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I'ETEPO3UTI'OTHA JEJIEIIA I'EHA -KATEHIHY Y PAHHBOMY KAPJAIOTI'EHE3I
CITPHYUHAE 3ATPUMKY POCTY CEPLA I IIOPYIIYE KIHETUKY
KAHOHIYHOI'O WNT-CUT'HAJIIHI'Y

®dopMyBaHHS Ta PO3BUTOK CEpIs BHUIIUX
XpebeTHUX mepedyBae Mg KOHTPOJIEM HU3KU CHUT-
HQJIBHO-PETYJIATOPHUX  KacKaliB,  BKJIIOYAIOYH
Nodal/Activin, FGF Ta BMP 2*® TIporsrom ocra-
HHIX POKIB, IOBEJCHO, 110 A0 BAXKIMBHUX PETYIATO-
piB PO3BUTKY Ta (HOPMYBaHHS CepIll HAICKUTH 1
kaHOHIYHNKA Wnt-curHamar [1, 2]. Hu3ska ekcme-
pUMEHTaIBHUX POOIT IN VItro Ta in vivo i3 3actocy-
BaHHSAM Pi3HOMaHITHUX MOJIEIBHUX 00’ €KTIB JIEII0
MPOJMIIM CBITJIO Ha CKJIaaHy Ta OaraTopiBHEBY
yuactb Wnt/B-KaTeHIHOBOrO CHTHAJIHTY Yy 3a3Ha-
YeHoMy npoueci. MyTauii abo mopyIIeHHs eKcrpe-
cii KOMITOHEHTIB KaHOHIYHOTO Wnt-CUTHAIIIHTY
MOXXYTh CIHPHYHMHATH PI3HOMAaHITHI TOpYyIIEHHS
pO3BUTKY eMOpioHy Ta cepus. Sk Bigomo, Wnt-
CUTHAIHT Bilirpae BaXJIMBY (QYHKIIO y MiITPH-
MaHHI Ta eKCMaHCii KapAialbHUX MPOTEHITOPHHUX
KJIITUH Ha TIOYaTKOBHMX CTaisX iXHBOI mpoJidepa-
mii Ta po3BUTKY ceplsd. Ha BigmoBimHUX CTamisx
Kapaiorenesy Wnt/B-kaTeHiHOBUI CHTHANIHT TIO-
BUHEH OyTU penpecoBaHUM Jyis TOro, mod Bigoy-
nacs cnenugikanis Ta AudepeHiianis KapaiaabHuX
MPOTCHITOPHUX KIITHH Yy Kapaiomionuru [3, 4].
3aranom BBaXKaThCs, MO Wnt/B-KaTeHIHOBUN CHUT-
HAQJIIHT MPUTHIYYEThCA y Mi3HBOMY KapJioreHesi i
HE PoOUTH HISIKOTO BHECKY Y PO3BHUTOK Ta PiCT Tic-
JITHAaTaIBHOTO MioKapmy [3, 4]. Y cBoiit poboTi Mu
MoKa3aiy, II0 TOMO3HMIOTHA AeJelis TeHa f-Ka-
meHiny He CHpUYHHSE MOPQOJIOTIUYHUX BaJ Ceps
Ta eMOpiOHY, OJIHAK TPU3BOAMTH JI0 Mi3HBOT eMOpi-
OHAJIPHOI Ta MICISIHATAIBHOI JIETATHHOCTI OCTaH-
Hix [5]. [Ipu ananizi Jopociux TBapuH i3 reTepo3u-
TOTHOIO JIENIENi€I0 TeHa [-kameHiny y eMOpioHaIb-
HOMY CepIli MU BUSIBUIN 3aTPUMKY POCTY CepIls Ta
MiABHIICHUH piBeHb eKcrpecii TrinmepTpodidHux
(abo ¢eranbHuX) reHiB [6]. I3 3acTocyBaHHSAM Ky-
JBTYpPH TIEPBHHHUX KapAIOMIOIMTIB HaM TaKOX
BIaJIOCh BHUSBHUTH, IO 1 MOBHA 1 YacTKOBa BTpara

reHa f-kameniny BIUIMBAJIa HAa KiNBKICTh IBOSAEP-
HUX KapJliOMIOIUTIB Ta HAa PICT KJIITHH Yy BIAMOBiIb
Ha TinepTpodivni ctumynu [7].

