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BcTynneHue. VI3BeCTHO, YTO OOHUM M3 OCHOBHbIX
YCNOBUIA HOPMasnbHOrO YHKLMOHUPOBAHUS toOOro
XNBOro OpraHu3ma siBNsgeTcsa nognepxaHme ctabuinb-
HOCTW reHeTU4eckoro matepuana. Ha ypoBeHb Xxpo-
MOCOMHbIX abeppaumii (XA) MOryT okasbiBaTb BUS-
HVe pa3fiNyHble 3K30reHHbIEe N SHOOreHHble hakTopbl,
B TOM 4MCne 1 00YCNOBMEHHbIE HAPYLUEHVSIMW CO CTO-
POHbI UMMYHHOW cucTemsbl [6,9,11,14]. O6Lueli yepToid
9Tnx 3aboneBaHuin ABNSIETCS HaPYLUEHWE KIIETOYHbIX
cucTem, penapupyowmx nospexaeHmnsa B JHK Bcnen-
CTBME Pa3INYHON CTENEHN MMMYHOJIOMMYECKUX aedek-
TOB [7].

OpHMM 13 METOO0B, MO3BOSIOLLNX OLLEHUTL DYHK-
LMOHANbHOE COCTOSIHME OpraHu3ma, fBAseTcs LUTO-
reHeTMYECKNN, NCNONb30BaHME KOTOPOro Mo3BOAseT
onpenennTb acCoLMaTMBHYIO CNOCOBHOCTb aKpOLEHT-
puyeckmnx xpomocom (AX) B numdoumTax nepude-
puuyeckon kposu (JIMK) n Belaennts nuMdounTsl 6e3
accoumaunim  aKkpoueHTpuyecknx xpomocom (AAX)
1 ¢ apymst AAX. 310 0O6YCNOBNEHO TEM, YTO NUMPOLMNTLI
yenoBeka — UMMYHHbIE KNeTKU, KOTopble cneundunye-
CKW pearvpyloT Ha Ntobble aHTUreHbl, a No YacToTe BO3-
HUKHOBEHUS AAX MOXHO CyauTb O NponndepaTnBHOMm
aKTUBHOCTU U Murpaumm JINK B OTBET Ha aHTUTEHHbIN
ctumyn [12]. CornacHO NpPOBEAEHHbIM UCCNeL0BaHN-
sIM, ObIJI0O YCTAHOBJIEHO, YTO Aensalmecs nMM@OouUnTbl
COCTaBASAOT aKTUBHbIA MyN KNETOK OpraHmama, B KO-
TOPOM npeBanupyloT Knetkn 6e3 accouuaumin AX
1 C ABYMS accoummpyowmmm AX, npuyem accoumaumm
B TAKMX KJIE€TKax pa3pyLlaloTcs B MPOLECCE ABUXKEHUS
XPOMOCOM Npu MuTo3e. JInmdoumTtsbl ¢ 60nbLINM KO-
JIN4ECTBOM XPOMOCOM, BCTyrMalLux B accouumalmio
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(KN1+10), B HOpMe BCTpEYatoTCs KpanHe peako, OHN SB-
NIAIOTCHA MHTaKTHBIMU U OANTENbHO PEeLMPKYINPYIOLLIN-
MU. IO COOTHOLUEHUIO aKTUBHO OENALLMXCA U NHTAKT-
HbIX TMMOOLMNTOB MOXHO CyaUTb O NPonndepaTnsHoOm
aKTMBHOCTW 1 MUrpaumm TMMGOLUTOB B OTBET HA aHTU-
FEHHbIN CTUMYI, @ 3HAYUT N O PYHKLMOHANIBHOM COCTO-
AHUN UMMYHHOW cucTemMbl yenoseka[10,14].

