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Hzyuena peaktTuBHOCTH o T-mmmpornmToB 6epeMeHHBIX caMOK CBA B OTHOIIICHUY aHTUTCHOB CaMIIa, a
TaK>Ke HaJTM4ue Mpo1IeCcCOB peapaHXMPOBKU T€HOB aHTUT€HHOTO pelienTopa T-KjIeTok B epudepudeckux
JMGONITHBIX OpraHax MbIIIei mpu Tpex BapuaHTax ckpemmBaHuss: CBA x BALB/c (HopmanbHas ajiio-
reHHas1 6epemeHHOCTh), CBA x CBA (cunrenHasi 6epemeHHocTh) 1 CBA x DBA/2 (ckloHHas K abopTy
komOuHanwms). [TokazaHo, uyto nponmdepaTuBHEBIM 0TBeT o T-mMbounToB 6epeMeHHBIX camok CBA Ha
KJIETKU CeJIe3eHKMU caMlla Haubosiee BhIpakeH MPU HOPMaJIbHOI aJUIOTeHHOU 0epeMeHHOCTH, B MEHbIIIEeH
CTEeTIeHU — TIPU CUHTeHHOW 0epeMeHHOCTU, U He BhIsIBIsieTcs B KomOuHaum CBA x DBA/2. [1pu stom
KJIETKU MapaaopTaJbHbIX JUM(PaTUYECKUX Y3JIOB (IPEHUPYIOIIMX MATKy) OTBEYalOT HAa aHTUTEHBI caMila
JIOCTOBEpHO 3(pdeKTUBHEE, YeM TUMMOIIUTH ME3eHTEPUATBHBIX 1 ITOAMBIIIIEYHBIX IMM(PaTUIECKUX Y3JI0B.
OnHoBpeMeHHasl olleHKa aKcrnpeccun pekomorHazbsl RAG-1, kimoueBoro (pepmMeHTa peapaHKMpOBKU re-
HOB T-KJIETOYHOTO pellenTopa, BhISIBMJIAa aHAJTOTUYHbIE 3aKOHOMEPHOCTU — MPEUMYIIIECTBEHHYIO aKTUB-
HOCTb peKoMOuHa3bl B T-TuMdolTax napaaopTaIbHBIX IMM(MpaTUIEeCKUX y3JI0B 0epeMeHHbIX caMOoK CBA,
YTO yKa3aBaeT Ha CBSI3b 9KCTPATUMUIECKON peapaHXKUPOBKU T€HOB aHTUTEHHOTO pelienTopa ¢ UBMEHEeHU-
€M aHTUTEeHPACITO3HAIOIIIETO pernepTyapa 3TUX KiaeToK. O0CcykaaeTcsi BO3MOXHOE OMOJIOTMYeCKoe 3Have-
HUe BBISBJICHHOTO (hDeHOMEHa.

Karouesvie crosa: affT-mumboruTsl, aKcTpaTuMUIecKas muddepeHImpoBKa, peapaHkupoBka reHoB TCR,

aHTUTEeHPACIO3HAIOIIUH pernepTyap, CMelllaHHasl KyJbTypa JUM@OIIUTOB, 6€pEMEHHOCTbD.
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IMpeapiayliuMyu  UCCACIOBAHUSIMU MBI BBISIBUIU
HEW3BECTHBIN paHee (peHOMEeH — MHIYKIIMIO peapaH-
kupoBKU reHoB T-kierouHoro peuentopa (T Cell Re-
ceptor, TCR) B nepudepuyeckux T-1umbonurax mpu
oepemenHoctu (IIupimeB u ap., 2007). B yactHOCTH,
MBI TTOKa3aJiid 3KCIPECCUIO KITFOYEBOIO MapKepa pea-
paHKupoBKH, pekoMOrHa3bl RAG-1 (Recombination
Activating Genes), B T-kmerkax nepudeprnIecKux
JMMQOUITHBIX OPraHOB OEpEMEHHBIX MBbIIIEH. Teope-
TUYECKHU, TaKOW MPOLIECC AOKEH COMPOBOXAATHCS
nosiBieHreM Ha MeMOpaHe T-numdolimTa HOBOro aH-
TUTEHHOTO peLenTopa, C U3BMEHEHHO! Criel(pUIHO-
crbio (KyxkimmHa, 2006). A OCKOJIBKY Ha niepudepun
OTCYTCTBYIOT YCJIOBHSI, obecrieunBaroniye 3¢ GeKTUB-
HYI0 KJIOHAJIbHYIO CEJIEKLIMI0 BHOBb OOpPa3yIOLIMXCSI
T-xieTok (Kak 3To B HOpPME IIPOUCXOIUT B TUMYCE),
peapankupoBka reHoB TCR B nepudepruyeckux aum-
douaHBIX OpraHax HEM30eXKHO JOJLKHA COIPOBOXK-
JIaThCsl U3MEHEHWEM aHTUTEeHPACIIO3HAIOIIIETO pernep-
Tyapa T-IMMGOLIMTOB, B YaCTHOCTHU, TOSBIEHUEM
ayTOpeaKTUBHBIX T-KJIETOUYHBIX KJIOHOB.

