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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIndp cneuniasnizoBaHoi BY€HOI paaH (pa30Boi cIieniaiizoBaHoOl BYEHOI pazu): /1 26.001.14
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IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10

BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI IOPHUAUYHOI OCOOH: [HCTUTYT IepiaTpii, akymepcTsa Ta rinekosorii AMH Ykpainu
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V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOpPHK: 34.43.43

Tema gucepranii:
1. ®yHKUioOHaNBbHMI CTaH JIIMPOLUTIB KIiHOK i3 3BUYHMM HEBUHOIIYBAHHSM BariTHOCTI 3a yMOB iMyHi3auii

AJIOTEHHUMMU JIefIKOHI/ITaMI/I.

2. Lymphocyte functional state in women with recurrent pregnancy loss followed immunization with allogenic
leukocytes.

Pedepar:

1. Inceprauis NpucBsiY€Ha OOCIIIKEHHIO MEXaHI3MIB iIMyHOTEPAIIEBTUYHOI Aii iMyHi3allii aloreHHUMU
JIEKOLIMTaMU Y >KiHOK i3 3BUYHUM HEBHMHOIIYBaHHSIM BariTHOCTI He3'scoBaHoi eTiosorii (3HB). PesyspTaTl poboTu
CBiZyaTh, O Y XiHOK i3 3HB B 4-7 TK. BariTHOCTI GOPMYIOTbCS JePEKTU B IJI0[0-MAaTEPUHCBKOMY IMyHHOMY
pO3Mi3HaBaHHI Ta KOHTPOJIi 3a JUHAMIKOIO, PO3IIOBCIOIPKEHHAM, TPUBAJIICTIO i BUCOTOI0 MATEPUHCHKOI IMyHHOI
BiZTOBiZi HA IJ1if], BHACJIIAOK YOTO BOHA PO3BUBAETHCS 10 TUIY XPOHIYHOTO 3aIaJIEHHS i CYIIPOBOMKYETHCS
NIOPYIIEHHSIM Y POPMYBaHHI CyIIpeCOPHOI JOMiHaHTH Ta BiICYTHICTIO (i3iosIoriyHOro piBHA aKTHBallii NPUPOIHUX
KiziepiB. 3acTocyBaHHS aynoiMyHi3alii y )iHOK i3 3HB B 5-7 TWXK. BariTHOCTI IpUBOAUTH 10 (i3ios0riyHOro
BPETYJIIOBaHHS IJI0JJ0-MAaTEPUHCHKUX iIMyHHUX B3a€MOBIIHOCHH Y€pe3 iHAYKLII0 aJJOAHTUTEHHOTO CTUMYJIIOBAaHHS

niM@oUUTIB, CTUMYJIALIO reHepauii T-peryisaTopHUX KIITUH, BiTHOBJIEHHS CYIIpeCOpPHOI PyHKLUii 1iMPOLUTIB,



PeryJsLilo akTuBalii IPMPOIHUX KijlepiB Ta HiABUILIEHHS €(PEKTUBHOCTI TOMEOCTATUYHOIO KOHTPOJIIO 32 KiJIbKIiCTIO

T-UUTOTOKCUYHUX JTIMPOLUTIB. SIK HAC/ITOK TaKOTrO BILJIMBY JOCSTa€ThCsl IIPOJIOHTALLiSl BariTHOCTI.

2. The lymphocyte subsets, activation marker expression and activity of ConA-treated lymphocytes have been
studied in 58 patients with unexplained recurrent pregnancy loss (URPL) and 22 healthy women with normal
pregnancy as a control in 4-7 weeks of pregnancy. The increase of CD16 /56+ cell level and CD4+/CD8+ ratio and
decrease of CD19+ cell level have been found in peripheral blood of URPL patients in comparison with a control.
The expression of HLA-DR was upregulated on CD3+ and CD8+ cells and the expression of CD25 was
downregulated on CD3+, CD4+, CD8+ and CD16 /56+ cells in URPL women. High frequency of abnormal ConA-
induced stimulation and decreased suppressive activity of ConA-induced lymphocyte were found in URPL patients
compared to control. Data obtained suggest disorders in feto-maternal recognition in women with URPL in early
pregnancy that led to form inadequate immune response to fetus realized as deficiency of T-cytotoxic cell
limitation, downregulation of TR cell generation,defect of suppressor function. Low NK activation and limitation of
naive helper differentiation to memory cells in URPL women could be considered as compensative immune
mechanisms. The comparison of study results of 31 URPL patients followed alloimmunization with results of 14
URPL patients followed placebo and 23 normal pregnant women showed that allogenic immunization in 5-7 weeks
of pregnancy led to normalization of CD25 expression on CD4+ lymphocytes, upregulation and normalization of
CD25 expression with downregulation and normalization of HLA-DR expression on CD8+ lymphocytes,
upregulation and normalization of CD8 and CD25 expression on CD16 /56+ cells, enhance of ConA-induced
suppressor function, change abnormal stimulatory to normal inhibitory effect of ConA-induced lymphocyte 2
weeks after treatment. As a result of immunization we found normalization of B-cell level, decrease of NK level and
dynamic increase of chorionic gonadotropin and glycodelin concentration in blood of URPL women. Than
complete or partial normalization of peripheral blood lymphocyte subsets, lymphocyte activation and suppressor
function, placental protein production has been observed as a result of treatment for recurrent pregnancy loss
with allogenic immunization in early pregnancy. Our results showed low side effects and high clinical efficacy (90
%) of alloimmunization. Based on correlation analysis results, using of some parameters (HLA-DR expression on
CD3+ cells, CD4+/CD8+ cell ratio and CD3-8+ cell level, ConA-induced lymphocyte activity, glycodeline
concentration) were proposed for estimation of alloimmunization efficacy. Conclusion: data obtained suggest, that
allogenic immunization upregulated systemic feto-maternal recognition and contributed adequate maternal
immune reaction to fetus in patients with unexplained recurrent pregnancy loss through alloantigenic stimulation
of lymphocytes, stimulation of TR cell generation, recovery of lymphocyte suppressor function, upregulation of NK
activation, enhance of homeostatic control for T-cytotoxic cells.
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Penensentu

VIII. 3aKkJII04Hi BiZmoMOCTi
BsiacHe IIpi3Buie Im'sa ITo-6aTbKOBI
TOJIOBH paju

ByiacHe Ilpi3Buiie Im's ITo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasbHUMH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

Peectpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbBHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

[To3yp Bonogumup KOCTAHTUHOBUYT

[To3yp Bonogumup KOCTIHTUHOBUYT

IOpuenko T.A.



