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Cruicerue UMMYHOAOUMECKUX NOKa3amenell Ha ¢horne mepanuu peemamoudnozo apmpuma (PA) nozeonsem noayuums Hogvle OarHbie 0 Me-
XAHUZMAX NPOMUBOBOCNAAUMENbHO20 OCLICMBUS. U UMEECM 8AJCHOEe NPAKMUYECK0e 3HAUeHUe, NOCKOAbKY N036045em cyOums 0 21y0uHe 803-
delicmeus Ha UMMYHONAMOAOZUMECKUIL NPOUECC U NOIMOMY MOJICEM OUEHUBAMbCS KAK 00UH U3 KOMHOHEHIMO8 YAYHUICHUS U PEMUCCUU.
Ileav uccaedosanus — uzyuenue éausnus uneubumopa paxmopa nexposa onyxonru o (PHOa) adarumymaba (AIA) na psod karoueebix um-
MYHOM02UuecKux nokazameneti npu PA.

Mamepuaa u memoowt. B uccaedosanue exaroueno 100 nayuenmog u3 5 uccredosamenvckux ueHmpos ¢ duaenozom PA (11 myxscuun u 89
JceHwun). Y nayuenmos Habarodanack evicokasn akmusnocmy PA: ucxoono undexc DAS28 — 6,22+0,84 6anna, yposenv C-peakmuernoeo 6en-
Kka (CPB) — 37,1£34,7 me/a. Cpeduee uucao basuchvix npomugosocnarumensuwvix npenapamos (BbIIBII) ¢ anamuese, npumensguiuxcs oo-
HUM hauuenmom, cocmasuno 2, 1. 3a epems aewenus (24 ned) nayuenmot noayuaiu AJA 6 dose 40 me kaxcovie 2 Hed NOOK0NUCHO KAK 8 KOM-
ounayuu ¢ BIIBII, max u 6 monomepanuu. Onpedensiru ¢ dunamure coieopomoutvie yposhu CPE, IgM peemamoudnoeo ¢pakmopa (PD),
KOHUEHMPAyu aHmumen K YUKAUeCKoMy yumpyirunuposannomy nenmudy 2 (ALIIIT12) uzyuaasu ummynogpepmenmuoim memoodom (MDOM)
¢ nomowbio Kommepueckux naoopos Axis-Shield Diagnostics (Beauxobpumanus). Codepyucanue DHOa, unmepaetikuna (M) 6, 12, mam-
pukcrHoti memannonpomeunazvt 3 (MMP3) onpedensinu HOM (& ne/ma) ¢ ucnoavsosanuem xommepueckux Habopoe Bender MedSystems
(CIIIA) coenacto uHcmpykuusm upmol-uzeomosumens.

Pe3yavmamut uccaedosanus. Ha chpone mepanuu AJIA nabarodanoce 6vicmpoe crudicerue ypoeus CPh ¢ 34,3 do 11,3+17,2 me/a uepe3 2 ned
(p<0,001), komopulii 6 danvheliutem ¢ HeKOMOPbIMU Koaebanuamu ocmaegancs Huskum (11,9 me/n) do 24-ii nedeau uccredosanus. Habnro-
danoce docmogeproe crudxicerue ypostst PO 6 kpoeu ¢ 169,24 0o 111,97 na 24-ii nedene (p<0,001). Yepes 12 ned nocae nauana nevernus AJIA
omMmMeuanocy npakmuyecku 2-kpamuoe cHuxcenue cooepcanus MJI16 ¢ 8,87 do 4,87 ne/ma u 6 danvhetiuem, k 24-ii nedeae, — 00 4,03 ne/mn
(p>0,05). Cpeonue yposuu ALILII, U112, paxmopa pocma sHdomenus cocydoé (VEGF), MMII3 ne uzmeruauce.

Buioowt. Jlunamuxa ummynonocuveckux napamempos npu nevenuu AJJA demoncmpupyem Ovicmpoe u enybokoe Oeiicmeue uHeUuOUMoOpos
DHO« Ha paznuunble 36eHbs namoeene3a PA.
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Immunological effects of adalimumab in rheumatoid arthritis: Results of a Russian national study
D.E. Karateev', E.N. Aleksandrova’, E.L. Luchikhina’, A.A. Novikov', V.I. Mazurov’, E.I. Shmidf, N.A. Shostak’,
E.L. Nasonov'
'Research Institute of Rheumatology, Russian Academy of Medical Sciences, °N.1. Pirogov City Clinical Hospital One, Moscow Healthcare
Department, °N.1I. Pirogov Russian National Research Medical University, Ministry of Health of Russia, Moscow,
‘.. Mechnikov North-Western State Medical University, Ministry of Health of Russia, Saint Petersburg;
‘Kazan State Medical University, Ministry of Health of Russia, Kazan

A reduction in immunological parameters during therapy for rheumatoid arthritis (RA) can yield new data on the mechanisms of anti-inflam-
matory action and be of great practical importance since this allows judgment of the depth of impact on the immunological process and there-
Jfore may be regarded as one of the components of improvement and remission.