Henplo HacTosIIEel pabOTHI OBLJIO COIOCTABIICHUE
aHTUTeHpacrno3Hatolel aktuBHocTd o3 T-mmmpo-
IIUTOB OepeMEHHBIX MBILIEH ¢ TAKOBOM IJIsT HeOepe-
MEHHBIX, C OJHOBPEMCHHOI OIIEHKON peKOMOU-
HA3HOM aKTUBHOCTH B 3THUX KJIETKAX, IIPU Pa3HBIX Ba-
pUaHTaX CKPEeIIUBAaHUS — HOPMAJIbHOM aJZIOTEHHOM,
CHMHITCHHOM U B CKJIOHHOM K a00pTy KOMOWHALINH.

MATEPUAII U METOANKA

B pabote ncnonb3oBaiMCh JIMHEHHbBIE CAMKU MbI-
et CBA, KOTOPbIX CKpELIMBAIU C CaMIIaMU Pa3HbIX
Jquauii — BALB/c (HopManbHas ajuioreHHast Gepe-
MmeHHocTb), CBA (HopmasbHasi CHHTeHHasi 6epeMeH-
HocTb) 1 DBA/2 (ckJIoHHast K abOpTy KOMOWHAILIMS)
(Chaouat et al., 1983; Lin et al., 2004). 2KuBoTHEIE ObI-
Ji Tony4yeHsl u3 nutomMmHuka PAMH (“PanmnosnoBo”,
Cankrt-IleTepOypr). bepeMeHHOCTH (PMKCHUPOBAIN MO
MOSIBJICHUIO BarMHaJIbHO MpooKu. CpoK 6epeMeHHO-
CTU Y XKUBOTHBIX (9-€ CyTKM) MoAOMpaJiCs B COOTBET-
CTBUU C TeM, 4yTo y caMoK CBA x DBA/2 a6opTbl po-
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WCXOMOST, KaK nmpaBmiio, Ha 10—14 neHp OepeMeHHOCTH
(Chaouat et al., 1983; Lin et al., 2004).

OOBEKTaMU UCCIICAOBAHMS CITY>KIJIA TUMOIIUTHI K
dpakmoHUpoBaHHbBIe Nepudepudeckue T-mmumdpo-
LIMTHI, BbIAEJIEHHbIC U3 TUMMOY3JIOB TpEX Pa3HbIX TU-
IIOB — T1apaaopTABHBIX (IPEeHUPYIOIINX MaTKy), a
TaKKe ME3eHTEepUAJIbHBIX U MMOAMBIIICYHBIX (HE Ipe-
Hupyomx Matky) (Lin et al., 2004). B ocHOBHOI1 ce-
pUM  3KCIIEPMMEHTOB TIpH  (PPpaKIIMOHUPOBAHUH
T-mMM@POLIMTOB U3 KJIIETOYHOM CYCIICH3UU, TTOTyJCH-
HOI B pe3yJibTaTe TOMOTreHU3alMM JTUMMPOY3JI0oB, yaa-
s B-muMonmnTe, criocodHble B HOpME peapaH-
JKMPOBATh LIETI aHTUTEHHOTO pelienTopa Ha Tepude-
pun (Hikida et al., 1996), — ¢ TOMOIIBIO CHEIM-
duyeckoil aHTUCHIBOPOTKA K WMMYHOTIJTIOOYIMHAM
mbinm (“Menraman”, Poccus). B 3akmounTenbHOM
cepuy BKCIIEPUMEHTOB JIJIs1 UCKJIIOUSHUSI BJUSIHUS Ha
pe3yaBTaT MUHOPHOM cyorortyssiimu YO T-mumdoriu-
TOB, TPAOWULIMOHHO ITU(dEPEeHIUPYIOIINXCSI BHE TH-
Myca M Takke aKcrpeccupyromux 6eaku RAG Ha mie-
pudepun (Mincheva-Nilsson et al., 1997; Robey,
Fowlkes, 1998) 13 kjiieTOUHOI CyCIIeH3MM HaMpaBIeH-
HO BbIIEISIIUCH O3 T-1MMdOoIMThl — UMMYHOMATrHUT-
HbIM (paKIIMOHUPOBAHUEM C TIOMOIIBIO MOHOKJIO-
HanmbHBIX aHtuTen H57-597 x B-umerru TCR mbim
(“Caltag”, CLLIA).

