VK 612.42

3ABUCUMOCTDb DOPEKTUBHOCTHU TEPAIINU OT YPOBHS CbIBOPOTOYHBIX IUTOKNHOB ¥
BOJIBHBIX PEBMATOUJAHBIM APTPUTOM

Enena Baanumuposaa 3OHOBA, Ouasra Baneppesna T'OJIOBAHOBA, IOaus Bopucosna JIEOHOBA, Enena
Anekceena JIETATUHA, Makcum Anekcannposudy KOPOJIEB, Baagumup Uocudosnya KOHEHKOB

I'Y HUH kaunuueckoil u sxcnepumenmanvhoil aumgponoeuu CO PAMH
6300117, e.Hosocubupck, ya. Axkademuka Tumakoea, 4

[TpoBeneHO uccaenoBaHWE KOHIICHTPALIMM ChIBOPOTOUHBIX MPOBOCTAIUTEIBHBIX M MPOTUBOBOCIIATUTEIBHBIX LIMTO-
kuHOB (IFN-y, TNF-a, GM-CSF, 1L-2, IL-4, IL-5, IL-10, IL-12, IL-13) y G0aBbHBIX PEBMaTOUAHBIM ApTPUTOM.
T'unepnponykuus npo- ¥ NPOTMBOBOCHAIUTEIbHBIX UMTOKMHOB ¢ npeobiagaHueM IFN-y, TNF-a, GM-CSF acco-
LIMMpOBaHa ¢ OJIArOMPUSTHBIM MTPOTHO30M MMMYHOCYIIPECCUBHOM Tepanuu. OrpeseieHne KOHIICHTPaluu IUTOKUHOB

J0 HayaJia JCYCHUA yIaydlIacT Ka4y€CTBO paHHCfI JUAarHoCTUuKn 060CTp€HI/I$I n 3(1)(1)€KTI/IBHOI‘O non60pa TEpaImu.

KnoueBbie cioBa: pCBMaTOI/UIHHﬁ APTPUT, MMPOBOCHATUTECIbHBIC IMTOKWHBI, ITIPOTUBOBOCITAJIMTC/IBHBIC ITUTO-

KUHBI, 3(PHEeKTUBHOCTH TEpaTnM.

BBenenue

PeBmarounnsiit aptputr (PA) — pacnopoctpa-
HEHHOE ayTOMMMYHHOE 3a0oJyieBaHUe, XapaKTep-
HBIM TPOSIBJIEHUEM KOTOPOTO SBJseTCs (popmu-
poBaHME HeoOpaTUMbIX Aedopmaliuii CycTaBOB
BCJIEICTBUE TTOTEPU apTUKYJISIPHOIO Xpsllia U Mpo-
rpeccUpyrolieil KOCTHON AECTPYKLIMU.

OCHOBHOE 3HAUY€HHUE B Pa3BUTHUM PEBMATOM/I-
HOTO apTpuTa MpUIAAIOT ABYM TECHO B3aMMOCBSI-
3aHHBIM TMpolleccaM: aHTUTeH-CIelu(pUIeCcKon
aktuBauuu CD4+T-nmumpouuro mo Thl-tumy,
XapakTepusylolleicss U30bITOUHBIM CUHTEe30M 11L-2,
IFNy, IL-17, IL-18, w nucbamaHcy MexXuy
TUIEePIPOAYKIMEeH MPOBOCIATIUTE]bHBIX LIUTOKU-
HOB MpPEVMMYIIECTBEHHO MakKpodarajibHOW MpUpo-
npl, Takux kak TNF-a, IL -1, IL-6, IL-8, IL-15u
JIp., U TIPOTUBOBOCHIAIUTEAbHBIX IUTOKUHOB (IL-4,
IL-10, IL-13, pactBopumblii aHTaroHuct IL-1,
pactBopuMbie TNF-peuentopsl), ¢ npeobjagaHu-
eM TIpOAYKIUU MePBbIX Hald BTopbiMHU [1, 2, 3].

ITponyxkiyst onpeaeseHHbIX UUTOKMHOB U UX
KOHLEHTpalKsl B KPOBM, TKAHSIX OMNPEEsIOT Mo-
JMMOpP(}Y3M ayTOMMMYHHbBIX BOCHAIUTEIbHBIX 3a-
O6osneBaHuii, B ToM uucie u PA [4]. YpoBHU mipo-
BOCTAJIUTENbHBIX HUTOKMHOB OTpakaloT 3j0Kaye-
CTBEHHOCTb TeueHusi U nporHo3 PA [5]. OagHako
KOHLEHTpaluUu OOJbIIMHCTBA LUTOKMHOB ObIBa-
IOT W3MEHEHBbl OMNpencaeHHbIA OrpaHUYEHHBII
Mepuoa BpeMEHU, a CTUMYJISILUMUS U MHIMOMpOBa-
HUE UX MPOAYKLUMU 3aBUCIT OT (DYHKUMU APYTUX
IIUTOKWHOB [6].

