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Regulatory T cells - The Master Controller
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Is it possible to limit the activity of T

regs

inducing autoimmune or inflammatory reactions?



What is the impact of T, on tumor growth?
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Is it possible to limit the activity of T, in tumors without

inducing autoimmune or inflammatory reactions?

Nature 501:252 (2013) Meghan Turnis, Greg Delgoffe



Potentiaking T, function and survival

IL-35

Nrp-1 Semada
(Neuropilin-1) (Semaphorin-4a)

1. What is the impact of IL-35 on the tumor microenvironment?

2. What are the consequences of Treg instability in the tumor

microenvironment?

Nature 450:566 (2007),

JI 182:6121 (2009), JI 187:4987 (2011),

Nature Immunology 11:1093 (2010),

Nature Immunology 13:290 (2012), Lauren Collison, Greg Delgoffe,
Nature 501:252 (2013). Seng-Ryong Woo, Creg Workman
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Potentiaking T, function and survival

T cells,
DCs, etc
Nrp-1 Semada
(Neuropilin-1) (Semaphorin-4a)

Nature 501:252 (2013). Greg Delgoffe, Seng-Ryong Woo



Is Nrp1 required for T

reg-Mediated
immune homeostasis?

Generated Nrp 1Y, Foxp3Ccre mice

Nrp19f Foxp3° mice don’t get sick
(> 1 year).

Foxp3Cre

Nrp1%f Foxp3Ccre mice have no
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inflammatory lesions (11 months).
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The Nrp1 pathway is not required for

normal immune homeostasis

Nature 501:252 (2013)

Greg Delgoffe, Matt Bettini, Amy McKenna



Nrp1-deficient T ., cannot mediate tumor-induced

tolerance
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Does the Semada:Nrp1 axis mediate
tumor-induced tolerance?
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* Prophylactic reduction in tumor growth
with anti-Nrp1 and anti-Sema4a.

* Prophylactic reduction in tumor growth

with Sema4a-lg.

* Therapeutic reduction in tumor growth

with anti-Nrp1.

Meghan Turnis, Greg Delgoffe



Potentiakion of T ,, stability and
functionw viaw awnv Nrpl:Semaha axis
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Potentiakion of T ,, stability and
function kuavarpl Semata anis

TCR:
CD3

" / CD28
“* Nrp1 ligation by Sema 4a

enforces T,., stability and
function in inflammatory
sites, but is dispensable
for the maintenance of
immune homeostasis.

Nrp%may be a viable
therapeutic target to limit
T,y function.