Takvm 06pa3om, onpeneneHme MMMYHOPEAKTUBHO-
CTW OpraHn3ma Ha OCHOBaHMM CMOCOBHOCTM aKpOLLEHT-
pUYECKMX XPOMOCOM BCTyMnaTb B accoumauun nmeet
OOonbLIOE 3HAYEHME AJIS NIeYeHUS BOMbHbIX C pas3nny-
HbIMW  @yTOMMMYHHbIMW  3aboneBaHusMmn. Ocoboro
BHUMaHMS 3acny>XnBaeT Takke NCCNef0BaHNE uuTore-
HeTn4ecknx ocobeHHocTel (onpeaeneHne ypoBHst XA)
npu MHoOrmMx 3aboneBaHusix cyctaBoB [2,13,15], B Tom
yncne M Npu IBEHWUILHOM PEBMATOUOHOM apTpuTe
(IOPA), koTOpbIN ABNSIETCH ayTOMMMYHHbIM 3aboeBa-
HVWEeM; BO3HMKaeT A0 16 neT n npoTekaeT C BOBMeYe-
HMEM B MPOLLECC BCEX CMCTEM opraHmama. Hanbonee
3HaYMMOoe BO3LENCTBME Ha TAXECTb TedeHus 3abose-
BaHWs1 OKa3biBaeT KOJIMYECTBO M CTENeHb MOpaxeHus
CYCTaBOB, a TakXe BHYTPEHHUX opraHos [5,16].

B cBA3KM C TeM, YTO B HalMX NpeablayLmx paboTax
ObINI0 NONYHEHO NOBbLILLEHME aCCOLMATMBHOM CMOCOOHO-
cTn AX B 0bweli rpynne 60sbHbix KOPA 1, COOTBETCTBEH-
HO, CHmxeHue ypoBHs KJ10+2 [3], a Takke NoBbILLEHVE
4acTOTbl XPOMOCOMHbIX HAPYLUEHWA B CPaBHEHUU CO
300pPOBbLIMN CBEpPCTHMKaMn [2,4], 9TO SIBUIOCb OCHO-
BaHVMEM [J1 N3YYEeHUs aCCOLMATUBHOM CMOCOBHOCTU
AX 1 YyPOBHSI XPOMOCOMHbIX abeppaumii B JITK 60nbHbIX
IOPA ¢ yyeTOM BapmaHTa TeueHus 3abosieBaHus.

Llenb uccnepoBaHus — N3y4nTb aCCOLMATMBHYIO
cnocobHocTe AX ans onpeneneHus MMMyHosornye-
CKOl PeakTMBHOCTW OpraHvMaMa 1 OLEHUTb YPOBEHb
XPOMOCOMHbIX abeppaumii B JIMNK in vitro y 60bHbIX
C pasnnyHbIMU BapnaHTamu TedeHns KOPA.

O6GBbekT U MeToabl uccrniepoBaHuda. LlutoreHe-
TU4eckuii aHanna nposeseH y 80 neter 1 NOAPOCTKOB,
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6onbHbIX KOPA (25 MmanbumkoB 1 55 neBouek). Bo3pacT
naumeHToB konebancsa ot 3 oo 17 net, cpeoHWin BO3-
pacTt — 10,9+ 3,4 net. Bce 605bHblE Npoxoannu obcne-
noBaHue v nevenmne B knnHuke Iy «MO34MHAMH». Oun-
arHo3 KOPA 6bin yCTaHOBNEH COTPYAHUKAMWU UHCTUTYTA
Ha OCHOBAHUM KIIMHMKO-1ab0pPaTOPHbLIX U PEHTIEHOS0-
rmyeckmx obcnenoBaHuii cornacHo kputepusam Mexay-
HapoOHoW knaccudukaumm donesHeir X lMepecmoTpa
[17]. Cpenn obcnepnoBaHHbIx 60nbHbIX Y 10 (12,5%) na-
LMeHTOB OblN AnarHocTMpoBaH cuctemMHbli tOPA, y 44
(55,0%) — onuroapTuKynspHeI BapuaHT, y 26 (32,5%) —
nonNMapTUKYNapHbIA BapuaHT KOPA.

NapHbIM BapuaHToM IOPA 3HauMMO pexe BCTpevanmcb
KNeTkn ¢ 4yeTbipbMs accouumpyowmmMmmn AX (12,54 Ha
100 knetok), yem Npu NoAMaPTUKYNsapHOM (14,42 Ha
100 kneTtok; p < 0,01) v npm cuctemHom tOPA (18,28 Ha
100 knetok; p < 0,001).