Jlyudiire Bcero uzydyeHbl MeXaHU3Mbl (hOPMUPO-

BaHUS BOCIIAJICHUSI IIPU PEBMATOMIHOM apTPUTE
¢ yuactueM TNF-a. Bbuonorunyeckassi akTUBHOCTb
TNF-a onocpeayeTcs cBsI3bIBaHMEM CO CIleLUMPU-
YeCKHMMMU peleNTopaMu, SKCIIPEeCCUPOBAaHHBIMU Ha
pa3IMYHBIX KJIETKaX, B TOM YMCJIe Ha HEeUTpodu-
JIax, SHAOTEIMOLMTaX, (prOpobdacTax, KepaTUHO-
uutax u ap. TNF-a 3amyckaer mMexaHuU3M aKTU-
Bauuu paktopoB TpaHckpunuuu (NF-«xB, AP-1,
JNK u n1p.), KoTOphbie, B CBOIO OUepeab, PEryIUpy-
0T aKTUBHOCTb T€HOB, KOIWPYIOIINX CUHTE3 IIPO-
BoCTTAIUTENNbHBIX IMTOKMHOB (IL-1, IL-6, IL-8) n
IPYTUX MEAMATOPOB BOCHAJICHUS, U WHIYLHUPYIOT
IIPOrpaMMUPOBAaHHYI0 THOEIb KIETOK (aIloITo3)
[7]1. GM-CSF napsiny ¢ IFN-y u TNF-a BBI3BI-
BaeT aKTUBAIIMIO MPOBOCHAIUTEBHBIX [IUTOKUHOB
U TUIepaKcIpeccuio Moiekyn 11 kiacca riaBHO-
ro KOMIUIEKCAa THCTOCOBMECTMMOCTH Ha MeMOpa-
Hax MakpodaroB u (pudbpodIacTOB CUHOBUAJb-
HOIl TKaHM M TeM CaMbIM y4YaCTBYeT B Pa3BUTUU
ayTOMMMYHHOTO TIpolecca IIpM PeBMAaTOMIHOM
aptpute [8]. IL-2 urpaer uUeHTpajJbHYIO POJb B
psime T-kKiIeToOYHBIX (YHKIWM M MMEET Beayllee
s3HaueHue B peryisauuu Thl/Th2 uutokuHos [9].

PaszButue 3abosieBaHMsI HE OrpaHUYMBACTCS
AKTUBHOCTBIO IIPOBOCHAJIMTEIPHBIX LTUTOKWHOB.
Peanmzanus ayToMMMyHHOTO BOCIIAJICHUSI CBsI3aHa
C IPOAYKIIKMEI TPOTUBOAEUCTBYIOIINX UX BIISTHUIO
U BO3IEUCTBUIO IIPOTHMBOBOCIIAIUTEIbHBIX ITUTO-
KuHOB, B ToM uwnciie 1L-4, 1L-10, IL-13, u KoH-
LIEHTpaLMs HIUTOKMHOB-aHTarOHUCTOB Ha OMpeje-
JICHHOM 3Talle OIlpe/elisieT IPOrHO3 BOCIAICHU,
creneHb ero nporpeccuu [10].
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Tabauua 1
Obwas xapakmepucmurxa 60AbHbIX PeBMAMOUOHBIM APMPUMOM
ITapameTpsi Mzm
KonnuectBo naunentos (K/M) 38 (37/1)

CpenHuii BO3pacT Ha MOMEHT 00CJI€I0BaHMS

54,1+1,78 (22—73)

CpenHuii Bo3pact Hauajna PA

44,6%13,4(18—67)

CpenHsist MPOIO/DKUTEIEHOCTD 3a00IeBaHsT (TOIbI)

9,8%1,33(0—29)

ITosutuBHOCTD 110 PD

30/38 (79%)

CucreMHEbIe TIPOSIBJICHUA

31/38 (81,6%)

DAS28, 6amint

5,47+0,23(2,24—7,93)

HAQ, 6amibl

2,4610,23(0,125—5,25)

Ilpumeuanus: HAQ — ¢pyHKUMOHANIbHASI CIIOCOOHOCTh, OLIEHEHHAs 110 OIPOCHUKY COCTOSTHMS 3mopoBbs (Health

Assessment Questionnaire).

ITatrorenes PA cjoxeH M MHOIOCTYIIeHYAT.
Bricokasi wacTtora peBMaTOMIHOTO apTpuUTa B
nonyJsiivu (0Kosio 1%), HeGIaronpusTHLIN TTpo-
THO3 U OKOHYATEJbHO HE OIpeae/ieHHbIE BO3MOX-
HOCTH TTaTOT€HETEeUECKOM Teparuu JUKTYIOT He00-
XOIMMOCTD JaJTbHEHUIIIeTO YIIyOJeHHOTO M3YyUeHUS
pOJIM OIpeAeIeHHBIX [TUTOKMHOB B IPOTPECCHUPO-
BaHUM BOCTIAJIMTEILHOTO TIpoIiecca.

