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Immune Thrombocytopenia (ITP) and Monoclonal Gammopathy of Undetermined Significance (MGUS)
in A Young Woman-Complete Remission Following Steroid Treatment - A Case Report

ISSN 0976 — 044X

\

7/

Meenakshi Vedavysan'”, Sivaa R?, Joseph Vimal Rajadoss®
!Assistant Professor, Department of Biochemistry, Pondicherry institute of medical sciences (PIMS), Pondicherry, India.
“Resident, Department of Biochemistry, Pondicherry institute of medical sciences (PIMS), Pondicherry, India.
*Assistant Professor, Department of medicine, Pondicherry institute of medical sciences (PIMS), Pondicherry, India.
*Corresponding author’s E-mail:

Accepted on: 03-05-2014; Finalized on: 31-05-2014.

ABSTRACT

observed.

We report a case of a young woman presented with breathlessness (NYHA II) and chest pain for the past one year who was a known
Rheumatic Heart Disease (RHD) patient diagnosed one year back. Pre-operative work-up revealed an asymptomatic isolated severe
thrombocytopenia and mild anaemia. During our assessment of thrombocytopenia, the presence of monoclonal gammopathy of
undetermined significance came to light incidentally. The steroid Prednisolone targeted both entities and a complete remission was
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INTRODUCTION

onoclonal gammopathy of undetermined

significance (MGUS) is an asymptomatic

disorder associated with an increased risk of
developing multiple myeloma and related lympho-
proliferative malignancies. The following three criteria
must be met for diagnosis: 1) presence of a serum
monoclonal (M) protein at a concentration <3 g/dL;
2) <10% plasma cells in the bone marrow and 3) absence
of hypercalcemia, or renal insufficiency, anaemia, lytic
bone lesions (CRAB)."

This asymptomatic pre-malignant disorder is most
common plasma cell disorder and has a risk of
progression to multiple myeloma or related lympho-
proliferative malignancies approximately 1% per year. 2

Primary immune thrombocytopenia (ITP), previously
known as idiopathic thrombocytopenic purpura, is a
haematological disorder characterised by isolated
thrombocytopenia (platelet count <100,00/uL) in the
absence of other causes or disorders that may be
associated with thrombocytopenia.3 It is secondary to an
autoimmune phenomenon involving the destruction of
peripheral platelets by antibodies and the suppression of
normal megakaryocyte development.”

In this paper we aimed to present a case of young woman
with  monoclonal gammopathy of undetermined
significance a rare occurrence in young age, and ITP
admitted for surgical treatment of heart failure and
subsequent remission of both with steroid therapy,
triggering the suspicion whether the monoclonal
component (MC) observed is a manifestation of platelet
targeted immune response.

CASE PRESENTATION

A 39 year old woman was admitted in our cardiothoracic
vascular surgery department with chief complaints of
dyspnea NYHA Il and chest pain. She had been diagnosed
with Rheumatic Heart Disease (RHD) with severe mitral
regurgitation 1 year back. Pre operative evaluation
revealed an isolated asymptomatic thrombocytopenia
and no further evaluation could be carried out due to lack
of compliance from the patient. The complete blood
counts reports of the past 6 months revealed severe
thrombocytopenia, with the mean platelet count
40,000/pL. She had no fever, cough or back pain. She had
no history of bleeding or any history of trauma, surgery
and blood transfusion. There was no history of diabetes
mellitus, hypertension, hyperlipidemia, smoking or family
history of cardiovascular disease. She denied any history
of taking medications or any substance abuse.

Physical examination showed mild pallor. The patient was
hemodynamically stable. On auscultation, characteristic
murmur was heard. There was no lymphadenopathy,
bony tenderness, hepatosplenomegaly or any mass and
no evidence of bleeding. History of weight loss and
symptoms of autoimmune disorders were absent. There
was no family history of haematological malignancies
(including MGUS or multiple myeloma).

