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Abstract: Multiple Myeloma is a malignancy of blood cells often discovered by chance that mainly 

affects elderly people. We present the case of a 75-year old female patient with a known history of 

neurological pathology presented to the department of Neurology for gait abnormality, dizziness and 

intermittent bone pain. Due to laboratory abnormalities the patient was referred to the hematology 

department for further investigation. An immunogram was made which showed an increase of IgA and 

low levels of immunoglobulin G and M. In the bone marrow aspiration the plasma cells were present 

between 34% and 42%. Further investigations were made and the patient was diagnosed with 

Multiple Myeloma type IgA with secretions of light kappa chains stage I A. Patient began treatment 

with chemotherapy, proteasome inhibitors, corticosteroids and zoledronic acide. Since Multiple 

Myeloma is not a curable disease, at some point, patients will relapse and new molecules should be 

considered. 
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INTRODUCTION 

Multiple myeloma is a cancer of the plasma cells, 

which normally are responsible for producing antibodies.(1)  

Plasma clonal cells responsible for multiple myeloma 

come from post-germinal B lymphoid cells that later develop 

into progenitor cells in the bone marrow.(2) There are several 

forms of the disease, from the asymptomatic premalignant state 

of plasma cell proliferation (MGUS- monoclonal gammopathy 

of unknown significance), then the asymptomatic multiple 

myeloma (SMM- smoldering multiple myeloma), and finally the 

neoplastic disease (multiple myeloma) affecting various organs 

and tissues.(3,4) There are several types of multiple myeloma, 

but it is well known that IG A multiple myeloma is considered 

to have a poor prognosis. 

Multiple myeloma is the second most common 

hematological neoplasm, after lymphoma, with a median age at 

diagnosis of 65-70 years, but cases diagnosed before the age of 

60 have also been reported.(5) The occurrence of multiple 

myeloma is extremely rare before the age of 30, but cases have 

been reported with a frequency of 0.02% to 0.3%, especially in 

male patients.(6,7) 

The causes of the cancer remain unknown, but recent 

studies have shown the existance of a familial predisposition, 

even though multiple myeloma is not considered to be a genetic 

disease.(8,9) The treatment for Multiple Myeloma is focused on 

chemotherapy regiments, corticotherapy, proteasome inhibitors, 

immunomodulators and  monoclonal antibodies.  

Although in multiple myeloma there are several 

innovative lines of therapy, the better response rate to treatment 

and especially the higher survival rate is due to the possibility of 

performing autologous stem cell transplant.(10,11) Multiple 

myeloma can be treated but remains an incurable disease.  

 

CASE REPORT 

 We present the case of a 75-year old female patient, 

with a known history of neurological pathology (lacunar stroke 

due to occlusion of the right carotid artery, left hemiparesis, 

bilateral occlusions of the carotid arteries, aortic atheromatosis), 

presented to the department of Neurology for gait abnormality, 

dizziness and intermittent bone pain. The patient’s responses to 

the neurological examinations performed were all within normal 

limits, with the exception of a mild gait disturbance.  

Paraclinical laboratory investigations show changes in 

VEM-106,3 fL (81-102 fL), Hct-51% (35-47%) and the 

erythrocyte sedimentation rate-36 mm/h (< 20mm/h).  

Because of these laboratory abnormalities and of a 

normal neurological examination the patient was referred to the 

hematology department for further investigation.  

Clinically the patient was asymptomatic but with 

intermittent bone pain.  

X-rays of the pelvis bones, spine, ribs and skull were 

performed and no osteolysis was observed. In our department 

the laboratory investigations were within normal limits except 

for a hyperuricemia. An immunogram was made which showed 

the following changes: Ig A-1000 mg/dL (70-400 mg/dL), Ig G-

337 mg/dL (700-1600 mg/dL), Ig M-12 mg/dL (40-230 mg/dL). 

