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Abstract

IgD multiple myeloma (MM) is a rare plasma cell neoplasm,
considered to have a poor prognosis compared to the other
isotypes. Many studies reported an advanced stage at the
presentation. In contrast to these studies, we report a case
of rare IgD-Lambda MM at the early stage. The laboratory
data showed no hypercalcemia, without any renal impair-
ment, or monoclonal spike (M-spike or paraprotein) at the
Serum protein electrophoresis (SEP) but only a hypogam-
maglobulinemia. IF is performed with antisera to 1gG, IgA,
IgM, total kappa and total lambda(anti-y, anti-a and an-
ti-y heavy chains, and anti-k and anti-A total light chains)
showed a lambda total light chains without corresponding
heavy chain. The first IF of the most frequent isotypes was
completed with the second serum IF for the screening of the
rare isotypes, with anti-sera to IgD, IgE (anti-6 and anti-¢)
and to total kappa and total lambdaheavy chains showed an
IgG-Lambda isotype with no free light chains. Hypogamma-
globulinemia was associated to more than 80% of IgD MM.
So, hypogammaglobulinemia can be used as an indicator of
IgD MM isotype. Finally, bone pain, anemia and renal failure
are the most frequent inaugural symptoms.
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Introduction

Multiple myeloma (MM) is characterized by the
clonal proliferation of malignant plasma cells, which se-
crete monoclonal immunoglobulin in the bone marrow.
Immunoglobulin D(IgD) MM is a rare subtype associ-
ated with poorer prognosis, and accounting for about
2% of MM cases worldwide [1,2]. Moreover, IgD MM
is often misdiagnosed because of the small amount of
the monoclonal protein, or mistaken as light chain type

MM. It is characterized by the high preponderance of
lambda light chains over kappa light chains [3].

Patients with IgD myeloma presented more often
with features of high-risk disease, that is, with advanced
ISS (International staging system), high LDH (lactate de-
hydrogenase), significant renal dysfunction, and large
amounts of Bence jones proteinuria [1,3]. Response to
primary therapy was similar to other patients, although
there was a trend for better quality of responses in pa-
tients with IgD myeloma [3].

First of all, we report a challenging case in the di-
agnosing of a rare immunoglobulin D-Lambda (lgD)
MM, that is often of advanced stage at the diagnosis.
Nevertheless, our patient was at an early stage, with
no hypercalcemia, normal kidney function, Serum pro-
tein electrophoresis (SPE) with no M-spike (Monoclonal
protein-spike) and normal urinary proteinuria excre-
tion. In addition, we want to emphasize that not all the
CRAB (hypercalcemia, renal failure, anemia and bone
disease) criteria are needed for a diagnostic of multiple
myeloma, and SPE is not a specific test for the diagnosis
of IgD MM.

Case Report

A 57-year-old man from Souss-Massa region, in Mo-
rocco. The patient is a worker in a factory; he has no
family history of malignancy or blood disorders. Our
patient’s medical history includes an operation for an
inguinal hernia two years ago, followed by an appen-
dectomy in 1990; also, he had glaucoma of the left eye
under treatment since 2015.
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Table 1: Bone marrow aspirate differential count.

Type of Cell % References values
Blast 1% From 1 to 3%
Promyelocyte 1% From 2 to 4%
Myelocyte 6% From 10 to 18%
Metamyelocyte 7% From 15 to 20%
Segmented neutrophil 3% From 15 to 30%
Erythroblast 20% From 20 to 28%
Lymphocytes 6% From 5 to 15%
Plasma cells 55% From 1 to 3%
Eosinophil 1% From 1 to 3%

Figure 1: Skull X-Ray.

He experienced a back pain, and a weight loss with
an average of 20 kg in two months and a fast worsen-
ing of the general state. His conjunctivae are discolored.
Skeletal X-ray examination detected osteolytic lesions in
the skull (Figure 1).

