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Abstract Objective Waldenstrom’s macroglobulinemia (WM) is a rare indolent B-cell lymph-
oproliferative disorder, representing 1 to 2% of all hematological malignancies. Involve-
ment of the inner ear is rare with only case reports published over the past six decades.
Methods The occurrence of bilateral sudden sensorineural hearing loss is exceeding
rare, with limited published data in the literature. We present a case of a 62-year-old
man diagnosed with WM who presented with bilateral sequential sudden sensorineu-
ral hearing loss.

Results A few months following his WM diagnosis, he experienced sudden hearing
loss in his left ear. He was treated with a course of oral steroids with no improvement.
Three months following this incident, he experienced a similar sudden loss of hearing
in his right ear. Treatment for WM was initiated. A repeat hearing test, done 1 week

Keywords later, did not show any significant improvement in his right hearing.
= sudden sensorineural  Conclusion The clinical course of WM is highly variable, with relatively infrequent
= hearing loss involvement of lymph nodes, spleen, or liver. The inner ear is rarely involved. In this
= Waldenstrom’s article, otologic clinical presentation is discussed, along with a review of the literature
macroglobulinemia on hearing loss in WM.
Introduction Clinical presentation is highly variable. Bone marrow infiltra-

tion can induce cytopenias; however, involvement of lymph
nodes, spleen, or liver is less frequent than with other lym-
phomas. There have been reports of other organ involvement,
including lungs, gastrointestinal tract, kidneys, skin, eyes,
and the central nervous system. Clinical presentation as such
can be attributable to tissue infiltration. In 15% of patients,
hyperviscosity syndrome (HVS) is observed, caused by the
monoclonal IgMs, resulting in increased red cell aggregation
and decreased red cell deformability.> Retinal hemorrhages
or exudates may be seen, presenting as often-characteristic
dilated and tortuous retinal veins. Neurological disease exists
in approximately 16 to 20% of WM patients and can present
with headache, ataxia, paresthesias, and dizziness. Involve-
ment of the inner ear is relatively rare with only case reports
published over the past six decades.®® A bilateral sudden

Waldenstrom’s macroglobulinemia (WM) is an indolent
B-cell lymphoproliferative disorder, characterized by a
monoclonal immunoglobulin (Ig) M paraprotein. It was first
described by Jan Gosta Waldenstrom in 1944 and classified
as lymphoplasmacytic lymphoma (LPL) in the 2016 World
Health Organization classification.! It is a rare entity repre-
senting 1 to 2% of all hematological malignancies and 6% of the
lymphoproliferative syndromes.? The incidence is estimated
to be three new cases per 1 million individuals, with men
affected roughly twice as often as women, and the median
age of diagnosis being 70 years.> While the etiology remains
unclear, various risk factors have been identified including
the presence of monoclonal gammopathy of undetermined
significance, family history, and autoimmune diseases.?*
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sensorineural hearing loss (SNHL) in WM is even rarer, with
very limited published data.® We present a case of a patient
with WM who presented with a bilateral sequential sudden
SNHL, highlighting management and relevant literature.