Ilenbto JaHHOM padOTHI SIBUJIOCH U3YUYEHUE CO-
JIep>XKaHUS B CHIBOPOTKE KPOBU MPOBOCTIAIMTEb-
HBIX ¥ TIPOTMBOBOCIIAJIUTEIbHBIX ITUTOKWMHOB
(TNF-a,IFN-y, IL-2, IL-4, IL-5, IL-10, IL-12
(p70), IL-13, GM-CSF) y 6ompHBIX PA B cTagum
Pa3BEPHYTHIX KIMHUYECKUX TPOSIBICHU C IIeJIbI0
YTOUHEHUsI UX BIMSIHUS Ha (OpMUpOBaHUE 3(P-
(exkta TpOBOAMMOIT 0OJE3HBMOAUMDULMPYIOLLEH
Teparuu.

Marepuajbl U METOAbI

[Ton HaOMOAEHMEM HAXOMMINUCH 38 TIAlIMEHTOB
(1 my>xymHa 1 37 XXeHIIWH) B Bo3pacTe oT 22 10 73
net (cpemHuii Bo3pact 54,1+11 neT) ¢ mocTtoBep-
HbIM JuarHo3oM PA B COOTBETCTBUU C KPUTEPHU-
smu ACR (1987), ¢ nuTenbHOCTBIO 3a00eBaHMS
OT Tpex MecsieB 10 29 yer (CpemaHssl POIOJIKU-
TeabHOCTh 9,8%8,2 7eT). IlogoXuTeabHbIe TUTPHI
peBMarougHoro ¢axkropa (P®) Ovum oOHapyxe-
Hbl B chiBOpoTKe KpoBu 30 maumeHTtoB (79 %),
MpU 3TOM CpeAHssl KoHueHTpaius PP B chiBo-
pOTKe BCeX TaIMeHTOB cocraBmia 223,81+194,49
EJl/Mn. CucteMHBIe TIPOSIBICHMST BBISIBJICHBI y 31
manueHTa (81,6 % obcnenoBaHHbix). [1peobianana
3 pentreHojiornueckast cragust (42 %). CrereHb
aKTUBHOCTM PA ¢ y4yeToM MHIEKCa aKTMBHOCTH
DAS28 (Disease Activity Score, olieHka 28 cycra-
BOB) Obl1a BbICOKOM Y 23 mauueHToB (60,5 %), yme-
peHHoii —y 12 (31,6 %). ToukaMu TUHAMUYECKOTO
HaOJIOACHUS 32 MalMEHTaMM SBWIMCh Heaens 0,
Henmens 12, Hemenss 24 co BpeMeHU Ha3HAYCHUS
tepanuu. Ha Henmene 0 BceM mnaluMeHTaM Hayda-
Ta UMMYHOCYIIPECCUBHAsI Tepamus, yCWIeHa WIN
nogpobpaHa KOMOMHMpPOBaHHAsI B CBSI3U C Hea(-

BIOJTNIETEHb CO PAMH, Ne 5 (133), 2008 r.

(beKTUBHOCTBIO TIPEABIAYIIETO ITOAXOMA JICUSHMUSI.
B kauecTtBe 00J1€3HBMOIU(PULIMPYIOLINX aHTUPEB-
matuueckux TipenaparoB (DMARDSs) ucnosb3o-
Baiuch MetoTpekcaT (10—15 mMr B Heaen), CyJib-
dacamasun (2 T B cyTku). Bce manumeHTHl 10 ¥ BO
BpeMsl MCCAeIOBaHUS TIPUHUMAIA HECTEPOUIHbBIC
npoTuBOBOCTIaUTeIbHbIe mpemnapaTbl (HIIBII),
MX J03a ocTaBajiach cradbwibHOM, cmeHbl HITBII
He MpoBoaMI0oCch. OCHOBHBIE XapaKTEPUCTUKHU Ta-
nueHToB ¢ PA cymmupoBaHb! B Tabamme 1.

OO0cnenoBaHue TIAIIMEHTOB IPOBOAWIM IO
CTaHZAPTHOW MporpamMme, BKIIOYAIOIICH OICH-
Ky 0011 U OOlLLeTo COCTOSIHUS TauueHTa 1o VAS
(Bu3yanbHasl aHAJIOroBasl IIIKaja), JUITUTEIbHOCTH
CKOBAaHHOCTHM B CyCTaBaX, OLIEHKY CYCTaBHBIX WH-
JIEKCOB U (byHKUMOHAIbHBIX HapyllueHui. B nu-
HaMUKe OIIPEeNe/sUINCh ChIBOPOTOYHBIE YPOBHU
C-peakTuBHOrO 6¢eKa, P®.