Objective: to study the effect of the tumor necrosis factor-o (TNF-a) inhibitor adalimumab (ADA) on a number of key immunological param-
eters in RA.

Subjects and methods. The study included 100 patients (11 men and 89 women) diagnosed with RA from 5 research centers. The patients were
observed to have high RA activity: at baseline, DAS2S 6.22+(0.84 scores; C-reactive protein (CRP) 37.1x34.7 mg/I. The mean number of dis-
ease-modifying antirheumatic drugs (DMARDs) used by a patient in the history was 2. 1. During 24-week treatment, the patients took ADA in
a subcutaneous dose of 40 mg every 2 weeks both alone and in combination with DMARDs. The time course of changes in the serum levels of
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CRP, IGM rheumatoid factor (RF) and in the concentration of anti-cyclic citrullinated peptide 2 (anti-CCP2) antibodies was determined by
enzyme immunoassay (EIA) using the Axis-Shield Diagnostics commercial kits (United Kingdom). The levels of TNF-a, interleukin (IL) 6,
12, matrix metalloproteinase 3 (MMP3) were measured in pg/ml by EIA using the Bender MedSystems commercial kits (USA) according to

the manufacturer’s directions.

Results. During ADA therapy, there was a rapid reduction in the level of CRP from 34.3 to 11.317.2 mg/I following 2 weeks (p<0.001), which
thereafter remained low (11.9 mg/l), with some fluctuations, until week 24 of the study. There was a significant reduction in blood RF levels
from 169.24 to 111.97 at 24 weeks (p<0.001). After 12 weeks of ADA treatment, there was virtually a two-fold decrease in IL-6 content from
8.87 to 4.87 pg/ml and later on to 4.03 pg/ml at week 24 (p>0,05). The mean levels of anti-CCP2 antibodies, IL-12, VEGF, and MMP3

remained unchanged.

Conclusion. The time course of changes in immunological parameters during ADA treatment demonstrates the rapid and deep effect of TNF-a

inhibitors on the different components of the pathogenesis of RA.

Key words: rheumatoid arthritis, immunological parameters, adalimumab, Russian national study.
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PesmarounHblii apTput (PA) — onHO 13 HanboJiee yacThiX U
TSKEJIBIX ayTOMMMYHHbBIX 3a0osieBaHuil. [dns PA xapaktepHbl
TJTyOOKME HApYIIEHUST KJIIETOYHOTO U TYyMOPAJIbHOTO UMMYHUTE-
Ta | 1], KoTopbie MposBisioTcs aktuBauueii T- u B-mumdounton
[2—4], nucbanaHCcOM CUCTEMbl UMMYHHBIX MEAMATOPOB (LIMTO-
KUHOB U 1Ip.) [5—7], nponykuueit ayroaHTUTe (aHTULUTPYJLIU -
HOBBIE aHTWUTEIa) U UMMYHHBIX KOMITIEKCOB (peBMaTOMIHBIE
dakropsr — PD) [8§—10]. CHIKeHre IMMYHOJIOTMYECKUX ITOKa-
3aresiell BBIPaXKeHHOCTH PeBMATOMIHOTO Tpoiiecca Ha (oHe Te-
panuu MMeeT MPUHUUNUATBHOE 3HaYeHNe He TOJbKO KaK Bax-
HBIIf ICTOYHMK 3HAaHMI 0 MeXaHW3Max MPOTUBOBOCTAIUTEIBbHO-
IO JEWCTBUS JICKAPCTBEHHBIX CPENCTB, HO M C IMPAKTHUECKON
TOUYKW 3PEHUsI, TIOCKOJIbKY TOBOPUT O TJTyOMHE BO3NEHCTBUS Ha
VIMMYHOTIATOJIOTMYECKUI TIPOIIECC W TTO3TOMY MOXET OIIEHU-
BaTbCs1 KaK OJIMH M3 KOMIIOHEHTOB YJIy4llleHUs1 U pemuccum [11].

B craTbe nmpuBoasTcs pe3ysibraThl POCCHiickoro MHOTOLIEH -
TPOBOT'O MCCJIEOBAHMSI T€HHO-UHXXEHEPHOTO OMOJIOTrMYECKOro
npenapara (M BIT) u3 rpynnel MHTMOUTOPOB (hakTOpa HEKPO3a
onyxomu o. (PHO«) aganumymata (AJIA) B OTHOLICHWH BITUSI-
HUST Ha PSI KITIOYEBBIX UMMYHOJIOTUIECKUX TTOKa3aTeell mpu
PA. Coob1iienne o KIMHUYECKUX pe3ysibTaTax JaHHOTO UCCIIe-
JIOBaHMSI OIyOJIMKOBaHbI paHee [12].