B meTadasHbIX nnacTtMHKax n3 BCEX accounmpy-
lowmnx AX Hamu OTOMpPanuCb TONbLKO C ABYMS acco-
unmpyowumm AX n onpenensnca yposeHb KJ10+2.
Cnenyet oTMeTUTb, 4TO ypoBeHb KJ10+2 y 60MnbHbIX
¢ cuctemMHbiM KOPA 6bin goctoBepHo Huke (31,20 Ha
100 kneTok), 4em NpuM ONUroapTUKynsapHom (35,59 Ha
100 knetok; p < 0,05) n nonMapTUKynsapHOM Bapwu-

MaTtepvanoM [Ofsi OnpedeneHus CHOHTaHHoro  aHTax 3abonesanus (34,90 Ha 100 knetok; p < 0,05)
ypoBHS XA 1 accounaTUBHOK CrNocob- (puc. 1).
HOCTM AX cnyxunu npenapatbl, Mo-
nydeHHble 13 kynetypbl JIMK in vitro. 36 35 5*
KynstnsuposaHue JIMNK BbINONHANOCH 34,9*
rno ctanHgapTHoMy meToay [8]. Ansa nc- 35 \
cnenoBaHMs MCMNOMb30Banacb BEHO3- 34
Has KpPOBb MPOBAHAOB B KONMYECTBE 33
1,0 mn. MoctaHoska KynbTypbl JIMK 32 N 31,2
npoBoAMNnachb napanienbHo B OBYX 31
npobax. LenbHyto kpoBb (0,5 mn) 30 \
Ky/bTUBMPOBaN B 5 M NUTATENbHOWN 09 k\ . . .

cpeobl RPMI 1649 dupmbl «Sigma»,
nobasnann 0,5 mn amMbOpuOHaNbLHOM
cblBOPOTKK, 0,1 Mmn putoremarroTun-
HUHa dupmMbl «Sigma». JlumdbounTsbl

Onuroaptput

MonnapTpu CucTteMHbIn OPA

Puc. 1. Ypoeenb KJ10+2 npu pa3nuyHbix BapuaHTax Te4eHus IOPA

MpumeyaHme: OCTOBEPHOCTL padnuunit: * —p < 0,05

KYNbTMBMPOBANM B TepMocTate npwu

37°C B TeyeHmne72 yacos. 3a 2 4yaca oo

OKOHYaHUS KyNbTMBMPOBAHUS MPOBO-

OV OCTaHOBKY MMTO30B BHECEHMEM KOJNXMLMHA (B KO-
He4yHOW KoHueHTpaummn 0,1 MKr/min), 3aTem B KyfbTy-
panbHyl0 cMecb A00aBNAIN TMNOTOHUYECKMIA PACTBOP
xnopuga kanus (0,075 M) go 10 mn, ueHTpudyrnposa-
nm B TedeHne 10 MUHyT. DUKCUPOBaNN KIIETKN CMECHIO
aTaHona n neasiHo yKCyCHOM KUCNOTbl (COOTHOLLEHME
3:1) B TedeHne 40 MuHyT, ueHTpudyruposanu, 3atem
NPOBOAMIN CMEHY (PUKCUPYIOLLLEN CMEeCU 1 AByKpaT-
Hoe ueHTpudyrnposaHune. foToBble npenapaTtbl HAHO-
CUM HA MOKpPbIE OXNaXOEHHbIE CTEKNA, BbICYLUMBANU
1 okpawumBanu kpacutenem Nimaa.

[MonyyeHHble npenapaTbl MeTadasHbIX XPOMOCOM
wndpoBann 1 aHaNU3NPOBaNM «CnenbiM METOAOM»
Ha GuHOKynsapHoM mukpockone LeicaCME (Aectpus),
okynsap 10x18, o6bekTne 100X, OBMHOKYNSPHAA Hacaaka
1,25%. YunTbiBanu Bce CTPYKTYpPHble abeppauumn xpo-
MaTUOHOrO U XPOMOCOMHOIO TUMOB. 1515 OLEHKN acco-
LMaTUBHOM CNOCOOHOCTM AX onpenensnim nx Konuye-
CTBO 1 rPYNMNoOBYI0 NPUHAONEXHOCTb.

