Obermajer et al. Journal for InmunoTherapy of Cancer 2013, 1(Suppl 1):P146 [ LA
http://www.immunotherapyofcancer.org/content/1/S1/P146 @ ]ournal for

e.. ImmunoTherapy of Cancer

POSTER PRESENTATION Open Access

Development and stability of Th17 cells in
ovarian cancer requires nitric oxide and
endogenous NOS2 activity in cancer-associated
CD4+ T cells

Natasa Obermajer’, Jeffrey L Wong', Robert P Edwards*>®, Kong Chen’, Melanie Scott', Shabaana Khader’,
Jay K Kolls”, Kunle Odunsi®, Timothy R Billiar', Pawel Kalinski'*

From Society for Immunotherapy of Cancer 28th Annual Meeting
National Harbor, MD, USA. 8-10 November 2013

Th17 cells play reciprocal roles in different forms and at ~ Published: 7 November 2013
different stages of cancer. We report that the presence
of Th17 cells in ovarian cancer ascites correlates with
local expression of nitric oxide synthase-2 (NOS2). doi:10.1186/2051-1426-1-51-P146 -
Furthermore, the development of RORytIL-23R+LL-17+ | S s il Coeraer o evelopmar sty of 17
Th17 cells from human naive-, memory- or tumor- activity in cancer-associated CD4+ T cells. Journal for InmunoTherapy of
infiltrating CD4+ T cells critically depends on NO and Cancer 2013 1(Guppl 1)P146.

endogenous NOS2 induced in CD4+ T cells by Th17-

inducing cytokines (IL-1B/IL-6/IL-23) or by cancer-

associated IL-1B/IL-6/IL-23/NO-producing MDSCs. Inhi-

bition of NOS2 or its downstream cGMP/cGK signaling

pathway abolishes de novo induction of Th17 cells.

Moreover, even short-term blockade of NOS/cGMP sup-

presses the IL-17 production by established Th17 cells

isolated from ovarian cancer patients, demonstrating the

novel key role of NOS/cGMP in Th17 cell physiology

and providing for new therapeutic targets to manipulate

Th17- and NOS/cGMP-associated immunity in precan-

cerous lesions and advanced cancer.
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