B uccnenoBanue BKioYaiv NaMeHTOB cTapiie 18 jet, cooT-
BETCTBYIOIINX CICAYIOIIM KPUTSPUSIM: HaTM4Ire >4 Kiaccudu-
kauuoHHbIx kputepueB PA (ACR, 1987 [13]) B reueHue, o Kpaii-
Helt Mepe, 6 Mec, HaJTMYMe Ha MOMEHT UCXOIHOTO 00CIIeIOBAHNS
nHaeKca akTuBHOCTHY 3aboneBanust DAS28 [14] >3,2 6anna, mpu-
MyXJIOCTb, 110 KpaiiHei Mepe, 6 cycTaBoB (13 66), 60J1e3HEHHOCTD,
110 KpaitHeit Mepe, 8 cyctaBoB (13 68), ypoBeHb B KpoBu CPb >1,5
mr/n wim COD >28 MM/4, HEYIOBJIETBOPUTEIbHBIN OTBET MU
HEeTIePeHOCUMOCTb MPEIbIIYIIei Teparu 6a3uCHBIMUA TIPOTUBO-
BocraauTeabHbIMU Tiperiapatamu (BITBIT) mpu HeaddekTuBHO-
cTu, 1o KpaitHeit mepe, onHoro bITBII. Kputepuu uckimoueHust
OBIJTM TUITMYHBI 151 uccaenoBannii muruonropos ®HOao. Beem
OOJIBHBIM B TIOJTHOM OObeMe A0 Hayaja Tepamuu MPOBOLMIN
CKPUHUHT Ha JIATEHTHYIO TYOepKyJIe3HYI0 NHOEKITUIO.

Marepuan u Metoabl. 100 manueHTOB U3 5 UCCIeI0BATEIb-
CKUX IIeHTPOB ¢ nuarHo3oM PA (11 myxuuH u 89 XeHIuH) ObI-
N1 BKJTIIOUYEHBI B UcclefoBaHue. Bo3pacT GONBHBIX COCTaBUIT
50,9+11,1 roma. 77 (77%) nalueHTOB ObUIM CEPOITO3UTUBHBIMU
no P®. Y nauueHtoB Habmoaanach BbICOKasi aKTUBHOCTh PA
(TIp¥ CKpMHUHTOBOM BU3uTe MHAekc DAS28 6,22+0,84 6ama,
CPBb 37,1£34,7 mr/n). Cpentee uncio BITBIT B anamHese, mpu-
MEHSIBIITUXCST OMHUM TTAlIUEHTOM, COCTaBWIIO 2,1.

IMponomxutenbHOCTh UccaenoBanusi — 24 Hen. Bo Bpe-
Ml JIeueHUs mauueHThl moaydanu AIA B no3e 40 Mr Kaxabie

M

2 Hesl MOAKOXHO Kak B komOuHaluu ¢ BITBIT, Tak u B MOHO-
Teparnuu.

CrannapTHble UMMYyHosorndeckue nokasarenu (CPb u PO)
KCCIIeAOBAIM B IMHAMUKE y BceX naiueHToB. YpoBeHb CPb kak
OCHOBHOTO JIabOpaTOPHOro ocTpoda3zoBoro nokasarens mpu PA
M3MEePSUTA KOJIMYECTBEHHO (B MI/JT) TIPY KaXkIOM BU3UTE (MCXOJI-
HO, Ha 2; 8; 12; 18 u 24-i1 Henene). YpoHu IgM, PO onpenernsiu
BO BpeMsI 3 BUBUTOB (MCXOIHO, Ha 12-i1 u 24-ii Henene). Mccre-
JIOBaHUSI IPOBOAWIIN B LIEHTPAJIbHOI JJAOOPaTOPHH, B POJIM KOTO-
poii BeicTynana HezaBucumas naboparopusi MUHButpo (Mocksa).

B onnom u3 uccnenosatenbekux HeHTpoB (PI'BY «HUP»
PAMH) y 20 maiiueHTOB, BKJIIOUYEHHBbIX B MCClEJOBaHUE, T0-
TTOJTHUTEJIBHO OIIEHWBAIM WMMYHOJOTMYECKHNE TapaMeTphl:
YPOBHM aHTUTEI K HUKINYECKOMY LIUTPYUIMHUPOBAHHOMY
nerruny (ALLLIT), uatepneiikuna (MJ1) 12, 6, MaTpUKCHOI Me-
TasutonpotenHassl 3 (MMII3) u dhakTopa pocTa SHAOTENUS CO-
cynoB (VEGF).

Bbibop mokazareseil ompenessicsi BbICOKUM 3HaYeHUEM
KaXJIOTO KaK MapKepa BBIPAXKEHHOCTH KOMITOHEHTOB UMMYHO-
BOCITAJIUTEILHOTO Mpoliecca. AHTUIIUTPYJJIMHOBBIC aHTUTEIIA, B
yactHocTy ALLLIIT, umeror BaxHeiilee 3HaYEHUE JJIsT TUATHO-
CTUKM U oLieHKHU Tspkectr PA [10, 15], ux Hajmuyue cBSI3aHO CO
CKOPOCTBIO TTPOrpPeCcCUPOBaHMsI 3PO3UBHOIO Mpoliecca B cycTa-
Bax [16, 17], ypoBerb ALLLLIT Hapsimy ¢ ypoBHeM PD MoxeT pac-
CMaTpUBaThCSI KaK MapKep BBIPAXXEHHOCTH ayTOMMMYHHOTO
npotiecca rpu PA.