CratucTtmyeckme pacyeTbl BbinoaHeHbl Ha PC ¢ nc-
MosIb30BAHVEM MPUKIAAHOro nakeTta nporpamm Excel.
[na BbISBNEHUS 3HAYMMOCTU Pas3nnynin Mexay Bbibop-
KamMn ncnonb3osanu kputepuii CTelogeHTa, ans onpe-
LeneHuns CBA3M Mexay NpuaHakamm paccumTanm Koad-
dnumeHT koppensauum r no Cnupmeny [1].

Pe3ynbTraTbhl UCCNepo0BaHU U UX 0GCyXAeHue.
CornacHo JaHHbIM LMTOrEHETMYECKOrO aHanm3a, ycta-
HOBJIEHO CTATUCTMYECKN 3HAYNMMOE CHUXEHME YACTOThl
kneTok 6e3 accoumaumin AX y 60sbHbIX C CUCTEMHbIM
IOPA (30,94 Ha 100 kneTok) B CpaBHEHUU C OnMroap-
TukynsapHeim (40,00 Ha 100 knetok; p < 0,001) n no-
NMapPTUKYNSIPHBIM  BapuaHTamu 3abonesaHua (39,59
Ha 100 kneTok; p < 0,001). Y 60/bHbIX C OJINFOAPTUKY-

Takum 006pasoM, y BOMbHbLIX C TKENbIM TeYEHU-
em lOPA (CUCTEMHbBIM) BbISIBIEHO CHUXEHWE YPOBHS
KJ10+2, 4TOo yKasbiBaeT Ha CHMXEHME NponudepaTnBHON
aKTMBHOCTU NMM@OLUNTOB, @, CNefoBaTeNbHO, U CHU-
KEHME NX UMMYHOJIOTMYECKOWN akTUBHOCTU. TO eCTb, Ha
OCHOBaHWM OLEHKN acCcoUMaTMBHOW CNOCOOHOCTU AX,
YCTAHOBJ/IEHO CHWXeHue nponndepaTMBHON akTUBHO-
ctn JINK y 60nbHbIX C cUcTEMHbIM FOPA B cpaBHEHUM
C ONUro- 1 NONNAPTUKYNSPHLIM BapuaHTaMmu 3abone-
BaHWS, YTO CBMOETENbCTBYET O CHUXEHUN MMMYHOpPE-
aKTMBHOCTW UX OpraHn3ma.