These results raised suspicion of a malignant 

proliferation so more investigations followed.   

The protein electrophoresis was normal (without 

monoclonal peak), but the light kappa and lambda chain from 

the serum were modified: kappa chain-82,8 mg/L (3,3-19,4 

mg/L), lambda chain-5,8 mg/L (5,7-26,3 mg/L) and the 

kappa/lambda ratio- 14,3 (0,26-1,65).  

A bone marrow aspiration was made and the results 

confirmed the diagnosis of multiple myeloma (the presence of 

plasma cells between 34% and 42%. The plasma cells appeared 

smaller, some of them with nucleus and reddish cytoplasm).  

The final diagnosis was Multiple Myeloma type IgA 

with secretions of light kappa chains stage I A.   

Even if the patient did not present CRAB criteria we 
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decided to start treatment because the bone marrow was 

infiltrated with plasma cells between 34% - 42% and Multiple 

Myeloma type IgA is known to be an aggressive form of the 

disease.   

With VAD protocol and Zolendronic Acid she 

responded well to the treatment with a decrease of seric 

Immunoglobulin A from 1000 mg/dL to 66 mg/dL. Patient 

continued the treatment with Bortezomib (1,3 mg/m2 on days 

1,4,8 and 11) plus Dexamethasone (24 mg on the same days). 

After four cycles of treatment the patient’s response 

was excellent, the seric immunogram giving the following 

results: Ig A-156 mg/dL (70-400 mg/dL), Ig G-234 mg/dL (700-

1600 mg/dL) and Ig M-15 mg/dL (40-230 mg/dL).  

Because the patient presented with secondary 

peripheral neuropathy due to Bortezomib treatment, we reduce 

the dose (1 mg/m2).  

Upon re-evaluation of the bone marrow aspiration the 

plasma cells were observed to be mature and within normal 

limits (1-2%).  

During treatment the patient has not experienced 

severe side effects and her response to treatment was classified 

as stable disease (SD) until today.  

 

DISCUSSIONS 

Multiple myeloma represents approximately 1% of all 

existing neoplasias and approximately 10% of all malignant 

hemopathies. The median age at diagnosis is around 65 years, 

being more common among men.(12) Unlike bone metastases 

produced by other malignancies, osteolytic lesions from 

multiple myeloma are characterized by the lack of new bone 

tissue formation.(13) Often Multiple Myeloma is discovered by 

accident through routine blood screening and only rarely 

because of the clinical manifestations of the disease. Prodromal 

signs are in most cases: weakness, anemia, bone pain, 

pathologic fractures and in an advanced stage of the disease 

spinal compression and renal failure.(14) It is known nowadays 

that prior to the diagnosis of multiple myeloma, patients present 

a premalignant condition called MGUS (monoclonal 

gammopathy of undetermined significance) and only a small 

part of them (1% per year) turn into active multiple 

myeloma.(15) 

What causes the premalignant cell to remain dormant 

even over 30 years remains unknown, but even in cases 

diagnosed with MGUS, genetic mutations such as del (17p13) 

and t (4;14) have been detected, which gives the patient a 

negative prognosis regarding the evolution of the disease 

towards progression but also a poor response to treatment.(16) 

Recent studies have shown that not only the patient's 

mutational status has a negative impact, but also the interaction 

between tumor cells and the cellular microenvironment.(17) It 

seems that the cellular microenvironment plays an extremely 

important role regarding bone destruction, growth and survival 

of myeloma cells as well as in the problem of dealing with 

multidrug resistance.(18,19) 

According to The Revised International Myeloma 

Working Group (IMWG), the diagnosis is based on the 

existence of CRAB criteria (one or more), together with at least 

10% clonal plasma cells in the bone marrow or a plasmacytoma 

proven by biopsy. CRAB diagnostic criteria consist of: 

hypercalcemia, renal dysfunction, anemia or bone lesions.(20) 

Patients suspected or already diagnosed with multiple 

myeloma require additional tests to highlight the monoclonal M 

protein in the serum by SPEP (serum protein electrophoresis), 

SIFE (serum immunofixation) and serum FLC.(21) In 

approximately 2% of the total number of patients diagnosed 

with multiple myeloma, there is no secretion of the monoclonal 

component and thus we speak of non-secretory myelomatous 

disease.(22) 

There are five types of immunoglobulins in Multiple 

Myeloma that can be over-producted: A,G, M, D and E.  