NJ16 n NJ112 sBastioTCst PeACTaBUTEISIMU KJ1acca IMPOBOC-
MaJUTEIbHBIX HUTOKMHOB. WJI6 — IUIEOTPONHBIN IIUTOKUH,
KOTOPBI MHAYLIMPYET pocT U aAuddepeHIupoBKy T- u B-nmum-
oumToB Hapsiy ¢ aKTMBaIlMeil UMMYHOKOMITETEHTHBIX Kile-
TOK, CTUMYJIMPYET TIPOAYKIINIO OCTPO(a30BhIX OEJTKOB TermaTo-
uutamu [18, 19], a Takke MMeeT psa APYTrMX OMOJOTHYECKUX
3¢ dEeKTOB, B YaCTHOCTU B OTHOILIIEHUU HEHPOIHAOKPUHHOM CH-
crembl [20]. UJT12 saBasieTcs OCHOBHBIM CTUMYJISITOPOM MPOAYK-
uuu y-uHtepbepona T-numdouutamu, a TakxKe pa3BUTHUS
Thi-3aBucuMbIX ayrouMMmyHHbIX peakuuit [21]. VEGF wurpaet
BaKHYIO POJIb B ITpoOIlecce HEOAHTUOTeHe3a — BBIPaKEHHOTO PO-
cTa KanWUISIPHOM COCYIMCTOM CeTH, KOTOPBI HAOII0IaeTCs B
CMHOBHUAJBLHON 000JI0YKE CYCTaBOB M HEOOXOAMM ST (hopMM-
poBaHMsI maHHyca [22, 23|. MaTpuUKCHbIE METAJIJIONIPOTENHA3DI,
B yacTHocT MMII3, OTBEeTCTBEHHBI 3a Jerpajaluio CyCTaBHO-
TO XpsIIlia, IMOBBIIIEHNe UX YPOBHS CBSI3aHO C ITPOTPECcCHpoBa-
HUMEM CyCcTaBHOMU aecTpykuuu npu PA [24, 25], KpoMe TOro, oHu
BBITTIOJTHSIIOT PSIi IMMYHOPETYJIITOPHBIX (DYHKLIMIA [26].

Uccnemosanus ALILLIT, NJ16, 12, VEGE MMII3 npoBonu-
I B J1abopaTopuu KIMHHUYeCKOoM ummyHonorun DOI'BY
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«HUHUP» PAMH. KoHueHTpauio
ALITI2 onpenensiiu UMMYHO(DEpMEHT-
HbIM MeTotoM (MDM) ¢ moMoIIbio Kom-
Mepueckux HabopoB Axis-Shield Diag-
nostics (BenmkoOpuTaHusi) coOrIacHO
WHCTPYKUMU  (UPMBI-U3TOTOBUTEIS,
BEpXHsIsl TrpaHMLA HOpMbI (cut-off) —
5,0 EA/mi. Conepxanue ®HO«, WJI6,
12, MMP3 oueHuBaad C MOMOUIbIO
HN®M (B ir/MiT) € UCITOIB30BAHUEM KOM-
Mepyeckux HabopoB Bender MedSys-
tems (CIIIA) corimacHO WHCTPYKLUMH
(bUpPMBI-U3rOTOBUTEIS.

PesyabraThl uccieqoBaHus. YpPOB-
HeHb CPDB ObicTpo cHuxascsi Ha doHe
tepanun AJIA: yxe Ko 2-it Henene (T. e.
rnocjie 1-il MHBEKUMHU MperapaTa) OH
yMmeHblmwics ¢ 34,3+36,1 (ucxomHblit
nokasateab) mpo 11,3£17,2 wmr/mna
(p<0,001) 1 B naibHEN1IIEM C HEKOTOPBI-
MU KOJIEOAHUSMU COXPAHSICS 3HAYM-
TeJIbHO OoJiee HU3KUM 10 24-il Hemean
ucciaenoBanus (puc. 1).

Ha ¢one Tepanuu AJIA HabGmona-
JIOCh TaKXe CHUXeHue ypoBHs PD B
KpoBU: ¢ 169,24+208,16 (MCXOmMHBII TTO-
Kazaresb) g0 123,96+173,59 EJI/Mn Ha
12-ii Hemene u mo 111,97£165,82 EJI /M
Ha 24-it Hepene (p<0,001; puc. 2).

Cpennuit ypoBeHb ALILIT u3zme-
HUJICS HE3HAUYUTEJIbHO: MCXOJHO —
63,79+45,72 E[/mn, yepe3 12 Henm —
71,41+£44,92, x 24-it Henmene —
58,52+45,49, paznuuus B AUHAMUKE
CTaTUCTUYECKU He 3HauuMBbl (p>0,05).