Case Report

A 62-year-old man presented in late 2017 with spontaneous
nosebleeds, fatigue, and peripheral lymphadenopathy. Blood
work demonstrated elevated IgM levels, measuring 14.7 g/L,
and he was subsequently diagnosed with IgM monoclocal
gammopathy with positive MYD88 mutation, associated with
lymphoplasmacytic lymphoma. His lymphoma was CD5 neg-
ative. A subsequent bone marrow biopsy showed positive
involvement with lymphoma. Further blood work was unre-
markable including negative anti-neutrophil cytoplasmic
antibodies (ANCA), making vasculitis such as granulomatosis
with polyangiitis a less likely cause for the epistaxis. His free
kappa was normal, while free lambda was 63.2, with a kappa/
lambda ratio of 0.3 that is within normal limits. Total protein
was 86, albumin 38, and uric acid 401. Urinalysis demon-
strated trace proteinuria and trace blood. The constellation
of findings was most consistent with WM syndrome. Initial
management was conservative with regular blood work. In
January 2018, the patient had a syncopal episode and was
admitted to hospital and diagnosed with hyperviscosity syn-
drome based on further elevation of his IgM level and was
treated with one cycle of apheresis. He underwent an ophthal-
mologic assessment, and fundoscopy demonstrated tortuous
retinal veins. Subjectively, he noted no acute or subacute
visual changes. From an otologic standpoint, he has had no
prior history of ear symptoms, ear infections, or ear surgery.
He was aware of bilateral slowly progressive hearing loss over
time, and his baseline audiometric testing showed bilateral
normal hearing thresholds up to 2,000 Hz, with a progressive
decline in the higher frequencies to the mild range. Speech
discrimination scores (SDS) were excellent, bilaterally. In
December 2017, he experienced sudden hearing loss in his
left ear, with no associated dizziness. A hearing test done at
the time showed no change in his right hearing thresholds,
while his left ear demonstrated mild low-frequency SNHL
at 500 Hz with a precipitous drop to the moderately severe
range, thereafter across all frequencies (=Fig. 1). The SDS on
the left dropped to 28%. He was initiated on prednisone by his
family physician, but he could only tolerate the prednisone
for 4 days. The hearing did not improve, and he continued to
cope with reliance on his right ear. In February 2018, he expe-
rienced a similar sudden loss of hearing in his right ear. He
also experienced a mild sensation of disequilibrium and spa-
tial disorientation with no true vertigo, and this was worse
with positional head changes. He was referred for an urgent
otolaryngology consultation. Initial otologic and neurotologic
examination was unremarkable. The head thrust test showed
a slight delay bilaterally. A repeat hearing test was done,
which demonstrated right moderate high-frequency SNHL at
250 Hz with a precipitous drop to the severe range across the
middle and high frequencies. The SDS dropped to 24%. A mag-
netic resonance imaging (MRI) study of the brain was done,
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and this did not demonstrate any retrocochlear pathology
or signs of cochlear hemorrhage. He was placed on a 7-day
course of prednisone and referred back for urgent reevalua-
tion by his hematologist. A repeat hearing test done 1 week
later showed only significant improvement in his left hearing
at 2,000 Hz (=Fig. 2). The patient went on to receive six cycles
of bendamustine with rituximab, and did well with no signif-
icant side effects. A hearing test repeated every 3 months did
not demonstrate a change in hearing up to a year later, and he
continues to use bilateral hearing aids with benefit.

