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Abstract

Acquired hemophilia is a low-prevalence disease that is difficult to diagnose. It is of
great importance to the health system because of the severity of and high costs related
to its complications. It is characterized by the occurrence of spontaneous or traumatic
hemorrhagic manifestations in different sites of the body, which are considered vital
or potentially disabling emergencies due to the damages that they cause in various
organs and the associated high mortality. We present the case of a male patient who
developed acquired hemophilia A, associated with an infectious disease. The patient
was managed until he achieved total reduction of the inhibitor titers at the Medicarte
IPS (Instituciones Prestadoras de Servicios de Salud, in Spanish [Health Providing

Institutions]), Medellin, Colombia.
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Introduction

Acquired hemophilia (AH) is a rare disease with an estimated
prevalence of 1.48cases/million people/year and a mortality rate
of 9-22%, according to data obtained in the United Kingdom in a
hemophilia surveillance study.! Unlike congenital hemophilia, in
which the presentation is exclusive to men, AH has no gender bias. It
is characterized by the occurrence of spontaneous bleeding in different
sites of the body, with rare hemarthrosis and muscle bleeding. Family
history has not yet been associated with the development of the
disease.?

The diagnosis of AH is suspected in patients presenting
spontaneous bleeding or bleeding with minimal trauma, with
no family or personal history of coagulopathy. In the diagnostic
algorithm, a PTT (Partial Thromboplastin Time) mixing test must be
performed; a weak correction or no correction indicates AH. Then,
the Russell’s viper venom time (RVVT) is requested; a negative result
indicates AH. From there, the level of inhibitor against factors VIII or
IX is determined, confirming the diagnosis of AH. These results are
accompanied by a decrease in the levels of coagulation factor VIII
or IX. For the particular case, factor VIII deficiency is designated as
acquired hemophilia A (AHA).>?

The clinical features and manifestations of the alloantibodies known
as inhibitors in congenital hemophilia differ from the autoantibodies
or inhibitors of AH.>* Soft tissue bleeding predominates in AH and
is associated with the presence of other conditions or diseases.’*
Autoimmune diseases such as rheumatoid arthritis, systemic lupus
erythematosus (SLE), and thyroid disease have been associated with
AH. In turn, an association has been established with factors such as
postpartum, neoplasias, infectious diseases, and some drugs.>

Acute bleeding in patients with AH is considered an emergency
because of the high associated mortality. In different studies, between
8 and 22% of patients have died from bleeding."”® The management
of bleeding events includes bridge therapy as the first line of
treatment. The use of bypass agents such as recombinant activated
factor VII and activated prothrombin complex derived from plasma
are recommended.>®!® Other recommendations include avoiding
invasive procedures, including combination therapies, such as the
use of immunoglobulins and tranexamic acid, although the results are
mixed.>®

Case presentation

This case was a 67-year-old male patient with no family or personal
history of coagulopathies, with a clinical presentation of right side
pain associated with dyspnea and occasional fever since December
2014. A contrast chest computed tomography (CT) was performed
that reported right pleural effusion accompanied by multiple nodular
lesions in the right lung field and a mass in the apical region with
dimensions of 5x9.4x8cm. A pleural biopsy was performed without
hemorrhagic complications, with a report of chronic caseating
granulomatous inflammation. The polymerase chain reaction (PCR)
report was negative for tuberculosis, but there was a high suspicion
of carcinomatosis.