Investigations

Haematology laboratory reports showed the following:
Haemoglobin-9.5 mg/dl, platelets 40,000/uL with normal
morphology and an erythrocyte sedimentation rate (ESR)
86 mm/h. Rest of the blood cell indices remained normal.
No platelet clumping was seen. Additionally the RBC
presented hypochromic microcytic features, suggesting
iron deficiency anaemia. Coagulation profile was normal.

Stool examination for occult blood was negative.
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Biochemistry revealed normal liver function tests except
for an increased total protein of 9.1 g/dl and albumin of
4.0 g/dl. Renal function tests, serum folate, vitamin B12
and thyroid profile were normal.

Serology showed a CRP value of 60mg/dl and screening
for infection panel reported negative for HbsAg, HIV and
HCV. With Immunology investigation, ANA and Anti-
dsDNA antibodies were found to be negative. Antiplatelet
antibody could not be done.

Bone marrow biopsy and aspiration reported erythroid
hyperplasia, increased megakaryocytes and mildly
elevated plasma cells.

Serum protein electrophoresis revealed a striking
paraprotein “M” spike. The values are

Albumin - 35%, al — 7.0%, a2 — 15%, B — 10%, y —33%
(Fig.1); M Band - 17.4 (contribute 53%

of y globulin) and myeloma protein - 1.6 g/dl. Urine for
Bence Jones protein was negative. The albumin corrected
serum calcium was normal.

X ray chest showed cardiomegaly and ECG showed
evidence of LVH strain. Complete radiographic bone
survey of the skeleton, including all long bones revealed
no lytic lesions. USG abdomen was normal.

Figure 1: Serum protein electrophoretic pattern of the
patient.

Differential diagnosis

It is important to distinguish MGUS from more advanced
plasma cell dyscrasias for the purposes of prognosis and
treatment. The main conditions to consider in the
differential diagnosis of MGUS are idiopathic Bence-
Jones proteinuria and primary amyloidosis (AL).

Isolated thrombocytopenia has several possible causes
including pseudo thrombocytopenia, autoimmune
diseases, medications or infections. Idiopathic
thrombocytopenic purpura is a diagnosis of exclusion.
Viral serologies can be used to rule out common
infectious aetiologies, such as hepatitis C and HIV.
Autoimmune disorders can be ruled out by a thorough
history and examination and measurement of
autoimmune markers such as rheumatoid factor and
antinuclear antibodies. Medication induced
thrombocytopenia typically includes a history of a recent
start of a new agent or drugs that are only taken
intermittently, including over-the-counter medications,
herbal remedies and quinine containing preparations.
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Hypersplenism due to liver disease, congenital
thrombocytopenia, myelodysplasia are main causes to be
excluded. Especially in women, pregnancy is to be ruled
out for the possibility of gestational thrombocytopenia
and preeclampsia can also cause thrombocytopenia.

Treatment and follow-up

In procedures such as cardiac surgery, bleeding risks and
complications even from minor bleeding are quite high.
Hence a platelet count greater than 80,000/L is required
by surgeons/anaesthesiologists.s'6 She was started on
steroids- prednisolone 60mg single dose per day for 2
weeks. The double valve replacement was deferred until
normal platelet count returned.

During the follow up after 2 weeks, the complete blood
count was repeated. The platelet has bounced back to
normal. The repeat serum electrophoresis surprisingly
showed a normal electrophoretic pattern. Remarkably
there was not even a trace of paraprotein “M” band.

DISCUSSION

ITP being an acquired disorder, two criteria are required
in order to make this diagnosis.7'8 Isolated
thrombocytopenia with normal blood cell indices and
absence of clinically apparent associated conditions (eg,
systemic  lupus  erythematosus, antiphospholipid
syndrome, chronic lymphocytic leukemia, drug-induced)
collectively known as "secondary immune
thrombocytopenia”.® There is no gold standard test that
establishes the diagnosis for ITP. The diagnosis involves
exclusion of other associated conditions. Hence a detailed
investigation was initiated to evaluate the cause of
thrombocytopenia. We found all the red cell indices
normal except haemoglobin and peripheral smear
indicating iron deficiency anaemia. With no evidence of
fever, infections, drug history, clinical features or lab
parameters suggestive of any autoimmune disorders and
pregnancy we made a probable diagnosis of ITP.