Mpn onpeneneHnn ypoBHS U TUMOB XPOMOCOMHbIX
abeppaunii ¢ ydyeTom BapuaHTa TeudeHusi IOPA ycTa-
HOBJIEHO, YTO Y BOMbHBLIX C ONUIrOapPTPUTOM HacToTa XA
konebanack ot 0,5 0o 8,0 Ha 100 meTadasHbIX NnacTm-
HOK 1 B cpeaHeM no rpynne coctaenana 4,34+0,21 Ha
100 kneTok, 4yactoTa abeppaHTHbIX KNeTok cocTaBuna
4,27 +0,21 Ha 100 kneTtok. Y peTtel ¢ nonmapTukynsip-
HbiM BapuaHToMm lOPA nHOMBUAyanbHbIA ypOBEHb XA
konebancs ot 1,0 po 12,0 Ha 100 npoaHanM3npoBaH-
HbIX KNETOK, o6wmin ypoBeHb XA (4,50+0,28 na 100
KNeTok) n yactoTa abeppaHTHbIXx MeTadas (4,32 + 0,27
Ha 100 KNeToK) 3HAYMMO He OTANYANUCH Y OOJIbHBIX C
onuroapTtputom (p > 0,05). Y 60JbHBIX C CUCTEMHbLIM
IOPA yacToTa XA konebanacek B npegenaxot 1,0 00 12,0
Ha 100 meTtadas. CpegHuin ypoeeHb XAB JIMK 6bin 3Ha-
ynmo Bblwe (5,46+0,41 Ha 100 kneTok), 4em y 60Jb-
HbIX C ONUroapTUKYNpPHbIM BapuaHToMm KOPA (p < 0,05)
1 He OTNInYasncs OT YPOBHS Y 60JIbHbLIX C NONMAPTPUTOM
(p > 0,05). AbeppaHTHbIE KNeTKM BCTPeYanmchb C HacTo-
Ton 5,37 £ 0,41 Ha 100 kneTok, 4OCTOBEPHO NPEBbILLAA
4yacToTy abeppaHTHbIX KNeToK Y 60bHbIX C ONUroapTn-
KynsipHbiM BapuaHToMm KOPA (p < 0,05) (Ta6n.).
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Ta6Gnuua.
YacToTa XpOMOCOMHbIX abeppauuii npy pasnnyHbiX BapuaHTax TeyeHus IOPA, x+s
YacToTa XpOMOCOMHbIX abeppauuii Ha 100 kneTok
GonbHbIEe GonbHbIE GonbHbIE
Tunbl aGeppaunii C ONIUroapTpuUTOM C NonapTpuTom c cuctemMmHbim FOPA
n=44 n=26 n=10
XpomaTuaHblii TUn: 3,08+0,18* 2,43+0,21 3,40+0,46*
OOVHOYHbIE aLeHTpuyeckme dparMeHThbl 3,08+0,18* 2,43+0,21 3,40+0,46*
XPOMOCOMHBbIV TUM: 1,26+0,11 2,07+£0,19** 2,06+0,36*
napHble aLeHTpmnyeckne pparmMeHThbl 0,89+0,09 1,33+0,15* 1,73+0,33*
npexaeBpemMeHHOe PacxoxaeHne 0.34+0,06 0.71+0,11* 0.26+0.13
LeHTpomep
OVUEHTPUYECKME XPOMOCOMbI 0,01+0,01 0,0 0,0
LleHTpuyeckme KonbLa 0,01+0,01 0,01+0,01 0,0
aHOMaJsbHble MOHOLLEHTPUKM 0,0 0,0 0,06+0,06
Bcero 4,34+0,21 4,50+0,28 5,46+0,41*

MpumeyaHus: n — 4yncno NpobaHOoB; A4OCTOBEPHOCTbL pasnuynii: * — p < 0,05;** - p < 0,01.

Bo Bcex noarpynnax permctpupoBanmch abeppaummv
XPOMOCOMHOIo 1 xpomaTtugHoro tuna. Cpeon abep-
pauuii XpoMaTuaHOro TMna BCTPEYaMCb OAMHOYHbLIE
aueHTpuyeckne dparMeHTbl, KOTOPble A0CTOBEPHO
yalle onpenensanncb y geten ¢ cuctemHbiM (p < 0,05)
N ONMroapTUKYNsSIpHbIM  BapuaHtamu  3abosieBaHus
(p<0,05). AbeppaLmm XpOMOCOMHOr0 TMMa OblIV Npes-
CTaBfieHbl MApPHbIMU ALEHTPUYECKUMU dparMeHTamum
1 NPEXAEBPEMEHHbIM PACXOXAEHNEM LLEHTPOMED, LiEH-
TPUYECKUMU KOMbLIAMU, ONLEHTPUYECKMMU XPOMOCO-
MamMu, aHOMasbHbIM MOHOLEHTPUKOM.

AbGeppauuy  XPOMOCOMHOrO Tuna BCTPeYaIncCh
[OCTOBEPHO Halle y 60JSibHbIX C MONANAPTUKYNSIPHBIM
(p > 0,001) n cuctemHbim (p > 0,05) BapraHtamm IOPA
B CPABHEHUWN C YACTOTOWM OAHHbIX HAPYLUEHWI Y B0b-
HbIX C ONUroapTPUTOM.