B xiietkax ouenuBanu akcnpeccro MPHK pekom-
ouHasel RAG-1, a Taxcke -akTuHa (TTOTOXUTETbHBIN
KoHTpoab Ha Hanndre MPHK B ripo6e).

Brinenenne PHK, oGpaTHyo TpaHCKPUIILIMIO U
aMIUIM(UKALIAIO TPOBOIUIIN C TIOMOIIBIO COOTBET-
cTByOIUX HabopoB (“Jlaboparopus U3oren”, Poc-
cus): ns Beiaenenus roranbHoit PHK (Trizol RNA
Prep 100), niast oopatHoii TpaHckpunuuu (GenePak
RT Core) u ana ammiudpukauuu (GenePak PCR
Core). B pabore ncrnoib30BanrcCh CIEAYIOIINe CIIe-
uududyeckue mpaliMepbl U COOTBETCTBYIOIIHNE pPe-
KuMbl amruimukauuu: wist RAG-1 — 5'-CATC-
GAGACAGTCCCTTCC-3" u 5'-CGATAGAGC-
CATCCCTTTC-3" (Vaitaitis et al., 2003), 92°C x
x 30 ¢, 60°C x 30 ¢, 72°C x 60 ¢, 35 UMKIIOB; MIs
B-aktnaa — 5'-TGTTACCAACTGGGACGACA-3'
n 5S'-TTTGATGTCACGCACGATTT-3' (tmomo6pa-
Hbl C TIOMOIlIblO mporpammbl Primer 3: http://
frodo.wi. mit.edu/cgibin/primer3/primer3_www.cgi),
92°C x 30 ¢, 60°C x 30 ¢, 72°C x 60 ¢, 30 uMKIIOB.

BnekTpodope3 MPOBOAWIM CTaHIAPTHBIM METO-
moM B 1.5% rene arapossl (“Serva”, [epmanus).

