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Abstract

Acquired hemophilia is a bleeding disorder caused by the develop-
ment of autoantibodies against plasma coagulation factors, most
frequently against the factor VIII, or type A. We report a case of a
69-year-old patient with rheumatoid arthritis for 6 years with ecchy-
moses, hematomas and macroscopic hematuria, diagnosed with ac-
quired hemophilia A secondary to rheumatoid arthritis, treated with
methylprednisolone, desmopressin, activated prothrombin complex
concentrate and cyclophosphamide, with remission.
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Introduction

Acquired hemophilia A, characterized by the presence of
autoantibodies against factor VIII, is a rare condition. This
condition is found in patients with autoimmune diseases,
hematologic and solid malignancies, postpartum period and
pharmaceutical products [1], being the cause of abundant and
potentially fatal bleeding.

There are several options for control and treatment of this
disease, such as desmopressin, factor VIII concentrate, acti-
vated prothrombin complex concentrate (APCC), recombinant
human factor Vlla, corticosteroids, cyclophosphamide and
rituximab, although to date, there is no gold standard therapy
defined. The most used treatment plan, when it is associated
with autoimmune diseases, is a combination of methylpred-
nisolone and cyclophosphamide. We describe the case of a
female patient with rheumatoid arthritis (RA) who presented
with a severe bleeding and was diagnosed with acquired he-
mophilia A.
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Case Report

The patient was a 69-year-old woman diagnosed with RA for
6 years (synovitis in small joints of the hands, knee and el-
bow and positive rheumatoid factor). Four months before the
hospital admission, she developed hematoma in her left leg
24 h after minor trauma with macroscopic hematuria and ec-
chymosis in trunk, upper limbs and face, seeking medical at-
tention without resolution of the condition, being admitted for
diagnostic workup and treatment.

On admission, the patient was in compromised state, ab-
dominal pain, bruising in hypogastrium (Fig. 1), dorsal re-
gion (Fig. 2) and limbs, melena and secondary osteoarticular
changes to RA (fingers buttoning and neck swan). However,
the patient had no signs of RA activity, with absence of pain,
swelling and heat in affected joints. In the initial tests (Tables 1
and 2), we noticed positive lupus anticoagulant, factor VIII de-
ficiency, presence of inhibitors against factor VIII, anemia, in-
creased activated partial-thromboplastin time (aPTT), hypoal-
buminemia, elevated C-reactive protein (CPR), and high ESR.

On the eighth day of hospitalization, the patient progressed
with worsening of pain in hypogastric with signs of peritonitis,
massive hematochezia, extensive hematoma in the upper limbs
after performing arterial puncture, and hemodynamic instabil-
ity (tachycardia and hypotension). Given the above facts, labo-

Figure 1. Ecchymosis on the hypogastric region.

Articles © The authors | Journal compilation © ] Hematol and Elmer Press Inc™ | www.jh.elmerpress.com
34 This is an open-access article distributed under the terms of the Creative Commons Attribution-NonCommercial 4.0 International License, which permits
unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited



Barbosa et al

J Hematol. 2016;5(1):34-37

Table 2. Serologic Tests

Test Reference Patient result

ANA Negative Negative

Anticardiolipin IGM <7 MPL U/mL 2.0 MPL U/mL

Anticardiolipin IgG <10 GPL U/mL 2.0 GPL U/mL

PT 10.7 seg/< 1.20 14.7/1.22

aPTT 29.2 seg/< 1.25 113.8/3.45

Lupus anticoagulant Negative Positive

Beta 2 glycoprotein [ [gG <15 U/mL 1 U/mL

Beta 2 glycoprotein [ [gM < 10 U/mL 1 U/mL

Factor VIII level 60-150% 1%

factor VIII inhibitor Negative Positive

Anti-CCP Inferior to 5.0 U/mL  652.6 U/mL
Figure 2. Ecchymosis in dorsal region. Rheumatoid factor Under 20 U/mL 92.5 U/mL

ratory tests were performed, which showed new worsening of
anemia (Hb: 5.7 g/dL) with maintenance of the enlargement
aPTT, and an urgent computerized tomography (CT) which
showed amorphous densification in the pelvic cavity, sugges-
tive of hematoma (Fig. 3).

