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* A principal goal of immunotherapy is to enhance the host immune
response against tumors.

e CD40 is a molecule on the surface of immune cells, such as
Natural Killer cells, T cells, B cells, and Dendritic Cells.

* The ligation of CD40 on these cells enhances immunological
responses, such as cell proliferation, cytokine production and
tumor cell killing.

* CD40 thus represents an important molecular target for initiating
and/or amplifying immune responses against tumors.
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e Agonistic antibody to CD40:
« Is an anti-CDA40 targeted drug.

« Stimulates and activates host immune cells through binding to CD40
on their cell surface.

(Indirect anti-tumor effects)

« Targets CD40 expressed by some tumors as well.
(Direct anti-tumor effects)

« Synergizes with other cytokines, such as Interleukin-2, for more
optimal anti-tumor responses in mice.

* May be used in combination with other immunomodulating molecules
for improved eradication of metastatic tumors.
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» Single-agent systemic use for direct inhibition of CD40*
tumors

* Promote synergy in immune cell activation by combining
the administration of «CD40 antibody with Interleukin 2 or
other immunomodulatory cytokines.
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e Chiron Corporation/XOMA: HCD122 (formerly CHIR-12.12)

* Antagonistic aCD40 antibody (Chronic lymphocytic leukemia)
= Blocks CD40L-mediated proliferation of malignant B cells
= Antibody-induced killing of CD40* tumor cells

» Seattle Genetics: SGN-40
» Partially-agonistic aCD40 antibody (Non-Hodgkin's lymphoma
and multiple myeloma)
« Inhibits tumor cell proliferation
» Antibody-induced killing of CD40* tumor cells
« Still capable of stimulating normal B cells

» Pfizer: CP-870893
* Agonistic aCD40 antibody (Solid tumors)

» Activates immune cells
* May mediate direct anti-tumor effects as well?
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e For further information contact:

Dr. Robert H. Wiltrout, Ph.D.
Director, Center for Cancer Research
Building 428, Room 48A

National Cancer Institute at Frederick
Frederick, MD 21702

Phone: (301) 846-1258/1584

E-mail: wiltrour@mail.nih.gov

Jonathan Weiss, Ph.D.
Staff Scientist

NCI Frederick

Building 560; Room 31-18
1050 Boyles Street
Frederick, MD 21702
Phone (301) 846-5394
E-mail: weissj@ncifcrf.gov