In contrast, laboratory data showed no hypercalce-
mia, without any renal impairment, or M-spike at the
Serum protein electrophoresis SPE). Subsequent labo-
ratory studies showed a B,-microglobulin of 2.88 mg/I
(0.7-1.8 mg/l), total protein of 54 g/| (64-83 g/l), Albu-
min of 32.9 g/l (40-50 g/l), calcium 2.1 mmol/L (2.2 to
2.7 mmol/L), AST of 5 UI/L (0-40 U/L), ALT of 16 U/L (15-
40 U/L), blood glucose of 4.73 mmol/I (4.4-6.1 mmol/l),
urea of 3.7 mmol/l (2.5-10.7 mmol/l), creatinine of 82
umol/l (62-106 pmol/l), GFR of 91 ml/min/1.73 m?,
erythrocyte sedimentation rate (ESR) of 43 mm/h (<
30 mm/h), urinary protein of 0.06 g/24 h (< 0.15 g/24
h) and lactate dehydrogenase of 364 U/I (125-220 UI/I)
(Table 1). Complete blood counts were measured during
all the course of the treatment, on admission the pa-
tient presented with a normocytic normochromic ane-
mia of 73 g/l (hemoglobin < 120 g/l) and a leukopenia,
the platelet count was normal. Bone marrow aspiration
revealed 55% dystrophic plasma cell infiltration with
several abnormal plasma cells, and immature plasma
cells (plasma blasts) (Table 1). Serum protein electro-
phoresis revealed a mild hypogammaglobulinemia and
no M-spike (Capillarys 2-Sebia®) (Figure 2). Therefore,
immunofixation (IF) is the gold standard method to
confirm the presence of a monoclonal protein. IF is per-
formed with antisera to IgG, IgA, IgM, total kappa and
total lambda (anti-y, anti-a and anti-p heavy chains, and
anti-k and anti-A total light chains) showed a lambda to-
tal light chains without corresponding heavy chain. Also,
Urine immunofixation was negative for a monoclonal
protein. An additional IF is performed, for the screen-

BEFORE
TREATMENT

Proteines tatales = 54 g/l Rapport A/G = 1.56
Nom % Normales % 9/L  Normales g/L
Albumine 60.9 55.8-66.1 <329 40.2-47.6
Alpha 1 9.6 2949 >5.2 21-3.5
Alpha 2 13.5 7.1-11.8 7.3 5.1-8.5
Beta 1 6.3 4.7-7.2 3.4 3.4-5.2
Beta 2 2.9 3.2-6.5 <1.6 2.3-4.7
Gamma 6.8 11.1-18.8 <3.7 8.0-13.5

Figure 2: Serum protein electrophoresis.

AFTER TREATMENT

Nom % Normales % 9g/L  Normales g/L

Albumine 61.6 55.8-66.1 43.1 40.2-47.6

Alpha 1 >5.3 2.9-4.9 3.7 2.1-3.5

Alpha 2 11.7 7.1-11.8 8.2 5.1-8.5

Beta 1 5.2 4.7-7.2 3.6 3.4-5.2

Beta 2 3.4 3.2-6.5 24 2.3-4.7

Gamma 12.8 11.1-18.8 9.0 8.0-13.5

Rapp. A/G: 1.60 P.T.: 70 g/L {i
-
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ing of the rare isotypes, with anti-sera to IgD, IgE (anti-6
and anti-§) heavy chains, and total kappa, total lamb-
da, free kappa and free lambda light chains showed an
IgG-Lambda isotype with no free light chains.

Our patient has had a normal kidney function; there-
fore, he was classified at the stage Il of the revised inter-
national staging system (RISS).

Criteria for the diagnosis of multiple myeloma were
fulfilled, and the patient was treated with a combination
of cyclophosphamide, monthly pulsed dexamethasone,
low-dose Thalidomide (CDT) and zoledronic acid. He un-
derwent autologous hematopoietic stem cell transplant
and was subsequently started on lenalidomide mainte-
nance.

Discussion

Firstly, IlgD MM is rare. In fact, in a cohort of the Mayo
Clinic in Rochester, recording all the patients whom
multiple myeloma was diagnosed from 1985 to 1998,
only 2% of all the record were with an Ig D MM, and
the most frequent isotypes were Ig G, IgA and Free light
chain with 52%, 21% and 16% respectively [1]. Also, Zag-
ouri, et al. in a retrospective study among 1239 patients
with symptomatic myeloma, only 2.5% were diagnosed
with IgD MM [3]. We found the same results in a retro-
spective study (not yet published), through ten years,
in our oncology department of Agadir regional hospital,
we diagnosed only, two patients with IgD-lambda MM
of 117 patients with monoclonal gammopathies, so,
1.7% of all the monoclonal gammopathies and 2.2% of
patients diagnosed with MM.