IMepudepuyeckyro KpoBb 3abupaid pa3oBbIM
IITIPUAIIEM U3 JIOKTeBOU BEHBI M MHKYyOMpPOBaId B
CTepUJbHOU TpoOUpKe | 4 Mpu KOMHATHOM TeM-
nepatype 1 1 1 mipu 4 °C. 3aTeM, Tmocie HeHTprudy-
rupoBanus mpu 3000 06./MuH B TeueHue 10 MuH,
coOMpai CHIBOPOTKY, 3aMOPaXkKMBald M XpaHUIN
o TIipoBeneHUs nccnenoBanus mpu -70 °C.

ComepxaHue B CBIBOPOTKE 9 IIMTOKWHOB:
TNF-a, IFN-y, IL-2, IL-4, IL-5, IL-10, IL-12
(p70), IL-13, GM-CSF o1nieHMBaI1 METOJIOM ITIPO-
TOYHOM (hTIOOPUMETPUHN Ha ABYIYICBOM JIa36PHOM
aBTOMATU3UPOBAaHHOM aHaiuzatope Bio-PlexTM
200 System (Bio-Rad, CILIA) ¢ ncroabp3oBaHueM
KOMMepUecKnx TecT-cucteM «Human Cytokine
Th1/Th2 Assay» B COOTBETCTBMM C WHCTPYKIIUEH
¢upmbl-nipousBoauTeas. M3MepeHuss MOpoOBOAM-
JIUCh B 25 MKJ ChIBOPOTKU. JIMana3oH uaMepeHuit
coctapisan 0,2—4000 nir/mn. PacyeTsl KOHIIEHTpa-
My 9 uccienyeMbIX IUTOKMHOB MPOU3BOAMIN Ha
OCHOBAaHUM KaJWOPOBOYHBIX KPUBBIX, MOCTPOEH-
HBIX JIJIST KaXKI0TO aHaJIM3a, ¢ ITOMOIIBIO IPOrpaM-
MbI Bio-Plex Manager 4.1 (Bio-Rad, CIIIA). Kon-
LIEHTPAIMIO IIMTOKMHOB BhIpaXKaJld B IIT/MJI.
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Tabauua 2

Jlunamuka yposHs yumoKuHO8 6 CbleOpOmKe Kposu 8 npouecce nPo8OOUMOU UMMYHOCYRPECCUBHOU mepanuu y
004bHbIX peemamoudnvim apmpumom (M = m)

IToka3aTenn Henensa 0 Henens 12 Henens 24
1L-2 194,6 + 88 89,6 £ 59,2 213,2 + 114
IL-4 35+ 1,6 1,14 £ 0,4 2,15 + 0,89%173
IL-5 32+ 1 2,4 £ 1 2,3£0,75
IL-10 21,7 £ 9,4 9,9 £4,5 7,6 = 2,8
IL-12 25,5 + 13,1 13,8 £ 9,7 7.4 + 4¥273
IL-13 37,1 + 16,7 22,3 £+ 10,4%172 253+ 11,2
GM-CSF 330,7 + 148.,9 257,6 £ 179,9 733,9 + 400,3*173
IFNy 519,1 + 262,3 347,6 + 2352 1046,2 + 530,2%273
TNF-a 92,1 + 39,7 58,6 + 30 214,6 £ 115,5

IIpumeuanus: * — paznuuue B pe3ysibTaTe MpOBeAeHUs Tepanuu goctoBepHo 1ipu p < 0,05 (mpuMeHeH KpUTepuii

Buiikokcona).

MaTemaTUuecKyr o0pabOTKy TMOJYUEHHBIX pe-
3yJIbTaTOB MPOBOAWIN Ha MEePCOHATbHOM KOMIIbIO-
Tepe C UCMOJIb30BaHUEM TaKeTa ImporpamMm «Statis-
tica 6.0». Pe3ynbraThl ObUIM BhIpaxkKeHBI Kak M+m
(cpenHee 3HAYEHME U OLIMOKA CpeHE ! BEJIMYMHBI).
Paznuuus cuuranu gocroBepHbiMU mpu p<0,05.

Pe3ynbTaThl 1 00CyKIeHHE

[Tpu olieHKe LIMTOKMHOBOTO MpOoGUIs y Maum-
eHToB ¢ PA wuccinemoBanu ypoBHU IpOBOCHAIM-
tesnbHbIX (TNF-a, IFN-y), npotnBoBOCIaNUTENb-
Heix (IL-4, IL-10, IL-13) uutokuHoB u IL-2,
IL-12 (p70), GM-CSF, IL-5 B ChIBOpOTKE KpO-
BU. B nnMHamuke BbISIBIeHA TEHASHLMST K CHMXeE-
HUIO COAEPXKaHUS KaK MPOBOCMAIUTENbHbBIX, TaK U
MPOTUBOBOCTIAIUTEIbHBIX IUTOKUHOB K 12 Henmene
JIeYeHUsI, 4TO OOYCJIOBJIEHO OTCYTCTBHEM M30Mpa-
TEJbHOCTU BO3ACWCTBUS TMPOBOAMMON 00JIe3Hb-
MoauduLUpyIOlIeil Tepanuu U (HOpPMUPOBAHUEM
CUCTEMHOI MUMMyHOcynpeccuu (Tabda. 2).