Junnamuxka comepxanus MJI6 npen-
crapyieHa Ha puc. 3. Uepes 12 Hen nociie
Hauvajna JiedeHus AJIA HaOa0ganoch
MPaKTUIECKN 2-KPAaTHOE CHIXKEHME 3TO-
ro Tmokasarensi: ¢ 8,87%£9,37 1o
4,87+5,83 nr/mi, a K 24-ii Henene ypo-
BeHb MJI6 ymenbmmiacsa mno 4,03%5,05
nr/mi. HecMoTpsi Ha 3aMeTHOE CHIUXKeE-
HMe, TMHamMuKa ypoBHs MJI6 6puta cra-
TUCTUYECKU HEIOCTOBEPHOU u3-3a Cy-
IIECTBEHHOTO pa30poca 3HaYeHMt: 25-it
U 75- KBapTUIU COCTAaBUJIU MCXOAHO
0,8 1 12,6 ir/ma, Ha 24-it Henene — 0,1 u
7,1 nir/mi.

VYposenb MJ112 3a Bpemst Hab01€e-
HWSI JOCTOBEPHO HE MU3MEHWIICS: UCXOMI-
HO — 127,254104,30 rir/mu, Ha 12-i1 He-
nene — 130,80+70,29 nir/mMn u Ha 24-i
Henene — 140,18+81,58 nir/ma (p>0,05).
Cpenuuit yposeHb VEGF Ha mporsixe-
HWU TIepBBIX 12 Hel JIeYeHUs He M3Me-
HWICS, 3aTeM K 24-ii Henejle OH CHU-
3UJICS, HO CTATUCTUYECKU HEIOCTOBEP-
HO (ucxomHo — 153,14+132,84, 3atem
152,64+119,87 u 125,97+82,74 nr/mn
cooTBeTcTBeHHO, p>0,05). OTMeueHo



COBPEMEHHAA PEBMATONOTIWA N2'13

OPUTUWHANDHBIE WCCNEANAOBAHMKA

HEe3HAuUMUTEeIbHOE TMOBBbILIEHUE cpeaHero ypoBHsi MMII3 no
CpaBHEHUIO C UCXOAHBIM Ha 12-i u 24-ii Hexelle HAOMIOACHUS
(143,78491,14, 170,42+91,22 1 194,31+64,84 rir/MJ1 COOTBETCT-
BeHHO, p>0,05).

Oocyxnenne. B Hamem ucciaemoBaHuu Ha (hOHE Teparuu
AJIA Mbl HaOIIOJAMM BBIpAa)KEHHOE JIOCTOBEPHOE CHMXEHME
ypoBHeit CPb u P®. Xopo1io u3BectHo, 4To ypoBeHb CPB 3a-
KOHOMEpHO cHIUKaeTcsl Ha dhoHe apdekTuBHOro JeueHus PA
pasTuIHBIMU TiperiapaTamu. [lokazaHo, 4To gaxke OOBIYHbBIE He-
cTeporaHbIe TIpOTUBOBOCTIANIUTENbHBIE Tipenapatsl (HITBII, B
YAaCTHOCTU HECEJIEKTUBHbIE MHTUOUTOPHI IIMKIOOKCUTEHA3HI 2,
Takye KakK HaIpOKCEeH) MOTYT BbI3bIBaTh JOCTOBEPHOE YMEHb-
1eHue ceiBopoTouHoro ypoBHsi CPb [27]. JlocToBepHOe U 3Ha-
yuTeabHOe cHuXeHue ypoBHsi CPB Habmomanocs Bo Beex oc-
HOBHBIX KJIMHUYeckux uccienoBanusx MBI u saBisercst oxu-
JTAeMBIM pe3yJIBTaTOM, KOTOPBIN ObUT mosrydeH n HaMu. Ocoboe
BHUMaHUE ClIeayeT o0paTUTh Ha CKOPOCTh CHUIKEHUST CHIBOPO-
toyHoro ypoBHst CPb nipu neyennn AJIA: yepe3 2 Hex (T. €. T0-
ciae 1-il MHBEKUMHU) OTMEUYEHO 3-KpaTHoe ero mnaaeHue (c
34,3+36,1 no 11,3%+17,2 Mr/i1), 4TO CBUIETEILCTBYET O SIPKO BBI-
paXkeHHOM TIPOTUBOBOCTIAIUTETLHOM 3 dekTe ALIA.

CHmxeHune ypoBHsa P® Ha (oHe Tepamuu IMmapajuieIbHO C
pa3BUTHEM KJIMHMYECKOIO OTBeTa omucaHo naBHO [28—30],
npuyeM gaxe nipu Jedyenuu HITBIT [31, 32]. Ha ¢oHe Tepanuu
cuntetnyeckumu BITBIT vaie Habmona10Ch CHUKEHUE YPOB-
Hs IgM P® y 60bHBIX, OTBEYAIOIINX Ha TepaIuio, 0COOEHHO
Mpu IpUMEHEHUU coJiei 3o0si0Ta U MeToTpekcaTa [33]. B To xe
BpeMs B IBOMHOM CJICTIOM MCCJICIOBAHUN LIMKIJIOCIIOPUHA TP
PA tutpsl P® He cHMKammch, HECMOTPS Ha pa3BUTHE KIMHUYE-
ckoro addexra [34]. B 1ie10M B KOHTPOJUPYEMBIX MCCIIEI0BA-
HUSIX 9aCcTOTa 3HAYMMOT0 CHIXKeHUsT TATpoB PD Ha doHe mpu-
MmeHeHust cuHTeTnyeckux BITBIT konebanack BechbMma IIMPOKO U
cocraBuia ot 15 no 53% [35].

