Preclinical characterization of NKp30xBCMA, a novel class
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CTX-4419 Induces Potent Killing of Autologous

Multiple myeloma (MM) is characterized by clonal expansion of malignant plasma cells. Although Myeloma Cells from MM Patients
several new drugs for the treatment of MM have greatly improved survival, many patients are known

to relapse and become refractory to all presently available therapies. B-cell maturation antigen (BCMA) CTX'4:|1(9CSI"I':‘:‘r';Cr:df‘;“::fwtilc\’n“:aft'i"eenrizhera' CTX-4413 i“g;‘iecdn';i::';fr‘;u"Etlf'c‘;glﬁus MM cells

is an excellent target in MM because its restricted expression in normal and malignant plasma cells o o, Phenotyne of NK cels in BV of MM "

from untreated and relapsed myeloma patients, but absent in all other main bone marrow cell s, 0 % gof . _ patients with high tumor burder . moman
subsets. We have discovered a first-in-class NK cell engager, CTX-4419, which binds to BCMA on MM < o % Z . w v S 40 ® BCHAIGGH mat)
cells and to the activating receptors NKp30 and CD16A (FcyRIlIA) on NK cells, and acts via redirecting Ea] O s, c o :

NK cell killing towards tumor cells expressing BCMA. In contrast to other NK cell engagers, CTX-4419 g 3 1 % 3 “ 220-

and its affinity matured version, CTX-4419AM, do not require CD16A engagement to kill tumor cells. o — " — ° 2: 3

Additionally, CTX-4419 induces NK cell proliferation and lysis of tumor cells expressing high and low o,b@"° o NKpS0 - NKGZD - CD16A ° N

amount of antigen. Furthermore CTX-4419AM retains activity in the presence of high levels of BCMA T Antibody concentration (ni)

ligands. Our NKp30xBCMA shows strong activity in an autologous setting when tested in bone marrow oot ) N ce o Mt ot oty v et agint MVR15 mor el o el o b mr o i pdns (1) i Hah e ng;hjgﬁﬂmwvgwb;,dfdjﬁ'yﬂwvlvvghfwadbdyd o

and CD107 degranulation was measured by flow cytometry.
samples of MM patients and shows efficacy in a non-human primate model of plasma-cell depletion. . . . .
Overall these data show that Compass novel class of NK cell engagers are strongly differentiated from Single Dose of CTX-4419 Potently Depletes Immunoglobulin-Secreting Cells in

conventional therapeutic antibodies and are promising candidates for MM treatment. Bone Marrow of Cynomolgus Monkeys and Decreases Serum IgM levels
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