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Peakuuio «TpaHcmiaHTaT npotuB xo3suHay (PTIIX),
BO3HHUKAIOIIYIO 1OCJIe TPAHCIUIAHTAIIMN THCTOHECOBMEC-
TUMOTO KocTHOro Mo3ra (KM), accoruupyrot ¢ ayToUMMyH-
HOW maTonorueii. B Tepanun ayTonMMyHHBIX 3a00JI€BaHUIA
(AW3) mmpoko NCTIONB3YIOTCS KIETKU (DeTaTbHOM NeYeHN
(@I1), obmamaronzic UIMMYHOKOPPUTHPYOIINM 3 dhekToM
Oiiaromaps colepiKaHUI0 ME3EHXHUMAIbHBIX CTBOJIOBBIX
ki1eTok (MCK), cHHTE3MPYIONX HHAOJAMUH 2,3-IHOKCHUTe-
Hazy (J10). Pabota 3Toro hepmMeHTa MPUBOAUT K CYIIPECCHU
s¢dexropHbIX T-KICTOK M aKTHBALIK PETYISTOPHBIX T-Kite-
TOK (T ), 9TO CHIDKAET BhIpakeHHOCTh AW3. Dkcnepumen-
TaJ'ILHy}O nnaktuBanuio MJ1O nmpoBoasT ¢ ucrionp30BaHNEM
KOHKypeHTHoro nHruouropa 1-merunrpunropana (1-MT).
W3BecTHO, 4TO KPUOKOHCEPBUPOBAaHUE 00ECIEUNBACT HE
TOJIBKO JIOJITOCPOYHOE XpaHEeHHe bnoMarepraia, HO © MOYKET
N3MEHSATh ero XapakTepucTuKH. Llems paboTsl — rccienoBaTh
NJIO-3aBuCHMBII MEXaHWU3M BIMSHHS HATUBHBIX 1 KPHOKOH-
cepBupoBaHHbIX MCK @I Ha T .~KJIETKH MBIILIEH B MOJIENH
PTIIX.

CycneH3HIo KIeTOK MOMydald ITyTeM TOMOTE€HU3alnU
OII mermeit muann C57BL (14-e cytkn). @pakuuro CD105*
(MCK) BBIIETSIIT METOJJOM HIMMYHOMAarHUTHOTO COPTHHTA.
Knetku (1X10° ki1eTOK/MII) KPUOKOHCEPBUPOBAIH MOJ
samuroit 10% JIMCO B mporpaMMHOM 3aMOpakuBaTelie
VYOII-6 (CKTE ¢ OIT UTTIKuK HAH Ykpanssr) mo mporpamme:
oxJaxiaeHue co ckopoctbio 10 rpag/mun g0 —25°C ¢
MOCTIEYIONIMM MOTPYXKEHHEM B XHUIKUH a30T. OOpa3isl
oTorpeBaiy Ha BojsiHOU OaHe mpu 40°C 10 HCYe3HOBEHUS
tBepaoit daswl. [Jns maaktuBanmu MO mpoBommim
uHkyOanuio kiaeTok @Il c 1 MM 1-MT npu 37°C B Teuenue
2 4. JInsg uaaykiuu octpoit PTIIX netanbHO 001y4eHHBIM
mbimam (CBA/HXC57BI1)F1 By TpuBeHHO BBO MM 5X10°
kieTok KM ¢ 30% krnerok mmdoysioB Mbiueid iuann CBA/
H; 5%10° HaTuBHBIX WK KprOKoHCepBUpoBaHHBIX MCK OIT
BBOJWJIM CPa3y MOCIIE MHIYKIUH TaTOJIOTHH. IHTeHCHBHOCTD
PTIIX oneHuBamu Ha 14-e CyTKH IOCIIE MHAYKIUH U JICICHHUSI.
Conepxanne T =B celne3eHKax PELUIECHTOB OLCHHBAIM
Ha npOTquOM IUTO(IyOpUMETpe C UCIOIB30BaHUEM
anruren k Foxp3, CD4 u CD25.

