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TitAog: Alepelivnon Twv unxaviopwv nov sprmAékovral otnv naboyévela Tne vooou
tou Crohn, otov avBpwno kat os {wika npdTuna.

H vooog tou Crohn amoteAei pia xpévia dAeypovdn acBéveia tou memtikol
owAfva pe aufnuévn emkpdnon kai EmiNTwon naykoopiwg. O mapdyovrac
vékpwong oykwv (TNF) givan n kUpLa maBoydvog kuttapokivn ou CUPHETEXEL oTNV
e§EAEn ™G véoou kat ot avi-TNF mapdyovteg éxouv eupéwc xpnowonownBei Tic
teAevtaieg dekaetieg oy KAwvikr mipdén. Ta tedeutaia xpévia £xet ykptBei yia Touc
acbeveic mou dev avramokpivovtar otnv  avt-TNF  Bepaneia, xopriynon
HOVOKAWVIKOU QVTIOWHATOG KATA TwV WTEpAEUKv@v 12 (IL-12) kat 23 (IL-23). Ou IL-
12 kau IL-23 eivan etepodipepeic KUTTAPOKIVES, e SLAPOPETIKOUE UNXAVIOHOUC
Spaong, mou porpalovrat v npwteivn IL-12B, wg kowr untopovada. H IL-12B,extdc
anod ouotatikd Twv IL-12/23 éxel SeyBel nwg pnopei va exkptOsi wg povopepéc kat
opodepés. Ta movrikia TNFAA* anotedoiv {wikéd mpétuno e véoou tou Crohn,
ToU avantuooouv autopatn ¢Asypov otov TeAiké eAed Tou eviépou, Adyw
yevetikig unepékdpaong tou TNF. Mevetux analowpry tou il12b yowdiou ota
TNF®E rovrikia éxet we anotéAeopa tnv BeAtiwon tng dAeypovwdouc eketitidac,
npoteivovrag 6t n IL-12B éxel maBoyévo péro oto TNFA®E mpdtumo. Ikoméc mg
napovoag SwatpiPric anotelei n Stadevkavon Tou punxaviopol Spaong e IL-12B
ot vooo tou Crohn, kat n mbBavy elpeon véwv IL-12B etepodiyuepiv  mou
npowBolv TNV nopeia tng vécou. Oa xpnowonownBolv kat peketnBolv npdTuna
TNF® novtikia pe VEVETIKI anaAoidr] Twv UNMOUOVASWY OV CUVSEOUEVES pE TNV
IL12B  oxnuatifouv Twg IL-12/23 ev  Ba  mpaypoatomownBei  meipapa
QVOOOKQTAKPNUVIOHOU KOt TIPWTEOUIKT avaAuon Twv aAANAETUSpOVTWY PWTEIVHV
HE TV IL-12B. O péAog twv mbavwv véwv cuvEedpevwY PWTEIVWY atn véoo Crohn
Ba peletnBei pe in vivo kat in vitro nelpdpara.
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Crohn's disease (CD) is a chronic inflammatory disease that affects the
gastrointestinal tract and shows increasing incidence and prevalence worldwide.
Tumor necrosis factor (TNF) is one of the most highly upregulated cytokines in CD
and anti-TNF drugs have been used extensively for the last decades. More recently, a
monoclonal antibody targeting interleukin 12 (IL-12) and 23 (IL-23) has been
approved as a therapy for non-responders to anti-TNF treatment. IL-12 and IL-23 are
heterodimeric cytokines with distinct functions that share a common subunit, the IL-
128 protein. IL.-12B has been found also as a secreted monomeric and homodimeric
form. TNF*** model is a Crohn's disease-like model, where mice due to
overexpresson of TNF develop spontaneous ileitis. Deletion of 1112b in this model
resulted in a severe amelioration of intestinal pathology. This study aims to uncover
the pathogenic mechanism of IL-12B function in CD pathogenesis and Identify novel
IL-12B interactors that participates in disease progression. For that reason, TNFARE
mice with genetic deletion of known IL-12B interactors will be studied. Additionally,
immunoprecipitation of IL-12B complexes, followed by mass spectrometry will be
performed .The role of the novel potential IL-12B interactors will be studied in vivo
and in vitro.



