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Ta oupPatika devdpitikd kottapa tumou 1 (cDC1) anoteAolv ToV povasdikd KUTTapikd
TANBUOKG OV MaPOUGLATEL KAPKIVIKA avTLydva OTOUG Tapakeipevous Aepdadévec tou dykou.
H éMewn toug anoteAel apvntikd mpoyvwotiké mapdyovra yia tnv e£EAn Tou dykou 1600
otov avBpwno 6oo kat to movtikt. Ta oupPatikd Sevbpitikd kittapa Tonou 1 (cDC1) éxouy
nepinAokn Brodoyikr Aettoupyia n onoia puBpiletal xwpoxpovikda katd tn petaBaot TOUG anod
T0 aipa oToV OYKO Kal £V CUVEXELQ OTOUG napakeipevous Aepdadéves. O poplakd UNXQVIOPOG
ToU ETAYETaL HEOW TOU Gykou ota cDC1 Sev eival akopa kaAd katavontds. Exoupe avamtiéet
£va opBotornikd HOVTEAD MOVTIKOU yLa TOV KAapKivo Tou TVEU pova oTo Onoio PATNPHOaUE OTL
n Staypadr Twv cDC1 HEWWVEL TNV QVTIKAPKIVIKT avOCOAOYLKT anmokpLon Kot auEavel To péyedoc
Tou dykou. RNA aAAnAoUxnon ( bulk RNA-sequencing) twv cDC1 mou anopovwBnkav and dyko
Kat ané vy nvelpova anokdAupav nwg ta cDC1 Sakpivovial ot 500 SLapOPETIKES CUCTASEC
(clusters) mou Stadépouv we Tpog tn yovidiakr Toug ékdpacn. ITéX0G pag eivat n katavénon
TWV HopLakwy pnxaviopwy rou kabopilouv tn Aettoupyia twv cDC1 otov kapkivo. MNa 1o okond
auto Ba xapaktnpicoupe to petaypadwpa twv cDC1 o€ npaypatikd Xpovo Kat o€ SLapoPETIKES
QVATOMLKES TEPLOXES ( alpa, dykog, mapakeipevol Aepdadéveg, vylig nvedpovac) péow
aAAnAolyiong povadiaiou kuttapou ( single-cell RNA sequencing 10x genomics) onpacpévwv
cDC1 rou Ba éxouv mponyou pévwg eveBei oto {wo ot Sladopetikd xpovikd onpeia. Ta
anoteAéopara Ba avaAuBolv pe alyopiBpoug BLomAnpodopikig yLa TNV TaUToNoinon Twv
HOPLAKWY unxaviopwy ou kaBopilouv tn Aettoupyia twv cDC1. TéAog 0 poAoc ETUAEYUEVWV
puBuLoTIKWY popiwv otdxwv Ba aftodoynBei kau pe peBOEoUG yeveTikig unxavikric CRISPR-
CAS9. Méoa and tnv katavénon tng Aettoupyiag twv cDC1 otnv enaywyr T avocoloyikwv
QIOKPICEWY OTOV Kapkivo avoiyouv véoL SpopoL otnv avakdAun VEWY avTIKapKIVIKWDY
Bepanswwv.
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Conventional dendritic cells type 1 (cDC1s) are exclusively cross-presenting tumor
antigens in tumor draining lymph nodes. Their paucity is a negative prognostic factor for human
and murine cancers. cDC1s have a complex biology that is spatio-temporally regulated as they
transition from blood to tumor tissues and draining lymph nodes. The molecular underpinnings
of tumor-guided instructive programs are not well understood. We have generated an
orthotopic mouse model of lung cancer and found that cDC1 deletion reduces antitumor
immunity and increases tumor burden. We aim to untangle the regulatory modules that shape
cDC1 functionality in cancer. We profiled cDC1 from tumor and tumor-free lungs using bulk
RNA-sequencing. Principal component analysis showed that tumor and healthy tissue cDC1s
form two distinct clusters. Differential expression and pathway analysis revealed tumor-induced
transcriptional programs that instruct cDC1 function. We will quantitatively characterize the
transcriptional dynamics of cDC1 in real time and in different micro-anatomical locations (blood,
healthy lung, tumor tissue, draining lymph nodes) by integrating transfer of labeled cDC1 with
time-series single-cell RNA sequencing (10x genomics), trajectory analysis and network
inference algorithms. We will validate the function of selected targetable regulatory molecules
by CRISPR gene editing. By defining cDC1 biology that drives T cell responses in cancer we will
open new avenues in engineering anti-tumoral immunity.