3Haunmoe cHIKeHue ypoBHS P®D Ha doHe Omonormueckoit
Teparuu onucaHo eie B Havyasae 90-x romoB XX B. IIpH MOIBITKAX
MPYMEHEHMST aHTUIUMMOLIMTAPHBIX MOHOKJIOHATIbHBIX aHTUTEI,
B yacTHocTH aHTU-CD4 [36]. B GobIIMHCTBE MCCIeI0BaHUIA, TTO-
CBSIIIICHHBIX aHAM3y BIMSHUS Teparmyd uHruoutopamu @HOo
Ha UMMYHOJIOTUYeCKHe TToKasaTeu npu PA, ormeuaercst 3Hauu-
TeJIbHOE CHIKeHUe YpoBHs PD [37—48]. B Halem mcciienoBaHumn
Ha done neueHus AJIA yposerb IgM P® takke 10CTOBEPHO CHU-
3uJICs 3a 24 Hep JieueHus (CM. puc.2), 3TO CHIXKEHUE ObUIO TJIaB-
HbIM U OTHOCUTEJIbHO MEUIEHHBIM (IO KOHTPACTy C ObICTPHIM
KIMHWMYECKUM OTBETOM Ha Tepanuio W OBICTPBIM CHIKEHUEM
koHueHTpauuu CPB), HO B 11€I0M COOTBETCTBYIOLIUM OO1LIEH MO-
JIOXKUATEITEHOM TMHAMUKE COCTOSTHMSI OOJTBIITMHCTBA TTAllEHTOB.

OnHo3HaYHOI MHGMOPMAIIMU O BIMSHUY Teparui CUHTETH-
yeckumu BITBIT Ha ypoBeHb aHTULUTPY/UIMHOBBIX AaHTUTEIT HET.

F. Bobbio-Pallavicini u coaBT. [49] comocTaBuiu pe3yabTaTbl
12 uccnenoBaHuit (CcyMMapHO B HUX y9acTBOBaJIO 603 GOJIbHBIX),
B KOTOPBIX CTIEIIMAILHO PACCMaTPUBAJICS BOTIPOC O BIMSIHUAU Te-
paru nHTHOUTOpaMu ®HO« Ha ypoBHU PD 11 aHTULIATPYILIN -
HOBBIX aHTUTeN Mpu PA. B 10 u3 12 3tnx uccnenoBaHuii Ha ¢o-
He Tepanuy OTMEYEHO CHIKeHue ypoBHs IgM PD,aB 7 n3 12 —
AHTULIMUTPYJUTMHOBBIX aHTUTEN, KaK MpaBWiO, y MallMeHTOB,
KJIMHUYECKM OTBETHUBIIMX Ha JiedeHWe. [IMHaMUKa CHVDKECHUSI
ObL1a paznuuHoii: Tak, H. Bacquet-Deschryver u coast. [50] Ha-
Oomonanu cHuXeHne ypoBHSI P® mpu coxpaHeHUU YpOBHS
AL, B To Bpemst kak P.N. Roland u coasr. [51] otmeTniu y
60JibHBIX PA 3akoHOMepHOE yMeHbleHue ypoBHs ALILIIT u oco-
OEHHO aHTUTEJl K MyTUPOBAHHOMY LUTPYIJTMHUPOBAHHOMY BHU-
MeHTUHY (aHTu-MLB) Ha dhoHe Tepanuu uHGIUKCUMaO0oM, MpU
9TOM cojepxkaHue aHTu-MILIB oryernvBOo KoppeaupoBaio co
CHIDKEHMEM aKTUBHOCTH Oose3Hu. s putykcumaba (PTM)
TaKXKe TT0OKa3aHO 3HaYMTEJIbHOE CHIDKEHME YpoBHei PD, a Takke
AHTULUTPYJUIMHOBBIX aHTUTEN [52, 53], XOTSI B HEKOTOPBIX UCCie-
noBaHusx [54] orcyrcTBoBano BavusHue PTM na ALILIIT. B Ha-
weM uccienoBanuu yposeHb ALILITT B tiesom Obl1 cTaOMIbLHBIM
Ha (hoHe JIeUeHMs], CTyJaeB CEPOKOHBEPCUH He HaOTI0IaoCh.