Hamri ta mitepaTtypHi maHi cBig4aTh Ha KO-
PUCTh TIPUNYIICHHS, 10 KaHOHIYHWNA Wnt cHUTHa-
JIHT Ma€ BaKJIMBE 3HAUCHHS HE JIUIIE TIPH IHIIammii
KapJliaJIbHOI ME30JIEPMH Ta 3aKJIAJKH HOPMAJILHOTO
opray, a ¥ y OLIpII Mi3HI TEPMIHHU PO3BUTKY, a
came: TpY BU3PiBaHHI HOBOHAPOJHKEHOTO OpraHy,
TepMiHATHFHOMY AU(EPEHINIIOBAaHHI KapAiOMiOIUTIB
Ta TepEeMHUKaHHI cepis 3 (eTaabHOI Ha JOPOCITy
TeHeTUYHY Tporpamy. Tox y cBoiii poOOTi MH 30-
CepenmiTics Ha aHajli3i eMOpiOHAIFHUX Ta HOBOHA-
POIDKEHHX cepliellb TBapWH 13 TeTePO3UTOTHOIO
BTPATOIO T€HA f-KameHiHy.

Marepianu i MmeToan

I'enepayis HogoHapoOdiceHux muwiel i3 2e-
MEPO3UMHOI0 A 20MO3USOMHOI0 Oeleyie€lo 2eHa
[-kameniny. JIns otpumaHHs KapaiocnenudigHOl
Jenerii reHa-MirneHi (f-xkameniny) CXpelryBaiu
MUILIEH, M0 eKcrnpecyloTh OaktepianbHy Cre-
pexoMOiHa3y il KOHTPOJEM MPOMOTOpa BaKKOTO
nanmora o-miozuny ((6MHC)-Cre) i rerepo3urot-
HHUX 32 YMOBHUM HOkayToMm f-kareHiny ((aMHC)-
Cre; B-cat"™™"), i3 TBapuHAMH, TOMOSHIOTHUMH 33
YMOBHHM HOKayToM B-Kkareniny (B-cat""™) [8].

TpancrenHni TBapuHu OyJin Jit00’SI3HO HaJaHi
noktopoM Mixaenem [Inaiinepom, Menuunuii Ko-
nemx, baitmop, CLIA. TeapuHH, TOMO3WTOTHI 3a
YMOBHHM HOKayToM [P-kateminy (B-catenin"®<Mx)
Oynu otpumani i3 J[xekcon naboparopii (Jackson
Laboratories, USA).

I'enotumyBanns, Buapinenas JHK, momime-
pa3Ha JIAaHIIOTOBA PEaKIlisi MPOBOAMIMCS SIK OIHCa-
Ho [9].

Ananiz pos3sumxy Miokapoy HOBOHAPOOJiCce-
Hux meapun. J1Jis OIIHKK PO3BUTKY CepIlsl HOBOHA-
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POIKEHUX TBapHH BUKOPHUCTOBYBAJM iHAEKC CITiB-
BiJHOIIICHHS MacH cepiist/Macu Tina (MC/MT) [6].
Buoinenns PHK, cummes x/IHK ma IIJIP &
peanvrhomy uaci. Buginenns toranproi PHK, cun-
te3 kAHK Tta peakmiro [1JIP y pearsHOMY Waci mpo-
BOJWIIH, SIK ONKCAHO paHime [6]. AnamizyBamu pi-
BEHb eKCIpecii reHiB 3alydeHuX N0 peajizamii Ka-
nouiynoro Wnt-curnaminry: TCF-4 Ta AXin2; renis
— MimeHe kanoHigHoro Wnt-curHaminry: c-Fos i
CyclinD2; a Takox TeHa y-kameHiny, MO € BHCOTO-

Ta6muug 1. [Iparimepu st [1IJIP B peanbHOMY Yaci

MOJIOTIYHHUM [0 f-kameriny. SIk pedepeHcHu reH
BukopucroByBanu Gapdh. TIpaiimepu, siki BUKOpH-
croByBanu 1j1st [IJIP B peanbHOMY yaci, HaBe/ieHi B
tabmumi 1. Y po0oTi BUKOPUCTOBYBAIH 3pa3Ku KO-
HTpOasHUX cepaenb (WT) Ta cepaens i3 reTepo3u-
rotHoto aeneriero f-kameniny (WT/CKO) Ha cra-
nisx P1-2 (1 abo 2 moOwu micis HapoMKEHHS) Ta Ha
Mmi3HIX cramisx emOpiorenesy: E14,5 (14,5 nmib rec-
tamii) 1 E12, 5 (12,5 ni6 recramii).