Gender is one of the risks factors associated with
MM in general, in fact, all cohort studies have noticed a
male predominance of IgD MM [4,5]. Also, in our retro-
spective study, two male cases were indeed collected.
Moreover, the most significant risk factor is age; our
patient has 57-year-old, even though the two thirds of
patients with MM in general are older than 65 years [6].
For the patients with IgD MM, and in the study of Bladé,
et al. [4], the median age of the 53 patients with IgD
MM, was 60 years (Range, 19 to 86), also Jancelewics,
et al. [5], reported a median of 59 years and in the study
of Shimamoto, et al. [7], the median age of 55.7 years.
Thus, Ig D myeloma is diagnosed at an early age com-
pared to other MM isotypes.

ESR was not so elevated, as one of the classic presen-
tations of MM, because of the low concentration of the
monoclonal immunoglobulin.

The inaugurals symptoms in our case were the back
pain and weight loss, in fact, several international stud-
ies found that the main clinical symptom is represented
by bone pain in more than 72% of patients [5,8]. Our
patient has a normal kidney function with no protein-
uria. Nevertheless, according to literature, the second
most important inaugural clinical manifestation in pa-
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tients with IgD MM, was the renal impairment, more
than one third of the patients [9]. Moreover, the third
most important symptom in this case was the normo-
cytic normochromic anemia, the frequency of normo-
cytic normochromic anemia exceeds 70% in most inter-
national series and can even reach 90% others [5,10].
SEP revealed hypogammaglobulinemia with no mono-
clonal spike. Interestingly, Serum protein electropho-
resis was associated with hypogammaglobulinemia in
84% in the cohort of Bladé, et al. 100% in the cohort of
Djidjik, et al. [10]. So, hypogammaglobulinemia can be
used as an indicator of IgD MM. Serum immunofixation
electrophoresis (SIE) revealed IgD-lambda MM, further-
more IgD-lambda was the most diagnosed isotype in all
reported studies. In fact, 60% in the cohort of Bladé, et
al. 80% in the cohort of Zagouri, et al. [3] and 90% in the
cohort of Jancelewicz, et al. [5]. Thus, most frequent IgD
myelomas are of the lambda variety.

In 1IgD MM, the whole skeleton (Spine, Skull, pelvis,
ribs...) can be affected by multiple lyric lesions at the
diagnosis. Shimamoto, et al. found osteolytic lesions in
42% of patients in their cohort [7], 77% in the cohort of
Bladé, et al. and 80% in the cohort of Djidjik, et al. [10].

At last, IgD MM is rare subtype of MM and affect
people with the median age of 60-year-old. SEP didn’t
show any M-spike in this case, but a hypogammaglob-
ulinemia. Therefore, Hypogammaglobulinemia can be
an indicator of the IgD MM. Also, the most frequent
isotype is the IgD lambda. Another point is that, bone
pain, anemia and renal failure are the most frequent in-
augural symptoms. Finally, lytic lesions at the skeleton
radiography are frequent in IgD MM.

References

1. Kyle RA, Gertz MA, Witzig TE, Lust JA, Lacy MQ, et al.
(2003) Review of 1027 patients with newly diagnosed mul-
tiple myeloma. Mayo Clinic Proceedings 78: 21-33.

2. Morris C, Drake M, Apperley J, lacobelli S, van Biezen A, et
al. (2010) Efficacy and outcome of autologous transplanta-
tion in rare myelomas. Haematologica 95: 2126-2133.

3. Zagouri F, Kastritis E, Symeonidis AS, Giannakoulas N,
Katodritou E, et al. (2014) Immunoglobulin D myeloma:
Clinical features and outcome in the era of novel agents.
European Journal of Haematology 92: 308-312.

4. Bladé J, Lust JA, Kyle RA (1994) Immunoglobulin D mul-
tiple myeloma: Presenting features, response to therapy,
and survival in a series of 53 cases. Journal of Clinical On-
cology 12: 2398-2404.