Mcxoas n3 nonyvyeHHbIX JaHHbIX, MOXHO BbICKa3aTb
npennosioXeHne, 4To Npu Hanbonee TAXENOM BapuaH-
Te TeyeHusa IOPA (cnctemMHoM) yBenn4mMBaeTCcsl CroH-
TaHHbI ypoBeHb XA. O6wuii ypoBeHb XA y 60MbHbIX
C ONUr0- U NONNAPTUKYNSPHBIM BapuaHTamu Te4YeHus
IOPA He pasnuuancs, oa-

ncenenyemsiMm npudHakamm. KoapduumeHT koppens-
umm coctaeun r = -0,99, 4To cBMAETENBLCTBYET O CYLLe-
CTBOBaHUM 0OpPaTHOWN KOPPENSLMOHHOM CBA3M MexXay
npu3Hakamu, TECHOTA CBA3M PyHKLMOHANIbHAdA, TO eCTb
NOBbILLEHHbI YPOBEHb XA TECHO KOPPENUpyeT CO CHU-
XeHHbIM ypoBHEM KJ10+2. y BOMbHbIX C pas3nnyHbIMA
BapunaHTamu TedeHus KOPA (puc. 2).

BbiBOAbI

[MpoBepeHne UMTOreHeTNYECKOro uccnenoBaHns
NMO3BOJINIIO YCTAHOBUTL MOBbLILLIEHME HacTOThl XA 1 CHU-
XeHune ypoBHSA KJ10+2 y 60bHbIX C CUCTEMHbBIM Bapu-
aHToOM TeveHus KOPA B cpaBHEHMW C 4aCTOTOW AaHHbIX
nokasatenein y 60MbHbIX C onuroapTputom. Ha ocHo-
BaHMN KOPPENSALMOHHOIrO aHanm3a yCTaHOBIEHO CyLLe-
CTBOBaHMeE TECHOW 0OpaTHOI CBA3W MexXay uccnenye-
MbIMW MPU3HaKamMu.

MepcnekTuBbl ganbHENLIUX UccnepoBaHnn 3a-
KJIOYaKOTCS B ONpeneneHnn UUTOreHeTU4ecKnx Oco-
OeHHoCcTen y OOJbHbIX C APYrMMU PEBMAaTUYECKUMU
3aboneBaHUSaIMN.

Hako npu NoAMapTUKy- _ | -
NAPHOM BapuaHte 3abo- 40 35,6 349 1 BXA @aK10+2
neBaHus y 60sbHbIx B JITK 35 7 // 372
npesanvpoBanu abeppa- -
LMW XPOMOCOMHOIO TUMa, 30 / /
a npu OoNMroapTUKynsp- 25
HOM — XPOMaTUAHOrO.

B pesynsrate npose- 20
OEHHOro  UMTOreHeTunye- 15 /
CKOro aHanmaa mnosyyeHo 10
CHUXeHne ypoBHsa KJ10+2 546
W TMOBBILWEHME Y4acTOThl 5 4,26 A 4,5 A i
XA npu pasnuyHbIX Bapu- =" E/
aHTax TeuyeHus IOPA. 31o 0 //A . //A . A
ABWIOCb OCHOBaHWEM 414 OnuroapTtput MonnapTtput CuctemHbii KOPA

NPoBeAEHUsT Koppensum-
OHHOrO aHann3a C Lenblo
BbIICHEHMS CBA3U MeXay

Puc. 2. CpaBHeHue ypoBHs KJ10+2 u yactoTbl XA
npu pasnn4yHbiX BapuaHTax TeyeHus IOPA
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LUTOrEHETUYHI OCOBJINBOCTI B NIM®OLUTAX NMEPUDPEPUYHOI KPOBI IN VITRO ¥ XBOPUX
13 PIBHUM MEPEBITOM IOBEHIJIbHOIO PEBMATOIHOIO APTPUTY

Baraubka H. B., Mep3aHoBcbka O. B.

