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DESCRIPTION

Acquired Hemophilia (AH) and Plasma Cell Neoplasms (PCNs) 
are both rare and complex conditions that, when occurring 
together, pose significant diagnostic and therapeutic challenges 
[1,2]. The relationship between these two entities is not 
commonly recognized in clinical practice, and their co-
occurrence is often underreported. This article explores the rare 
association between acquired hemophilia and plasma cell 
neoplasms, with a focus on their pathophysiology, clinical 
presentation, diagnosis, and management [3-5].

Acquired hemophilia is a rare bleeding disorder characterized by 
the development of autoantibodies (inhibitors) against clotting 
factor VIII (FVIII), which is essential for proper blood 
coagulation. Unlike congenital hemophilia, which is inherited, 
acquired hemophilia typically manifests in adulthood and is 
often idiopathic [6,7]. However, it can also be secondary to 
various underlying conditions, including autoimmune disorders, 
malignancies, infections, and pregnancy.

Overview of Plasma Cell Neoplasms (PCNs)

Plasma cell neoplasms, including Multiple Myeloma (MM), 
solitary plasmacytoma, and Monoclonal Gammopathy of 
Undetermined Significance (MGUS), represent a group of 
hematologic malignancies characterized by the clonal expansion 
of plasma cells [8]. Multiple myeloma, the most common of 
these disorders, is associated with the production of monoclonal 
immunoglobulins (M-proteins), which can lead to a variety of 
complications such as bone lesions, kidney dysfunction, and 
anemia.

In PCNs, plasma cells undergo malignant transformation, leading 
to abnormal secretion of immunoglobulins and dysregulated 
immune responses [9]. Patients with these neoplasms often 
present with bone pain, fatigue, renal insufficiency, and recurrent 
infections. Laboratory tests usually reveal elevated serum calcium, 
renal impairment, and the presence of a monoclonal protein (M-
protein) in the blood or urine.

Rare co-occurrence of acquired hemophilia and
plasma cell neoplasms

The association between AH and PCNs is exceptionally rare, and 
its pathophysiology is not fully understood [10]. However, several 
mechanisms may explain why a plasma cell disorder could 
predispose to the development of acquired hemophilia:

Monoclonal antibodies and autoimmunity: One possible 
mechanism is the production of monoclonal antibodies by 
malignant plasma cells, which could cross-react with normal 
proteins involved in the coagulation cascade, including FVIII. In 
multiple myeloma, the malignant plasma cells often produce a 
variety of abnormal immunoglobulins. Some of these 
immunoglobulins may behave as autoantibodies, targeting and 
neutralizing FVIII.

Immunomodulation and immune dysregulation: Plasma cell 
neoplasms, particularly multiple myeloma, are associated with 
immune dysregulation. This dysfunction could lead to the 
activation of autoimmune responses, including the formation of 
antibodies against clotting factors.

Inflammatory and hematologic conditions: Both AH and 
PCNs are connected to inflammatory states, with PCNs 
promoting systemic inflammation through the secretion of 
various cytokines and growth factors. This inflammatory milieu 
may favor the production of autoantibodies, including those 
against FVIII, resulting in acquired hemophilia.

Clinical presentation and diagnosis

The diagnosis of AH in patients with plasma cell neoplasms can 
be difficult due to overlapping clinical features. Both conditions 
may cause bleeding, anemia, and fatigue. In patients with known 
multiple myeloma or other plasma cell disorders, the 
development of unexplained bleeding or bruising should raise 
suspicion for acquired hemophilia [4].

A thorough diagnostic work-up is essential to differentiate AH 
from other causes of bleeding, such as thrombocytopenia or
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diagnosis and a multidisciplinary approach to treatment are key
to optimizing patient outcomes, particularly given the potential
for bleeding complications and the need for effective treatment
of the underlying plasma cell neoplasm.
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Disseminated Intravascular Coagulation (DIC). Key diagnostic 
steps include:

Clotting factor inhibitor testing: The presence of a prolonged 
aPTT and high levels of FVIII inhibitors confirms the diagnosis 
of acquired hemophilia.

Serum protein electrophoresis: This test helps identify 
monoclonal gammopathy, which can suggest the presence of a 
plasma cell neoplasm.

Bone marrow biopsy: In patients with suspicious signs or 
symptoms of multiple myeloma, a bone marrow biopsy may be 
necessary to confirm the diagnosis.

Management and treatment

The treatment of acquired hemophilia in the setting of a plasma 
cell neoplasm presents several challenges. Management generally 
involves two primary objectives: controlling bleeding and 
treating the underlying plasma cell neoplasm [3]. The strategies 
for addressing these goals include:

Hemostatic therapy: The immediate management of bleeding 
in AH involves the use of FVIII replacement therapy or bypass 
agents such as activated Prothrombin Complex Concentrates 
(aPCC) or recombinant Factor VIIa (rFVIIa) to promote clot 
formation. In some cases, immunosuppressive therapy, such as 
corticosteroids, cyclophosphamide, or rituximab, may be used to 
reduce the levels of FVIII inhibitors.

Treatment of plasma cell neoplasm: The treatment of the 
underlying plasma cell neoplasm is essential to achieve long-term 
remission. This often includes chemotherapy, novel targeted 
therapies such as proteasome inhibitors, immunomodulatory 
drugs, or stem cell transplantation.

Caution with immunosuppressive therapy: Immunosuppressive 
agents are crucial in managing acquired hemophilia, their use in 
patients with PCNs must be carefully monitored. Many therapies 
used for plasma cell neoplasms can further compromise the 
immune system, increasing the risk of infections or worsening 
the hematologic malignancy.

CONCLUSION
Acquired hemophilia and plasma cell neoplasms represent rare 
and challenging conditions, and their coexistence in a single 
patient is exceptionally unusual. While the precise mechanisms 
underlying their association remain unclear, clinicians should 
remain vigilant when these conditions are suspected. Early
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