WNJI6 — 1uIei0TPONHBIA IIPOBOCIIAIMTEIbHBINA [IUTOKUH, B
He MeHblIel crereHu, yeM MHO, oTBeTCTBEHHBIN 3a aKTHUBA-
LIMIO KJIETOUHOTO M TyMOpaJibHOro uMMyHurtera rpu PA [55].
Hamue uccnenoBanue nokasaio, 4yto ypoBenb MJ16 cHukascs Ha
(one tepanuu AJIA BbIpaXKeHHO U ObICTPO (Yepe3 2 Hex mociie
HavaJla Teparuin), CTaTUCTUIeCcKas JOCTOBEPHOCTh HE JOCTUT-
HyTa B CBSI3W CO 3HAYUTETbHBIM WHIWBUIYAJTLHBIM pa3dopocom
rnokasarejieid B Hallled IpyIrie NalueHTOB, HO TEHAECHLIUS MO-
JKET CUUTAThCS BITOJIHE OTpeieieHHoM. Takast KapThHa COOTBET-
CTBYET JAHHBIM JPYTMX aBTOPOB [56, 57|, KOTOpkIe ellie Ha paH-
HMX dTanax uzydeHust ookaasl ®HOao mipu PA iponeMoHcTpu-
poBau GbIcTpoe MaaeHue ypoBHst MJI6 B CBIBOPOTKE KPOBU Y
6ompHBIX PA Ha QoHe Tepanmuu mpemapataMyd 3TOW TPYIIIIHL.
CHmkenue conepxxanus MJI16 Ha doHe Tepanuy MHIMOUTOpaMu
®HOo MOXeT UMeTh MPUHLMITAATBHOE 3HAUYCHUE, TOCKOIbKY
WNJI6 urpaer BaxxHEilIyl0 pojib HE TOJIbKO B (HOPMUPOBAHUU
BOCTIAJINTEJIBHOTO OTBETa, HO M B aKTUBAIIMU OCTEOKJIACTOB U
pa3BUTUM KOCTHOU mecTpykimu ripu PA [58].

Hamre 24-nenenpHoe nccnenoBanue AJIA ipu PA moarsep-
JIAJIO, YTO Pa3BUTHE KIMHUYECKOTo 3dekTa Ha (poHEe JIedeHUsT
9TUM TIPenapaToM COMPOBOXKIAETCS MOJTOXKUTETbHON TUHAMU-
Kol kak octpodazoBoro orBeta (CPB), Tak U ypoBHSI UMMYH-
HBIX KoMITIeKcoB (PD), a Takske orpeneleHHOM TeHAeHITNeN K
CHUXeHUIo copepxaHusi MJI6. TakuM 06Gpa3oM, U3MEHEHUS
MMMYHOJIOTUYECKUX MapaMeTpoB Tipu jedeHun AJJA nemMoHCT-
pupyioT riyookoe aeiictBue nHruouropoB ®HOo Ha pasznny-
Hble 3B€HbsI MaroreHesa PA.

1. Haconos E.JI. ®apmakoTeparnusi peBMa-
TOUHOTO aPTPUTA C MO3MIIMIA [OKA3ATE b~
HOI1 MEMILIMHBI: HOBblE PEKOMEHIALINY.
PM2K 2002;10(6): 294—301.

2. Alam A., Lambert N., Lule J. et al.
Persistence of dominant T cell clones in syn-
ovial tissues during rheumatoid arthritis.

J Immunol 1996;156:3480—345.

3. Kurokawa M., Kato T., Masuko-Hongo K.

et al. Characterisation of T cell clonotypes
that accumulated in multiple joints of

patients with rheumatoid arthritis. Ann
Rheum Dis 1999;58:546—53.

4. Silverman G., Carson D. Roles of B cells
in rheumatoid arthritis. Arthr Res Ther
2003;5(Suppl 4):S1-S6.

5. Feldmann M., Brennan EM., Maini R.N.
Role of cytokines in rheumatoid arthritis.
Ann Rev Immunol 1996;14:397—440.

6. Choy E., Panayi G. Cytokine pathways and
joint inflammation in rheumatoid arthritis.
N Engl J Med 2001;344:907—16.

43

7. Brennan F., Foey A. Cytokine regulation in
RA synovial tissue: role of T cell/macrophage
contact-dependent interactions. Arthr Res
2002; 4(Suppl 3):S177—-S182.

8. Carson D.A., Chen P.P,, Fox R.I. et al.
Rheumatoid factor and immune networks.
Ann Rev Immunol 1987;5:109—26.

9. Steiner G., Smolen J. Autoantibodies in
rheumatoid arthritis and their clinical signifi-
cance. Arthr Res 2002;4(Suppl 2):S1-S5.

10. Anexcannposa E.H., Yemepuc H.A., Ka-



COBPEMEHHAA PEBMATONOTIWA N2°13

OPUTHUHANDHEBIE

pareeB JI.E. u np. AHTUTENIa K TUKITUYECKO-
My UUTPYUIMHUPOBAHHOMY MENTULY TPU
peBMaToMIHOM apTpuTe. Tep apx
2004;12:64-8.

11. Kaparees [.E. Huzkast akTHBHOCTb U pe-
MMCCUST TIPY PEBMATOUIHOM apTPUTE: KITH-
HUYECKUE, UMMYHOJIOTHYECKUE U MOP(DOII0-
ruyecKue acnekTel. Hayu-npaxkTuy peBmaron
2009;5:4—12.

