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Introduction  Acquired hemophilia (AH) is a sud-
den severe blood diathesis, caused by autoanti-
bodies that inhibit coagulation factor VIII (FVIII).!
The disease is estimated to develop in 0.2 to 1 pa-
tient per 1 million inhabitants.? The disorder is
idiopathic in 50% of cases, while the other cas-
es are associated with autoimmune conditions,
lymphoproliferation, cancer, pregnancy, or post-
partum period.® The diagnosis of AH is often de-
layed; therefore, mortality rates in these patients
are high and reach 22%.! The delayed diagnosis
is related to some specific characteristics of AH.
Firstly, both men and women may be affected by
the disease. However, the knowledge of hemophil-
ia among physicians is mostly based on the clas-
sic form of the disease, which commonly affects
male patients. Therefore, in the case of diagnosis
in women, few specialists take AH into consider-
ation. Secondly, diathesis develops suddenly in pa-
tients with AH without a history of hemorrhage.

The aim of this study was to present the diag-
nostic procedure and different treatment options
of AH based on a 13-year experience of the De-
partment of Haematooncology, Medical Univer-
sity of Lublin, Lublin, Poland.

Patients and methods  We retrospectively analyzed

patients with AH treated at our department from

2002 to 2015. During this period, a total of 9 pa-
tients with AH were treated: 4 men and 5 wom-
en (mean age 53 years; range, 29-74 years). All

patients provided their informed consent to par-
ticipate in the study. Laboratory tests were per-
formed to measure activated partial thromboplas-
tin time (APTT), FVIII activity, and FVIII inhibitor
activity (using the Bethesda method)'. To confirm

the presence of the inhibitor, the mixing studies

(based on APTT evaluation) were performed. The

baseline characteristics of the patients and labo-
ratory test results are presented in Supplemen-
tary material, Table S1.
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Results The most common manifestations of
the disease included extensive subcutaneous hem-
orrhages (6 patients) and intramuscular hema-
tomas (3 patients). FVIII inhibitor was detected
in all patients, and the mixing studies showed
no APTT correction. Eight patients received he-
mostatic treatment (patient 2 did not receive
the therapy because of mild bleeding).

The treatment strategy was based on the avail-
ability of blood products for patients with AH: 3
patients were treated with recombinant active
factor VII (xFVIIa), 1 female patient with acti-
vated prothrombin complex concentrate (aPCC)
as a monotherapy and one was treated first with
rFVIIa and then with aPCC.* In the other pa-
tients, desmopressin (a synthetic vasopressin
analogue), FVIII, and fresh frozen plasma (FFP)
were used. Patient 3 received FVIII concentrate
despite the fact that the inhibitor level was 16
BU/ml and she should have received bypassing
agents®; however, they were not easily available
at the time. Four patients (1, 5, 6, and 7) received
blood transfusion. All patients received immu-
nosuppressive therapy, including a glucocorti-
coid, intravenous immunoglobulin, cyclophos-
phamide, or azathioprine. After the administra-
tion of FVIII concentrate, the level of the inhib-
itor increased in patient 3 (to 31 BU/ml at day 2
of treatment). Immunotherapy was intensified
and the patient received high-dose dexametha-
sone, immunoglobulin, and cyclophosphamide.

In most patients (n = 5), immunosuppressive
therapy was well tolerated. Side effects occurred
in 4 patients. Inhibitor eradication was achieved
in all patients over a period from 3 weeks to 9
months. Complete remission, defined as FVIII ac-
tivity exceeding 50% and inhibitor eradication,
was achieved in all patients and lasted until the
end of follow-up. In patient 9, complete remis-
sion was achieved after 8 months and lasted 3
months until the inhibitor was again revealed



in laboratory tests (5.4 BU/ml) and FVIII activ-
ity dropped to 11.9% without any clinical symp-
toms. Immunotherapy was slightly intensified
and remission was achieved again after 6 months.
Remission was monitored by the assessment of
APTT and FVIII activity every 1 to 3 months dur-
ing the first year and then once or twice a year
(sometimes only APTT was evaluated). Only pa-
tients 4, 5, and 9 are still followed in the out-
patient clinic. Patient 3 moved to another city.
Other patients were lost to follow-up. The details
on hemostatic and immunosuppressive treatment
are presented in TABLE 1.

