DOI: 10.7860/JCDR/2019/40740.12943
Multiple Myeloma in a Patient with Sarcoidosis
and Heavy Proteinuria: A Case Report
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ABSTRACT

The present case is of 44-year-old woman who was a known case of sarcoidosis revealed granulomatous inflammation without
caseafication. She also reported to suffer from proteinuria about 2 g/day, which was reported as Focal Segmental Glomerulosclerosis
(FSGS) secondary to sarcoidosis after renal biopsy and thorough evaluation. Skeletal survey showed multiple lytic lesions in
her skull, ribs, vertebra and iliac bone. The patient fully met diagnostic criteria for symptomatic Multiple Myeloma (MM) and
chemotherapy was started with Velcade, Cyclophosphamide and Dexamethasone. Having completed chemotherapy, bone marrow
plasma cells reached 8% and there were no peak of the serum or urine protein. Our patient is the first report of correlation of
three diseases of Sarcoidosis and MM together and FSGS. Immune system impairment may be the main predisposing factor. The
relationship between sarcoidosis and MM is unclear. Since in sarcoidosis, impaired immune system is involved, it predisposes
developing malignancies in sarcoidosis. It is suggested that two important factors i.e. aneuploidy in the granuloma and peripheral
blood lymphocytes can cause haematologic malignancy via developing genetic instability.
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CASE REPORT

A 44-year-old woman, known case of sarcoidosis since 2013,
with below presentations: fever, erythema nodosum, and arthritis
of both ankles, bilateral hilar lymphadenopathy and maculopapular
skin lesions on her forehead in which, the pathologic evaluation
revealed granulomatous inflammation without caseation. She also
suffers from proteinuria about 2 g/day, which reported as Focal
Segmental Glomerulosclerosis (FSGS) secondary to sarcoidosis
after renal biopsy and thorough evaluation. She received a
moderate dose of steroid (20 mg of prednisolone), with gradual
tapering and angiotensin receptor blocker (100 mg of losartan)
for 18 months and both sarcoidosis involvements and proteinuria
were completely relieved. Differential diagnosis for multiple lytic
leisions were Myeloma, Fibrose dysplasia, Eosinophilic granuloma,
Enchondroma, Metastatic disease, Hyperparathyroidism (brown 0.
tumors), infection based on multiple bone sites pain that worsen WW: 4095 WL: 2047

with activity, whole body scan was noted for high abnormal uptake [Table/Fig-1]: Anterior view of the skull shows multiple well defined Iytic lesions.
at the skull regions, both shoulders, half proximal of right humerus
shaft, ribs and lumbar vertebras at multiple levels as well as both
sacroiliac joints. Skeletal survey showed multiple lytic lesions in her
skull [Table/Fig-1,2], ribs, vertebras and iliac bone [Table/Fig-3]. A
typically normochromic normocytic anaemia, proteinuria, presence
of monoclonal protein in urine electrophoresis [Table/Fig-4], and
presence of more than 90% plasma cells in bone marrow biopsy,
the patient was diagnosed with Multiple Myeloma (MM) and was
treated accordingly.
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However, after two years of remission, during her routine follow-up,
she developed pain in spinal vertebras, ribs, pelvis, besides pitting
oedema over the legs, normochromic and normocytic anaemia
(Hb: 9.3), ESR of 110 and proteinuria more than 3 g/day, presence
of monoclonal protein in urine electrophoresis, serum protein
electrophoresis showed high alpha 1, alpha 2, beta 1 proteins but
lower percentages of gamma proteins. The rest of laboratory exams ,
were unremarkable. [Table
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2]: Lateral view of the skull shows multiple well defined Iytic lesions.
The patient received cyclophosphamide (150 mg/m?/d) for four
consecutive days Bortezomib (1.3 mg/m?) and dexamethsasone
(20 mg/m?) for four doses at 1%, 4, 8" and 11" days of treatment.

On physical examination, the patients was febrile (38.5°C), there
were maculopapular lesions on her forehead and erythema nodosum
as well as arthritis in both ankles. Additionally, a pitting oedema was
Having completed chemotherapy, bone marrow plasma cells  noticed over legs. There was pain in multiple bone sites such as
reached 8% and there were no peak of the serum or urine protein. spinal vertebras, ribs and pelvis.
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[Table/Fig-3]: Anterior view of the pelvis shows a large great lytic lesion on wing of
left iliac bone.

[Table/Fig-4]: Monoclonal protein was found in urine electrophoresis.

As MM was suspected, further evaluation was done and more than
90%, CD 138+ plasma cells were detected in bone marrow biopsy
[Table/Fig-5].

[Table/Fig-5]: In bone marrow biopsy, more than 90% plasma cells were detected.
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The patient fully met diagnostic criteria for symptomatic MM and
chemotherapy was begun for her with Velcade, cyclophosphamide
and dexamethasone.