I'en IIpaiimep mpsmuii [paiimMep 3BOPOTHIIA
TCF-4 5’AACGGAACAGACAGTATAATGG3’ 5’CACAGGAGTTGAAGGATTGG3’
Axin2 5’GAGTAGCGCCGTGTTAGTGACT?’ 5’CCAGGAAAGTCCGGAAGAGGTATG3’
c-Fos 5’CCGACTCCTTCTCCAGCAT3’ 5’TCACCGTGGGGATAAAGTTG3’
CyclinD2 5’CCACAGATGTGAAGTTCATTTCCA3’ 5’GCAGTCCGGGTCACACTTG3’
y-KameHiH 5’CCTGTGGACTCTGCGCAAT3’ 5’GACCAGGATCTTCAGCACACTCT3’
Gadph 5S’CCACTCTTCCACCTTCGATGS’ 5’TCCACCACCCTGTTGCTGTA3’

Excnpeciro reniB npeacrasnsum sk JCr, Ho-
pMaiizoBaHy  BIZHOCHO  pedepeHTHOro  TeHa
GAPDH. Ct KOXHOTO IIJIbOBOTO T'eHa BUPaXOBY-
Banu 3 cepenHboro 3HaueHHs JCr KOHTpPOJBHOI
rpynd. Pi3HUIIO B KUTBKOCTI MiX JOCHTIIOM i KOHT-
pOJIEM PO3paxOBYBaJld BUKOPHUCTOBYIOYH (QOPMYJIY
2VCT,

Cratuctuyny OOpOOKY JaHHMX MPOBOIMIN
3a JIONOMOTOI0 TecTa MaHHa-YiTHI 3 BUKOPHUCTaH-
HaMm nakety STATISTICS 8.0. p < 0,05 BBaxanu
CTaTHCTUYHO JIOCTOBIPHUM. YcCi 3Ha4YCHHS Mpe-
CTaBJIEHI Y BUTIISAI CEPEHBOTO + CTaHAapTHE Bill-
XHUJICHHS.

Pe3ynbTaTtn T2 00roBOpeHHs

EMOpioHanpHUIT PO3BUTOK CEPIIT € PE3yIib-
TAaTOM YITKO 3Jaro»KeHOi B3acMoAili LUIOI HU3KH
CUTHAJIBHUX KAaCKaJiB, Cepe/]l TaKUX 1 KaHOHIYHMIA
Whnt-curnamisar [1, 2]. OcHOBHHM MeniaTOpoM Ka-
HOHIUHOrO WnN{-CUTHANBHOTO NLISAXY € OUIOK [-Ka-
TEHiH, cTabinizoBana GopMa SKOro MOTPaIvIsSioun B
SIIPO  KJITHH, 3B’SI3YEThCS 3 TPaHCKPUMNIIHHUMU
¢axropamu TCF/LEF i aktuBye renu-mimesi [10].
OxpiM TOrO, f-KaTeHiH Ma€ Ba)XIMBY CTPYKTYypHY
(hyHKIIi€r0, 2 caMe BiH BXOJUTH JI0 CKIAAy alrepu-
HOBUX 3’€1HaHb (A3) 1 TaKUM YMHOM 3aITy9EeHUH 10
MiATPUMAHHS MDKKITITHUHHOI aaresii y TKaHHHI SIK
eMOpiOHATBFHOTO TaK 1 MOCTHATALHOTO cepis [11].
OcCKiJbKM TTOBHA BTpaTa IOr0 TeHa B eMOpiOHATb-
HOMY cepIi Bke micis (OpMyBaHHS IEPIIOTO Ta