5. Jancelewicz Z, Takatsuki K, Sugai S, Pruzanski W (1975)
IgD Multiple Myeloma: Review of 133 Cases. Archives of
Internal Medicine 135: 87-93.

6. Dvorak C (2006) Common complaints, difficult diagnosis:
Multiple myeloma. J Am Acad Nurse Pract 18: 190-194.

7. Shimamoto Y, Anami Y, Yamaguchi M (1991) A new risk
grouping for IgD myeloma based on analysis of 165 Japanese
patients. European Journal of Haematology 47: 262-267.

8. Kim MK, Suh C, Lee DH, Min CK, Kim SJ, et al. (2011)
Immunoglobulin D multiple myeloma: Response to therapy,

e Page 3 0f4 e



https://doi.org/10.23937/2378-3656/1410341
https://pubmed.ncbi.nlm.nih.gov/12528874/
https://pubmed.ncbi.nlm.nih.gov/12528874/
https://pubmed.ncbi.nlm.nih.gov/12528874/
https://www.haematologica.org/article/view/5822
https://www.haematologica.org/article/view/5822
https://www.haematologica.org/article/view/5822
https://onlinelibrary.wiley.com/doi/abs/10.1111/ejh.12255
https://onlinelibrary.wiley.com/doi/abs/10.1111/ejh.12255
https://onlinelibrary.wiley.com/doi/abs/10.1111/ejh.12255
https://onlinelibrary.wiley.com/doi/abs/10.1111/ejh.12255
https://pubmed.ncbi.nlm.nih.gov/7964956/
https://pubmed.ncbi.nlm.nih.gov/7964956/
https://pubmed.ncbi.nlm.nih.gov/7964956/
https://pubmed.ncbi.nlm.nih.gov/7964956/
https://pubmed.ncbi.nlm.nih.gov/1111472/
https://pubmed.ncbi.nlm.nih.gov/1111472/
https://pubmed.ncbi.nlm.nih.gov/1111472/
https://pubmed.ncbi.nlm.nih.gov/16681705/
https://pubmed.ncbi.nlm.nih.gov/16681705/
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1600-0609.1991.tb01569.x
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1600-0609.1991.tb01569.x
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1600-0609.1991.tb01569.x
https://pubmed.ncbi.nlm.nih.gov/20682550/
https://pubmed.ncbi.nlm.nih.gov/20682550/

DOI: 10.23937/2378-3656/1410341 ISSN: 2378-3656

survival, and prognostic factors in 75 patients. Annals of  10. Djidjik R, Lounici Y, Chergeulaine K, Berkouk Y, Mouhoub
Oncology 22: 411-416. S, et al. (2015) IgD multiple myeloma: Clinical, biological

9. Liu Y, Ke XY, Wang J, Jing HM, Wang JJ, et al. (2014) features and prqgnqstlc \l/alue.of the serum free light chain
- . . ) . assay. Pathologie Biologie 63: 210-214.
Clinical characteristics and therapeutic efficacy of immuno-

globin D multiple myeloma. Zhongguo shi Yan Xue Ye Xue
Za Zhi 22: 1628-1632.

#

CLINMED

INTERNATIONAL LIBRARY

MAATAOUI et al. Clin Med Rev Case Rep 2021, 8:341 e Page 4 of 4 »



https://doi.org/10.23937/2378-3656/1410341
https://pubmed.ncbi.nlm.nih.gov/26294067/
https://pubmed.ncbi.nlm.nih.gov/26294067/
https://pubmed.ncbi.nlm.nih.gov/26294067/
https://pubmed.ncbi.nlm.nih.gov/26294067/
https://pubmed.ncbi.nlm.nih.gov/20682550/
https://pubmed.ncbi.nlm.nih.gov/20682550/
https://pubmed.ncbi.nlm.nih.gov/25543487/
https://pubmed.ncbi.nlm.nih.gov/25543487/
https://pubmed.ncbi.nlm.nih.gov/25543487/
https://pubmed.ncbi.nlm.nih.gov/25543487/

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Case Report 
	Discussion
	Table 1
	Figure 1
	Figure 2
	References

