
Waldenström’s Macroglobulinemia 
Presenting as Refractory Recurrent 

 Epistaxis with Bilateral Sudden 
Vision Loss: A Case Report

Hun-Ju Yu1,†, Liang-Chun Chiu2,6,†, Yu-Chieh Su3,6, Chao-Ping Wang4,7, 
Tzer-Zen Hwang5,7, Pang-Yu Lai3, Chih-Chun Wang5,6,8,*

Case Report

Waldenström’s macroglobulinemia is an uncommon lymphoplasmacytic lymphoma with 
excessive production of immunoglobulin M monoclonal protein. Common symptoms and 
signs include general weakness, fatigue, anemia, hepatosplenomegaly, lymphadenopathy, or 
hyperviscosity syndrome (bleeding, vision loss or neurological disturbance). Both epistaxis and 
acute visual change are common complaints in clinical practice and require meticulous evaluation 

even asymptomatic in the initial stage, it is necessary to start monitoring the lymphoplasmacytic 

precise evaluation of the genetic status, accurate diagnosis, suitable treatment for symptomatic 
patients, better outcome or prognosis can be achieved. We herein report a 61-year-old male with 
Waldenström’s macroglobulinemia presenting initially as refractory recurrent epistaxis followed 
by sudden visual loss due to simultaneous bilateral central venous stasis retinopathy.
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Introduction

W -
ström, is a B cell lymphoproliferative malig-
nant disorder characterized by lymphoplas-

peripheral blood.1

100,000 person-years with male preponder-
ance.2

the incidence is 0.032 per 100,000 person-years 
3

but may also present with fatigue, hepatomeg-
aly, splenomegaly, lymphadenopathy, or hyper-
viscosity syndrome.2

-
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Case Report

gology emergencies, can be caused by many 
possibilities such as idiopathic, trauma, anti-
coagulation drug, blood dyscrasia, neoplasm, 
or hypertension.4

cautious evaluation in order to make correct 
diagnosis and arrange suitable management. 

at nasal septum, which is easily accessible and 
often requires only conservatively simple local 

posterior nose bleeding which is relatively hard 
to be accessed may require even surgical in-
tervention such as endoscopic cauterization or 
vessel ligation.

Vision loss can be due to trauma, acute 
angle closure glaucoma, vitreous hemorrhage, 
retinal artery or vein occlusion, retinal detach-
ment, optic neuritis, ischemic optic neuropathy 
or cerebral vascular accident. Simultaneous 
bilateral central retinal vein occlusion was 
rare and highly suggestive of hyperviscos-
ity syndrome.5 We herein report a 61-year-old 
male with Waldenström’s macroglobulinemia 
presenting initially as refractory recurrent epi-
staxis followed by sudden visual loss due to 
simultaneous bilateral central venous stasis 
retinopathy

A 61-year-old male with diabetes mellitus 
presented to our emergency department with 
severe spontaneous epistaxis that could not be 
managed by simple local treatment by primary 
care physician. Although active bleeding from 
bilateral nostrils and bloody sputum were 
noted, he did not feel dizziness or dyspnea. Si-
nonasal endoscopic examination showed blood 
oozing around posterior ends of the inferior 
and middle turbinate in each nasal cavity (Fig. 
1). Blood tests showed normal white blood 
cell count; however, hemoglobin level was 

thromboplastin time were normal. Renal and 
liver functions were also normal. Blood trans-
fusion with packed red blood cells and empiri-
cal tranexamic acid were given. After nasal 
packing stabilizing the epistaxis, the patient 
was then admitted for further care and then the 
patient discharge after primary local treatment 

persisted and several episodes of mild epistaxis 

emergency department again due to sudden 
onset of severe headache and deterioration of 
vision in both eyes. Brain magnetic resonance 
imaging revealed no structural abnormality. 

both eyes was normal. Fundus image revealed 
multiple retinal hemorrhages, retinal vein sau-
saging, and optic disc edema of both eyes (Fig. 

macular exudative detachment margined by 
retinoschisis suspiciously due to the protein-
aceous osmotic leakage from the retina and 
even from the choriocapillris into the subretinal 
space.

During admission, laboratory tests 
revealed persistent anemia (hemoglobin level, 
8.7 g/dL) and thrombocytopenia (platelet 

Fig. 1  Sinonasal endoscopy showed no gross tumor but 
diffuse oozing blood from posterior ends of 
inferior and middle turbinate.
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Fig. 2  Fundus photography showed bilateral scattered retinal hemorrhages and sausage-like retinal venous 
engorgement (dilated and tortuous vein).

revealed Rouleaux formation and many lym-
phoplasmacytoid cells were found (Fig. 3). 
We consulted hematologist and bone marrow 
study revealed hypercellular bone marrow 

lymphoplasmacytoid cells and immunohisto-
chemistry stain were positive for CD3, CD20, 

CD5, kappa and lambda light chain (Fig. 4). 

-
-

high serum viscosity (6.7 centipoise) was also 
-

Fig. 3  Peripheral smear of blood showed Rouleaux 
formation and lymphoplasmacytic cell (arrow) 
(1000x).

