Hyperviscosity Related to Waldenström Macroglobulinemia Treated with Plasmapheresis
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INTRODUCTION
-

DISCUSSION

Waldenström macroglobulinemia (WM) is a lymphoplasmacytic lymphoma (LPL) with high levels of circulating IgM paraproteins.
This is a rare disease with 1400 new cases diagnosed in the United States each year1.
Intravascular IgM proteins can cause a hyperviscosity syndrome resulting in neurologic symptoms, epistaxis, ophthalmoscopic changes.
Several molecular mutations are associated with WM including a MYD88 L265P mutation present in >90% of patients1.

- These cases illustrate the importance of prompt recognition of hyperviscosity
syndrome related to Waldenström Macroglobulinemia. The threat of
neurologic compromise may require plasma exchange or plasmapheresis prior
to the completion of evaluation. Other cases in the literature have also
demonstrated life-threatening affects of Waldenström Macroglobulinemia such
as retinopathy and renal disease2,3. Lastly, several other cases recognize the
severity of neurologic complication of Waldenström Macroglobulinemia4,5.
- Rapid diagnosis is often difficult due to the heterogeneous presentation of the
disease6.
- The first case additionally shows that the pathologic diagnosis of LPL can be
complex and requires special staining as well as specific molecular studies.
The second case adds to the already known fundoscopic abnormalities noted
with WM that are associated with hyperviscosity further demonstrating the
importance of fundoscopic examination7.

CASE #1
- A 55-year-old man presented with vision changes and had a neurologic workup
with negative head MRI/MRA. His symptoms improved overnight after
treatment with intravenous fluids and he was discharged.
- Laboratory evaluation later resulted showing significant elevation on his serum
protein electrophoresis with a monoclonal gamma globulin of 8.26 g/dL. He
was instructed to return to the hospital.
- CT imaging was obtained which showed significant mediastinal and
retroperitoneal lymphadenopathy with severe splenomegaly. Given the clinical
context, and waxing and waning vision changes, he was emergently started on
treatment with plasmapheresis.
- Immunoglobulin laboratory evaluation showed IgM elevated to 10.6 g/dL and
remainder of pathologic workup with bone marrow and lymph node biopsy
consistent with LPL. The bone marrow sample was notably sent for molecular
studies and it was positive for the MYD88 L265P alteration.
- He was then treated with rituximab and bendamustine.
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Figure 1. PET CT scan prior to
treatment showing Cervical and
paratracheal lymph node enlargement.

Figure 2. Fine needle biopsy of
the left supraclavicular lymph
node with IgM staining.

Figure 3 and Figure 4. Bone marrow biopsy showing
numerous well-defined interstitial and paratrabecular
lymphoid aggregates comprised of small matureappearing lymphocytes with subtle plasmacytoid
features.
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CASE #2
- A 75-year-old woman with a past medical history of B cell lymphoma several
years prior presented with vision changes to an ophthalmologist. However, as this
was under evaluation she presented to the ED with acutely worsening dysphagia
and difficulty breathing and was subsequently admitted to the ICU.
- CT of the head and neck showed bulky lymphadenopathy (Figure 5) concerning
for airway compromise along with a mass in the right orbit. Laboratory
evaluation showed serum immunofixation with an IgM of 10.2 g/dL.
- Plasmapheresis was initiated emergently. Given the clinical context she was
treated with rituximab, steroids, and bendamustine as well.
- Axillary lymph node biopsy showed cytoplasmic immunoglobulin IgM,
consistent with lymphoplasmacytic lymphoma. Peripheral blood showed
prominent B cell lymphocytosis (Kappa clonal and negative for CD5, CD10, and
CD23). The combination of the clinical findings and lymphocyte
morphology/immunophenotype confirmed the diagnosis of lymphoplasmacytoid
lymphoma.
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TAKE HOME POINT
Awareness and prompt recognition of presenting neurologic symptoms in
Waldenström Macroglobulinemia allows punctual diagnosis and initiation of
time-sensitive treatment.
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Figure 5. CT soft tissue of the neck with
interval improvement in cervical
lymphadenopathy after treatment (4mo later).
The first CT scan also showed a mass in the
right orbit compatible with intraorbital
lymphoma and also prominent
nasopharyngeal adenoidal tissues compatible
with lymphoma.
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Figure 6. Retinopathy prior to
treatment with fundoscopic exam
showing multiple hemorrhages and
tortuous retinal veins.

Figure 7. Noted improvement in
retinopathy after treatment (these
images were obtained about four
months after the images in Figure
6).
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