AHTHETHPACTIO3HAIOIIYI0 aKTUBHOCTb T-KJIeTOK
Ipy 6epeMEeHHOCTH OLICHUBAJIU IO IIPOJIdepaTUBHO-
My OTBeTy (dpakiimoHupoBaHHBIX o3 T-1umdornron
JTuM@aTUIeCcKnX y3J0B OEepeMEHHBIX MbIIe (2 X
x 10° Ha MpoOy) Ha AaHTUTEHBI CAMIIOB COOTBETCTBYIO-
IINX JIMTHUA 1 HeGepeMeHHBIX CaMOK, B OITHOHAIIPAB-
JICHHOU CMeIIIaHHOM KyJIBType TuMpornToB. B Kade-
CTBE CTUMYJIMPYIOIINX KJIETOK MCIOJIb30BAIN KIETKHU
ceJIe3eHKM MBbIIIIel, a TaKKe, B psiie SKCIIEpUMEHTOB,
dpakumonupoBanHbie  AfT-TMMbOINUTEI  TTOAMBI-
IIEYHBIX M ME3EHTEPUATBHBIX TUMMATUUECKUX Y3JIOB
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(2 x 10° Ha poby), nMpeaBapUTENLHO 00PaGOTAHHbBIX
mutoMulinHoM C (25 mkr/mit). KieTku KyJabTUBUPO-
Banu 72 yaca. Pesynsrarel olleHuBaau B MTT-tecre,
OCHOBAaHHOM Ha OIpeJeJeHUU KOJUYeCTBa XKU3HEe-
COCOOHEBIX KJIeToK B mpobe (Wei et al., 2005). s
3TOro 3a 4 yaca 10 OKOHYaHUs KYJITUBUPOBAHUS B
npoosl BHOcuu MTT (BogopacTBopuMast COJib TETpa-
30/1Ms1, moyiHoe Ha3BaHue — (3-[4,5-Dimethylthiazol-
2-yl]-2,5)-diphenyltetrazolium bromide) B KOHEYHOI
koHueHTpauuu 0.5 Mr/mi. Tlocne KyJbTUBUPOBAHUS
npo6sI HeHTpudyrupopaiu (1500 06./MmuH x 10 MuH),
YIISUTM CyNiepHATaHT U BHOCUJIA U3OMPOIAHO IS
comobunuzanuu  ¢opMaszaHa, O0Opasylollerocss wu3
MTT mpu pa3pe3aHun TETPa30IUEBOTO KOJbIA Jie-
TUApoTreHa3aMU U OTKJIAIbIBAIOIIETOCs B KJIETKE B BU-
ne rpanyi. KonmuectBo ob6pasoBaBiierocs: (popmasa-
Ha OLIEHUBAJIOCH CIIEKTPO(POTOMETPUYECKHU TIPU IJIU-
He BomHbI 570 HM. MHImekc mpoimdepannm ompe-
JIEJISICSl KaK OTHONIIEHNE COOTBETCTBYIOIIMX TTOKa3a-
TeJlell ONTUYECKON IIJIOTHOCTU ISl CTUMYJIMPOBaH-
HOM (KJIeTKaMu caMl1ia) 1 He CTUMYJIMPOBAHHOM Ipoo.

CratnucTUIecKMit aHATU3 IIPOBOIIICS C UCTIONH30-
BaHUueM f-Kputepusi CTbIOJeHTA.

PE3VIJIBTATBI 1 OBCYXIAEHHUE

Ananu3 niponudeparuHoro orseta afT-mumdbo-
UTOB OepeMeHHBIX caMOK CBA Ha aHTUTeHBI CaM1IOB
COOTBETCTBYIOILIMX JIMHUI ITOKa3aJl, YTO IpU HOP-
MaJjibHOM GepeMeHHOCTU (M CUHI€HHOM, U aJUIOTeH-
HOIT) MHIeKc npojudepennun T-KIeTOK, ornpenesisie-
MBIl KaK OTHOILIEHME MoKa3zarelieil mpoumdepaTuB-
HOM AKTUBHOCTM B CTUMYJIMPOBAHHOW M HECTU-
MYJIUPOBAaHHOM ITpo0ax, BhIIIE, YeM Y HeOepeMEHHBIX
KMBOTHBIX (Ta0JI. 1), HO 3aBUCHUT OT IIPOUCXOXKICHUS
T-KJIeTOK — KOHKPETHO, OT TUMa JUMMpATUIECKUX y3-
JIOB, U3 KOTOPBIX OHM MoyydeHbl. Hanbosee Bbipa-
KEHHBIM 3TOT 3(dEeKT ObLUT MPU HOPMAITBHOW aJlIO-
reHHoit 6epemeHHOCcTH (CBA x BALB/c) mist T-mam-
¢olMTOB TMapaaopTaibHBIX JMMMPOY3JI0B (IpeHU-
PYIOIINX MAaTKy), CYIIECTBEHHO MEHBIIIMM, HO CTaTH-
CTMYECKM 3HAYMMBIM — JJII HOAMBIIIECYHBIX, TOLIA
Kak Wi T-KJIeTOK Me3eHTepHaIbHBIX JMMpaTrrude-
CKUX y3JI0B OTBET HA aHTUTEHBI caMIla He OTIUYAICS
OT TakoBoro st HeOepeMeHHBIX caMoK CBA. Boiee
TOTO, TOCTOBEPHBIE pa3anyuMs B MHAEKCAX Iposmde-
pauyu ObUTH BBISIBJICHBI U B MIpeeiax OJHOMN IrPyIb
KMBOTHBIX. OTBET T-KIIETOK y OepeMEeHHBIX CaMOK
CBA x BALB/c 0bL1 BBILIIE B ITapaaopTaIbHBIX JTUM-
datuyeckux ysjaax Mo CpaBHEHUIO C ME3EHTEpUaIb-
HbIMU (Tab1. 1). B omimune ot HopMmajbHOM OepeMeH-
HoctH, B KomOuHaumu CBA x DBA/2, xapakTtepusy-
IOIIENCST BBICOKUM YPOBHEM CIIOHTAHHBIX abOPTOB,
OoTBeTa IepudepruiecKrx T-KIeTOK Ha aHTUT€HbI CaM-
noB DBA/2 ne BpisiBieHO (Taba. 1). BoamoxHo, oT-
CYTCTBUE OTBETA B JAHHOM MOMEJIN U SIBJSICTCSI OJTHOM
U3 TIPUYMH TIPEIPACIIONOXEHHOCTH K abopTam, Mo-
CKOJIbKY, COTJIACHO COBPEMEHHBIM IIPEACTABICHUSIM,
JIJIST YCTIEIITHOM MMIUTAHTALlM U TUTalleHTaluy HeoOo-
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Ta6mmma 1. [MpommdeparuBnbiit oTBeT epudepudeckux off T-mmdonuToB camok CBA Ha aHTUTEHBI caMmIla B OMHOHA-