K 24 nenene neueHus B 001IEH rpymIie NalyueH-
TOB OTMEUEHO 3HAYUTEJIbHOE YBEIMUECHUE KOHIIEH-
TpallMd OCHOBHBIX TMPOBOCIATUTEIbHBIX ITUTOKU-
HOB TNF-qa, IFN-y 1 GM-CSF y uetbipex nauueH-
TOB, YTO U3MEHWJIO CPeAHME MOKa3aTeJIM UCCIEeIy-
eMoii rpynnbl. HaGmogeHue 3a 3TUMU OONBHBIMU
B caeaytoiue 12 Heaeab BBISIBUIO KIMHUKO-Ta00-
paTopHOe 000CTpeHue, TaKUM 00pa3oM, 3HAUMMOE
yBeJIMUEHUE COACPXKAHUSI B CBIBOPOTKE KPOBU ITPO-
BOCITAJIUTEJIbHBIX LIMTOKMHOB TIPOSIBUIIO Ce0sT Kak
MpealIecTBEHHUK IPSAayIeil KITMHUIEeCKON 1 1abo-
paTOPHOI aKTUBALMU BOCTIAIUTEBHOTO Tpoliecca.

[TpoBoauiaca aHaau3 MPOAYKLIMU MPO- U MPO-
TUBOBOCHAJIUTEIbHBIX LIMTOKMHOB Y TAllMeHTOB Ha
MNPOTSKEHUU 24 Heaeab Tepalnuyd B 3aBUCHMOCTHU
OT OLICHKM pe3yJbTaTra IOJYTroJ0BOTO JIeUeHUS.
[TauueHTB ¢ OTBETOM Ha Tepanuilo MMMYHOCY-
MPEeCCUBHBIMU TpernapaTaMu Tiepe] HayajaoM Jie-
yeHusT uMenu Oojiee BBICOKMU ypoBeHb TNF-a,
IFN-y, yeM maumMeHThl ¢ OTCYTCTBMEM OTBETA Ha
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Puc. Coommnowenue codepycanus npo- u
NpoOMuUBOBOCHNANUMENbHBIX YUMOKUHO8 Neped HaYanoM
bonezHbMoOupuuUpYOwell mepanuu 6 epynnax
nayueHmos ¢ Haau4uem u omcymemeuem 3ggpexma
uepes 6 mecsuyes AeueHus

MMMYHOCYIIPECCUBHOE BO3ACHCTBHE B BUAEC MOHO-
Teparuy METOTPEeKCaTOM WU CyJb(pacaia3suHOM,
WM yCKoJIb3aHueM a(d@deKTa K UCX0ay 24 Helelb,
Mpu 3TOM B TiepBoil rpynmne coaepxaHue TNF-a,
[FN-y CylecTBEHHO TPEBBIIANIO KOHLIEHTPALUIO
MPOTUBOBOCHATUTEIbHBIX IUTOKUHOB (PHC.), a BO
BTOPOIi OBLIO MPAKTUYECKU PABHBIM.

Bricokasg TpoAayKUus TPOBOCTIATUTEIbHBIX
LIMTOKWHOB B TIPyTIIe ¢ OJaronpUsITHBLIM MCXOIOM
JIUEHUsI coueTajlach C IIOBBIIIEHHWEM KOHIIEH-
tpaunn 1L-5, IL-12 u IL-4 (tadn. 3). YBenuuyeHue
cofiepKaHUsI LUTOKMHOB, OTpaXKalolIMX aKTUBALIUIO
mumpouutoB 1o Th2-tuny (IL-4, 1L-5) moruuno
JUTSI TIALIMEHTOB C OJAronpUsTHBIM HCXOIOM JICUEHHs,
MOCKOJIbKY COOTHOIIIEHME MEXAy Mpo- U IIpo-
TUBO-BOCHAIUTEIbHBIMUA LIMTOKMHAMU C TIOBBI-
IIEHWEeM KOHILIEHTpALMU TMOCIEeIHUX OIpeaessieT
BBIPAKEHHOCTh M TIPOTPECCUI0 BOCIAJIEHUS WU,
TakKuM 00pa3oM, MOXKET MMEThb BBIXOJ Ha MCIOIb-
30BaHNE B KIMHMUYECKON MpaKTUKE [IJIS TIOBBI-
IIEHUs] KayecTBa OLICHKU Pe3yJIbTaTOB TeparieBTHU-
yeckoro BosaeiicTBus [11].
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Tabauua 3

