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Multiple myeloma (MM) is a B cell neoplasm characterized by clonal expansion of malignant plasma cells
in the bone marrow (BM) with frequent occurrence of lytic bone disease. It results from an unbalanced
bone turnover with enhanced resorption related to increased OC recruitment and activity and low bone
formation. In particular, the reciprocal relationship between MM cells and OCs is known to be critical for
the induction of osteoclastogenesis and the activation of bone resorption as well as the relationship be-
tween MM cells and OBs could be crucial to affect bone matrix formation, thus preventing lesion rpdir;
Thus, we investigated the osteogenic properties of bone marrow stromal cells (BMSCs) /Colivc:ed, ‘rim
patients affected by MM. We demostrated that, culturing EMSCs for 14 days in_differe¢ ntiating ¢oriditions,
the induction of ALP expression at mRNA level ard activity were compleatelr absanf in.BMSCs from pa-
tients with multiple myeloma bone disease, Liffeentlv. ALP was vieatly exrressed in BMSCs from pa-
tients with multiple myeloma without os eolysis, arid it wasgstrongiy 2viderit in the controls. To further in-
vestigate the ability of BMGCs (rary muiiiple mysl@malpaientz-tg differentiate toward the osteoblastic
phenotype, the exprescicaof cillagen type i (CCLL-I)¥anad the formation of mineralized nodules were
evaluated.retpect 0 BMSCS from Hienceric!s! Low basal mRNA levels of COLL-lI were detected in BM-
SCs frcm«<nutiple myeloma~tori2idiseasz patients before the incubation with osteogenic medium. The
MnENA lovels were €drtiheil relduced In these cells after 7 and 14 days of culture in differentiating condi-
tions. In addition..nc, COLL-T expression was detected at protein levels in the BMSC lysates from the
same) patients. Thesmineralized nodule formation did not occur in BMSCs from multiple myeloma bone
lisease ‘patients despite the incubation with osteogenic medium for 4 weeks. Differently, a substantial
raincralization was detected in BMSCs from multiple myeloma patients without osteolytic lesions, and, as
expected, significantly higher mineralization areas were detected in the controls as demonstrated by
quantitative analysis of Von Kossa staining. In conclusion, our results demonstrated that the BMSCs from
MM bone disease patients show a reduced capability to differentiate toward an osteoblastic phenotype.
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