MPaBJIE€HHOU CMELIaHHOU KyJbType TUMGOLIMTOB

Wunexc ctrumynsiuuu (M £ m)
OTBevalomue KIeTky Crumyupyloniue KJIeTKU (KJISTKU ceJIe3eHKU camiia)
(oBT-mumMbOoUUTB CAMKH)
BALB/c CBA DBA/2

He6epemenHbIe caMKH | ITapaaopTaibHbie JIY 1.47 £ 0.081 1.19 £ 0.074
CBA Me3eHTepuaibHbie JIY 1.39 £0.089 H.I. 1.18 £0.062

noamebiteyHsle JIY 1.37 £ 0.109 1.21 £ 0.048
bepeMeHHbBIe caMKu napaaopTtajibHbie JIY 2.09 £0.222%*
CBA x BALB/c Me3eHTepuanbHbie JIY 1.49 +0.124

noaMblreyHbre JIY 1.69 £0.196*
bepemenHbIe caMKu napaaopTtaibHbie JIY 1.72 £0.183
CBA x CBA Me3eHTepHaIbHbIe JTY 1.66 +0.178

rnmoameliedHbie JIY 1.46 £ 0.138
BepeMeHHBIE CAMKI napaaopTtajbHbie JIY 1.083 + 0.042% ®
CBA x DBA/2 MeseHTepraTbHbie JIY 111 +0.045°

nonmeblIieyHsle JIY 1.01 £0.035% %5

I[Mpumeuanust: B Kaxmoii rpyrme 8—10 XXuBoTHBIX; JIY — nuMdbaTidecKue y3Ibl; H.I. — HET JaHHBIX; MHACKC ITpoardepaliiy orpeae-
JISITICS] KaK OTHOIIIEHME COOTBETCTBYIOIIUX TTOKa3aTes el ONTUYECKON MIIOTHOCTH TSl CTUMYJTUPOBAHHOM (KJIETKAMU CeJIe3€HKU CaM-

11a) YU HE CTUMYJIMPOBAHHOM MPoO.

* p < 0.05 (comocTaBieHNE C OTBETOM T-KJIETOK COOTBETCTBYIOIIMX JIMM(MATUIECKUX Y3JI0B HEOEpeMEHHBIX CAMOK).
4 p < 0.05 (conocTaBleHNe C COOTBETCTBYIOLIMM IOKa3aTeneM s 6epemenHocty CBA x BALB/c).
b p <0.05 (comocraBneHre ¢ COOTBETCTBYIOIIMM TMoKa3aresaeM st 6epemeHHOCTH CBA x CBA).

XOJIUM JOCTATOYHBIN YPOBEHb UMMYHOPEAKTUBHOCTHU
MaTepUHCKOTO OpraHu3Ma B OTHOIIIEHU OTLIOBCKUX 1
deTabHBIX aHTUTEHOB — LIIMTOKMHBI, CEKPETUPYEMbIE
B XOJIe UMMYHHOT'O OTBETa, OKa3bIBAIOT TPO(hHUuecKoe
neiicTBre Ha maleHTy v rion (Wegmann et al., 1993).