Yeranosieno cumkenne conepxanns Ty perunuen-
toB ¢ PTIIX. ITokazan I/IMMyHOKOppI/IFI/Ip}IK)H.II/II/I ¢ dekt
MCK OII ma monenu octpoit PTIIX, BeIpaxkarouuiics B
crumymauun T . BeIsBICHA 3aBHCHMOCTD MKy KIIH-
HudeckuM mnpossieHueM PTIIX u cHukeHueM MHTECHCUB-
HOCTH (popMUpoBanus T 'y XKHBOTHBIX ITOCIIC BBCICHHS
MCK @11, O6pa60TaHHLIX 1-MT. KpuokoHcepBupoBaHUE
OKa3bIBaJIO OTIPEJICIICHHOE BIMSHUE HA TEPANICBTHYECKYIO
aktuBHOCTE MCK ®II npu newennu AU3 in vivo.

[omy4eHHbIe TaHHBIE CBUCTEECTBYIOT O BAYKHOM poH
MO B peanmzanuu aktuBHOCTH MCK @I 1t MOTYT yUnTHI-
BaThCS IIPH pa3pabOTKe METOIOB Ki1eTouHOH Tepanun AN3.
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Graft-versus-host disease (GVHD) occurring after trans-
plantation of histoincompatible bone marrow (BM) is
associated with autoimmune pathology. In the treatment of
autoimmune diseases (AIDs) there are widely used fetal
liver (FL) cells possessing an immunocorrecting effect due
to the content of mesenchymal stem cells (MSCs), synthe-
sizing indoleamine-2,3-dioxygenase (IDO). Functioning of
this enzyme leads to the suppression of effector T cells and
activation of regulatory T cells (T, ) that reduces the seve-
rity of AIDs. Experimental inactivation of IDO is performed
using a competitive inhibitor 1-methyltryptophan (1-MT).
It is known that cryopreservation provides not only long-
term storage of biomaterial but also can alter its characte-
ristics. The purpose of research was to study the IDO-de-
pendent mechanism of the effect of native and cryopreserved
FLMSCsonT, cells in mice in the model of GVHD.

The cell suspensmn was derived by homogenization of
C57BL mice FL (day 14). CD105" fraction (MSCs) was
isolated by immunomagnetic sorting. Cells (1x10° cells/ml)
were cryopreserved under 10% DMSO protection in pro-
grammable freezer UOP-6 (Special Designing and Technical
Bureau with Experimental Unit of the Institute for Problems
of Cryobiology and Cryomedicine of NAS of Ukraine) using
the following program: cooling rate of 10 deg/min down to
—25°C, followed by plunging into liquid nitrogen. Samples
were thawed in water bath at 40°C until the disappearance
of solid phase. To inactivate IDO the FL cells were incubated
with 1 mM 1-MT at 37°C for 2 hours. For the induction of
acute GVHD lethally irradiated (CBA/HXC57BI) F1 mice were
injected intravenously with 5x10° BM cells with 30% lymph
node cells of CBA/H mice; 5%10° native or cryopreserved
FL MSCs were introduced immediately after the induction
of pathology. GVHD intensity was assessed to day 14 after
induction and treatment. Content of T, in the spleen of
recipients was assessed with flow cytometer using antibo-
dies to Foxp3, CD4 and CD25.

Reduction in T content was noted in recipients with
GVHD. We have shown the immunocorrecting effect of FL
MSCs in the model of acute GVHD, which was manifested
in the stimulation of T, There was established the de-
pendence between clinical manifestation of GVHD and de-
crease in intensity of T _ formation in animals after admi-
nistration of FL MSCs treated with 1-MT. Cryopreservation
had a certain influence on therapeutic activity of FL MSCs
in the treatment of AIDs in vivo.

The findings attest an important role of IDO in imple-
menting the activity of FL MSCs and may be considered
when developing the methods for cell therapy of AIDs.
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