooth extraction 
62/30 3,8% 11 

Primary biliary 

cirrhosis 

2 19/F 
Vaginal hematoma 

J2 Post partum 
87/30 7% 64 Postpartum 

3 26/F 

surgical wound 

hematoma 

J15 post partum 

59/30 9,6% 6 Postpartum 

4 91/F 

Extensive sub-

cutaneous 

hematoma 

41/28 1% 118 Idiopathic 

5 32/F 
Psoas hematoma 

J10 post partum 
54/30 10% 2 Postpartum 

 

Table 1: Characteristics of acquired hemophilia A patients. 

 

 

Figure 1: Extensive purpura of a 91 year-old woman with acquired hemophilia A. 

 

4. Discussion 

Acquired hemophilia A is a rare condition (5 patients for 18 years in our study) caused by occurrence of inhibitor 

antibodies to factor VIII [2]. Hemophilia A is the most common subtype with estimated annual incidence around 1-

1.5 per million populations [2]. These diseases occur most frequently in elderly patients with a median age over 60 

years, at diagnosis [4, 5]. A second frequency peak has been described between the ages of 20 and 30 years in 

postpartum women [6-8]. The etiology of autoantibody development remains unknown. Some pathological 

conditions such as postpartum period [1, 5, 8-10], autoimmune disorders (systemic lupus erythematous, rheumatoid 

arthritis, Sjogren syndrome or thyroid disorders) [1, 5, 6, 10, 11], solid tumors and infections (hepatitis B and C 
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viruses) [5, 8, 9], seem to induce the AHA. However, in over 50% of cases, factor VIII autoantibodies are of 

idiopathic origin [1, 5, 12]. In our study the most frequent etiology was the postpartum period detected in 60% of 

AHA cases. Clinical manifestations of the acquired forms are bleeding into skin or muscles, hematuria, hematemesis 

or melaena, prolonged post-partum or post-operative bleeding, extensive cutaneous purpura and internal hemorrhage 

[1, 9, 13].  

 

The treatment goals for AHA include immediate control of bleeding, inhibitor eradication with immunosuppressive 

agents and treatment of any underlying disease. The first-line treatment of bleeding in AHA requires a bypassing 

agent [5-7, 10-13]. The two available treatments are recombinant activated factor VII (rFVIIa, Novoseven®) and the 

activated prothrombin complex concentrate (aPCC, Factor Eight Inhibitor Bypassing Activity-FEIBA®) [7, 11, 12]. 

In our study all patients were received in first line treatment a bypassing agent with r FVIIa underlying a good 

efficacy in 80%. In the literature, the overall efficacy rate of both bypassing agents (r FVIIa and FEIBA) was about 

90% [12, 13]. The optimal therapeutic strategy to eradicate the inhibitor is unknown, but the current 

recommendations include immunosuppression with corticosteroids alone or corticosteroids in combination with 

cyclophosphamide [6, 12, 13]. The treatment of acquired hemophilia is complex and associated with a mortality rate 

of around 10-20 % [5, 6, 10, 14, 15] due to occurrence of fatal hemorrhages such as one of our patients. 

 

5. Conclusion 

Acquired hemophilia A (AHA) is a rare and severe bleeding disorder characterized by the development of 

autoantibodies against factor VIII. The diagnosis was established in the presence of clinical hemorrhagic features 

associated with the isolated prolongation of the activated partial thromboplastin time (APTT), not corrected after 

two hours by incubating patient plasma with equal volumes of normal plasma, and with factor VIII less than 50%. 

The first-line treatment of bleeding in AHA requires a bypassing agent and the optimal therapeutic strategy to 

eradicate the inhibitor include immunosuppression with corticosteroids alone or corticosteroids in combination with 

cyclophosphamide.  

 

This topic is: 

• Rare disease 

• Diagnostic and therapeutic emergency 

• Improved prognosis by-passing agents. 

 

This study adds: 

• First study in Tunisia 

• Good response of by-passing agent 

• Optimal treatment similar than the literature. 
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