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ABSTRACT

Acquired factor VIII deficiency is a very rare bleeding disorder and can be life threatening and most

physicians are not aware of it. This disorder should be suspected if a patient with no prior history of

bleeding presented with spontaneous bleeding and unexplained prolonged activated partial thrombo-

plastin time (aPTT). We report a case of a 73-year-old man who presented with spontaneous bleeding

secondary to acquired Factor VIII deficiency.
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INTRODUCTION

Acquired factor VIII deficiency or acquired
haemophilia A is very rare bleeding disorders
caused by autoantibodies against clotting fac-
tor VIII. ¥+ 57 These autoantibodies referred
to as “inhibitors”, leads to reduce the factor
VIII and its subsequent pro-coagulant activi-
ties. 2 The incidence is reported to be be-
tween one and four cases per million popula-
tions per year. '* The distribution is biphasic
with predominant peak of patients over the
age of 60 years old. There is no difference in

incidence between sexes reported. 1

Approximately 50% of the cases are
idiopathic. % 3 However, this disorder can be
associated with malignancies, other autoim-

mune diseases, postpartum state, infections
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and medications (e.g. penicillin, phenytoin,

4 (Clinical features include

methyldopa).
spontaneous bleeding into skin, muscles, soft
tissue, epistaxis, gastrointestinal bleeds or
urogenital bleeds. ! Severe bleeding can oc-
curs in up to 90% of the affected individuals
and this contribute to the high rate of morbid-
ity and mortality. * In contrast to congenital
haemophilia, haemarthroses is uncommon in
acquired Factor VIII deficiency and is also
very rare for patient to present with intracer-

ebral haemorrhage. 13

We report a rare case of acquired
haemophilia A in a 73-year-old man who pre-
sented with multiple spontaneous haemato-

ma.

CASE REPORT

A 73-year-old Malay man presented to the
Emergency Department with spontaneous
haematoma of the right shoulder of three
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days and spontaneous haematoma on the left
thigh a day before presentation. His past his-
tory was relevant for type 2 diabetes mellitus,
hypertension and dyslipidaemia. His medica-
tions consisted of gliclazide 160mg BD, aspi-
rin 100mg OD, atenolol 50mg OD, enalapril
10mg OD, metformin XR 1gm OD and
atorvastatin 20mg OD.

On presentation, the full blood count
revealed anaemia of 7.8g/dL (normal range of
12.5-16.3 g/dL) but otherwise normal white
blood cell count (WBC) of 8.7 x 10°%L (3.6-
10.0) and platelet count of 235 x10%L (150-
450). The coagulation profile showed pro-
longed activated partial thromboplastin time
(aPTT) of 75.1 sec (25.6-41.5), partially cor-
rected to aPTT to 44.7 sec with 50% correc-
tion study and normal prothrombin times of
11.7 sec (10.5-13.5) and INR of 1.04 (0.9-
1.5).

Acquired factor VIII deficiency was
suspected and the patient was transfused
with a unit of packed red blood cells and giv-
en Factor Eight Inhibitor Bypassing Agent
(FEIBA) at 100U/kg to control the bleeding.
Factor VIII and Factor IX levels which were
done prior to initiating treatment were low at
3.8% (50-150%) and 109.5% (65-150%)
respectively. In addition, Factor VIII inhibitor
was sent abroad and this was detected at 32
Bethesda u/ml. On the fifth day of admission,
oral prednisolone was started at 1mg/kg daily
along with cyclophosphamide at 100mg daily.

Hepatitis B and C serologies were non
-reactive. The autoimmune screen was sent
as well where ANA, dsDNA, extractable nucle-
ar antigen (ENA) and ANCA were all nega-
tives. Imaging that include a computed to-

mography scan of the thorax, abdomen and
pelvis excluded any malignancy but revealed

the left intramuscular pectus haematoma.

After two weeks of the treatment, the
aPTT reduced to 57.8 sec. He was discharge
home with follow up in the Haematology clin-
ic. On 19% day, the aPTT reduced to 42.7 sec
and went down to 35.3 sec on 34" days. The
prednisolone was planned to be tapered off
and cyclophosphamide for at least three

months.

DISCUSSION

Acquired Factor VIII deficiency is a very rare
autoimmune disorder and can be misdiag-
nosed and unrecognised. This can be fatal as
it has mortality rate of up to 33%. It is vital
to make a rapid diagnosis based on the clini-
cal finding and prolonged aPTT as the disor-
der carries high mortality. Hence prompt

treatment is important.