Fig. 4  Bone marrow smear showed largely of lymphoplasmacytic cells that have the nuclear spoke-wheel pattern of 
a plasma cell but the low cytoplasmic volume that is more characteristic of a small lymphocyte. Bone marrow 

predominantly variable numbers of plasma cells and plasmacytoid lymphocytes.

phoresis revealed the presence of a monoclonal 
gammopathy (‘M’spike) in gamma globulin 
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Discussion

intra-abdominal lymphadenopathy were also 
-

linemiawith hyperviscosity syndrome was 

After emergent plasmapheresis for 5 days, 
his serum viscosity level decreased to 1.52 
centipoise and epistaxis dramatically subsided. 

regimen (cyclophosphamide, vincristine, and 
prednisolone) for two cycles, and following 

-
-

dL to 1544.80 mg/dL. After these treatments, 
the epistaxis resolved gradually. Loss of vision 
resolved after 2 more courses of chemotherapy. 

inpatient chemotherapy. Patient then received 
regular follow up at out-patient-department.

Fig. 5  
presence of a monoclonal IgM gammopathy (‘M’ 
spike) in the serum.

macroglobulinemia is the lymphoplasmacytoid 
lymphoma cells infiltration of the hematopoi-
etic organ or lymphatic system and the volume 

-

eral blood.6 Common symptoms include non-

night sweats, fatigue, or weight loss), hyper-
viscosity syndrome (such as bleeding, vision 
loss or neurological disturbance), or various 
neurological symptoms (such as paresthesia).7 

Characteristic signs include anemia, eye fundic 
changes, lymphadenopathy, hepatomegaly, 
splenomegaly, or cryoglobulinemia.7

the disease would be asymptomatic, and at this 
-

smoldering Waldenström macroglobulinemia 

2,6,8

effect related disorders (such as cold aggluti-

neuropathy, amyloidosis) would appeared.2,6,8 

Finally, bone marrow, liver, spleen, and lymph 
nodal infiltration with lymphoplasmacytoid 
lymphoma would cause anemia, hyperviscos-
ity, hepatosplenomegaly, and lymphadenopa-
thy.2,6,8

-
roglobulinemia.

and would typically occurs when the plasma 
viscosity > 4 centipoise.1 -

-

flow would increase due to elevated osmotic 
pressure which was caused by increased intra-
vascular concentration of the large monoclo-

10 Due to shear force 
disrupting venous channels, the patient would 
present with spontaneous bleeding from nasal 
cavity, gingival mucosa, or retina.2 Because 
of the interaction with coagulation factors 
and platelets, the clotting function would be 
impaired and the bleeding time wound be 

-
tion would lead to further visual disturbance 
or other neurological disturbance.2 Clinically, 
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presence of the triad of mucosal bleeding, 
visual disturbances, and neurological deficits 
would suggest hyperviscosity syndrome.11

Waldenstrom macroglobulinaemia is an 
-

survival is more then 10 years (median: 11 
years).12 For those patients with asymptomatic 

-
roglobulinemia, observation and monitoring 
are required.2,8 Progressively, while it is symp-

2,8 

Finally, while bone marrow, liver, spleen, 
and lymph nodal extensive infiltration with 
lymphoplasmacytoid lymphoma, multi-agent 
chemotherapy including rituximab (monoclo-
nal anti-CD20 antibody) would be better than 
rituximab monotherapy.2,8 Cyclophosphamide, 
doxorubicin, vincristine, and prednisone plus 

13 As for hyperviscosity 
syndrome, the initial treatment of choice for 
is plasmapheresis and following systemic 
chemotherapy to reduce tumor mass is neces-

which is commonly used in various bleeding 
conditions to promote hemostasis, is clearly 
not suitable for hyperviscosity syndrome due 
to active intravascular clotting. Red blood cell 
transfusion is not suggested to be prior to plas-
mapheresis because it would aggravate viscos-
ity level.14 For patients with relapsed disease, 
autologous stem cell transplantation may be 
the salvage treatment option and the overall 

15 

microglobulin level (> 3 mg/L) was associated 
with poor prognosis.2

plays an important role in diagnosis, clinical 
presentation, treatment response and outcome. 

According to whole-genome sequencing study, 

L265P somatic mutation.16

helps in differentiating Waldenström’s mac-
roglobulinemia from other B-cell malignan-

mutation is associated with better survival 
while CXCR4 nonsense mutation is associated 
with the clinically severe symptoms including 
hyperviscosity syndrome. Furthermore, ibru-
tinib, an inhibitor of Bruton’s tyrosine kinase, 
would give better response on the patients with 
MYD88 L265P somatic mutation and wild-
type CXCR4.17

Conclusion

common complaint seen in primary care or 
emergent department setting. Although the 
ordinary etiology is usually confined to the 

hematological disorders could also be the un-

epistaxis. Complete blood count and biochemi-
cal survey should be considered if we encoun-
tered a patient with intractable epistaxis.
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