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Previous work has shown that cortical progenitors
undergo progressive fate restriction. This was pro-
posed to be an intrinsic phenomenon. However, it is
also well established that environmental cues influence
cell fate decisions.

We showed that that cortical progenitors receive
cues from postmitotic neurons through a feedback
signal instructing a shift from neurogenesis to gliogen-
esis. We identified Sip1, a transcription repressor, as
a master regulator of this feedback mechanism. Within
postmitotic neurons it controls Fgf9 expression, which
in turn regulates this shift. Such a feedback signaling
also controls a shift from producing deep layer to up-
per layer neurons. We provide direct evidence that in
the developing mouse neocortex, Ntf3, a Sip1 target
neurotrophin, acts as a feedback signal between post-
mitotic neurons and progenitors, that controls cell fate
switch. Furthermore, we identified cell intrinsic mecha-
nisms that control of cell fate of neocortical progeni-
tors.
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SECRETOME OF ADULT HUMAN STEM CELLS
AS A NOVEL APPROACH TO STIMULATE
ENDOGENOUS REGENERATION

Adult human stem cells including mesenchymal
stem cells (MSCs) are clinically used adult stem cells
that can improve clinical symptoms of a variety of dis-
eases including neurodegenerative disorders, osteopo-
rosis, diabetes and stroke. However, their regenera-
tive potential seems not to be a result of integration
and differentiation into affected cell types, but rather
a consequence of reduction of inflammation, immu-
nomodulation and improvement of endogenous regen-
eration. These bystander effects are known to be at
least partly mediated by extracellular vesicles (EVs)
secreted by adult stem cells. EVs are small vesicles
that are released by all human cells, but their content
and regenerative potential is highly dependent on the
cell type and the physiological status. Recent develop-
ments provide clear evidence for a pivotal contribution
of EVs to regeneration observed after transplantation
of different adult stem cell types. In this talk, current
knowledge on stem cell-derived EVs will be critically
discussed. In addition, the potential of inflammatory
licencing of stem cells prior to EV generation will be
evaluated.
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THE PLASMINOGEN ACTIVATING SYSTEM

AND NEUROLOGICAL REPAIR AFTER STROKE

Our research focuses on the role of the plasmino-
gen activating system in neurorepair. More specifical-
ly, we investigate the biological mechanisms whereby
the release of plasminogen activators from neurons
and astrocytes and their interaction with specific re-
ceptors promotes axonal and dendritic recovery in the
ischemic brain. Our main goal is to use this information
to design effective therapeutic strategies to promote

functional recovery in patients that have suffered an
ischemic stroke.
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POJIb CTBOJIOBLIX KJIETOK B PETEHEPAL AN
HEPBHOU TKAHN

HerpopereHepaTviBHble 3a6oreBaHns, 06yCrioBMEeH-
Hbl€ FTeHETUYECKN VM NPUOGPETEHHbIE B XXN3HU, UMET
JpamMmaTuyeckme NnocrnencTBust, MOCKOSbKY Y MIeKonu-
Tawwmx 1 vyenoseka TkaHu LIHC npakTu4eckn He BOG-
CTaHaBNVBAaTCA BCMEeOCTBME OTCYTCTBUS penapaTuvB-
Hol pereHepaunn. NapagokcarnbHo, HO NPy 3TOM Y BCEX
M3YYEeHHbIX BUOOB NO3BOHO4YHbIX B3pOCas LieHTparnbHas
HEpBHas CMCTEMA COXPaHseT HelparbHble CTBOJSIOBbIE
knetkn (HCK), o6ecnedyviBaioLle nokarbHbIA KOHCTU-
TYTUBHbIA HenporeHes, U nokoswmecs (naTeHTHbIe)
HelnparnbHble MpPeawecTBeHHVKN, KOTopble MOryT 6bITbh
aKTUBMPOBaHbI B cUTyauusx nospexkaeHus. CTBoNoBbIe
KNeTKN MO03ra 4YpesBblHaiHO VIHTPUrYOLWUA (EHOMEH.
3a OBa nocnegHux OecATUneTusl pesynsraTbl Mcche-
[0BaHU Mo 6KoNorMM HerpanbHbIX CTBOMOBbLIX KIie-
TOK BHECIIN CYLIECTBEHHbIE KOPPEKTMBbI B (hyHOaMeH-
TanbHble 3HaHWS 0 NPOLEeccax pasBUTUS, pereHepauum
1 dyHkumoHnpoBaHusa B LUIHC. Ha 6a3e nay4veHus kne-
TOYHbIX U MONEKYNSApHbIX MeXaHU3MoB AnddepeH-
umpoBkn 1 noeepeHns HCK cdopmuypoBanncbk HoBbie
npeacTaBneHns o6 yy4acTuX CTBOJIOBbIX KIETOK B MPo-
Leccax oby4eHus 1 namvaTu. B HanpaBneHun pereHe-
paTMBHOM MeOVLUMHbBI CHOXUNWCh (PyHOaMeHTanbHbIe
MOHATUSA, N3 KOTOPbIX PasBUNCb OpUrvHanbHbie Tepa-
NeBTUYECKME MNOoOX0odbl K HENpoAereHepaTuBHbIM 3a-
6oneBaHNsM B MO03ry 4enoseka. B vx ocHoBe nexxut
0C06GEeHHbI pereHepaTopHbIr noteHuman HCK n knetok
NpeaLwecTBEHHNKOB, KOTOPbIM CYMMUPYETCS U3 UX Cro-
CO6HOCTV BblOENATb MHOIME 6UOSIOrMYeckn akTUBHbIE
hakTopbl, UMMYHOMOAYNALUMA M BO3MOXHOCTU 3amMe-
waTb nornéLune KneTkn, OTCYTCTBYHOLLME B NaTtorornye-
ckom mMo3ry. Pazpa6oTaHbl 6a30Bble METOAbl NoMy4YeHns
1 nogaep>xaHnsa HCK B Kynbtype 1 nx auddepeHumnpos-
KN B pasHble TUMbl HENPOHOB W MnanbHbIX KNeTok. OHY
no3sonun o6Hapy>XuUTb B CETYaTKe [fiasa 4YerioBeKa,

[eHbl & Knetkn Tom XlI, Ne 3, 2017