Konuyenmpayus col6opomouHbix yumokuHoe 00 Ha3HaveHus 6oae3HbMooupuyupyrowel mepanuu y 60AbHbIX

DEBMAMOUOHBIM APMPUMOM C PA3AUYMHBIMU pe3yabmamamu aevenus (M £ m)

Iloka3arenn DddekT HA Tepanuio Orcyrcrue 3(pdekra Ha p
DMARDs (n = 21) tepamuio DMARDs (n = 17)
1L-4 6,2 +27 0,1 + 0,06 <0,005
1L-5 4,5+ 1,7 1,6 £ 0,7 <0,025
1L-12 44 + 23,1 2,5+ 1,1 <0,05
IFNy 918,5 *+ 460,9 25,6 + 15,8 <0,025
TNF-a 160,8 + 68,8 7,2 1t43 <0,05

Tabauua 4

Tlokazamenu Kaunu4eckol u 1abopamopHol aKkmusHocmu 00 Ha3Ha4eHus 6oae3HbMooupuuuUpyrowel mepanuu
Yy 001bHBIX PEBMAMOUOHBIM APMPUMOM C PA3AUMHBIMU pe3ysbmamamu aeverus (M + m)

IToka3aTenn D deKTHBHOCTL TEpPANUN OrcyrcTBue 3¢ dekra Ha p
DMARDs (n = 21) tepamuio DMARDs (n = 17)
DAS28 6,1 + 0,26 4,7 £ 0,34 <0,002
HAQ 3+£0,3 1,8 £ 0,2 <0,02
COb 35,7+ 3,5 23,6 £ 29 <0,003
Tabauua 5
Jlunamuka ypoeHs Cbl6OPOMOYHbIX YUMOKUHOG 8 eDYNNE NAUUEHMO08 C AP PeKmuUeHoCcmbio
boneznvmoouguuyupyrowei mepanuu (n = 21, M = m)

Iloka3arenn Henens 0 Henens 12 Henensa 24
1L-2 349,5 £ 1524 155,4 £ 104,6 254,4 + 153.,9
1L-4 6,2+ 27 1,76 £ 0,66 3,1+£1,5
IL-5 448 £ 1,7 3,26 + 1,73 32+ 14
IL-10 30,1 £ 15,3 14,18 £ 7,73 8,1 + 4,
1L-12 44 + 23,1 22,6 + 17,3*172 12,3 £ 8,3
1L-13 56,1 *+ 28,6 38,2+ 17,9 37,1 £ 19,3
GM-CSF 593,7 £ 257.,7 452.4 + 318,3*172 926,7 = 602,1
IFNy 918,5 £ 460,9 610,4 + 415,7 230,5 + 69,5
TNF-a 160,8 + 68,8 101,9 + 52 243,1 £+ 148.,9

Ilpumeuanus: * — paznuuue B pe3ysibTaTe MpoOBeAeHUs Tepanuu 1octoBepHo npu p < 0,05 (mpuMeHeH Kputepuii

BuiikokcoHa).

Huskuit ypoBeHb LMTOKMHOB OOEMX TIPYII
cpeny IMalMeHTOB, HE OTBEYAIOLIMX Ha JIeUYeHUE,
YAaCTUYHO OIpeaesieTcsl MNPOAOJKUTEIbHBIM
aHaMHEe30M MMMYHOCYMPECCUU, YTO MOTpedoBaIo
U3MEHEHUS TTOAXONOB K JIeueHUo. JIpyrum oobsic-
HEHUEM MOXET CIIy>KUTh IEPBUYHO HeOJIArompu-
SITHBII BapuaHT TeyeHUs1 PA B nebloTe ¢ HU3KOM
J1abopaTOpHOIl aKTMBHOCTBIO M, COOTBETCTBEHHO,
MEHBIIMMH, YeM B IpyIIle CPaBHEHUS, OObEKTUB-
HBIMU TOKa3aTeasIMU (yHKIIMOHAIbHONM HemocTa-
TOYHOCTHU, JIOKAJIbHOTO CTaTyca, HO MHEPTHBIM OT-
BETOM Ha JieueOHbIe MeporpusITUs (Tadu. 4).