B 1iesioM, BbIWIEHSISI U3 BCETO MHOTrOO0Opa3usi BbI-
SIBJICHHBIX 9(P(PeKTOB TaHHbIEC, COOTBETCTBYIOIIIME 1Ie-
JISIM Y 3aJlayaM HacTosIIIel paboThl, MOXKHO CKa3aTh,
YTO TIpU HOPMAJIbHON a/UIOTeHHOU OepeMeHHOCTU
(CBA x BALB/c) afT-muMbounTsl IpeHUPYIOIINX
MaTKy (mapaaopTajbHbIX) JUM@PaTUUECKUX Y3JI0B OT-
BeYaloT Ha aHTUTEeHbI caMlla TIOCTOBEPHO 3(PPeKTHB-
Hee T-kimeTok JMM@OY3I0B, HE IPSHUPYIOIINX
MaTKy, — Me3eHTepUATbHBIX U MOAMBIIIICYHbIX. Bo3-
MOXHO, JaHHbIN 3(DEKT CBSA3aH C JIOKAJIbHbIM U3Me-
HEHWEM aHTUIeHPACIIO3HAIOILIETro pernepTryapa 3TUX
kjeTok. OmHaKO, CTPOro TOBOPSI, OH MOXET UMETh U
aJibTepHaTUBHOE OObSICHEHWE, OCHOBAHHOE Ha CyIlle-
CTBOBAaHUM XapaKTESPHOTo JJIsT OepeMeHHOCTH (heHOo-
MeHa — (eTalbHOrO MUKPOXUMEPU3Ma, T.€. TepCH-
CTeHUUU (eTabHbIX KJIETOK B MaTepMHCKOM oOpra-
HusMe (Bianchi et al., 1996; O’Donoghue et al., 2004).
CrencrsueM MUKPOXUMMeEpPU3Ma SIBJSIETCSI TIPUMUPO-
BaHUE MaTEPUHCKUX JUMGOILIMTOB aHTUTeHAMU TIJI0-
Jla, KOTOpOE MPOUCXOAUT MPEUMYIIIECTBEHHO B JIUM-
daTnuecKkux ysjax, IpeHUpPYOIUX MaTKy. IMEeHHO ¢
9TUM (beHOMEHOM CBSI3aH, MO-BUAMMOMY, TTOKa3aH-
HbI B HacTos1Iel padoTe OoJiee BbICOKMM T-KiteTou-
HBII OTBET HA aHTUTEHBI caMlia y OepeMeHHBIX CAaMOK

O CpaBHEHMIO ¢ HebepeMeHHBIMU. MM 3kKe MOXKHO
OOBSICHUTh Y pa3nyusl B OTBETE HA aHTUTEHbBI caMIila
T-mambounToB pasHbIX IMMOaTUIECKNX Y3JIOB IPU
HOPMaJTLHOM aJlJIOTeHHOM 0epeMEeHHOCTH.

YT100BI HUBETUPOBATh BIMSIHUE d(PdeKTa TPUMHI-
poBaHUs IIpu 6epeMeHHOCTU T-KJIeTOK JuMpaTrruye-
CKUX y3J10B (heTaTbHBIMU aHTUT€HAMU, MbI OTIpeIeI-
J1 niposmdepaTuBHBIN oTBeT T-TMM@OIINTOB Oepe-
MeHHbBIX caMoK CBA x BALB/c Ha KJIeTKH ceie3eHKU
HebepeMeHHbIX camok CBA. B pesynbraTe ObUTH BbI-
SIBJIEHBI CJIEAYIOIIMEe 3aKOHOMEPHOCTU: UHAEKC TPO-
Judepaumu T-KJIeTOK MapaaopTalbHbIX JUM@paTHIC-
CKUX Y3JIOB Y 3TUX XKUBOTHBIX ObLIT JOCTOBEPHO BHILIIE
TakoBoro i T-1umM@oumnToB Me3eHTepUaTbHbIX
JTMM@aTUIECKHMX Y3JI0B, a Takke T-T1MM@OoInTOoB ma-
paaopTajibHbIX JUMQOY3JI0B HeOepeMEeHHBIX CaMOK
(pucyHok). ITockonabKy B JaHHOII MOAEIM BO3MOXK-
HOCTb TIpeJBAPUTEIbHOTO MPUMUPOBaHUS T-KJIETOK
CYILIECTBEHHO CHIDKEHA, TIOSIBJIEHUWE PEaKTUBHOCTU
T-mumpoumnToB MapaaopTaibHbIX JUM(POY3JIOB B OT-
HOIIIEHUU COOCTBEHHBIX KJIETOK CBSI3aHO, BEPOSITHEE
BCEro, MMEHHO C M3MEHEHNEM aHTUI€HPACIIO3HA0-
11IeTO pernepTyapa, B YaCTHOCTHU, C MOSIBJICHUEM HOBBIX
ayTOpeaKTUBHBIX T-KJIETOUHBIX KJIOHOB.