Discussion A sudden occurrence of hemorrhag-
ic diathesis in a man or woman without previ-
ous tendency to bleeding should raise the sus-
picion of AH, especially if laboratory tests show
an isolated prolonged APTT. In many cases of AH,
APTT is significantly prolonged (2- or 3-fold), but
caution is needed because sometimes APTT may
be only slightly prolonged (by 12-17 seconds, as
in patient 6).* Every prolongation of APTT should
be diagnosed.” Such results have to be interpret-
ed carefully, and these patients should not be ad-
ministered FEP to “correct the APTT value” and
undergo an invasive procedure. Such practice may
lead to fatal hemorrhage.*

According to the Polish' and international
recommendations,? as well as on the basis of
a case report by Hellmann et al,? the first-line
therapy for any active bleeding should involve
rFVIIa or aPCC. In our analysis, 5 patients were
treated according to this algorithm. In other pa-
tients, desmopressin, FVIII, and FFP were used.
These different treatment strategies resulted
from the fact that bypassing agents were diffi-
cult to obtain in Poland before 2010. Since 2012,
AH has been managed according to the National
Program for Treatment of Hemophilia and Re-
lated Bleeding Disorders financed by the Minis-
try of Health. The program was first introduced
in 2005, but it did not clearly define the proce-
dures for reimbursement of bypassing agents in
AH treatment; therefore, the bypassing agents
were not always available. Since 2010, the treat-
ment of these patients with bypassing agents
has been applied; thus, patient 5 was adminis-
tered aPCC. The treatment strategy in patients
1 to 4 was different because they had been diag-
nosed before 2010.

FFP is no longer used in the treatment of AH
due to its poor effectiveness. Patient 1 was giv-
en FFP because there were no other therapies
available.”® Patient 4 received desmopressin to
control bleeding. This drug is used for minor
bleeding episodes in patients with low inhibitor
titers (<2 BU/ml)." In 2008, in our department,
we could treat patients with AH only with FFP
or desmopressin. The main reasons for not us-
ing desmopressin was its unpredictable effica-
cy, tachyphylaxis, and numerous side effects, es-
pecially in elderly patients. Fortunately, our pa-
tient was a young female soon after childbirth

and without any severe concomitant disorders;
therefore, she was administered the treatment
and did not develop any side effects.

The treatment of bleeding is one of the two
main goals in the management of AH. The oth-
er goal is inhibitor eradication, which is achieved
through immunosuppressive treatment. The most
effective first-line treatment is the combination of
prednisone with cyclophosphamide,® which was
administered in most patients in this analysis.

The outcome of the AH treatment depends both
on antihemorrhagic treatment strategy and in-
hibitor eradication. Patient 1 was treated only
with FFP to control bleeding. After the admin-
istration of prednisone and cyclophosphamide
with the aim to eradicate the inhibitor, he final-
ly achieved remission. To eradicate the inhibitor,
patient 4 was given only prednisone because she
was a postpartum woman. Cyclophosphamide is
contraindicated in female patients or it should be
used with caution due to the risk of infertility.?
After FVIII administration, patient 3 had an in-
creased level of the inhibitor so the patient was
additionally treated with intravenous immuno-
globulin. The usefulness of intravenous immu-
noglobulin in the eradication of FVIII inhibitor
was investigated before. Only 10% of the inhibi-
tors were completely suppressed and only in pa-
tients with low inhibitor titers (<5 BU/ml).% Ac-
cording to Polish and international recommen-
dations intravenous immunoglobulin should not
be used as monotherapy in patients with AH."®

According to a report by Tiede et al,"” predic-
tors of a positive response in AH include a low
inhibitor level (<20 BU/ml), increased FVIII ac-
tivity (21 IU/dl), and a short period between
the appearance of the inhibitor and the begin-
ning of the therapy. In 3 of our patients (3, 4,
and 6), the level of FVIII inhibitor was low and
the activity of FVIII was higher than 1 IU/dl. Pre-
sumably, due to such results, all the 3 patients
achieved remission despite a slightly longer pe-
riod (4, 2, and 2 weeks, respectively) between
the occurrence of the symptoms and the begin-
ning of the therapy. In other patients, the best
predictor of a positive response was the possi-
bility of proper treatment administration im-
mediately after the diagnosis.

Conclusions Appropriate treatment introduced
immediately after the diagnosis of AH can cause
remission of the disease and save patients’ lives.
According to the presented results, the use of
bypassing agents (rFVIIa or aPCC) seems to be
the best treatment option.

Supplementary material Supplementary materi-
al is available with the article at www.pamw.pl.
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