The most common over-production of Ig in Multiple 

Myeloma is G. All types of Myeloma are treated in the same 

way, but they respond to treatment differently and the prognoses 

are totally different.  

Multiple Myeloma type Ig A is the second most 

frequent variation of the disease, and usualy does not respond 

well to treatment. The median survival of these patients is about 

3 years. One of the most important prognostic factors in Ig A 

type is the presence of the chromosome 13 deletion.(23) The 

patients who have this cytogenetic status are less likely to 

respond to treatment, and the median duration of life is shorter. 

Multiple myeloma is a chronic disease, with a slow 

evolution, in which the survival rate has improved significantly 

in the last 15 years.(24) This is due to the introduction into 

current practice of new therapeutic molecules such as: 

Bortezomib, Carfilzomib, Lenalidomide and Thalidomide.  

The most recently approved drugs were: 

Pomalidomide, Ixazomib, Daratumumab and last but not least 

CAR-T (chimeric antigen receptor T) therapy.(25,26,27,28)  

All these new molecules administered in specific 

combinations act in the myelomatous cell through various 

mechanisms. Thalidomide, Lenalidomide and Pomalidomide are 

immunomodulatory agents that induce the degradation of 2 B 

cell-specific transcription factors, directly causing myeloma cell 

cytotoxicity by inducing free radicals and destroying cellular 

DNA. They also have anti-angiogenic, immunomodulatory 

properties and inhibit tumor necrosis factor alpha.(29) 

Bortezomib, Carfilzomib and Ixazomib are 

proteasome inhibitors.(30)  On the other hand, Daratumumab is 

a monoclonal antibody that targets the CD 38 marked cell.(31) 

Although we have many therapeutic options available 

today, patients are typically treated with 3-4 induction cycles 

before peripheral stem cell harvesting takes place. 

Autotransplantation of peripheral stem cells remains 

the method of choice that can give the patient the longest free 

period of treatment. 

However, recent studies have shown a significant 

improvement in cases where Lenalidomide was administered as 

maintenance therapy after stem cell autotransplantation.(32) 

Although the therapeutic options in multiple myeloma 

are increasing, the choice of the appropriate treatment will be 

made depending on the eligibility or not of the patient for stem 

cell transplantation but also depending on the risk stratification 

factors. Another key element for the favorable prognosis of 

patients with multiple myeloma is negative minimal residual 

disease (MRD). However, additional studies are needed to 

determine if the treatment of patients with multiple myeloma 

can be decided according to the MRD status and if sustained 

MRD negativity can be considered as a marker of cure of the 

disease.(33) 

In our case we were not able to investigate the 

cytogenetic status of the patient, nor the MRD status. However 1 

year after her diagnosis of Multiple Myeloma she is still living 

and responding well to the treatment. 

 

CONCLUSIONS 

Multiple Myeloma is commonly diagnosed through 

routine blood screening and rarely because the patient is 

symptomatic, in an advanced stage of the disease. Most patients 

are elderly (over 60). Multiple Myeloma type Ig A is the second 

most frequent variation and responds poorly to the treatment. 

The treatment must be started immediately after diagnosis. 

Although Multiple Myeloma therapy improved significantly in 

recent years due to the new drugs (especially proteasome 
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inhibitors and immunomodulators) and autologous stem cell 

transplant, we can only speak about different types of transient 

remission of the disease, not a cure.  
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