Due to rarity of this disorder, it can
be mistaken with other disorders with prolong
aPTT. Prolongation of the aPTT can be due to
either deficiency of clotting factors or the
presence of inhibitors to the clotting factors.
Mixing study will differentiate between these
two main causes. If the aPTT is corrected,
this is due to clotting factor deficiency. How-
ever, if the test is not corrected, this is due to
inhibiting factors, and it can be caused by
various disorders such as lupus anticoagu-
lants, von Willebrand disease (vVWD), heparin,
direct thrombin inhibitors and inhibitory anti-
bodies to factors VIII, IX, V or X. However,
lupus anticoagulant presents as thrombosis
rather than bleeding symptoms and this will
help to differentiate from this disorder. Ac-
quired factor VIII deficiency can be confirmed
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by performing Factor VIII level and by con-
firming the presence of Factor VIII inhibitors

by using the Bethesda assay. &

Approximately 50% of acquired factor
VIII deficiency cases are idiopathic. The next
common cause is the postpartum state, which
accounts for two to 21% of all the cases. This
typically presents between the third and 150%™
day postpartum with mean of 89 days. & In-
terestingly, the haemorrhagic potential is of-
ten low and the inhibitors often spontaneous-
ly disappear. ? In addition, the relapse rate of
preghancy-associated factor VIII inhibitors
appears to be lower. Other associated disor-
ders include autoimmune diseases such as
systemic lupus erythematosus, rheumatoid
arthritis, myasthenia gravis, multiple sclero-
sis, thyroid dysfunction, autoimmune haemo-
lytic anaemia, inflammatory bowel disease,
pemphigus and graft versus host disease
(GHVD). 2 In addition, they can present with
autoimmune disorder in 20% of patients.
Hence the autoimmune disorder needs to be

excluded.

The diagnosis should be suspected in
patients with no previous history of bleeding
disorder presenting with spontaneous bleed-
ing. The aPTT will always be prolonged with
normal prothrombin time (PT), normal inter-
national normalised range (INR), normal
platelets counts and normal von Willebrand
factors (VWF). The aPTT will not be corrected
in mixing study due to presence Factor VIII
inhibitor. ' The diagnosis is confirmed by low
Factor VIII level and the presence of Factor
VIII inhibitor. ¥* ° The inhibitor titre does not
directly indicate the severity or frequency of
bleeding symptoms, or mortality. However,
the titres are very useful as marker of the

efficacy of the inhibitor elimination.

The management of the disorder con-
sists of two very important aspects. First is to
control the active bleeding, and second to
eradicate the inhibitor by using immunosup-
pression. ' ¢ Usually the treatment of the
bleeding in acquired Factor VIII deficiency is
by using a bypassing agent and it has been
reported in several literatures that bypassing

agent is proven to be more effective.™*?

Available bypassing agents include
recombinant activated factor VII (rFVIIa No-
voseven) and activated prothrombin complex
concentrate (aPCC, Factor Eight Inhibitor By-
passing activity-FEIBA). Both agents have
been reported to have similar rates of bleed-
ing control and overall efficacy rate. * Due to
risk of fatal bleeding, Factor VIII inhibitor
needs to be eliminated urgently by using im-
munosuppression for normalisation of haemo-
static function and prevention of the risk of
haemorrhage. The aim of the treatment is to
reduce the inhibitor titre. The existing recom-
mendations include corticosteroid in combina-
tion of cyclophosphamide. 3 Other treatments
available to eliminate the inhibitor include
rituximab, high dose intravenous immuno-
globulins, exchange plasmapheresis, calcineu-
rin inhibitors (e.g. cyclosporine), azathioprine
or vincristine. * However, the best available
treatment reported is the combination of cor-
ticosteroids and cyclophosphamide. 3

Immunosuppression is the mainstay
treatment. Current recommendation consists
of corticosteroids in combination with other
cytotoxic agents (i.e. cyclophosphamide, cy-
closporine, azathioprine and vincristine). The

combination of corticosteroids and cyclophos-
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phamide is effective in eradicating the Factor
VIII inhibitors in up to 70% of patients with
acquired Factor VIII deficiency. 1° It was also
reported that corticosteroids alone achieved
58% to 76% of inhibitor eradication and 77%
to 89% in combination therapy of corticoster-
oid and cytotoxic agents. 8 However the over-
all survival is similar in both group and this
most likely due to the side effects of the cyto-
toxic agents (e.g. infection).

Rituximab, a chimeric human mono-
clonal antibody targeting the CD20 antigen on
B-cell surface has been reported to be effec-
tive in reducing the inhibitors titers in pa-
tients not responding to prednisolone and
cyclophosphamide. ' It is reported to be ef-
fective in 42% to 87% of the cases with good
safety profiles. ® However, there are currently
no randomised control trials to assess it effi-
cacy due to rarity of this disorder.

Another treatment that is reported to
be of some benefit is intravenous immuno-
globulin (IVIg). * ' Complete remission can
be achieved in 10% to 25% of cases in very
low titre inhibitors only. ® However, the re-
sponds are variable, with decline in the inhibi-
tors seen within several days to weeks or
months. In addition, treatment often required
multiple courses. Therefore, IVIg is not rec-
ommended to be used as first line treatment.

In conclusion, acquired Factor VIII
deficiency is a very rare condition and the

clinical suspicion should be high in patients
presenting with spontaneous bleeding and
prolonged aPTT. The subsequent management
is vital as this disorder can be life threatening
if not suspected earlier.
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