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PE®EPAT

Otuet: 63 cTpanuiibl, 46 pUCYHKOB, 6 TabuIl, 45 UICTOUHUKOB.

KitoueBbie CJIOBa: XUMEPU3M, aJUIOTeHHAs TpaHCIIaHTALIUS
TEeMOIIOATHYECKUX CTBOJIOBBIX KJIETOK, aIllJlaCTUYeCKas AaHEeMHs, IepPBUYHbIC
UMMYHOA€(PUIUTHI, OTTOP>KEHHE.

CPABHEHME XUMEPH3MA V ITAIIMEHTOB C AIUIACTHYECKOM
AHEMUEN W TIEPBUYHBIMU HMMVHOJIEOUITUTAMU  TIOCJIE
AJUIOTEHHOM TPAHCIUIAHTAILINUN I'EMOITIOOTUYECKHNX
CTBOJIOBbBIX KJIETOK

[leas paboThl: cpaBHEHHE JMHAMHUKHA XUMEpPU3Ma TOCIE aJUIOTeHHOM
TPAHCIUIAHTALIMM T€MOIIOATUYECKUX CTBOJOBBIX KieTOK (a0 TT'CK) y nanueHToB
Cc arutactTuueckor anemuei (AA) u nepBuuHbIMU UMMYyHoaepurutamu (ITAJT).

O0bexT uccinenoBanus: 16 nanuentoB ¢ [IMJ] u 18 ¢ AA, xotopeim ¢ 2011
no 2017 romet Ha Oaze I'Y «PecnyOnukaHCKuUii Hay4YHO-TIPAKTUYECKUN IICHTP
JIETCKOM OHKOJIOTMH, F€MATOJIOTMH U UMMYHOJIOTUU» Obuta npoBeaeHa ao TTCK.

MeTozpl: BBIIEIICHUE AIPOCOIECPKAIINX KIETOK Yy MAIMEHTOB U UX JOHOPOB
1o u nocie auo TT'CK u3 nepudepruyueckoit KpOBH U KOCTHOT'O MO3ra; BBIJICIICHHUE
JIHK; coptupoBka ¢ mOMOIIBI0 (PIIyOPECIEHTHOW aKTUBUPOBAHHOW COPTHUPOBKHU
kiaetok (FACS) u wmarnutHas cenaparus kietok (MACS); ompenereHue
xumepusma Meto oM STR-TILP ¢ ¢hparmenTHbiM ananuzom u INDel-TTLP.

[Tonydyennsie pe3ynbTaThl: B pesynbrare uccienoBaHus ObUT ONpesesicH
ypoBeHb XxumepusMma y 18 mamuentoB ¢ AA u 'y 16 ¢ IINJ. ¥V nanuentoB ¢ AA
nosiHbIf JoHopckuit xumepusM (I11X) Obut BeisBiien nocie 35% amnoTI'CK, I[TX
¢ KoHBepcuer B cMeranubiii xumepusm (CX) — nocie 10%, nepcuctupyrommii CX
— nocie 10%, yBenunuuBaromuiicss CX — nocne 10%, ymeHbIIAOMMUIACA — MOCTe
25%, "HenpwkuBiaeHue TpaHcmuiantara — nocie 10%. ¥V nanuenTtos ¢ T TTJIX
o611 BBIsSIBIICH TI0CHe 68,75% anmnoTI'CK, yBenmuuBatomuiics CX — mocie 12,5%,
yMmeHblatonuiics — nocie 18,75%. Ha ypoBeHb XxumepusMa CHUIBHOE BIIMSHHE
OKa3bIBaeT OcHOBHOE 3aboseBanue. [1/[X gamie pazpuBaercs y nmamuentos ¢ [TU]],
yem y maiueHToB ¢ AA (p<0.05). V nammentoB ¢ AA BTOPHYHOE OTTOPIKEHHUE
TpaHCIUTAHTaTa OBUIO AaCCOIMHUPOBAHO C MPOTPECCHMBHO yBenuuuBarommmces CX
(p=0.007), a y nauumentoB c¢ IIMJ] — He accomuupoBano. Ilpu ucciegoBaHuu
JUHEHHO-CcTIeM(PUIECKOTO XuMepu3Ma BoisiBUIM, 4To CX mpu AA o0ycrioBiieH
JUTUTEIIbHBIM TIEPCUCTHPOBaHUEM T-THUMQOIMTOB pEIUIIMEHTa, TOrJa Kak B
npyrux cyononynsuusx ydame ycranasnuBaercs [1JIX. [Ipu CX y mauueHToB ¢
MU T-mumbOIUTH MONTHOCTHIO/MIPEUMYIIIECTBEHHO JOHOPCKHUE, a TPaHyJIOIUThHI
MPEACTABIICHbI KJIETKAMU PELUNHUEHTA.



PODEPAT

CrpaBazgaua: 63 crtaponki, 46 mamonkay, 6 Tadmii, 45 KpbIHILL.

KirouaBsist CJIOBBI: XIMepBI3M, alareHHas TpaHCIUIAHTAIIBIS
reMamna’ThIUHBIX  CTBAJABBIX  KJICTAK, aIUIaCThIYHAs ~ aHEMis, TAPBIYHBISI
IMyHAIPILBITEI, aApbIHbBAHHE.

[IAPAVHAHHE XIMEPBI3MA V TIALIBIEHTAY 3 AIUIACTBIYHAI
AHEMIAN 1 IIPBIYHBIMI IMYHAJID®IIBITAMI TTACJIST AJIJIATEHHAM
TPAHCIUIAHTALBII TEMAITASTBIYHBIX CTBAJIABBIX KIIETAK

Mbsta paboThl: MapayHaHHE JbIHAMIKI XIMepbI3Ma TMacis ajularcHHan
TpaHCIUTAHTAIIbll T€MaIadThIUHBIX CTBAJABBIX KJIETAK Yy MAIlbIEHTAY 3 ariacThIYHAM
aHeMIs 1 MAPBIYHBIMI IMyHAIR(PIIBITAMI.