Discussion

The patient in this case presented with classic features of
WM, with onset in the seventh decade, spontaneous epistax-
is, fatigue, and lymphadenopathy. The presentation of sud-
den SNHL in patients with WM is rare, and the etiology is
unclear. The first report published on a patient with WM and
sudden bilateral SNHL by Afifi and Tawfeek proposed a hem-
orrhagic etiology,'” based on the observation of an abnormal
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Fig. 1 Baseline audiogram when the patient was referred to otology
clinic. CNT , could not test; DNT, did not test.
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Fig. 2 Audiogram after the patient received a 7-day prednisone course
showing no significant improvement. CNT, could not test; DNT, did not test.
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coagulation profile with prolonged bleeding time. This was
also illustrated in a temporal bone biopsy in one of the cas-
es by Wells et al.!" Subsequent reports of the hearing loss in
WM have attributed blood hyperviscosity and clot formation
as a more likely etiology. Factors influencing blood viscosi-
ty include hematocrit value; fibrinogen levels; red blood cell
filterability, which partially reflects their deformability; red
cell aggregation; plasma globulin levels; and platelet aggre-
gation.'”? As the blood viscosity increases, its velocity may
decrease in the microcirculation, and that raises the poten-
tial of local sludging, microthrombi development, and epi-
thelial damage.” This plausible mechanism then makes the
hearing loss potentially reversible. In four cases of sudden
SNHL presented by Wells et al, three demonstrated a reversal
of the hearing loss, and the authors proposed hyperviscos-
ity and blood stagnation in the cochlear venous system as
a mechanism." Ruben et al presented the case of a patient
with bilateral sequential sudden SNHL, and proposed a sim-
ilar mechanism for the hearing loss in WM.® Similarly, in a
case presented by Platia and Saral, the lack of progression
of the hearing loss in a patient with WM treated with long-
term anticoagulation supported the hypothesis that the
mechanism entails cochlear venous thrombosis.® Syms et al
presented the case of a 72-year-old woman who presented
with subacute onset of imbalance and bilateral diminution
of hearing.” She was treated with seven cycles of fludarabine,
with significant improvement of hearing across all frequen-
cies and in her SDSs after return to normal viscosity. Based
on the understanding then of the likely pathophysiology of
hearing loss in the setting of WM, and the limited literature
available on the subject, it would seem that steroids do not
have a significant benefit. This was also the experience with
the patient in the current case who did not have a significant
improvement in hearing with a week course of oral pred-
nisone despite being treated within a week of acute onset.
Neurological symptoms in WM tend to improve with the
management of the underlying condition.”® Review of pub-
lished cases on acute and subacute SNHLs in WM also shows
a tendency for improvement with the management of the
underlying condition and improvement of the hyperviscosi-
ty.” While some reports have found no hearing improvement
despite aggressive treatment,’ it is notable that MRI scan-
ning showed findings reflective of likely hemorrhage into the
inner ear, which may not be as responsive then to treatment.

Because the cochlea is susceptible to ischemia, especially
at the level of the organ of Corti, this mechanism may part-
ly explain the preferential effect of WM-related ischemia on
the cochlea, and particularly the higher frequencies. Indeed,
review of previous case reports showed patients mostly pre-
sented with cochlear, as opposed to cochleovestibular symp-
toms, as was with the case presented in the current report.
Through similar pathophysiology, the retina is also supplied
by an end artery that demonstrates hyperviscosity-related
retinopathy in WM syndrome patients, seen in prior case
reports, as well as in the case reported here.'*'6 Because the
retina is readily accessible through fundoscopic examination,
it could potentially serve as a means of screening for the
deleterious effects of HVS by the demonstration of tortuous

retinal veins of the retina, as was seen in this patient. Menke
et al demonstrated that the initial manifestations of HVS-
related retinopathy in WM can be seen in the peripheral ret-
ina using indirect ophthalmoscopy in patients with serum
viscosity levels as low as 2.1 cp and IgM levels as low as 2,950
mg/dL."” The location of these changes in the peripheral reti-
na renders them asymptomatic and unnoticed by the patient
early on, and so this can potentially help in the early detec-
tion of HVS, and initiation of treatment to prevent irrevers-
ible damage to hearing and vision.!” Likewise, treatment of
WM and normalizing the SV in patients with acute hearing
changes can result in considerable improvement in hearing.’
In our presented case, the hearing remained stable for the
follow-up period of 1 year following treatment of WM. Based
on the current literature review, the most effective treatment
for WM-related hearing loss is to treat the underlying cause,
which highlights the importance of close collaborative man-
agement involving the otolaryngologist and the hematolo-
gist. Patients newly diagnosed with WM should be counseled
about the potential risks of visual and hearing changes so as
to seek prompt evaluation in the event of subjective chang-
es. Regular screening for retinal changes can help detect and
potentially initiate treatment that could prevent progression
of HVS and the risk of hearing loss.

Conclusion

While sudden SNHL is rare in WM, it is important for the
consulting otologist to be aware of this association and its
unique pathophysiology and management strategy. Coun-
seling of patients newly diagnosed with WM regarding the
potential risk of SNHL and advocacy for regular audiometric
testing should be encouraged by the otologist as part of the
multidisciplinary management of these patients.
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