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Lenfoid Hucre Gelisimi
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T hucrelerin ikincil lenfoid
organlara ve dokulara yayilimi
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Dokuya yerlesik
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Fan & Rudensky, Cell 2016




Naive T hucrelerin effektore
donusumu 3 sinyal
gerektirir:

cytokines
B7.1 IL-6

B7.2 <7 IL-12

J TGF-B

1. Peptid/MHC kompleksi

2. Ko-stimulan molektl CD28
etkilesimi

3. Antijen sunum hicresinin
salgiladigi sitokinler

Figure 8-19 Immunobiology, 7ed. (© Garland Science 2008)



Sinyal 3’e gore farkh effektor tipleri
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MS MODELI EAE’DE CD4 T HUCRELERIN ROLU

Mice injected with myelin

basic protein and complete

Freund's adjuvant develop
EAE and are paralyzed

The disease is mediated by
Ty17 and Tyl cells specific
for myelin basic protein

Disease can be transmitted
by transfer of T cells
from affected animal

paralysis

IL-17

IFN-y  TNF-a
O v

LR

paralysis

Figure 15.12 (part 2 of 2) Janeway's Immunobiology, 9th ed. (© Garland Science 2017)

Ben-Nun A. et al. Eur. J. Immunol. 1981




MS MODELI EAE’DE MIKROBIYOTA VE TH17 ILISKISI

Experimental allergic encephalomyelitis development

Conventionally colonized mice
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Figure 17.5 Principles of Mucosal Immunology (© Garland Science 2013)
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MIKROBIYOTA - TH17 ILISKISI Dan Littman
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RORyt transkripsiyon faktoru IL-17/IFNy Ureten patojenik
Th17 hicre tipi icin gereklidir
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Ilvanoy, I.I. et al. Cell (2006)



MIKROBIYOTA-EFFEKTOR T HUCRE DENGESI
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IL-23-PATOJENIK TH17 ILISKISI
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Goreschi et al. Nature 2010
Hirota et al. Nat Immunol 2011
Lee et al. Nat Immunol 2012



EAE MODELINDE IL-23'UN ROLU

@Nﬂ—) EAE
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McGeachy, M.J. et al. Nat Immunol (2007); Ghoreschi, K. et al. Nature (2010)



Th17 Yolak modulatorlerinin klinik performansi

Disease

(severity) IL-12+23 IL-23 IL-17A IL-17RA
Psoriasis ++ +++ +++ +++
Psoriatic + n.t. ++ +
Arthritis

Ankylosing + n.t. ++ n.t.
Spondylitis

Asthma n.t. n.t n.a. -+
Crohn’s disease ++ n.a. - -
Multiple - n.t. ++ n.t
Sclerosis

Rheumatoid + - ++ -
Arthritis

Uveitis (non- n.t. n.t. + n.t.
infectious)

Patel and Kuchroo, Immunity 2015



IL-17 bloklamaya yonelik klinik deneyler:
Secukinumab (Cosentyx)

TID________ Statwus ______ Conditons _________lead Sponsor Update Time
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Activity of secukinumab, an anti-IL-17A antibody, on brain lesions in RRMS: results from a
randomized, proof-of-concept study
Havrdova et al, Journal of Neurology, 2016
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Yeni bulgular: GM-CSF daha mi onemli?

T 17 cell ExT,A7  Seleny
T, 1cell

GM-CSF yoksunu farede EAE gelismiyor

Myeloid hicre
aktivasyonu

Codarri et al., Nature Immunology 2011 Beyin
M. El-Behi et al., Nature Immunology 2011 enflamasyonu



GM-CSF ureten yeni bir effektor hlcre tipi?
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GM-CSF-MS iliskisi
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EAE modelinde a-IL-17/a-GM-CSF terapi

karsilastirmasi
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Uyttenhove et al, Eur J. Immunol, 2018



GM-CSF ve MS
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