CpaBHUTeNIbHAsI OLIEHKA YPOBHSI CBHIBOPO-
TOYHBIX IIPOTUBOBOCHAIUTENIBHBIX LIMTOKUHOB B
IUHAMHMKE TIPOJSMOHCTPUPOBAIa 3HAYUTEIBHO
Oosiblllee WX HAKOIUIEHWE B TpyIme OOJbHBIX C
KJIMHUKO-71a00paTOPHBIM yJIydyllleHUEM K HCTeue-
HUIO 1IeCTU MecsueB Tepanuu (tada. 5). C mpo-
JOJKUTEIbHOCTBIO TIpreMa 00J1e3HbMOAUGDULIMPY-
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IOIIETO JICUEHHUSI COXpaHsIeTCsl abCOMIOTHOE MPeod-
naganue IL-13, IL-4 B rpymnmne maudeHTOB C MO-
JIOKUTEJIbHBIM OTBETOM Ha HMMYHOCYIPECCHIO,
npu 3toM IL-4 onpenensiics B rpyrmne O0JbHBIX €
OTCYTCTBUEM OTBeTa Ha Tepanuio DMARDSs B Tou-
Ke «Heaenst 0» TOJBKO B CIAEAOBBIX KOJMYECTBAX.
Taxoii xapakrep pacrpeaeaeHus: TaKxKe MOXET SIB-
JISITBCSI CBUIETELCTBOM 3(P(PEKTUBHON (HDyHKILIMU
MPOTUBOBOCHAIUTEIbHBIX IUTOKMHOB B Tpeaeaax
LIMTOKUHOBOW CEeTU U afAeKBAaTHOCTU MPOBOANMOIO
nedyeHus (Tadu. 6).

[TponykiMst mpoBOCHATUTEIbHBIX HUTOKUHOB
u GM-CSF, kotopsle 1o psaay (GyHKIMI MHOTrUe
aBTOpPbl OOBEAMHSIOT B OAHY rpynmy [12], 3Ha-
YUTEJbHO TMpeBajuMpyeT B TpPYyIINe MNalMEHTOB C
3¢ deKTUBHBIM JeueHueM (Tada. 5). Y aTtux ma-
HUeHTOB KoHueHTpauus TNF-a mpaktuyecku He
U3MeHseTcss Ha (DOHEe Teparuu, Yero Heb3sl cKa-
3atb 0 I[FN-y, 4bgd mnpomykuusi MHOTIOKpPaTHO
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Tabauua 6
Junamuka ypoeHs Col6OPOMOYHbIX UUMOKUHOE 6 ZPYRNe NAUUCHMO8 C He3(DeKmueHoCnbio
boneznvmoduguuyupyroweii mepanuu (n = 17, M = m)

Iloka3sarenn Henensa 0 Henens 12 Henens 24
1L-2 3,3+ 1,68 6,3+ 4 174,7 £ 171,5
1L-4 0,11 £ 0,06 0,12 £ 0,04 1,25 £ 1,03
IL-5 1,56 £ 0,7 1,18 £ 0,47 1,5+0,5
IL-10 11,3£9 4,37 + 2,64 7,2 = 3,49
IL-12 2,55+ 1,12 2,63 £ 1,2 2,8 £0,83
1L-13 13,6 £ 10,9 2,1 £0,63 14,3 £ 12,09
GM-CSF 5,8 £2,28 10,9 + 6,13 553,9 + 548,18
IFNy 25,0 £ 15,84 14,9 *+ 6,38 64,2 £ 17,5
TNF-a 7,18 £ 4,3 3,8+ 1,34 187,9 + 179,7

cHIKaercs K 24 Hepene HabmomeHust. MHTepec-
HO, 4TO Ha (hoHE MpUeMa MMMYHOCYIIPECCUBHBIX
npenapaToB B rpymrmne OoibHbIX PA ¢ oTcyrcTBUEM
apdekTa TaKXKe CEeKpPEeTUPYETCsl JIOCTATOUYHbBIN
YPOBEHb IMPOBOCHATUTEIbHBIX LIMTOKMHOB, TOTIA
Kak 10 Hayaja Tepanuu B ChIBOPOTKE KPOBM OHU
MPAKTUYECKN HE OMPEACISIUCD.

IL-2, xak dakrop peryasauuu T-numdonn-
TOB, OOJIANAIOLIMI TIPSIMBIM U OINOCPEIOBAHHBIM
CTUMYJIUpYIOIIUM BiaugHueM vyepe3 [FN-y, oOHa-
PYXMBAeTCsl B KPOBU B CTaOMJIbHBIX KOHIIEHTpa-
LIMSIX HA TMPOTSDKEHWM BCEro Mepuoia JeYeHUs B
IpyIIe MAaUMEHTOB C XOPOILIMM OTBETOM Ha UMMY-
Hocynpeccuio. B cbiBOpoTKe KpoBU 00JbHBIX PA,
WMEIOIIMX MHOTOKPAaTHO IOBBIIIEHHbIC KOHIIEH-
tpauuu IFN-y, TNF-a, GM-CSF, yposensn 1L-2,
IL-13 u IL-10 3HauYuTeJIbHO TPEBbILIAT CPEIHUE
3HAUEHUS B TPYIIe MNALMEHTOB, OTBEYABILIMX Ha
tepanuio DMARDs. V nauuentoB 6e3 addekra
tepanuu IL-2 cuHTe3upyeTcsi B MUHUMAaJbHBIX KO-
JIMYECTBAX [10 JIEYEHUS, K UCXOIY ILIECTU MECSLEB
HaOJIIOCHUST €r0 YPOBEHb MOBBILIAETCS W IpaK-
TUYECKU BBIPABHMBAETCSI B TIpyIlNax, CpaBHUBAe-
MbIX 110 3¢ deKTUuBHOCTU Tepanuu. Eciu aHanu-
3UpPOBATh 3TU JAHHBIE COBMECTHO C pe3yJbTaTaMu
OLIEHKU COIEPKaHUS APYTUX MPOBOCTATUTEIbHBIX
LIUTOKMHOB, TO CTAHOBMTCS ITOHSITHBIM, UYTO IEPUOM
BpeMeHU B 24 Hemeau, KOTOpbIe OMPEIeTWIN B
HACTOSIIIEM MCCJIECI0BAHUM OTBET HA MPOBOIAMMOE
JIEYEHUE, TOCTATOUYEH ISl IPOTPECCUU AKTUBHOCTU
PEBMATOUIHOTO apTpUTa y MALMEHTOB, HE OTBEYA-
IOLIKUX Ha 00JIe3HbMOAUMULIMPYIONIYIO Teparuio,
KJIMHWYECKU, JIaDOpAaTOPHO M B ILJIAaHE HAKOILUIE-
HUSI UMMYHOJIOTUYECKUX MApKEPOB aKTUBHOCTH.