Pestiome. [1poBeaeHO UMTOreHEeTUYHE 0OCTEXEHHS XBOPUX i3 PISHUMM BapiaHTaMU lOBEHIIbHOro peBMaToigHoro
apTtpuTy (KOPA). Ha nincTaBi BUSHaYeHHs acouiaTUBHOI 34aTHOCTI aKPOLLEHTPUYHUX XPOMOCOM BUSIBIIEHO 3HUKEHHS
piBHA KJ10+2 y xBopux i3 cuctemMHM FOPA nNopiBHSHO 3 HaCTOTOIO LiEi 03HAKM Y XBOPUX i3 ONIro- i NoniapTUKyNSpHUM
BapiaHTamu xBopobu. BuasneHo BiporigHe NigBULLLEHHS PIBHS XPOMOCOMHUX abepauiii (XA) y XBOpUX i3 CUCTEM-
H1M FKOPA nopiBHSHO 3 4acTOTO XA y XBOPUX 3 OfliroapTpmUTamMu.

KniouoBi cnoea: 10BeHiNbHWIA peBMaTOIAHWIA apTPUT, acoLiaLii, akpoLEHTPUYHI XpoMocoMu, abepadlji.
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LUMTOrEHETUMECKUE OCOBEHHOCTU B JIMM®OLUMUTAX NMEPUDEPUYECKOMA KPOBU IN VITRO
BOJIbHbIX C PASJIN4YHbIMU BAPUAHTAMU TEYEHUSA KOBEHWUJIbHOIO PEBMATOUOHOIO APTPUTA

Baraukasa H. B., Mepg3aHoBckas E. B.

Peaiome. lMpoBeneHo umMtoreHeTnyeckoe obcnenoBaHne OOJbHbIX C PasHbIMM BapuaHTaMun IOBEHUIIBHOMO
peBmaTomaHoro aptputa (KOPA). Ha ocHoBaHuMK onpeaeneHns accoumaTMBHOM CNOCOOHOCTU akKPOLLEHTPUYECKUX
XPOMOCOM BbISIBIEHO CHUXEHME YpoBHS KJ10+2 y 60nbHbIX ¢ cucTeMHbIM FOPA B cpaBHEHWM C 4aCcTOTO 3TOro MNo-
kazartens y 60JIbHbIX C ONIUro- 1 NONNAPTUKYISPHBIM BapruaHTaMmn 6051e3Hu. BbiiBNeHO LO0CTOBEPHOE NOBbILLEHME
YPOBHSI XPOMOCOMHbIX abeppaunii (XA) y 605bHbIX C cucTeMHbIM KOPA B cpaBHeHUM ¢ YyacToTom XA y 60JbHbIX
C OJINroapTPUTaAMMU.

KnioueBble cnoBa: OBEHWUIbHbIA PEBMATOUOHbIA apTPUT, aCCOLMALIMN, AKPOLLEHTPUYECKNE XPOMOCOMBbI,
abeppaunu.
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CYTOGENETIC FEATURESIN PERIPHERAL BLOOD LYMPHOCYTES IN VITRO OF PATIENTS WITH DIF-
FERENT COURSE OF JUVENILE RHEUMATOID ARTHRITIS

Bagatska N. V., Medzianovska E. V.

Abstract. One of the basic conditions for the normal functioning of any of the living beings is to maintain the sta-
bility of the genetic material. A variety of exogenous and endogenous factors, including the immune system disor-
ders, can have an effect on the level of chromosomal aberrations (CA). Common features of autoimmune diseases
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are disorders in cellular systems, which repair the DNA damages, caused by immunological defects of different
degrees. The phenomenon is brought about by the fact that human lymphocytes are immune cells, which react spe-
cifically to any antigens, and by the frequency of occurrence of acrocentric chromosomes associations (ACA) we
can judge about the proliferative activity and migration of peripheral blood lymphocytes (PBL) in response to an an-
tigenic stimulus. It has been found that dividing lymphocytes comprise an actual pool of cells in the organism, where
prevail both the cells without AC associations and with two associating AC. Lymphocytes with a lot of chromosomes,
joining into an association (LN + 10), occur normal extremely rarely, they are intact and long - recirculating. On the
proliferative activity and migration of lymphocytes in response to an antigenic stimulus one can judge by the ratio of
actively dividing and intact lymphocytes that is about the functional state of the human immune system. Therefore,
the determination of the organism immunoreactivity on the basis of the ability of acrocentric chromosomes join as-
sociations is of great importance for the treatment of patients with various autoimmune diseases. Special attention
deserves also determination of the level of chromosomal aberrations (CA) in juvenile rheumatoid arthritis (JRA),
which is an autoimmune disease. It occurs before the age of 16, and proceeds with the involvement in the process
of all systems in human organism.

