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CASE REPORT
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Background: Waldenstrom’s disease is characterized by the presence of pathological changes in the B lymphocytes that are in the last
stages of maturation. One characteristic of WM is the production of an abnormal high amount of IgM and hyper viscosity syndrome.
The MW gets worse, symptoms such as fatigue, weight loss, night sweats, fever, recurrent infections and swollen lymph nodes develop
in patients who have a known history of MGUS. In this clinical case, our patient without history of MGUS, presents for the first time
for medical observation only for ascites and the presence of an interportocaval lymph node package. An atypical presentation of the
disease that makes us reflect on the difficulty of making a diagnosis in the elderly patient and on pathogenetic hypotheses of ascites not
yet explored.

Case Presentation: Seventy-three-year-old patient, hospitalized for the onset of ascites with sloping edema, diffuse left pulmonary
opacification. At the ultrasound check, cava and portal vessels patent and of regular caliber, however with inversion of flow in
correspondence with the right branch and of the door to the hilum, with a subdiaphragmatic retrocaval focus with a maximum diameter
of about 3 cm, which cannot be better viewed. CT scan of the abdomen with confirmation of the presence of an interportocaval lymph
node package. After evidence of the electrophoretic protein picture of a double component, probably monoclonal with positive urinary
immunofixation for free K chains. IgM dosage equal to 2190 mg. Serum immunofixation practice that confirms the diagnosis of type B
lymphoproliferative syndrome as per Waldenstrom’s disease, confirmed by bone marrow aspiration with morphological and flow
cytometric study. Immediately begin chemotherapy with Bendamustine 120 mg. After 4 weeks of therapy with the reduction of IgM
values, the patient no longer presented ascites.

Conclusion: This case has an unusual presentation of this disease and we could shed a new light on the possible pathogenesis of
portal hypertension in Waldenstrom’disease.
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Introduction
Background

Waldenstrom’s macroglobulinemia is a rare form of cancer, the estimated incidence of which, according to the Italian
Association against Leukemia-Lymphomas and Myeloma (AIL), is 2.5 cases per 1,000,000 people. Waldenstrom’s disease
is characterized by the presence of pathological changes in the B lymphocytes that are in the last stages of maturation.! The
presence of these alterations determines the uncontrolled growth of abnormal cells, generating numerous clones, mainly in the
lymph nodes and, subsequently, in the medulla. Abnormal cells can also accumulate in other organs and tissues, such as the
liver and spleen, resulting in an increase in volume (hepatosplenomegaly). Cancer cells produce only one type of immuno-
globulin, called the monoclonal component or the M protein. Most people with LPS (90-95%) produce monoclonal
immunoglobulin type M (IgM) and rarely produce other antibody isotypes such as IgA or IgG. Additionally please include
that WM is considered a non-hodgkin’s lymphoma that it is related to hyperviscosity syndrome and describe resulting

complications in more detail.
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Since MW makes up the majority of cases of LPL, the two terms are sometimes used interchangeably. Usually, MW
is preceded by a condition known as a monoclonal gammopathy of undetermined significance (MGUS IgM), which may
or may not progress to MW. Any progression of MGUS IgM into MW takes a long time, usually years. Patients with
MGUS IgM are asymptomatic; the identification of the pathology can occur following the execution of blood tests during
routine investigations.”* A detectable (usually low) amount of abnormal blood IgM may be found in these individuals.
The initial phase of MW is characterized by the absence of symptoms (asymptomatic MW) and requires close
monitoring. If the MW gets worse, symptoms such as fatigue, weight loss, night sweats, fever, recurrent infections
and/or swollen lymph nodes may develop. The increase in plasma viscosity (commonly refers to plasma when we speak
of “hyperviscosity”) leads to the appearance of neurological symptoms due to the slow flow of blood through the vessels
of the microcirculation: paraesthesia, headache may appear; the localization of vaso-occlusive phenomena in the brain
can cause drowsiness, ataxia, disturbances in alertness, up to coma.

