" Anti-angiogenic effect of bortezomib in multiple myeloma is associated with
lower NF-kB expression
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ABSTRACT

THE AIM OF STUDY: in the present pilot study the effects of the first-in class proteasome inhibitor-
bortezomib on expression of NF-kB and angiogenesis were examined using immunohistochemical analysis of
bone marrow biopsies (BMB) in patients before and after treatment

PATIENTS AND METHODS: thirty newly diagnosed multiple myeloma patients at the Department of
Hematology, Clinical Hospital Center Rijeka, with paraffin-embedded BMB tissue available before and after 6-
8 cycles of bortezomib-based regimens, who achieved response to therapy, were evaluated

* the Immunoreactivity of NF-kB was evaluated on the basis of percentage of positive plasma cells

» computer assisted image analysis was used for more objective and accurate determination of average
quantity of microvessels per 1 mm? ( microvessel density — MVD )

 the association of NF-kB and MVD with overall survival was also evaluated

RESULTS

The comparison of the analyzed parameters showed significantly lower percentages of NF-kB in plasma cells
(p=0.0006) and MVD (p=0.0092) in the post-treatment BMB samples

* significant positive correlation of NF-kB and MVD was detected in pre-treatment bone marrow biopsy
samples, (p=0.002) but there was no correlation in post-treatment BMB samples

» the overall survival rates were significantly shorter in patients with higher MVD in posttreatment BMB
samples (p=0.025)

CONCLUSION

Our results support a hypothesis that bortezomib inhibits the NF-kB signal pathway in MM and
reduced angiogenesis In post-treatment bone marrow samples which can influence survival of
myeloma patients.
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