Jpyroro CepueBHX IONIB HE CIpHUUYUH;UIA Mopdo-
JIOT1YHMX MOPYIIEHb HOTO PO3BUTKY, MU BBAXKAEMO,
0 CTPYKTypHa (QyHKILiA B-KaTeHIHy HE € KPUTHY-
HOIO 111 (popMyBaHHS Ta POCTY e€MOPiOHAIBHOIO
cepus, mounHatoun 3 10 mobwm recramii (E10,5).
MiiicHo, BTpara Oinka B-kaTeHiHy y cTpyKTypi A3
MoOXKe OyTH KOMIIGHCOBaHa IHIIUM OLIKOM — Y-
KaTEHIHOM, KW, SIK BiJ[OMO, Ma€ BUCOKHI CTYIiHb
roMouiorii i3 P-kKaTeHiHOM 1 MOXKe MiATPUMYBaTH
(dbopMyBaHHS HE JinIIe aeMocoM, a it A3 [12]. 3 in-
moro 0OKy, FTOMO3UTOTHA JICJICIisl TeHa [-KameHiny
B eMOpiOHaJIBLHOMY CepIli CIPUYHHSIA JIETATBHICTh
TakuX eMOpiOHIB, MounHaOUH 3 16,5 mobu recrarrii
Ta 0fpa3y Micis HAapOJPKEHHs, IO CBIAYUTH TPO
MOpYIIEHH iHIIOI (YHKII] IFOTO TeHa, a caMe CH-
rHaTRHOI [5]. ExcnepuMenTH 13 3aCTOCYBaHHIM
KYJIbTYpH TEPBUHHHUX KapAiOMIOLUUTIB, MiATBEp-
JOKYIOTbCS. OTPUMAaHUMH Ha TBapHHAX pe3yJbTara-
MH, a came: KapIiOMIOIMTH i3 TIOBHOIO BTPAaTOO
TeHa f-kameniny THHYIU y KyIbTYypi, HE YTBOPIO-
BaJIM JBOSACPHHUX KapJiOMiOLMTIB, Ta HE pearyBa-
M Ha TinepTpodivni ctumynu [7]. Yce 1e pazom,
CBIIUATH TMPO BAXIMBICTH KaHOHIgHOTO Wnt-
CUTHAIIIHTY Ta f-KameHiny, 30KpeMa Ha IMi3HiX CTa-
JisIX KapAioreHesy Ta Ui PO3BHUTKY 1 POCTY MOcCTa-
HAJILHOTO MioKapja. MU BBa)KaeMo, IO MOpPYIIEH-
HSl 1IbOTO CHTHAJBHOTO KacKajay CHPHUYMHSE 1 I0-
PYLIEHHS pOCTY MioKap/a Ta MepeMHUKaHHS HOTro Ha
JOpOCITy TEHETHYHY Iporpamy, IO € HeoOXiAHOIO
YMOBOIO HOT0 (PYHKITIOHYBaHHS.
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Mu mpoaHanizyBaiu pPO3BHUTOK MiOKapaa B
HOBaHAPOJHKCHUX MHIICH Ha TMepiry Ta/abo Jpyry
no0y skutts (P1-2) i3 3actocyBaHHAM I1HIEKCY
CHIBBITHOIIEHHS MacH CepIlsd 0 Macu Tina. Hamm
OyJI0 BHSBIICHO, IO TETEPO3UTOTHA JHEJeIlis reHa
p-kameniny B eMOpPIOHATIFHOMY CEpIli CIIPHYUHSIE
3MEHIIICHHS MacH OCTAaHHhOI'O Y HOBOHAPOKEHUX
TBapWUH TIOPIBHSHO 13 KOHTPOJHLHUMHU 3pa3KaMH
(puc. 1). OtpumaHi naHi y3roKyHThCS 13 pe3yiib-
TaTaMH aHaii3y TBapuWH BikoM 1 Ta 3 wicsmi i3 ne-
JIeUi€l0 OJIHI€T aneli reHa f-xameniny, e MU TaKOoX
CIIOCTEpIraJii 3MEHIICHHS MacH Cepls MOPIBHSIHO
i3 KOHTPOJILHUMH MHIIaMH [6].

HWBW
=

CKOMT WTWT
Genotype

Puc. 1. CriBBigHOIIICHHST MacH CepIlsd A0 MacH Ti-
ma (HW/BW) y HOBOHapOI)KEHMX MHIICH i3 TeTepo3u-
rotHoto jerneniero reHa f-xameniny (CKO/WT) Ta y
KoHTpobHUX 3paskax (WT/WT) toro x Biky (P1-2).
KinbkicTs TBapuH y rpynax: 16 i 66 BiANOBIIHO.

