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Introduction

Acquired haemophilia A (AHA) is a rare cause of severe life-threatening bleeding
in the elderly. It is characterised by autoantibodies against circulating coagulation
factor VIII (FVIII) which impair the intrinsic coagulation system [1]. The diagnosis
of AHA should be considered in an elderly patient presenting with spontaneous
bleeding and isolated prolongation of the activated partial thromboplastin time
(aPPT). Prompt diagnosis, treatment to control severe bleeding and suppression
of inhibitors by immunosuppressive treatment is lifesaving. Up to half of the cases
are idiopathic. It has a bimodal distribution, with the first peak in women in the
postpartum period and the second among elderly patients, in whom it is commonly
linked with autoimmune disease, solid tumours and drug reactions [2]. In an
elderly patient with AHA, an underlying disease pathology should always be
considered, as the treatment of the coexisting disease will eradicate the inhibitors.
We report a patient who initially presented with AHA and was subsequently
detected to have a colonic carcinoma.

Case presentation

A 70-year-old, previously healthy male presented with a 4 days history of left
upper arm swelling and erythema which was initially managed as left upper-limb
cellulitis. However, the condition progressed despite antibiotic treatment and he
developed generalized extensive ecchymotic patches involving the upper chest
and lower limb. There were no other bleeding manifestations, such as haematuria,
gastrointestinal bleeding, haemoptysis or epistaxis. He denied any personal or
family history of a bleeding diatheses. There were no clinical features to suggest
an underlying autoimmune disorder.
On clinical examination, he was haemodynamically stable, yet severely paled. He
had multiple ecchymotic patches over the chest, upper limbs and thighs with
prominent left arm swelling and erythema. There was no evidence of
haemarthrosis. His cardiovascular, respiratory and abdominal examination was
essentially normal.
Laboratory investigation on admission revealed a haemoglobin of 6g/dl, a platelet
count of 233x109/L and a white blood cell count of 12 x109/L. The coagulation
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profile showed a prolonged aPPT of 65 seconds (30-40s) with a normal PT/INR
and bleeding time. Mixing studies were performed; however, aPPT failed to correct
with normal plasma. This supported the presence of a specific coagulation factor
inhibitor rather than a deficiency. Plasma factor VIII activity (FVIII:C) was found
to be as low as 32iu/dL (normal 50-150) and the FVIII inhibitor was 5.6 Bethesda
units/ml (reference range ≤0.50). Other clotting factors were normal. A diagnosis
of acquired haemophilia A was made.
He was symptomatically treated with a transfusion of 3 units of packed red cells
to correct the anaemia. Haemostasis was achieved with Factor VIII inhibitor
bypassing activity (FEIBA) 50U/kg/day, which was given for two days to bypass
the activity of the inhibitory autoantibody. He was given immunosuppressive
therapy in the form of high dose prednisolone 1 mg/kg/day (60mg) with tailing
off and cyclophosphamide 2mg/kg/day (100mg). The patient was discharged after
2 weeks with an aPTT of 45s and with resolution of the ecchymotic patches. There
were no new haemorrhagic manifestations during the hospital stay.
His aPPT was corrected on subsequent clinic follow up. He had undergone upper
and lower gastro endoscopy which were normal. Contrast-enhanced CT (CECT) of
the chest, abdomen, and pelvis revealed no abnormalities. His autoimmune
screening was also negative.
Eight months later, while on clinic follow up and treatment, the patient developed
severe loss of appetite, loss of weight, and a cough. Examination revealed left
cervical lymphadenopathy with bilateral axillary lymphadenopathy. Chest
radiograph revealed cannonball lesions. The CECT abdomen demonstrated a
thickened enhancing segment at the splenic flexure with multiple liver and lung
metastases and mediastinal lymph nodes. Left axillary lymph node histology
revealed a metastatic adenocarcinoma. The patient was diagnosed to have
metastatic colonic carcinoma and transferred to the cancer hospital for palliative
treatment.

Discussion

AHA is a potentially serious bleeding disorder with significant mortality and
morbidity. As indicated by PW Collins, the estimated annual prevalence is
1.48/million per year with over 80% being over the age of sixty years [3]. It is an
acquired autoimmune disease characterized by an autoantibody against FVIII
which inactivates it and increase its clearance from the blood. Unlike hereditary
haemophilias in which bleeding occurs into joints, AHA typically presents as the
sudden appearance of extensive cutaneous purpura, as found in our patient, or
internal haemorrhage, both of which are potentially fatal [3].
AHA must be considered in bleeding patients with isolated, prolonged aPTT with a
normal PT. The mixing test is a basic assay able to reveal the presence of inhibitors
of coagulation, in which the plasma of the patient is mixed with normal plasma in
a proportion of 1: 1. The patient’s inhibitors of FVIII will also inhibit the FVIII in
the normal plasma. Subsequently, quantitative coagulation factor assays should
be performed to reveal a reduced level of FVIII:C in AHA. The diagnosis is then
confirmed by a positive Bethesda assay [4].
The main aim in the treatment of patients with AHA is to control bleeding episodes,
initiate immunosuppression to eradicate inhibitors and treat the underlying cause,
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if any [5]. The first-line treatment to control bleeding in AHA is the use of a
bypassing agent, either recombinant factor VIIa, activated prothrombin complex
concentrate (aPCC) or FEIBA. To eradicate the inhibitor, corticosteroids alone
(prednisone 1–2 mg/kg/day for 4–6 weeks) or in combination with
cyclophosphamide (1–2 mg/kg per day for a maximum of 5 weeks) is
recommended. Rituximab is now available as a second-line drug for refractory
cases [6]. Therapeutic response is measured by evaluating the FVIII level which
should return to normal and inhibitor titres which should become undetectable.
It has been reported that 10% of patients with AHA have an underlying malignancy
[7]. It is unclear whether autoantibody development derives from the tumour
itself or whether cancer antigens share immunological cross-reactivity with FVIII.
AHA may be detected prior to the diagnosis of malignancy, as in our patient [8].
Since the patient had an advanced malignancy by the time he was diagnosed 8
months after the AHA diagnosis, it is very likely that the colonic carcinoma
developed around the same time that he was initially diagnosed with AHA. Hence,
it is important to follow up and exclude malignancies in these patients.

Conclusions

AHA should be considered in any elderly patient who presents with bleeding and
an isolated prolonged aPTT. The mixing test can be easily carried out in all
laboratories and will permit the identification of patients who require further
evaluation. Undetected malignancy can initially present as AHA. Therefore, the
physician needs to evaluate every case with close monitoring to detect an
underlying malignancy.
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