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Introduction

Acquired Hemophilia A (AHA) is a rare but serious bleeding
disorder caused by autoantibody (inhibitory) against factor 8 (FVIII).
The incidence of the disease is increasing with age, and is seen between
9-15/1,000,000 over 65 years of the age, while it is about 0.3/1,000,000
per year under 65 years of the age. The patient and his family usually do
not have any known bleeding diathesis [1,2]. The disease is idiopathic
in 40-50% of the cases, while many etiological factors play a role in
the remainder. The main etiological factors according to frequency
can be listed as; autoimmune diseases, malignancies (solid tumors,
hematological neoplasm’s), pregnancy, especially in the postpartum
period, drugs, vaccination and respiratory system diseases [1,2]. AHA
presenting with postpartum hemorrhage constitutes 6-21% of the all
cases [3].

Patients may present with bleeding in the skin, soft tissue, digestive
system, or urogenital system, and long-term bleeding after surgery.
The clinic is not correlated with FVIII level and inhibitory titer. If
there is a new hemorrhage in a person with a normal hemostasis
system, or in a case of isolated Partial Thromboplastin time (aPTZ)
prolongation without bleeding, the acquired factor deficiencies
should be examined [2].

The main cornerstones of treatment are bleeding control,
inhibitor eradication and treatment of the underlying disease [4].
FVIII-bypassing agents (recombinant factor 7 (r FVIIa), activated
Prothrombin Complex Concentrates (aPCC) are effective in acute
bleeding control and are recommended for the first-line treatment [5].
For the purpose of inhibitor eradication, steroids, cyclophosphamide,
azathioprine, rituximab, and other immunosuppressive drugs are
used and successful results are obtained. For complete response in
the eradication of inhibitor; it is aimed that the inhibitor titer <0.6
Bethesda Unit (BU) and FVIII activity>50% [2]. In life-threatening
situations, immunoadsorption and plasmapheresis can be used for
inhibitor elimination [6-8].

Postpartum AHA, compared to acquired haemophilias due to
other causes; it has a better prognosis with lower mortality rates (0-6%)
and higher complete remission rates (77-86%) [9,10]. Spontaneous
remissions are also reported, but there is a risk of recurrence in other
pregnancies [8,10].

Case Presentation

A 27 years old and 39 weeks pregnant woman was admitted
to the obstetrics gynecology clinic in June 2016. Approximately 20
units of erythrocyte suspension and 10 units of fresh frozen plasma
were given to the patient because of postpartum menorrhagia and
hypermenorrhea. In laboratory tests performed for bleeding, aPTZ
was prolonged with 83 sec. (n: 20-36 sec.), while in vitro bleeding
time and Von Willebrand Factor (VWF) levels were normal. In
Hemogram examination; leukocyte (10°/uL): 10,000, hemoglobin (gr/
dL): 6.9 and platelet (10°/uL): 325,000 seen. FVIII activity for isolated
a PTZ prolongation was found to be <0.4% and FVIII inhibitory titer
was too high to be measured.

Firstly, for bleeding control, rFVIIa was administered at
2*100IU/kg for 3 days. The patient’s vaginal bleeding was controlled
with rFVIIa support. On the other hand, oral steroid 1mg/kg/day
(60mg) was started. One week later, on the test results leukocyte:
11.300, hemoglobin: 11 gr/dL, platelet: 108.000 and aPTZ: 38 sec.
Were observed and the patient was discharged with 32mg methyl
prednisolone treatment. After Imonth, in the laboratory aPTZ: 45
sec, FVIIIL: 1.4% and FVIII inhibitory: low titer positive (1.1 Bethesda
Unit (BU)) were seen. Steroid dose was reduced to 16mg. The steroid
dose was gradually decreased and discontinued at the end of the third
month.

In September 2016, the patient presented with spontaneous
ecchymotic lesions in the lower extremity, aPTZ: 64 sec, FVIIL
0.6% and FVIII inhibitory titer: 3 BU were observed and 375mg/m?
weekly rituximab treatment was planned. After the approval of the
rituximab from the Ministry of Health, the patient was given 4 weeks
of treatment with the interruption of lactation. In December 2016 the
patient who did not have any complaints was found to have complete
response with aPTZ: 32 sec, FVIIIL: 58% and FVIII inhibitory: negative
results. On October 18, 2017 the patient’s second healthy baby was
delivered vaginally without any complications. Factor VIII level was
normal, aPTZ: 27 sec. and inhibitory level was negative in postpartum
examinations.

Discussion

AHA; is a rare but serious bleeding disorder with high morbidity
and mortality rates. In the presence of delay in diagnosis, insufficient
treatment and complications, mortality rates of up to 22% are
reported [11]. Early diagnosis and treatment is life saving.

Postpartum AHA is usually seen in the first pregnancy and
usually reported within the first 4months of the postpartum period.
Spontaneous remissions have been reported in patients with low
inhibitory titer [12]. In patients presenting with high inhibitory titer,
the inhibitor can persist for years and lead to the development of
autoimmune diseases therefore, the elimination of inhibitors with
immunosuppressive agents is important [13].
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For inhibitor elimination, steroid may be administered as a
single agent or in combination with other immunosuppressants
(cyclophosphamide, azathioprine, rituximab, etc). Rituximab is
often preferred and recommended because of good tolerability,
less incidence of side effects, rapid and high remission rates in
both first-line treatment and the absence of response with other
immunosuppressors.

In the studies, rituximab was frequently administered once
a week between 1-4 cycles and remission was achieved in about
2-3 weeks, while it was obtained in about 39-48 weeks with other
immunosuppressives [14,15]. Stasi et al. showed that response to
rituximab treatment was obtained after 3 weeks (between 3-12 weeks)
[16]. Recurrences of approximately 20% after immunosuppressive
therapy are usually seen about 7-9 months after the end of treatment
(1 week-14 months) [17].

In our patient, steroid was preferred as a single drug in the
first line treatment for inhibitor elimination which is too high to
be measured. After two months of treatment, almost complete
response was obtained. The steroid dose was gradually decreased and
discontinued at the end of the third month. Unfortunately nearly three
weeks after the discontinuation of the drug, the patient presented
with ecchymosis in the lower extremities and the recurrence of the
disease was observed by the detection of the inhibitor again. A total
of 4 courses of rituximab therapy for inhibitor eradication in relapsed
disease were applied and a complete response was obtained at the
end of the treatment. Ten months after the end of the treatment,
the patient performed her second healthy birth. The clinical and
laboratory findings of the patient were stable and no recurrence of
the disease has been observed in her follow-up till now.

In the treatment of postpartum AHA due to pregnancy, rituximab
is a successful treatment option with fewer side effects, higher
response rates and long-term remission. Rituximab is preferred and
recommended in order to protect the patient from cytotoxic drugs as
a first-line therapy agent and in patients with high inhibitory titers
who cannot respond to other immunosuppressors as a second-line
therapy agent.
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