Specifically ITP has a higher prevalence in women of child
bearing age9 and our patient had this risk factor
supporting our diagnosis. Bone marrow aspiration and
biopsy are not warranted except in older patients to
exclude myelodysplasia. Though, we deemed as Evans
syndrome initially in the light of findings of ITP and
unexplained anaemia, systematic examination revealed
no evidence of hemolysis. Further bone marrow studies
are carried out which demonstrated a mildly hyper
cellular marrow, erythroid hyperplasia and increased
megakaryocytes. With elevated total protein and ESR
values, serum protein electrophoresis was ordered, which
revealed a prominent M band in the gamma region.

Literature review showed a significant number of case
reports associating MGUS with various diseases.'®™ An
exhaustive population based study launched by mayo
clinic refuted many of the disease association hitherto
reported and concluded them to be merely co-incidental.
The diseases such as autonomic neuropathy, multiple
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myeloma, plasma cell proliferative disorders, hip and
vertebral bone fractures, osteoporosis kidney transplant
have been confirmed to have strong association with
MGUS.* Merlini and Stone had reported few cases of
MGUS presenting with autoimmune manifestations."” TP
was observed as the common manifestation in few of the
cases of MGUS."®?! A systematic study carried by Davide
Rossi etal, screening MGUS patients for ITP, given an
extensive account on the prevalence and clinical course
of ITP in a consecutive series of MGUS patients.”” They
noticed the incidence of ITP in MGUS is more than in
general adult population and patients with MGUS
associated ITP were older than MGUS without ITP(Median
age 73 yrs vs. 65 yrs). The patients who were treated with
steroid, the ITP resolved without any change in
monoclonal component (MC). There was even relapse of
ITP on tapering Prednisolone warranting aggressive
therapy with Cyclophosphamide and even Rituximab.
There was only a partial remission of MC and in one
patient the MC size increased. Their study failed to
corroborate the hypothesis that the paraprotein in MGUS
associated ITP may act as a platelet reactive antibody.
They never suggested ITP as a cause to be differentiated
and ruled out while diagnosing MGUS.

There are few reports where ITP was diagnosed prior to
cardiac surgery. There are reports where patients with
ITP had successful mitral valve repair for severe mitral
valve regurgitation.”” To our knowledge this is the first
report of ITP associated with MGUS in a patient treated
for heart failure at a young age. The first unique feature
of our case is that the onset of MGUS is at a young age, as
there is no data on the incidence of MGUS in a younger
population aged less than 40 yrs. It is prevalent in
approximately 3% of the general population aged 50
years and older with the prevalence rates higher in men
than in women.? The epidemiological data gleaned from
our extensive literature survey revealed the median age
of diagnosis greater than 60 yrs.”** The second
uniqueness of this case is complete remission of MC and
ITP on Prednisolone.

Our observation of MGUS and ITP in this patient definitely
adds statistically to the existing pool of data. But the
simultaneous remission of both MGUS and ITP on steroid
therapy, which was never reported before, made this
case worthy to report. Also it raises the possibility of both
entities being strongly linked by a common factor. One
cannot help fall back on hypothesis, put forward by
Merlini and Stone that paraprotein may be an antibody
directed against platelets."” At the same time, to implicate
a cause —effect role is a too early and warrants substantial
evidence.

CONCLUSION

The association of ITP and MGUS has not been has not
been much reported in India. Research studies, probing
this association, if undertaken can give us an insight into
the pathogenesis of both disorders or at the least provide
clue to the immunogenicity. It is to be explored further,
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if the onset of MGUS is a harbinger of any imminent auto
immune disorder, as there is a repository of data
associating both.
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