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Dear Editor.

Multiple myeloma is usually diagnosed when a
monoclonal protein on serum protein electrophoresis
(SPEP) is coupled with bone marrow plasma cell
infiltration of at least 10% and myeloma-defining
events.! The diagnosis can become difficult when the
marrow aspirate is non-representative or when the SPEP
pattern is ambiguous, both of which occurred in the case
we describe. The diagnostic message of this brief report
is that image-guided biopsy of an accessible lytic lesion
may be decisive when the standard marrow aspirate is
hemodilute and discordant with the clinical,
radiological, and laboratory picture, and that the
biological interpretation of a biclonal SPEP pattern is
limited without immunofixation and complete
phenotypic, cytogenetic, and molecular
characterisation.

A 54-year-old man of Albanian ethnicity, with no
significant past history, presented in January 2026 with
a one-month history of progressive thoracic, rib, and
lumbar pain unresponsive to over-the-counter
analgesics. There was no fever, weight loss, trauma, or
family history of haematological disease. Examination
revealed tenderness over the lower thoracic spine and
the left hemithorax, with no lymphadenopathy,
organomegaly, or neurological deficit.

A contrast-enhanced computed tomography (CT)
scan of the thorax and abdomen (11 January 2026)
demonstrated multiple osteolytic lesions, including the
anterior arc of the 9th and 10th left ribs (largest 20 x 10
mm), the posterior arc of the 10th left rib and the 12th
right rib, additional millimetric lesions in the 4th to 8th
right ribs, a 15 mm lesion in the 4th thoracic vertebral
body, a cervical 6 vertebral body lesion, and destructive
changes in the posterior body of L4 and the anterior wall
of L5 with disc involvement at L4 to L5 (Figure 1). No
pulmonary, pleural, pericardial, lymph node, or visceral
organ abnormality was identified.

Initial laboratory workup (13 January 2026) showed
haemoglobin 15.3 g/dL, white cell count 11.5 x 10%L,
platelets 225 x 10°L, preserved renal function
(creatinine 0.99 mg/dL), and normal calcium and lactate
dehydrogenase. SPEP demonstrated two distinct peaks
in the gamma globulin zone, with the gamma fraction
markedly elevated at 33.9% (reference 11.1 to 18.8%),
albumin reduced at 48.8% (reference 55.8 to 66.1%),
and an albumin/globulin ratio of 0.95 (Figure 2). The
reporting laboratory described the tracing as a biclonal
pattern in the gamma globulin zone, with each peak
likely representing a different immunoglobulin type, and
recommended further characterisation by
immunoelectrophoresis. Immunofixation
electrophoresis was not available locally, and the two
bands could not be characterised as heavy- or light-chain
classes. Quantitative serum immunoglobulins showed
markedly elevated 1gG (3251 mg/dL; reference 700 to
1600), with severe immunoparesis of IgM (20.1 mg/dL;
reference 40 to 230) and IgA (29.3 mg/dL; reference 70
to 400). Serum free light chain analysis at the local
laboratory reported kappa at 982 mg/dL and lambda at
61 mg/dL, yielding a markedly abnormal kappa/lambda
ratio of 16.0. The absolute values and the local reference
ranges reported by the laboratory differ from those of
the standard nephelometric or turbidimetric Freelite
assays, in which serum free light chains are
conventionally reported in mg/L. The qualitative finding
of a markedly abnormal kappa/lambda ratio is internally
consistent with the rest of the workup, but standardised
Freelite values were not obtainable in our setting, and
the absolute values should be interpreted with caution.
Beta-2 microglobulin was 2.14 mg/L and serum albumin
4.2 g/dL, placing the patient in International Staging
System stage 1.2

The patient was admitted to the Department of
Haematology of Spitali Rajonal Durres. Bone marrow
aspiration was performed from a posterior iliac crest
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Figure 1. Contrast-enhanced computed tomography of the thorax and abdomen (11 January 2026) demonstrating widespread osteolytic disease.

)

(A) Axial section through the upper thorax showing the bony thorax, with lytic rib involvement in keeping with the multifocal osteolytic
disease. (B) Axial section through the lower thorax at the level of the lung bases; an osteolytic rib lesion is measured at 16.9 mm with an
electronic caliper. (C) Axial section at the thoracolumbar junction demonstrating vertebral body involvement. (D) Axial section through the
lower abdomen and pelvis demonstrating osteolytic change in the sacroiliac region; the visualised abdominal viscera (liver, spleen, kidneys,

pancreas) appear structurally normal.
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Serum protein electrophoresis

Name % Normal Values %
Albumin 48.8 < 55.8 - 66.1
Alpha 1 25 < 29- 49
Alpha 2 7.5 7.1-118
Beta 1 4.5 < 47- 72
Beta 2 2.8 < 32- 65
Gamma (339 > 11.1-188
R

Figure 2. Serum protein electrophoresis tracing (13 January 2026)
demonstrating two distinct peaks in the gamma globulin zone, in
keeping with a biclonal pattern. The gamma fraction is markedly
elevated at 33.9% (reference 11.1 to 18.8%), albumin is reduced at
48.8% (reference 55.8 to 66.1%), and the albumin/globulin ratio is
reversed at 0.95. The reporting laboratory recommended further
characterisation by immunoelectrophoresis.

site. The specimen was hemodilute, with only 2%
plasma cells on the myelogram differential, a
predominance of peripheral blood elements on flow
cytometric immunophenotyping  (lymphoid 41%,
granulocytic 53%, monocytes 5%, erythroid 1%), and
no aberrant plasma cell population detectable in the
submitted sample. A bone marrow trephine biopsy from
the standard posterior iliac crest site was not performed
locally. Given the marked discordance between the
aspirate findings and the clinical, radiological, and
laboratory picture, CT-guided core biopsy of an
accessible lytic rib lesion was pursued. At Spitali
Katolik "Zoja e Késhillit t&¢ Miré" in Tirana, two 14-
gauge cores were obtained from the lytic lesion of the
10th left rib (10 February 2026). Histopathology showed
diffuse infiltrative proliferation of atypical plasma cells,
with immunohistochemistry positive for CD38 (3+),
CD138 (3+), and kappa light chain (3+), and minimal
lambda expression, supporting plasma cell infiltration
with kappa light chain restriction.

