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INTRODUCTIO RESU

Daratumumab (DARA) is a human cytolytic monoclonal Conjugation of DARA to DOTA Conjugated DARA homes radioactivity to tumors
antibody specific for CD38 that is indicated for the does not affect antigen binding JUg Y

treatment of patients with multiple myeloma (MM).

Current therapeutic regiments require relatively high 1 hour 4 hours 24 hours 2 days 3 days

doses of antibody delivered in multiple injections per
course of therapy. Conjugation of DARA with a potent
alpha particle emitting radionuclide, 225-Actinium (22°Ac),
to create an antibody radio-conjugate (ARC) has the
potential to dramatically increase the potency of the
antibody resulting in greater tumor cell killing relative to
the naked antibody.

225Ac is an alpha-particle emitting radionuclide that has AR ]
potent cytotoxic activities over short distances (approx. 3- ——DARA-DOTA = DARA
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dose of radiation to antigen positive tumor cells. Figure 1. Binding to CD38 on Daudi Cell
Daudi cells were incubated with DARA and DARA-DOTA and the amount of
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daratumumab with 22°Ac increased more than 10-fold its
ability to kill MM cell lines in vitro.

225pc-conjugated DARA elicits
In this study we confirmed that conjugation of DARA did potent tumor cell killing in vitro
not impact its ability mediate Fc-dependent effector
functions. Further, we demonstrate that 225Ac conjugated-
daratumumab significantly increases the anti-tumor
potency of targeted anti-CD38 antibody therapy in a e B
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Figure 4. Localization of DARA in tumor baring mice
SCID mice were injected with human CD38 positive Daudi tumor cells and tumors were allowed to develop. When tumors reached ~200mm?, mice were treated with a single i.p. injection of 80g *"!In-DARA with a specific activity of 4004Ci and antibody distribution was monitored by CT-SPECT imaging.
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