Case Presentation

73-year-old patient with arterial hypertension, diabetes on oral hypoglycemic therapy, no history of liver disease. He is
hospitalized for the onset of ascites with sloping edema, diffuse left pulmonary opacification. On a vigilant and well-
oriented physical examination in time and space, with globally reduced vesicular murmur and hypophonesis in the left
lung area, globose abdomen with abundant presence of ascites, non-significant pericardial circumferential detachment on
the ecobedside and moderate left pleural effusion with cardiac kinetics in the norm, fibrosclerotic valve systems. On the
ECG BAV 1 degree with atypia of repolarization. In the blood tests, moderate increase in cholestasis indices and only
very slight increase in GOT, mild hypoalbuminemia, slight decline in PT, normal bilirubin, normal platelets. Major
negative hepatitis markers, no alcohol intake reported. Negative tests on ascitic fluid with serum-ascites deponent
gradient calculation for transudate equal to 1.3. At the ultrasound check, following the first paracentesis, liver volume
increased to a finely inhomogeneous echostructure and with irregular margins, non-dilated biliary tract, suprahepatic
veins, cava and portal vessels patent and of regular caliber, however with inversion of flow in correspondence with the
right branch and of the door to the hilum, with a subdiaphragmatic retrocaval focus with a maximum diameter of about
3 cm, which cannot be better viewed. CT scan of the abdomen with confirmation of the presence of an interportocaval
lymph node package. The PET exam shows accumulation of the metabolic tracer of a diffuse character due to the note
consolidation of the upper lobe and lingula of the left lung highlighted on CT (SUV max 5.9). Concomitant further
accumulation of the tracer is found in some lymph nodes in the intercavo-aortic area, interportocaval and hepatic hilum
(Figure 1). After evidence of the electrophoretic protein picture of a double component, probably monoclonal with
positive urinary immunofixation for free K chains. IgM dosage equal to 2190 mg. Serum immunofixation practice that
confirms the diagnosis of type B lymphoproliferative syndrome as per Waldenstrom’s disease, confirmed by bone marrow
aspiration with morphological and flow cytometric study. Genetic research in Waldenstrdm’s macroglobulinemia has
taken a decisive step forward in 2011, thanks to the discovery of a mutation in the MYDS88 gene with a frequency of 90%
or higher in moles WM patients. This same study showed that the MYD88 gene mutation, named MYD88 L265P, was
not frequently found in other types of lymphoma or multiple myeloma, confirmed by subsequent follow-up studies
conducted by researchers on WM around the world. The current guidelines recommend allele-specific PCR testing to
detect the MYD88 L265P mutation inside the bone marrow cells in suspected cases of WM, indicating it as an essential
exam for the diagnosis of the disease. Our patient had this mutation. Immediately begin chemotherapy with
Bendamustine 120 mg. The patient did not receive combination therapy with rituximab because he showed intolerance
to rituximab.

Discussion

This case is of importance due to severity and due to lack of information regarding this rare disease. In this clinical case,
the disease started with no previous history of MGUS and with the only symptom represented by ascites. Only three
cases of Waldenstrom with malignant ascites in 2004 by Stoffel,* Marinella® in 1994, Simos® in 1978 have already been
described in the literature.
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Figure | The PET-CT examination shows accumulation of the metabolic tracer of a diffuse character due to pulmonary thickening, with ground glass. Concomitant further
accumulation of the tracer is found in some lymph nodes in the intercavo-aortic area, inter-portocaval and hepatic hilum. Limited to the resolution capacity of the method
(4 mm) no further pathological areas are highlighted accumulation of the radiopharmaceutical in the remaining areas of the body examined.

In the first case report,” massive peritoneal ascites developed over a short period of time in a patient without any pre-
existing history of liver disease and when the liver biopsy did not show frank cirrhosis, other precipitants of ascites were
considered. In patients with cirrhosis, a portal pressure gradient of 10—12 mmHg is defined as clinically significant portal
hypertension and is required as a minimum for the development of ascites. The hypothesis that hyperviscosity caused the
ascites is supported by the disappearance of ascites during treatment of the lymphoproliferative disorder and normal-
ization of the serum IgM levels. Hyperviscosity that had aggravated pre-existing portal hypertension; in Marinella’s
case,” the ascites was attributed to peritoneal lymphomatosis. In Simos’s case Waldenstrom’s macroglobulinemia
presents with pleural effusion and ascites.

Our patient presents ascites as the only clinical manifestation. There is no peritoneal lymphomatosis, no pleurisy or
signs of hyperviscosity. Cava and portal vessels patent and of regular caliber, however with inversion of flow in
correspondence with the right branch and of the door to the hilum, with a subdiaphragmatic retrocaval focus with a
maximum diameter of about 3 cm, which cannot be better viewed. CT scan of the abdomen with confirmation of the
presence of an interportocaval lymph node package. We tried to identify the pathogenetic mechanisms responsible for
ascites, advance a hypothesis never described before in the literature: the flow inversion of the right portal branch was an
expression of a slowing of the flow secondary to an intrahepatic obstacle and in particular of the small portal vessels due
to probable infiltration of the wall by lymphoplasmacellular elements.

Conclusion
This case has an unusual presentation of this disease and we could shed a new light on the possible pathogenesis of this:

1. Portal hypertension may be due to increased blood flow from the splenic vein secondary to splenomegaly.
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2. Lymph node compression may have been a contributing cause to the onset of portal hypertension (in particular on
the splenomegaly aspect and sloping edema).

3. The flow inversion of the right portal branch was an expression of a slowing of the flow secondary to an
intrahepatic obstacle and in particular of the small portal vessels due to probable infiltration of the wall by
lymphoplasmacellular elements.

Abbreviations
MGUS, Monoclonal Gammopathy of undetermined significance; MW, Macroglobulinemia Waldenstrom; ECG, electro-
cardiography; BAV, atrioventricular block; PT, prothrombin time.
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