The patient was started on daratumumab,
bortezomib, cyclophosphamide, and dexamethasone
(Dara-VCd), together with zoledronic acid for bone
protection. Daratumumab-based induction with a
proteasome inhibitor is the current standard of care for
newly diagnosed transplant-eligible patients, and the
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choice of alkylator or immunomodulator backbone
depends on local practice and access.®>* Lenalidomide
was not readily accessible through the local
reimbursement framework, and cyclophosphamide was
substituted as the alkylator backbone, preserving the
daratumumab and bortezomib activity. Autologous stem
cell transplantation will be considered after first-line
induction. Treatment was tolerated without major
toxicity, and post-induction response assessment was
pending at the time of manuscript preparation.

This case highlights two clinical points. The first, and
the central diagnostic message, is that image-guided
biopsy of an accessible osteolytic lesion can resolve the
diagnosis of multiple myeloma when the standard
marrow aspirate is non-representative. Our patient had
overt myeloma on all other axes, with widespread
osteolytic disease on imaging, marked elevation of IgG,
severe immunoparesis  of  the uninvolved
immunoglobulins, a biclonal SPEP pattern, and a
markedly abnormal kappa/lambda ratio. Yet the bone
marrow aspirate from the posterior iliac crest showed
only 2% plasma cells. The most likely explanation is
hemodilution of the aspirate, supported by the flow
cytometric predominance of peripheral blood elements
over marrow precursors. In patients with focal
involvement or technically limited samples, aspirate
plasma cell counts may underestimate disease burden,
and the International Myeloma Working Group criteria
allow a diagnosis of multiple myeloma when biopsy-
proven plasmacytoma coexists with myeloma-defining
events, even if the marrow plasma cell fraction is below
10%.! In this patient, osteolytic bone disease fulfilled the
bone disease criterion, and the CT-guided rib biopsy
provided the decisive histopathological evidence.

The second point concerns the SPEP pattern, and is
more limited in scope. Biclonal gammopathies, defined
by two distinct monoclonal protein bands on SPEP or
immunofixation, are uncommon overall and
heterogeneous in their biological basis.>® The two
species may differ by heavy chain, light chain, or both.
In our patient, we are not in a position to make a precise
biological claim about the two SPEP peaks, and the
present report should be read with that limit in mind.
Without immunofixation or immunoelectrophoresis, we
cannot say whether the two abnormal bands reflect two
independent plasma cell clones each producing its own
monoclonal immunoglobulin, or a single clone
producing more than one monoclonal protein, or one
true monoclonal band accompanied by an additional
component. The kappa restriction observed on the rib
biopsy is consistent with at least one kappa-restricted
clone but does not exclude the alternative
interpretations, particularly in the absence of parallel
flow cytometric and molecular characterisation of the
plasma cell population. The patient therefore has a
histologically confirmed multiple myeloma associated
with a biclonal pattern on SPEP, rather than a fully

characterised biclonal
biological sense.

Several  substantive limitations should be
acknowledged. Immunofixation electrophoresis and
immunoelectrophoresis were not available locally, so
the two M-protein species could not be characterised by
heavy or light chain class. Bone marrow trephine biopsy
from the standard posterior iliac crest site was not
performed, which could have shown a higher plasma
cell fraction than the hemodilute aspirate, would have
allowed structured assessment of marrow architecture,
and would have provided tissue for full plasma cell
immunophenotyping by flow cytometry and
immunohistochemistry. Comprehensive plasma cell
immunophenotyping, including CD19, CD45, CD56,
CD117, and clonality markers, was not performed.
Cytogenetic studies, including interphase fluorescence
in situ hybridisation for high-risk markers such as
del(17p), t(4;14), t(14;16), gain(1q), and del(1p), were
not available, and the Revised International Staging
System could not be assigned, nor could the current risk-
adapted staging be completed.” Molecular studies,
including the assessment of high-risk lesions now
recognised in contemporary risk stratification, were not
performed.® The absolute values of the local serum free
light chain assay differ in units, and reference ranges
from those of the standard Freelite assay; the absolute
values should be interpreted with caution. The clinically
informative finding is the qualitative ratio, supported by
convergent evidence from quantitative
immunoglobulins, histological kappa restriction, and
radiological evidence of bone disease. These limitations
are substantive rather than technical, and they constrain
the biological interpretation of the case while leaving the
central clinical message intact.

multiple myeloma in the

Conclusions. This brief report supports two practical
points. When a bone marrow aspirate is hemodilute and
clearly discordant with the overall clinical, radiological,
and laboratory picture, biopsy of an accessible focal
Iytic lesion may provide the decisive diagnostic
evidence. When a biclonal SPEP pattern is encountered
without immunofixation, immunoelectrophoresis, full
plasma cell immunophenotyping, and cytogenetic and
molecular characterisation, the biological interpretation
of the two bands should remain cautious. In resource-
constrained settings, the diagnostic pathway can be
constructed around what is available, but the limitations
should be acknowledged in proportion to their
substantive significance. Recent reviews on multiple
myeloma diagnosis, risk stratification, and first-line
therapy provide a useful framework for situating
individual cases within current practice.38910
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