DISCUSSION

Sarcoidosis is an inflammatory disease with characteristic pathological
feature of noncaseating granuloma [1]. MM is a dyscrasias of bone-
marrow plasma cells which can lead to end organ damage, in form
of Iytic bone lesions, hypercalcaemia, renal failure and recurrent
infection [2].

Although the concurrence of sarcoidosis and MM has been reported
in other case reports in literature, the coincidence is still rare [3-5].
Thirteen cases of MM and sarcoidosis have been reported in literature
[6,7]. Besides, familial type of MM with a history of sarcoidosis has
also been reported [8]. As the incidence of MM is relatively high,
about five cases per 100,000 each year, there is no discrete trial in
estimating this disease in sarcoidosis patients [9].

Immune system impairment in sarcoidosis may predispose patients
to develop MM and other haematologic malignancies. Besides,
genetic instability due to aneuploidy of sarcoidosis granuloma cells
and peripheral blood lymphocytes may predispose patients to
develop malignancies [6].

Kidney impairment occurs in 10-20% of patients with sarcoidosis.
Sarcoidosis involve kidney in different ways, the most common
cause of kidney injury is abnormality in calcium hemostasis,
including hypercalciuria and hypercalcaemia in 50% and 10% of
patients, respectively, nephrocalcinosis and nephrolithiasis [10,11].
Granulomatosis tubulointerstitial nephritis is less common and
involves about 20% of patients and glomerular involvement is
heterogenic, rare and exclusively few case reports were published.
Wide spectrum of glomerular lesions were reported including
Membranous Nephropathy (MN), Minimal Change Disease (MCD),
Focal Segmental Glomerulosclerosis (FSGS), Immunoglobulin® A
Nephropathy (IgAN), amyloidosis and proliferative Glomerulonephritis
(GN). MN is the most frequent glomerular disease and FSGS is rare
in sarcoidosis [12-14]. In one study, simultaneous occurrence of
sarcoidosis and glomerular lesion was only 35% [11].

Sarcoidosis is an inflammatory disease with increased infiltration of
Th1 cells and increased Th1/Th2 cytokines level, these changes in
immune system may be a predisposing factor for GN.

Kidney involvement is common in MM. Light chain deposition
disease, cast nephropathy (myeloma kidney) and amyloidosis are
some of its types, but GN is a rare manifestation. Different types
of GN, FSGS, MN, fibrillary GN, immunotactoid glomerulopathy,
membranoproliferative GN, C3 glomerulopathy and cryoglobulinemia
were reported [15,16]. GN can occur several months before
diagnosis of MM, however in most cases, MM may be diagnosed
during evaluation for proteinuria and GN [17]. Occurrence of MM
and FSGS either simultaneously or sequentially is rare. Furthermore,
there are some reports that FSGS had been presented several
months before MM [18,19].

Our patient was a 44-year-old woman with documented sarcoidosis
based on clinical presentation and pathologic findings together with
biopsy proven FSGS for four years. After two years of remission,
she was revaluated because of proteinuria, bone pain, high ESR
and the diagnosis of MM was developed based on skeletal lytic
lesion in radiologic survey and detection of more than 90% CD
138+ plasma cells in bone marrow biopsy. There are few case
reports of concurrence of sarcoidosis and MM together and FSGS is
reported as a rare kidney presentation of both sarcoidosis and MM,
our patient is the first report of correlation of these three diseases
and immune system impairment may be main predisposing factor.
Previous studies showed, renal involvement in sarcoidosis can occur

in 50% of patients, while glomerular disease occurs in 7% of the
patients consist of membranous GN, FSGS, Minimal change disease
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and IgA nephropathy [16,19]. FSGS is rare presentation of both MM
and sarcoidosis and 13 cases of occurrence of MM with sarcoidosis
have been reported in literature [20,21]; however, concurrence of
sarcoidosis with MM and FSGS have not been reported.

The patient complained of proteinuria five years ago. We found
that the reason may be because that sarcoidosis treatment
(corticosteroid with high dosage) did not work in this case and the
symptom of proteinuria improved. Meanwhile, the patient showed
proteinuria symptoms, light chain and some other symptoms two
months before treatment. We can conclude that the first kidney
disorder was not related to MM. Now, the question is whether there
is a possibility to have proteinuria with multiple myeloma?

CONCLUSION

In this article, we present a case of sarcoidosis, who suffered from
proteinuria through biopsy proven FSGS and subsequent occurrence
of MM through the course of disease. Although there is no obvious
elucidation for this coherence, immune system dysfunction and
genetic instability may be incorporated. It is appropriate that
clinicians to be conscious of possibility of coincidence of MM and
FSGS in patients with sarcoidosis who be afflicted by proteinuria
and bone pain.
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