OnHoBpeMeHHasl OliIeHKa HaJIM4us MPOIIECCOB pe-
apamkupoBku reHoB TCR B mepudepudyeckux
T-numpountax G6epemeHHbIXx camok CBA B 1ienom
MOATBEpAMJIa TTOJYyYEeHHbIE HAMU paHee pe3yJIbTaThl
(UIupmeB u np., 2007). Kak BUAHO M3 TaOIULIBI 2,
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Ta6mmma 2. Okcmnpeccuss RAG-1 o T-mumbounTamMu Mblireii Ipu 6epeMeHHOCTH

IMpouenTt xuBoTHHIX ¢ 3Kcnpeccueit MPHK RAG-1 B afT-mumdornmrax

KuBoTHbIE Wcrounuk afT-kieTok
[TapaaoprtanbHbie JIY MeszenTtepuanbHbie JIY [MTogMmbireunsie JIY
He6epemennnie camku CBA 12.5 0 0
Bepemennnie camku CBA x BALB/c 88.8 14.3 44.4
bepemennnie camxur CBA x CBA 25 0 25
bepemenHble camku CBA x DBA/2 77.7 16.6 22.2

[Mpumeuanus: B kaxkaoit rpymie 8—10 xuBoTHbIX; JIY — numdaTtndeckue y3ibl.

akcnpeccuss MPHK pekombunassl RAG-1, kimtoueBo-
ro ¢pakTopa 1 MapKepa peapaH:KMPOBKI I'€HOB B KJICT-
Ke, HamboJjiee CTaOWIBHO BBISIBIISLIACh B T-KieTKax
napaaopTaIbHBIX TUM(PATUIECKUX Y3JI0B — KaK B MO-
JIeJISIX HOpMaJIbHOM 6epeMeHHOCTU (U CUHTEHHOU, 1
aJJTOTEHHOI), TaK U B CKJIOHHOU K a0OpTy KOMOWHa-
muu. ITocKoIbKy XapakTep paclpene/ieHUus peKoMOu -
Ha3HOI aKTMBHOCTH aHAJIOTUYCH MOSIBJICHUIO ayTope-
aKTUBHBIX peakiuii T-KIIeTOK, 3TU IIPOLECChI, ITO-BU-
JIMMOMY, B3aUMO3aBUCUMBI.

2.2

2.0

1.8

1.6

1.4

T
—

T
—

1.2
1.0

HNunexkc nmpommdepanumn

0.8

0.6

MeseHTepuaibHbIC
JuMdaTUIeCKue y3JIbl

[TapaaopTajibHBIE
nuMdaTAYeCcKre y3JIbl

IMponmudeparnBHblil oTBeT Nepudepndeckux ofT-mum-
doumToB 6epemeHHbIX caMoK CBA x BALB/c Ha aHTure-
Hbl HeOepeMeHHbIX camMmok CBA B omHoHampaBieHHOM
CMeIIaHHOM KyJIBType JUMQOIINTOB.

[Mpumeyanusi: MHAEKC npoardepaliy Orpeaessics Kak
OTHOIIIEHNE COOTBETCTBYIOIINX TTOKAa3aTes e ONTUYECKOM
TUIOTHOCTH JUISI CTUMYJIMPOBAHHOM (KJIETKaMU CeJIe3eHKU
HebepeMeHHbIX camMoKk CBA) M He CTUMYIMPOBAHHOM
npo0; He3alTPUXOBAaHHBIE CTOJIOIBI — HeOepeMeHHbIe
camku CBA, 3amTpuxoBaHHble — OepeMEHHbIC CaMKU
CBA x BALB/c.

