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0O-01 TKM-011, a Novel Monoclonal
Anti-CD20 Antibody Exerts Multi-
Properties Against Burkitt's
Lymphoma

(OJutatip Panaampon, Ryusho Kariya, Seiji Okada

Division of Hematopoiesis, Joint Research Center for
Human Retrovirus Infection, Kumamoto University

Backgrounds: Burkitt's lymphoma (BL) is an aggressive
non-Hodgkin B-cell lymphoma. It is mandatory to use
intensive chemotherapy regimens for the treatment of
Burkitt's lymphoma. Immunotherapy has a role in the
treatment of Burkitt's lymphoma. Rituximab (RTX)
anti-CD20 monoclonal antibody treatment regimens
demonstrate the correlation with a positive prognosis.
However, there is the subset of patients that did not
respond to RTX or became the resistance to RTX. Newer
monoclonal anti-CD20 antibodies such as Obinutuzumab
(Obi) have been testing to inhibit B cell malignancies.
TKM-011, a novel anti-CD-20 antibody that binds to
different epitope of CD20 compared to RTX has been
established. In this study, we compared the efficacy of
TKM-011, RTX, and Obi against BL cell lines.

Methods: We first screened the activities of antibody-
dependent cytotoxicity (ADCC) and antibody-dependent
cell phagocytosis (ADCP) by using the luciferase reporter
bioassay cells. We used flow cytometry to determine
the ADCC mechanism of TKM-011 against Raji cells.
The ADCC, ADCP and complement dependent cytolysis
(CDC) were conducted to compare the efficacy of those
antibodies. Raji cells were co-cultured with CD16
expressing NK cell line (N6) in the presence or absence of
Ab to assess ADCC. ADCP activity was assessed using
primary macrophages differentiated from monocytes of
healthy donors. CDC was assessed by addition of rabbit
serum. These activities were examined with propidium
iodide (PI) positive cells by flow cytometry. We also
compared the efficacy of those antibody treatments in
vivo model by using immunodeficiency mice.

Results: TKM-011 possessed ADCC and ADCP activities
in the similar levels compared to that of RTX and
Obi. Moreover, TKM-011 showed strong CDC activity
against Raji cells. The results of an in vivo experiment
demonstrated an equivalent inhibitory level of tumor
growth by the three tested antibodies.

Conclusions: TKM-011 shows multi-activities against BL
cell lines. Thus, TKM-011 can be an alternative antibody
therapy for the treatment of Burkitt's lymphoma.
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