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STATSE A target for many: human: Cancers
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Impoertance: of Statsfinr Cancer herapy.
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Multiple roles of STAT activation in tumor cells

H. Yu and R. Jove
Nature Reviews | Cancer




Role of Stats! inr Oncegenesis andl the Tumor MICroenvironment
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Gene Therapy with a DN Stat3 Involves “Bystander Effects”
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Stat3! Is Critical for TTumor ARgIoGENESIS
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Critical Releroff lumer Statst Actvity inr limmune: Evasion
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Stat3 Activity, i Immune: Cells Mediates Immune: SUppression

Kortylewski et al, Nature Medicine, December, 2005



Stat3 mediates the crosstalk between tumor and immune cells:
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Stats! talgeting: veyona tumer cells
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Crosstalk between tumer cells and endotheliall cells: rele of Stat3
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CpG-Stat3siRNA: Targeted delivery, DC activator
and Stat3 inhibitor into a single agent
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Genetic anlation of Statsi i Immune: cells:
diiastic Improvement off ImmunRoetherapy.

Stat3+/+*

Stat3-/-

Stat3-/-
/1+CpG
/ | +anti-CD4/CD8

Stat3-/-
+CpG
+Rat IgG




o
A

O
[ )

Enhancing) CpG antitlUmoer Immuniby. oy,
a small=-mpleculer Stats inhilitor

Primary tumor site

DMSO

Stat3 drug i.v.
CpG i.t.

Stat3 drug+CpG

B16 tUmor

Secondary tumor site

A Stat3 drug i.v.
o CpGi.t.
® Stat3 drug+CpG




Targeting Stat3 for Cancer Therapy
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Adapted from: Yu et al. Nature Reviews Immunology 7, 41-51 (January 2007)
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