3a gonomoroto ITJIP y peanpHOMy 4aci mu
TaKOX MpOoaHaJi3yBajM 1 3MiHM PiBHIB ekcrpecii
TeHiB, 3alydeHuX 70 peaiizamii kaHonigHoro Wnt-
curnaninry (T7CF-4 Ta AXin2), i reHiB 1o nepeoy-
BalOTh mija #oro perynsmiero (C-Fos i CyclinD2).
AHami3z eMOpiOHANBHHUX 3pa3KiB cepJiellb BHUSIBUB,
mo B cepuax WT emOpioHiB BimOyBaeThCsl mMOCTY-
MoBe MiJABHILEHHS PiBHIB ekcrpecii reniB TCF-4 ta
Axin2 3 12,5 no 14,5 106y eMOpioHAIBLHOTO PO3BH-
TKy (puc. 2). Jani I[IJIP y peansHOMY Haci cTocoB-
HO eKcIpecii TeHiB — MmilieHel kanoHiunoro Wnt-
curnaninry c-Fos i CyclinD2 ysromxyrotscs i3 no-
MEpeAHIMU pe3yJbTaTaMM Ta TAaKOX CBII4aTh MPO
aKkTuBalito kaHoHiunoro Wnt-curHaminry y mis-
HbOMY eMOpiorenesi mix 12,5 ta 14, 5 no6or0 po3-
BUTKY. LlikaBo, 110 Yy HOBOHApOIUKEHUX CEPLAX KO-
HTPOJBHUX TBApWH piBeHBb ekcrpecii reHiB TCF-4
Ta AXiN2 3MEHIIyBaBCsl Maike BIBIYi MOPIBHSIHO 13
3paskamu Ha ctanii po3sutky E14,5. Ile cBiguuTh

PO TPUTHIYEHHS aKTHUBHOCTI Wnt y TOCTHATalb-
HOMY cepili 710 0a3aJIbHOTO PIBHS 1 y3rOKY€EThCS 13
mitepatypHuMu ganumu. OfgHaK, MiJ 4ac aHawi3y
3pasKiB cepielp i3 TeTepPO3UTOTHOIO BTPATOIO T'eHa
[-kameniny HaMu OyJO BHSIBIIEHO, IO PiBEHb €KC-
npecii renis TCF-4, Axin2, c-Fos i CyclinD2 cyt-
TEBO, a 1HOJII HABITh BJABIYI BHIIWHA, HiIX TaKWid y
KOHTPOJIbHUX 3pa3KaX HOBOHAPO/KEHHUX CEpJellb
ta cepmenp Ha cramii E14,5 (puc.2). 3aramom
CKJIaJa€ThCsl TaKe BPaXKEHHS, 110 B eMOPiOHAIBHUX
CepIiiX i3 BTPATOIO OXHOIO ajielns reHa fS-xameHiny
aKTHBAIlis KaHOHIYHOTO Wnt ITOYMHAECTLCS ITI3HIIIE
—3 14,5 1061 po3BUTKY i y MOCTHATAJILHOMY Ceplli,
OJIHAK piBEHb IIi€l aKTWBAIlii CyTT€BO BUIIUU. I,
HE3BaKAIOYM Ha IIe, CepIs 3 T€TEPO3UTOTHOIO Jie-
JIETI€I0 MalOTh MEHIIIy Macy MOPIBHAHO i3 KOHTPO-
JpHUMU cepiisiMu Ha P1-2 (puc. 1) 1 HaBiTh y J0poO-
CJIOMY BiIli ITeff TOKa3HHUK HIDKIUH [6].

