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Nuances in the management of
acquired hemophilia A in an elderly
patient with large granular
lymphocytic leukemia

TO THE EDITOR: Acquired hemophilia A (AHA) is a rare
(1-4 cases/million/yr) often underdiagnosed bleeding dia-
thesis caused by polyclonal neutralizing immunoglobulins
(IgG1 and IgG4) that block the interaction of factor VIII
(FVIII) with factor IX, phospholipids and von Willebrand
factor. Although it could be idiopathic, it has been described
in association with various autoimmune disorders, preg-
nancy, blood and solid organ malignancies, and certain
drugs. Lack of clear treatment guidelines and poor prognosis
(mortality, 8-22%) makes AHA an object of concern for
clinicians [1]. We discuss the case of a patient with large
granular lymphocytic leukemia (LGLL) who presented with
acute onset of bleeding and was diagnosed with AHA. To
our knowledge, this association has only been reported once
in the literature [2]. The nuances in managing AHA with
the available hemostatic products and immunosuppressive

therapies are also explored.

An 82-year-old man diagnosed with LGLL two years ear-
lier for which he was being observed, presented with ex-
tensive non-traumatic bruising of both hips and the left
side of the chest wall. His hemoglobin on admission was
9.9 g/dL which progressively decreased to 7.4 g/dL. The
platelet count (184,000/uL) and absolute neutrophil count
(5.5x10°/L) were normal. Hemoglobin level briskly fell to
6.5 g/dL after a single bout of rectal bleed despite performing
one-unit blood transfusion. The patient had a history of
multiple vascular comorbidities, such as coronary artery
disease, bilateral iliac artery occlusions, and left partial car-
otid artery occlusion, which were corrected by percutaneous
cutaneous intervention, aortoiliac vascular graft, and endar-
terectomy, respectively. Aspirin and clopidogrel started for
these vascular comorbidities were discontinued. The acti-
vated partial thromboplastin time (aPTT) was elevated (80
s) and was not corrected on 1:1 mixing study with normal
plasma. The prothrombin time was normal while circulating
FVIII inhibitor level was 15 Bethesda Units (BU), suggestive
of AHA. Lupus anticoagulant, Coombs test, and disseminated
intravascular coagulation workup were negative; however,
FVIII levels were found to be markedly reduced (less than
2%) leading to a diagnosis of AHA. Due to the patient’s
age and vascular comorbidities, the use of bypassing agents
such as rFVII or FVIII inhibitor bypass activity for hemo-
stasis was avoided as there were concerns for thrombotic
risk. Initially, the patient was administered 6,000 units of
porcine FVIII to achieve 30% of plasma FVIII activity.
Further, the dose was titrated to 200 units/’kg to achieve
50% activity. He was simultaneously treated with im-
munosuppressive therapy using prednisone (1 mg/kg/d), cy-
clophosphamide (100 mg/d), and rituximab (375 mg/mz/vvk
for 4 wk) to reverse the inhibitor. When he visited our
outpatient clinic for the last dose of rituximab, FVIII was
up to 19% and FVIII inhibitor had reduced to 4 BU (down
from 15 BU). He did not have any clinically overt bleeding
at that time, suggesting partial remission.

AHA typically presents with acute onset of bleeding with-
out any prior history of coagulopathy in a bimodal age
distribution of 20-30 years and 60-80 years, respectively.
Nearly half of the cases are idiopathic while the rest are
associated with autoimmune conditions, malignancies, and
drugs. It has also been described in pregnancy, particularly
in the postpartum setting. Clinically, 80% of cases with
FVIII antibodies present with skin, soft tissue, and mucosal
bleeds. This is different from congenital FVIII deficiency
which typically presents with hemarthroses [1]. Although
the spectrum of bleeding in AHA ranges from minor super-
ficial to gastrointestinal, urological bleeding, and retro-
peritoneal hematomas, in 90% of cases, it strongly tends
towards the latter life-threatening type of bleeding [1]. AHA
diagnosis requires a sound history corroborated with lab
findings, a prolonged aPTT not corrected on mixing with
normal plasma, FVIII assay, and a circulating inhibitor of
FVIII [3, 4].
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LGLL is a lymphoproliferative disorder that is known
to be associated with autoimmune conditions, such as rheu-
matoid arthritis and Sjogren's syndrome. To our knowledge,
it has only been reported once in association with AHA.
This case would be the second of such report of LGLL
as a potential cause of AHA [2]. While our predecessors
managed bleeding using bypassing agents, our choice varied
based on the patient's age and comorbidities [2].

Hemostasis in AHA can be achieved by administering
FVIII bypassing agents in the form of recombinant activated
factor VII (rFVIIa) or activated prothrombin complex con-
centrate (aPCC) which can generate thrombin in a
non-physiologic fashion, independent of FVIII. A practical
limitation of these products is that their activity cannot
be monitored with standard coagulation assays and they
carry an increased risk of thrombosis, particularly in older
individuals with vascular co-morbidities. Recombinant por-
cine FVIII (rPorcine FVIII) is an alternative hemostatic
agent for AHA since it is quite different from human FVIII
and is not recognized by the autoantibody in most cases,
thus allowing the coagulation cascade to proceed in a normal
physiologic fashion. An advantage of this is that it can be
measured by checking FVIII activity, thereby allowing it
to be measured to maintain an activity that minimizes the
risk of both bleeding due to sub-therapeutic levels and
thrombosis from supra-therapeutic levels. Due to this, we
prefer rPorcine FVIII over bypassing agents especially in
older patients with cardiovascular comorbidities [3]. While
there are no head-to-head comparison studies between the
two, the decision is usually based on the availability, prior
case-to-case experience, and economic considerations.

Immunosuppressive therapy (IST) is recommended in all
adults with AHA to achieve FVIII inhibitor eradication
as the bleeding-related morbidity and mortality is substantial.
In multiple studies and meta-analyses, it was found that
combination IST (corticosteroids, cyclophosphamide, and
rituximab) was superior to corticosteroids alone [3].

Our patient had LGLL as a potential underlying trigger
for the development of AHA. Usually, this is an indolent
neoplasm not requiring specific management other than
watchful observation. However, concurrence with AHA and
the patient’s age necessitated chemotherapy with cyclo-
phosphamide. Other instances where LGLL requires treat-
ment are severe neutropenia (absolute neutrophil count or
ANC<0.5><109/L), moderate neutropenia (ANC>O.5><109/L)
with superinfections, autoimmune conditions needing treat-
ment, and transfusion-dependent anemia [5].

In summary, our case is the second report in the literature
on AHA occurring in association with LGLL. Also, the dis-
cussion of our therapeutic choice for hemostasis presents
nuances in the management of AHA in the elderly and
those with cardiovascular comorbidities.
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An illustrative case of B-cell
prolymphocytic leukemia

TO THE EDITOR: B-cell prolymphocytic leukemia (B-PLL)
is an extremely rare malignancy (<1% of B-cell leukemias)
[1, 2]. Given a wide array of differential diagnoses, establish-
ing the correct diagnosis is challenging [3]. Histomorpho-
logical evaluation of the peripheral blood (PB) smear and
diligent interpretation of the immunophenotype of lympho-
cytes by an expert pathologist are essential for the diagnosis
of B-PLL. In this report, we describe the case of a patient
with B-PLL, discuss the diagnostic possibilities, and briefly
review the relevant literature.

A 65-year-old man presented to our hospital in August
2019 with the complaints of fever and left upper abdomen
pain for 6 months. General examination showed pallor.
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