AG’eKT macnenaBaHHs: 16 manpleHTay 3 HApBIYHBIMI iMyHaAddirbITami 1 18
naipleHTay 3 aIulacThluHAW aHeMIsd, sKig 3Haxomsimics Ha JswHHI V 'Y
«Pacmy6ikaHCKl HaBYKOBA-TIPAKTBIYHBI IPHTP J31Is4ail aHKAJIOoTii, reMaTasorii i
imyHajorii» 3 2011 ma 2017 rog.

MeTtazpl: BBUTYYSHHE siipa3MEIIuaHHbIX KJIETaK y MalbleHTay 1 1X JoHapay
na 1 macia amaTl’CK ana nepeidepblyHail KpbIBI 1 JUIsl KacisiBOTa MO3TY;
BeutyudHHe JIHK; capraBanne 3 mamamorail ¢iyapacipHTHara akThiBaBaHara
capraBanHs kierak FACS 1 marniTHaii cemapanpii kierak (MACS); BbI3HaUdHHE
ximepoizma metagami STR-JILIP i InDel-JILIP.

ATphIMaHbIg BBIHIKI: Y BBIHIKY JaciieflaBaHHs Obly BbI3HaYaHbI Y3pOBEHBb
ximepeisma ¥ 18 mampientay 3 AA 1 ¥ 16 3 [IIJI. ¥ mansientay 3 AA macis
amnaTI'CK Hazipaera po3Hast AbiHamika xiMepbi3ma. [1oyHbI JoHApCKi XIMEPBI3M
(> 98%) 6wy BoisyneH macis 35% amnaTI'CK, T1JIX 3 kaHBepcisii y 3MelIaHbl
ximepeism (3X) — macis 10%, 3X, sxi mepcicuipye — macis 10%, 3X, ski
naBsuriuBaenna — macis 10%, 3X, ski 3msumaena — macis 25%, 0% xiMepbism —
HenpbpkbIyenHe — nacis 10%. ¥V naneienrtay 3 [T [1/IX Ob1y BbIsyeHs! nacis
68,75% amutaTI'CK, 3X, sxi masstumiuBaena — nacist 12,5%, 3X, ski 3MsHIIaemna —
nacins 18,75%. Ha ¥y3poyHi ximMeppi3Ma MOIIHBI YIUIBIY aka3Bae acHOYHae
3axBopBanHe. [1JIX daciieit pa3siBaera ¥ nanpientay 3 [11J], ubim y manpieHTay 3
AA (p<0.05). Y nanpienray 3 AA npyracHae ajpblHbBaHHE TpaHCILUIAHTaHTa OBLIO
acanpisiBana 3 3X, ski mparpaciyHa nasstriuBaeiiia (p = 0,007), a ¥ marsienTay 3
ITIJ] — neacaupisBana. Ilpel maciemaBaHHi JTiHEHHa—crenbipiyHara xiMepbi3mMa
BbIsABLI, mTo 3X ¥ manpleHtay 3 AA aOymoyieH noyriM mepcicuipBaHHem T-
JiMm@anpiTay pAMBITICHTa, Tabl SK IHIIBIX CyOnmamysnbisax dacied OviBae IT1J[X.
[Mper 3X ¥ manslentay 3 I T-mimdansitel nepaBaxkHa TOHApPCKis, a
TPaHyJIAIBITH IPAICTAYICHBI KJIETKaM1 PIIIBITIEHTA.



ABSTRACT

Report: 63 pages, 46 figures, 6 tables, 45 sources.

Keywords: chimerism, allogeneic stem cell transplantation, aplastic anemia,
primary immunodeficiencies, rejection.

COMPARISON OF CHIMERISM IN PATIENTS WITH APLASTIC
ANEMIA AND PRIMARY IMMUNODEFICIENCIES AFTER ALLOGENIC
HEMOPOETIC STEM CELL TRANSPLANTATION.

Aim of the work: to compare the dynamics of chimerism after allogeneic
transplantation of hematopoietic stem cells in patients with aplastic anemia and
primary immunodeficiencies.

Object of research: 16 patients with primary immunodeficiencies and 18
with aplastic anemia treated at the Belarusian Research Center for Pediatric
Oncology, Hematology and Immunology from 2011 to 2017.

Methods: nucleated cells isolation from peripheral blood and bone marrow
in patients and their donors before and after alloHSCT; DNA isolation; sorting
with fluorescence activated cell sorting FACS and magnetic separation technology
(MACS); determination of chimerism by STR-PCR and InDel-PCR.

Results: In the study we determined the chimerism level in 18 patients with
AA and in 16 with PID. Patients with AA after alloHSCT had full donor
chimerism (> 98%) after 35% alloHSCT, FDC with conversion in MC — after 10%,
persistent MC — after 10%, increased MC — after 10%, decreasing — after 25%, 0%
chimerism (non-treatment) after 10%. Patients with PID had detected FDC after
68.75% alloHSCT, increased MC after 12.5%, decreasing after 18.75%. The level
of chimerism is also strongly influenced by the primary disease. FDC was more
often observed in patients with PID than in patients with AA (p<0.05). In patients
with AA, secondary graft rejection was associated with progressively increasing
MC (p = 0.007) and in patients with PID there was no such association. MC in
patients with AA was caused by long persistence of recipient T-lymphocytes,
whereas FDC was often established in other subpopulations. In patients with PID
having MC T-lymphocytes were of donor origin but granulocytes were represented
by recipient cells.