Buiie Mu Bke 3a3Havaid, 0 Y KIITHHAX ce-
plIs eKCIIPEeCYEThCsl M iHIIMIA 010K, 110 3/1aTeH (Y-
HKI[IOHAJIFHO KOMIIEHCYBaTH BTpaTy [B-KaTeHIHy —
v-kareHiH. OCTaHHIM dYacoM HaKOMWYEeHI IaHi i
CTOCOBHO MOT0 MOXKJIMBOI y4acTi B peTyJIsLii aKTH-
BHOCTI kaHOHIYHOTO Wnt-curnaminry [13]. Tox mu
MIPUITYCTHITH, 1110, WMOBIPHO, y HaIIii Mozemi, 3a
yMoBH aedinnTy B-KaTeHiHy, 10 Peryisiii akTHB-
HOCTI KaHOHIYHOrO Wnt 3aydaeThecsi 1 Y-KaTeHiH
TaKO, MU TpOaHaJli3yBajli 3MiHHU PiBHIB eKcIpecii
[OTO T'eHA y JIOCTIKYBaHHX 3pa3kax. Bussuiocsk,
0 piBEHb eKcIpecil y-kameniny OyB Maiike y JBi-
9l HIDKYUM B €MOPIOHATBHUX CEPISX i3 TeTepo3u-
TOTHOIO JIeielliero reny f-kameniny (puc. 3). 1, Ha-
BITAKW, y TIOCTHATAJILHOMY CepIli Iieil piBeHb OyB
ynBidi BUImM (puc. 3).

Omxe, HaMu OyJIO BHSIBIICHO, IO y eMOpio-
HaJIBHOMY cepIli KaHOHIYHMH Wnt-CHTHAJIHT, BO-
YEeBUJIb, AKTUBYETHCS HE JIUINE IS TOTO, 1100 Bij-
Oynacst iHimjariss kKapaiaabHOI ME30JepMU Ta Mi3-
HIIlIE eKCITaHCis MPOTEHITOPHUX KapAialbHUX KITi-
THH, a ¥ ISl TOro, mo0 Ha OIJBII Mi3HIX CTaIisIX
Kap/ioreHesy, Bxke cQopmoBaHe ceple eMOpioHa
pocro. IlpuraiueHHs BOTO CHTHAILHOTO KacKamy
y TBapWH 13 KOHTPOJIBHUM T€HOTHIIOM BiZOyBa€Th-
Cs y MOCTHATAJIBHOMY CepIli, HMOBIPHO, II¢ € HEO0O-
XiHOI0 YMOBOIO JUISI TEPMIHAIBHOTO TU(EPEHITiF0-
BaHHS KapaiomionuTiB. OJHaK TpW MOPYIICHHI
¢yHkuioHyBaHHST KaHOHIYHOrO Wnt-curnaminry, a
came Jienenii OJJHOro alens reHa [-kameniny (oc-
HOBHOTO TPaHCKPUMIIIHHOTO KO-akTHBaropa Wnt),
BiZIOyBa€ThCs HE JIMIIE 3aTPUMKa POCTY HOBOHAPO-
JOKCHOTO CepIlsl, a W 3MiHAa KIHETUKU aKTHBHOCTI
Wht.
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Puc. 2. Kinernka aktuBHOCTI Wnt/-KaTeHIHOBOTO CHTHAIBHOTO HUIAXY y eMOpioHansaux (E12,5 1 E14,5) Ta
HOBOHAPO/DKCHUX CEpPIIX TBapWH KOHTponmbHOI Tpymu (WT/WT) i TBapHH i3 TeTEpO3WUTOTHOIO NENEILi€l0 TeHa [-
xkameniny (CKO/WT). KinbkicTs TBapuH y KOXKHIN TPYII — HE MEHIIIE 2.
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E14,5
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.
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WT/WT  WT/CKO

WT/WT WT/CKO

Puc. 3. PiBens excnpecii reHa y-xkameniny B emopionansaux (E12,5 i E14,5) Ta HOBOHapo/KeHUX cepsix TBa-
puH koHTponsHOI rpymm (WT/WT) i TBapuH i3 rerepo3urotHoro nenerieto reHa f-kameniny (CKO/WT). KinpkicTh
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leTepo3nroTHa Aenewisi reHa B-kameHiHy Y paHHbOMY KapZioreHesi CpUUMHAE 3aTPUMKY POCTY CepLs i NOPYLUYE KIHETUKY ...

Curnaminr aktuByeTbes mizHime (E14,5 —
P1-2), omHak piBeHb Ii€i aKTUBHOCTI BHIIHHA, aHikK
y KoHTpoJii. OKpiM TOTO, HaM BHAJIOCh 3apEECTPY-
BaTH MiABUILEHHS PIBHS eKCHpeCii TeHa y-KameHiHy
y HOBOHAPODKEHHUX CEPIISX.