Aim of the study: to study the acrocentric chromosomes associative ability (ACAA) for determination of the or-
ganism immunological reactivity and to assess the level of chromosomal aberrations in PBL in vitro in patients with
different variants of JRA course.

Materials and methods. Cytogenetic analysis was performed in 80 children and adolescents with JRA aged 3
to 17 years. All patients were examined in the in-patient clinic of the State Institution “IOZDP NAMS”. JRA has been
diagnosed on the basis of clinical, laboratory and radiological examinations according to the ICD, Tenth Revision.
Systemic JRA has been found in 12.5% of the examined patients, oligoarticular variant has been registered in 55%,
and polyarticular — in 32.5% of our patients. To determine the spontaneous level of CA and the ACAA, we used
preparations, derived from PBL culture in vitro. Cultivation of PBL was performed by the standard method.

Statistical calculations were carried out on a PC using the Excel application software package. Student’s t — test
and r correlation coefficient were used to identify the significance of differences between samples.

Results. A statistically significant decrease in the frequency of cells without ACA has been established in pa-
tients with systemic JRA (30.94 per 100 cells), as compared with oligoarticular (40.00 per 100 cells, p < 0.001) and
polyarticular (39.59 per 100 cells, p < 0.001) variants of the disease. Cells with four ACA (12.54 per 100 cells) oc-
curred significantly less frequent in patients with an oligoarticular JRA than in polyarticular (14.42 per 100 cells, p <
0.01) and in systemic (18.28 per 100 cells; p < 0.001) JRA variants. Among metaphase plates from all associating
acrocentric chromosomes (AAC) only the plates with two AAC have been selected from all associating acrocentric
chromosomes, and the level of LNO +2 has also been determined. It has been found that the LNO +2 level in patients
with systemic JRA is significantly lower (31.20 per 100 cells) than in oligoarticular (35.59 per 100 cells, p < 0.05)
and polyarticular (34.90 per 100 cells, p < 0.05) variants of the disease. Therefore, a reduced LNO + 2 level has
been revealed in patients with systemic JRA, indicating a decrease in the proliferative activity of lymphocytes, and
correspondingly, in their immunological activity.

When determining the level and type of chromosome aberrations, considering the variant of JRA course, the
authors have established that in children with a polyarticular JRA variant the total level of chromosomal aberrations
(4.50 per 100 cells) does not differ significantly from its frequency in patients with oligoarthritis (4.34 per 100 cells,
p > 0,05). In patients with systemic JRA the chromosomal aberrations average level in PBL is significantly higher
(5.46 per 100 cells) than in patients with an oligoarticular variant (4.34 per 100 cells, p < 0.05) and does not differ
from its level in patients with polyarthritis (p > 0.05). Single acentric fragments occur among the chromatid type of
aberrations, they are significantly more frequent in children with systemic (p < 0.05) and oligoarticular variants of
the disease (p < 0.05). Aberrations of the chromosome type are represented by pair acentric fragments and pre-
mature centromere divergence, centric rings, dicentric chromosomes, and abnormal monocentric. Aberrations of
the chromosome type occur significantly more frequent in patients with polyarticular (p > 0.001) and systemic (p >
0.05) variants of JRA, in comparison with the frequency of these disorders in patients with oligoarthritis.

Conclusion. A decrease in the LNO+2 level and an increase in chromosomal aberrations level depend on the vari-
ant of JRA course. The correlation coefficient (r = -0.99) has been calculated on the basis of the results obtained.

Keywords: juvenile rheumatoid arthritis, association, acrocentric chromosomes, aberrations.
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