* p < 0.05 (comocraBiieHrE ¢ OTBETOM T-KJIETOK COOTBET-
CTBYIOIIUX JUMMATUIECKUX Yy3JI0B HeOEPEeMEHHBIX ca-
MOK);

a p < 0.05 (conmocTaBieHne ¢ 0OTBETOM T-KIIETOK ME3eHTEe-
pUaBHBIX JTUM(ATUUECKUX Y3JI0B OepeMEHHbIX CaMOK
CBA x BALB/c).
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B 1iesiom, TiosrydeHHBIE JAHHBIE TTO3BOJISIOT TIPE/I-
rnoJiaraThb, YTO acCCOLMUPOBAHHAsA ¢ OEPEMEHHOCTHIO
AKCTpaTUMMUecKas peaparknpoBka reHoB TCR mipu-
BOIMT K MosiBieHn1o Ha nieprdepun oy T-mumdorm-
TOB C U3MEHEHHOU CHeUM(PUUHOCTbIO aHTUTEHHOTO
pelienTopa, KoTopblie, Mo-BUANMOMY, HE MOIBEPratoT-
Csl KJIOHAJIbHOM cesieKIMU. bronornyeckoe 3HauyeHE
3TOoro (peHoMeHa Ha HaCTOSIIIIMII MOMEHT HEU3BECTHO.
C omHOM CTOPOHBI, OH MOXKET OBITh BaXKeH IJIsI (pop-
MUPOBAHUST TOJEPAHTHOCTU MaTEPUHCKOIO OpraHu3-
Ma K TeHeTUYeCcKMu vyxepoaHomy ruioay. C npyroi
CTOPOHBI, TIOSBJIEHUE MOTEHIMAJIbHO ayTOpEeaKTUB-
HbIX T-KJIETOUYHBIX KJIOHOB B pe3yjbTaTe peapaHxKu-
poBku reHoB TCR Ha nepudeprunt MOXeT OBITh IIPU-
YMHOM pa3BUTUSI QyTOUMMYHHBIX 3a00J1€BaHU, KOTO-
pble, KaK U3BECTHO, JOBOJIbHO YaCTO MPOBOLUPYIOTCS
o6epeMeHHocThIO (KyknuHa, 2010).
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Extrathymic Differentiation and Antigen Response of afT Lymphocytes in Pregnancy
E. M. Kuklina, S. V. Shirshev, and N. S. Glebezdina

Institute of Ecology and Genetics of Microorganisms, Russian Academy of Sciences, Ural Branch,
ul. Goleva 13, Perm, 614081 Russia

e-mail: ibis_07@mail.ru

Abstract—We studied reactivity of af T lymphocytes in CBA pregnant females toward male antigens and the
presence of gene rearrangement in T-cells antigen receptor in peripheral lymphoid organs of mice in the case
of three breeding variants: CBA x BALB/c (normal allogenic pregnancy), CBA x CBA (syngenetic pregnan-
cy), and CBA x DBA/2 (prone to abortion combination). It was shown that proliferative response of
o T lymphocytes in pregnant CBA females to male spleen cells was the most marked at normal allogenic
pregnancy, the least marked at syngenic pregnancy, and was not observed at the combination CBA x DBA/2.
In addition, cells of paraaortic lymphatic nodes (draining uterus) respond to male antigen reliably more ef-
fectively than lymphocytes in mesenterial and axillary lymphatic nodes. Simultaneous estimation of recom-
binase RAG-1, the key enzyme in rearrangement of T-receptor genes, revealed similar principles: predomi-
nant activity of recombinase in T lymphocytes in paraaortal lymphatic nodes of CBA pregnant females. This
points to the relationship between extrathymic rearrangement of antigen receptor genes and change in the an-
tigen-detecting repertoire of these cells. The possible biological significance of the discovered phenomenon
is discussed.

Keywords: ofT lymphocytes, extrathymatic differentiation, TCR gene rearrangement, antigen-detecting
repertoire, combined lymphocytes culture, pregnancy.
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