With the hypothesis of acquired hemophilia and main-
tenance of spontaneous hemorrhagic manifestations, further
tests were required for laboratory diagnosis (Tables 1 and 2)
and it was decided to start therapy with methylprednisolone 1
g for three consecutive days. The patient presented good clini-
cal responses and improved bleeding. After clinical stabiliza-
tion, survey was conducted for tumors through imaging tests,
such as CT of chest, abdomen and pelvis, upper endoscopy,
mammography, thyroid ultrasound and colonoscopy, and labo-
ratory tests such as serum protein electrophoresis and also in-
vestigation for other immune-mediated diseases that could be
responsible for bleeding events.

Twenty days after corticosteroid therapy, patient devel-
oped new spontaneous hemorrhagic manifestations (upper

Table 1. Laboratory Data

limbs and back), severe anemia and new hematoma in the ab-
dominal wall, with factor VIII activity < 1%. The possibility
of treatment failure was admitted, requiring the use of APCC
and cyclophosphamide, progressing to improvement of hem-
orrhagic manifestations. The patient improved clinically, with
cessation of hemorrhagic manifestations, resolution of abdom-
inal wall hematoma (Fig. 4) and partial correction of the aPTT.
She was discharged after 3 months of hospital admission with
new factor VIII dosing (3.4%) and programming monthly dos-
es of cyclophosphamide.

Discussion

Acquired hemophilia is a rare bleeding disorder caused by au-
toantibodies directed against the presence of factor VIII [2].
The factor VIII inhibitors are polyclonal IgG that most com-
monly are linked to the C2 domains or, less frequently, against
the A2 and C3 domain of factor VIII molecule [3].

The incidence of acquired hemophilia A has been reported
between 1.34 and 1.48/million inhabitants/year in two recent

Test Reference Patient result

Hemoglobin 11.3-16.3 g/dL 5.1 g/dL

WBC 4,000 - 10,000/mm? 7,210/mm?

Lymphocytes 1,500 - 4,000/mm? 769/mm?

Platelets 150,000 - 450,000/mm?®  264,000/mm3

C- reactive protein < 5.6 mg/L 106 mg/L

ESR <20 mm 67 mm

Albumin Above 3.5 g/dL 2.8 g/dL

Sodium 135 - 145 mEq/L 137 mEq/L

Potassium 3.5-5.5mEq/L 3.0 mEq/L

Calcium 8.5-10.9 mEq/dL 8.2 mg/dL

Creatinine 0.5 - 1.3 mg/dL 0.5 mg/dL

PT 10.7 seg/< 1.20 15.1 seg/1.09

aPTT 29.2 seg/< 1.25 974 seg/2.9 Figure 3. Subaponeurotic hematoma before treatment (arrow).
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Figure 4. Subaponeurotic hematoma after the treatment (arrow).

studies conducted in the United Kingdom [4], probably under-
estimated because of the difficulty in diagnosis. A series pub-
lished by Green and Lechner in 1981 studied 215 patients with
acquired hemophilia A and concluded that 46% of patients
had idiopathic hemophilia, 18% associated with autoimmune
diseases, particularly systemic lupus erythematosus and RA,
7% associated with cancer, and the most common dyscrasia of
plasma cells and lymphoproliferative disorders; the solid ma-
lignancies were found to have a relationship with lung cancer,
prostate, colon, pancreas, among others, 5% related to the use
of drugs, particularly penicillin, 5% related to dermatological
disorders such as psoriasis, exfoliative dermatitis, and erythe-
ma multiforme, and 7% related to puerperio [1]. Other diseases
are also related to acquired hemophilia A, albeit with a much
lower incidence such as inflammatory bowel disease, asthma,
COPD, acute hepatitis B and C, multiple transfusions, multi-
ple sclerosis, temporal arteritis, autoimmune hemolytic ane-
mia, autoimmune Goodpasture syndrome, myasthenia gravis,
Graves’ disease, autoimmune hypothyroidism, and pemphi-
gus, with a total of 12% of cases [1, 4-6].

