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Multicenter prospective phase Il study of daratumumab in previously treated
patients with Waldenstrom macroglobulinemia

CD38 surface expression is present on many cell types in different tissues including subsets of
B and T lymphocytes. Marked expression of CD38 has been demonstrated on plasma cells. In
Waldenstrom macroglobulinemia (WM), a substantial component of the malignant clone (40-
70%) expresses CD38. Daratumumab is a fully human anti-CD38 monoclonal antibody
approved in the United States for the treatment of patients with multiple myeloma. However, the
therapeutic role of daratumumab in WM patients is unknown. In preclinical studies,
daratumumab treatment of WM cell lines associated with antibody-dependent cellular
cytotoxicity, complement-dependent cytotoxicity, antibody-dependent cell phagocytosis and
direct apoptosis. In animal models, daratumumab delayed tumor growth in RPCI-WM1-
xenografted mice. We designed a multicenter phase Il study, which will evaluate the safety and
efficacy of daratumumab in patients with relapsed and/or refractory WM (NCT03187262).
Treatment will be administered in 3 phases, induction, consolidation and maintenance. Induction
treatment will consist of 2 cycles of daratumumab administered intravenously on days 1, 8, 15
and 22 every 28 days (total of 8 doses). Consolidation treatment will start 2 weeks from the last
dose of induction and will consist of 4 cycles of daratumumab administered intravenously on
days 1 and 15 every 28 days (total of 8 doses). Maintenance treatment will start 4 weeks after
last dose of consolidation and will consist of 12 cycles of daratumumab administered
intravenously once every month for 12 months (total of 12 doses). After completing therapy,
follow-up will continue for 2 years. The primary objective is to assess the overall response rate
(ORR) to single-agent daratumumab in relapsed or refractory WM patients. Response will be
assessed based on the criteria from the 6™ International Workshop for WM. With a double-sided
type | error of 4% and power of 92%, a sample size of 30 patients would suffice to show a
statistical difference between the alternative hypothesis of obtaining an ORR of 70% versus the
null hypothesis of obtaining an ORR of 40%. Participating centers include Dana-Farber Cancer
Institute, Massachusetts General Hospital, Mayo Clinic and Seattle Cancer Care Alliance.

Preliminary results are expected in 2019.
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