Mimicking the Myeloma Niche: A 3D Bone-Derived Co-Culture System to Selectively Assess
Bystander BMSCs and to Perform High-Throughput Drug Screening in Multiple Myeloma
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Introduction Methods

Multiple myeloma (MM) typically presents with widespread involvement of the project focusses on 3 key questions: A) Do MM PCs generally benefit from MM A novel 3D high-throughput model was used to more closely resemble without HS-5 vs. M210B4 stroma support Analyses included growth

bone marrow (BM) which indicates the pathognomonic circulation of MM cells coculture ? B) Does growth support differ among certain subsets of BM In vivo MM proliferation as described (Udi. BJH 2013; Zlel. Exp Hematol kinetics , volumetric analyses (MTT), apoptosis (Annexin/ Pl), Western N

passaging out into the peripheral blood and reentering the BM via an ongoing bystander cells? C) How may we use a better understanding of these BM 2007; Schuler. EOBT 2013). Consisting of an agarose matrix with Blots (CXCR4, pCXCR4,..), FACS (CD31, CD34 CD45, CXCR4 12G5,

process termed homing causing osteolysis as one clinical hallmark of MM subsets to develop more authentic in-vitro models to increase the predictibility conical microwells and semipermeable surface allowing diffusion of 4G10 abs) and cell cycle analyses. Preliminary niche sorting 1,9mm

patients. Recent findings suggest that binding of MM PCs to the BM niche of agents tested in-vitro for succesful adoption in the clinic? cytokines (e.g. CXCL12) but not of BMSCs, this model tested MMCL experiments were performed by the use of an established FACS sorting 02mmVY R Sote e S
promotes MM migration, cell growth and drug resistance. The here presented (U266, RPMI-8226 and OPM-2) vs. primary BM pt cells, both with/ protocol after sacrifice of C57BL6 mice.

Results

(1) M210B4 distance culture promotes MMCL aggregate growth in vitro (111) Detection of induced apoptosis (V) Test platform design (VIII) Single agent activity of ARRY-520 on G2/M arrest
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#2 & 71 IgG lambda MM |n|;|al Idlagnosfls A 70% B e 0% & human HS-5 was present (both as a crucial predictor for in-vivo sensitivity as shown for ARRY-520. This ex-vivo
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U266 (100cpv) 2106 Thes role of the BM niche in myeloma.
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