Generally, mucocutaneous and soft tissue bleeding is ob-
served in individuals of both sexes, being present in 80% of
patients with antibodies against factor VIII. Intramuscular se-
vere bleeding, hematuria, epistaxis, GIT bleeding and intracer-
ebral bleeding are also common clinical manifestations, which
are usually severe, requiring successive red blood cell transfu-
sions. The hemarthrosis, a typical manifestation of congenital
hemophilia, may also occur, but it is an unusual complaint, oc-
curring in approximately 4.9% of the cases. In selected cases,
only anemia can be evidenced due to occult bleeding.

A study of 65 patients showed that 53% had multiple ec-
chymosis and 42% had hematomas, 37% in soft tissues and
5% in the retroperitoneum. A proportion of patients with ret-
roperitoneal bleeding had a complication neuropathy, femoral
nerve compression hematoma; 28% of patients had bleeding
of mucous membranes, with 19% TGI related, 8% with the
urinary tract and intracranial 1%; 14% of patients had bleed-
ing manifested for a prolonged postoperative period and 2%
had hemarthrosis. Life-threatening bleeding is common and is
seen in about 9-22% of patients, while mild bleeding that has
no therapeutic intervention indication is seen in approximately

36 Articles © The authors | Journal compilation © ] Hematol and Elmer Press Inc™

30% of cases. Occasionally patients are diagnosed by routine
tests without clinical manifestations, and it is known that the
spontaneous resolution of the inhibitor occurs in 25% of cases.

Our patient had a prolonged aPPT with a normal pro-
thrombin time and a normal platelet count. A prolonged aPPT
with a normal prothrombin time may be due to a deficiency
or inhibition of any of the factors that are unique to the intrin-
sic pathway of the coagulation cascade, namely, factors VIII,
IX, and XI [7]. Since this patient had an acquired disorder, a
coagulation-factor inhibitor was much more likely to be re-
sponsible than a factor deficiency.

To distinguish between the presence of an inhibitor and a
deficiency state, coagulation studies should be performed with
a 1:1 mixture of the patient’s plasma and normal plasma. Nor-
malization of the aPPT is consistent with a factor deficiency,
whereas persistent prolongation of the aPPT indicates the pres-
ence of a factor inhibitor.

The decision on the initial treatment should always be
based on the severity of bleeding, and the title of the inhibitor.
The options used for treatment and control of bleeding include
the use of desmopressin, factor VIII concentrates, APCC and
recombinant human factor VIla (rFVIla) [8-11]. A retrospec-
tive analysis by Hay et al has demonstrated a 100% response
in patients with acquired hemophilia when rFVIla was used
as first-line treatment, and a response of approximately 75%
when it was used in a late phase of the disease [12].

A European study of 331 patients with acquired hemophil-
ia demonstrated the effectiveness of three treatments as initial
scheme: glucocorticoids; glucocorticoids plus cyclophospha-
mide; and glucocorticoids plus rituximab [13]. It was possible
to note a higher percentage of responses when glucocorticoids
were used as initial therapy associated with cyclophosphamide,
requiring shorter treatment time to achieve complete remission
of symptoms in the first two treatments compared to the third.

Rituximab has emerged as a promising agent for the eradi-
cation inhibitors in patients with acquired hemophilia A with
response accounting for 80-100% of cases [14, 15].

Conclusion

Acquired hemophilia, despite being an uncommon disease,
should always be suspected in patients with major bleeding
associated with the enlargement of aPPT, without alteration of
prothrombin time and platelet count. It is worth noting that
although the acquired hemophilia is most commonly found
in association with autoimmune diseases, cancer and postpar-
tum, because it is a disease with high morbidity and mortality,
carly diagnosis with an effective therapy is essential for a good
prognosis.
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