After 4months, the patient began to show clinical manifestations
of ecchymosis in the neck and lower limbs. PT (prothrombin time)
was reported as normal, and PTT (partial thromboplastin time)
was prolonged at triple the level of the control. The diagnosis of
coagulopathy was established, and AH was suspected, which was
then confirmed by obtaining the level of inhibitors at 16BU (Bethesda
Units). Specific management was not initiated at the beginning.
A slow evolution was observed. Studies were again initiated that
documented changes suggestive of chronic hepatitis without signs of
cirrhosis or cervical and mediastinal lymphadenopathies accompanied
by persistent pleural effusion. A cervical lymph node biopsy was
performed, resulting in areport of chronic granulomatous inflammation
with caseification necrosis and negative immunohistochemical
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markers for malignancy, suggestive of tuberculosis. Management
with bypass agents was initiated prior to performing the lymph node
biopsy, and 4 applications of FEIBA® were received before the biopsy.
Postoperatively, hematoma was found in the neck with obstruction of
the upper airway, which required orotracheal intubation and transfer
to the intensive care unit (ICU). During the ICU stay, bypass therapy
was initiated with NovoSeven® as follows: 4mg every 2hours for
lday, then 4mg every 3hours for 2days; hemostasis control was
achieved, followed by subsequent discharge and outpatient follow-
up for tuberculosis management and no treatment for inhibitors, only
watch and wait care.

In July 2015, the patient was admitted to the program for patients
with hemophilia at Medicarte. The medical management was
monitored by a hematologist and the clinical laboratory, without
pharmacological intervention. During the follow-up, there was a total
reduction of the inhibitor titers and an increase of factor VIII levels
up to a safe range (Table 1). No spontaneous bleeding occurred during
follow-up.

Table | Clinical laboratory follow-up

Date Factor VIII levels (%) ::1 ahclf:::;'s' '(BU)
April 21,2015 0.6 16.4

July 16,2015 5 No data
October 08,2015 15 0

January 28,2016 58 0

Source: Clinical history

Discussion

At present, three cases of AHA-associated pulmonary or extra
pulmonary tuberculosis have been documented. The established
treatment method involved plasmapheresis or immunosuppression,
with successful results.!"! In the case presented, there was evidence
of an improvement in factor VIII levels and the disappearance of
inhibitor titers during the anti-tuberculosis treatment, without the need
for additional measures. Bypass therapy was only required during
the invasive procedures that were performed for the diagnosis of the
underlying disease.

In our setting, there may be a higher number of cases of acquired
hemophilia associated with infectious diseases, particularly
tuberculosis, due to the high prevalence of TB, which was 33 cases
per 100,000 inhabitants in 2014.'* However, it is not diagnosed more
often because of difficulties in accessing medical care and because of
the ignorance of the existence of such a pathology and its associations
with other diseases by health personnel.

The treatment of AHA is based on two main objectives: the
management of acute bleeding and the elimination of inhibitors.>®
Several therapies for the elimination of inhibitor titers have
been recognized so far, without a standard management guide
being established. First-line treatment includes pharmacological
management, in combination or alone, using immunosuppressant’s
with steroids, rituximab, cyclophosphamide, and calcineurin
inhibitors;>*>"1® the use of immunoglobulins;' and control of the
underlying pathology.® Even spontaneous remissions have been
documented.”!

The development of inhibitors is an uncommon condition.
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Consequently, recommendations derived from studies have been
limited. Thus, the management is based on the conclusions of a
few studies and the opinions of experts. In the case presented, the
resolution of AHA was the result of the control and management
of the infectious disease. The use of bridge therapy with the bypass
agents was limited only to the diagnostic procedure. The lack of
microbiological isolation of tuberculosis is possibly explained by
the association between tuberculosis and sarcoidosis because it is
considered a representation of a spectrum of the same disease.” After
the initiation of the anti-tuberculosis treatment, an adequate clinical
response was observed, with the disappearance of lymphadenopathies
and resolution of the AHA.

Conclusion

When facing a case of AH, it is necessary to initiate tests in
search of underlying pathologies. The treatment should focus on
the control and management of the associated pathology, without
the need to resort to expensive and/or higher risk therapies, such as
immunosuppressive therapies and the use of biological agents, which
should be used in the management of the bleeding or in preparation
for performing invasive procedures. More studies of this pathology
are required because the recommendations are still unclear due to the
low incidence and prevalence. The objective should be focused on
providing information to the specialist that permits decision-making
regarding the diagnosis and treatment.
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