MoBipHO, ocTaHHill Gepe yJacTh y peryimo-
BaHHI KaHOHIYHOTO WNt-CUTHAJIHTY ¥ SKOCTI TpaH-
CKPHUIIIIHOTO KO-aKTUBAaTOpa, OJHAK [[LOTO HE J0-
CTaTHBO, MO0 HOBOHAPOJKEHE CEpIle PO3BUBAIOCS
SIK 32 HOPMaJIBHUX YMOB. 3TiTHO 3 JIiTEpaTypHUMH
JAHUMH, Y-KaTeHIH MINMCHO MO’Ke 3B’s3yBaTHCA 13
TCF4, i #ioro nokamizaniss Oyna mokazaHa y sapi
KJIITHH, OJHAK TOTMepeaHi JaHi CTOCOBHO HOTO CHT-
HaimbHO! (YyHKIIT AOCUTH cymepewmsi. OgHI ekc-
MepUMEHTANIbHI POOOTH CBiAYaTh Ha KOPUCTH TOTO,
0 Y-KaTeHIH 37aTeH MOBHICTIO MiJTPUMYyBaTH CH-
THaJTi3aIlifo 1 KOMIIEHCYBaTH [-KaTeHiH [14], iHmm —
IO Y-KaTeHiH NpurHiaye Wnt 3ajexHy TpaHCKpHUII-
mito reHiB [15], me iHOI — Mo y-KaTeHiH Mae CBOI

TeHH — MillleHi 1 11e aGCOII0THO 3MIHIOE CEHC KaHO-
Hiyaoro Wnt-curnaniary [16]. Hama po6ota cBin-
YUTh Ha KOPUCTh OCTAHHBOI TiMOTE3H, OAHAK CHI-
HanbHa (QDYHKIIS Y-KaTeHIHY Ta iAeHTu(iKamisa Horo
reHiB-MilleHel morpedye Oinbi TIMO0KOro aHawi-
3y.

BucHoBku

Hamu Oy70 mokazaHo aKTHBaLil0 KaHOHIYHO-
ro Wnt-curHajiary y Mmi3HROMY KapJioTreHesi, a
came Mix 12,5 ta 14, 5 no6ot0 emMOpiOHAIBHOTO
PO3BUTKY, i MPUTHIYCHHS [IBOTO KacKay Y HOBOHA-
po/LKeHOMY cepili. BusBieHO, mo TeTepo3urorHa
JeJetiss TPaHCKPHMIliHOrO Ko-akTuBaropa Wnt-
CUTHAJIIHTY TeHa f-KameHiHy CIPUUUHSIE 3aTPUMKY
pPOCTYy HOBOHAPOKEHOTO CEpIls, MOPYIICHHS KiHe-
THKA KaHOHIYHOro Wnt i acomiiioBaHa i3 IiIBH-
LIEHHAM EKCIIpecii IreHa y-KameHiHy Yy HOBOHapo-
JOKEHOMY CepIIi.
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HETEROZYGOS ELETION OF g-CATENIN IN EARLY CARDIOGENESIS ATTENUATED THE HEART
GROWTH AND AFFECTED ON CANONICAL WNT KINETICS

Aim. In our present work, we have analyzed newborn and embryonic heart under the B-catenin haploinsufficiency.
Methods. Beta-catenin conditional knockout mice were bred with a-MHC-Cre transgenic mice. In such way we gener-
ate the B-catenin haploinsufficient new born (P1-2) and embryonic hearts (E12,5 an E14,5) With rtPCR using we ana-
lyze the canonical WNT signalling kinetics in embryonic and newborn hearts. Namely we have analyzed the level of
TCF-4, Axin2, c-Fos and CyclinD2 genes expression .Beside of this we have studied the y-catenin gene expression un-
der normal and B-catenin haploinsufficient conditions. Results. Cardiac B-catenin knockout leads attenuated newborn
heart growth and associated with y-catenin expression up-regulation. Canonical Wnt signalling activated in later cardi-
ogenesis (E12,5-14,5) in WT heart and downregulated in newborns. Conclusions. We have shown the importance of
canonical Wnt during later cardiogenesis. Thus f-catenin haploinsufficiency leads to violation of WNT Kkinetic in latter
embryos and attenuated the heart growth.

Keywords: heart development, cardiogenesis, WNT signalling, B-catenin, y-catenin.
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