BbiBoabi

IToBblllIEeHWE KOHLEHTPALMMU  MPOBOCIIAIM-
TedbHbIX LUTOKUHOB [FN-y, TNF-a, GM-CSF
B CBIBOPOTKE KPOBM Ha (PoHE MpoBOAMMON 00-
JIe3BHbMOAU(ULIMPYIOLIEH Tepanuu y O00JbHbIX PA
B COCTOSIHUM KJIMHUYECKOW U J1abOpaTOpHOI cTa-
OUJBHOCTHU SIBJSIETCSI PAHHUM W YYBCTBUTEJIbHBIM
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rmokasaTesieM (OpMUPOBAHMS PE3UCTEHTHOCTU M
OpealecTByeT 000CTPEHUIO.

boIcTphIii U cTOMKUI 3(pdheKT Ha UMMYHOCY-
MPECCUBHYIO Tepanuio (QopMUpyercsi y OOJbHBIX
PEBMATOMIHBIM apTPUTOM CO 3HAYUTEIbHBIM IIpe-
obagaHWeM CoIepXKaHMUSl ITPOBOCTIATMTEIbHBIX
IIMTOKMHOB HaJa TPOTHMBOBOCIIAIUTEILHBIMU B
CBIBOPOTKE KpOBU. D(PPEKT He pa3BUBAETCS WU
yTpayuBaeTcsl B CPOK 10 24 Hemeab OT Havaja Jie-
YeHUS Y MallMeHTOB ¢ HU3KWUM COMEpKaHUEM TIPO-
U TIPOTUBOBOCTIATUTEIBHBIX IIUTOKUHOB C UX PaB-
HBIM COOTHOIIIEHHUEM.

l'unepnponykimsi Tpo- M TMPOTMBOBOCTIAIM-
TEJbHBIX [IMTOKMHOB B CHIBOPOTKE KPOBHU 10 Havaja
sneyeHus ¢ npeoonaganueM IFN-y, TNF-a, GM-
CSF accouuupoBaHa ¢ 0JarornpusiTHBIM MPOTHO-
30M 3(G@(EKTUBHOCTY MMMYHOCYIPECCUBHOM Te-
panuu. OmnpeneneHrne KOHILEHTPaUUU LATOKWHOB
B KPOBH JI0 Havasia JIeYeHHUsI TTO3BOJIUT OObEKTHBH -
3UpOBaTh BBHIOODP aIeKBaTHBIX TOIXOIOB M ITOBBI-
CUTh Ka4eCTBO TePATieBTUUECKOTO BO3ACHCTBUS.
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DEPENDENCE OF EFFICIENCY OF THERAPY ON A LEVEL OF CYTOKINES AT PATIENTS WITH

RHEUMATOID ARTHRITIS

Elena Vladimirovna ZONOVA, Olga Valerievna GOLOVANOVA , Julia Borisovna LEONOVA, Elena Alekseevna
LETYAGINA, Maxim Aleksandrovich KOROLEYV, Vladimir Iosifovich KONENKOV

ST Institute of Clinical and Experimental Lymphology, SB RAMS,

4, Ac. Timakov str., Novosibirsk, 630117

We examined levels of proinflammatory and anti-inflammatory cytokines (IFN-y, TNF-a, GM-CSF, IL-2,1L-4,IL-5,
1L-10, IL-12, IL-13) in serum of rheumatoid arthritis patients. Hyperproduction proinflammatory and anti-infla-
mmatory cytokines with prevalence associate with the favorable forecast immunosuppressive therapies. Definition of
concentration cytokines prior to the beginning of treatment will improve quality of early diagnostics of an aggravation

and effective selection of therapy.
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