12. Kaparees JI.E., Haconos E.JI., Jlyunxu-
Ha E.JI. u 1p. DddexkTuBHOCTH U Ge3omac-
HOCTb JIEYEHUSI alaTUMyMaOboM OOJIbHBIX aK-
TUBHBIM PEBMATOUIHBIM apPTPUTOM C PE3U-
CTEHTHOCTBIO K CTAaHAAPTHON Teparnuu: pe-
3yJbTaThl POCCUIICKOTO HAIIMOHATBHOTO MC-
cinenoBanus. Tep apx 2012;84(8)22—8.

13. Arnett EC., Edworthy S.M., Bloch D.A.
et al. American Rheumatism Association
1987 revised criteria for the classification of
rheumatoid arthritis. Arthr Rheum
1988;31(3):315-24.

14. KnuHunueckue pekoMeHaauu. PeBmaro-
norus. [Ton pen. E.JI. Haconosa. M.:
I'BOTAP-Menna, 2010;752 c.

15. Schellekens G.A., Visser H., de Jong B.A.
et al. The diagnostic properties of rheumatoid
arthritis antibodies recognizing a cyclic citrul-
linated peptide. Arthr Rheum
2000;43:155—63.

16. Forslind K., Ahlmen M., Eberhardt K.,
Hafstrom I., Svensson B; BARFOT Study
Group. Prediction of radiological outcome in
early rheumatoid arthritis in clinical practice:
role of antibodies to citrullinated peptides
(anti-CCP). Ann Rheum Dis
2004;63:1090-5.

17. TyceBa U.A., lemunosa H.B.,

Jlyunxuna E.JI. u np. UMMyHOreHeTnueckue
¥ IMMYHOJIOTYECKIE MapKephl paHHETO
PEBMATOMIHOTO apTpuUTa (Pe3yIbTaThl Tep-
BOTO 2Tara MCCle0BaHMii [0 Mporpamme
PAIUKAJT). Hayu-nipakTud peBMaTos
2008;6:17—26.

18. Nishimoto N., Kishimoto T., Yoshizaki K.
Anti-interleukin 6 receptor antibody treat-
ment in rheumatic disease. Ann Rheum Dis
2000;59 (Suppl 1):i21-7.

19. Haconos E.JI., Kapatees [I.E. ITepcriek-
TUBBI TPUMEHEHUSI MOHOKJIOHAJTbHBIX aHTHU-
Ten K B-nmumdonnram (putykcumab) npu
peBMaTouaHoM apTpute. KinuH (apmakon
Tep 2006;1:55—8.

20. IMoroxesa E.1O., Kaparees A.E., Kapa-
teeB JI.E. u 1p. BausitHue meatoHrMHaA Ha
KJIMHUYECKNE U SHIOKPUHHBIE TIOKAa3aTe/ N
TpU paHHEM peBMaTouIHOM apTpute. Hayu-
npaktuyd pesMaton 2008;5:26—31.

21. Paunovic V., Carroll H.P,,

Vandenbroeck K., M. Gadina. Crossed sig-
nals: the role of interleukin (IL)-12, -17, -23
and -27 in autoimmunity. Rheumatology
2008;47:771—6.

22. Paleolog E.M. Angiogenesis: a critical
process in the pathogenesis of RA — a role for
VEGF? Brit J Rheum1996;35:917-20.

23. Kaparees /[I.E. AHruoreHes rpu pesma-
TounHoM aptpute. BecthH PAMH

2003;7:47-51.

24. Green M.J., Gough A.K., Devlin J. et al.
Serum MMP-3 and MMP-1 and progression
of joint damage in early rheumatoid arthritis.
Rheumatology (Oxford) 2003;42:83—8.

25. Cunnane G., Fitzgerald O., Beeton C.

et al. Early joint erosions and serum levels of
matrix metalloproteinase 1, matrix metallo-
proteinase 3, and tissue inhibitor of metallo-
proteinases 1 in rheumatoid arthritis. Arthr
Rheum 2001;44:2263—74.

26. Moses M.A. The Regulation of neovas-
cularization by matrix metalloproteinases
and their inhibitors. Stem Cells
1997;15:180-9.

27. Tarp S., Bartels E.M., Bliddal H. et al.
Effect of nonsteroidal antiinflammatory drugs
on the C-reactive protein level in rheumatoid
arthritis: a meta-analysis of randomized con-
trolled trials. Arthr Rheum 2012;64:3511-21.
28. Lorber A., Simon T., Leeb J. et al.
Chrysotherapy. Suppression of immunoglob-
ulin synthesis. Arthr Rheum
1978;21(7):85-91.

29. PeBmatounnstit aptpurt. [lon pen. B.A.
Haconosoii u B. Jlaitne. M.: Meauuuna,
1983;240 c.

30. Haconosa B.A., Acranenko M.T. Kiu-
HMYeckasi peBMaroorusi: PykoBoactso ajist
Bpaueii. M.: MeauiinHa, 1989;592 c.

31. Cush J.J., Jasin H.E., Johnson R.,
Lipsky P.E. Relationship between clinical
efficacy and laboratory correlates of inflam-
matory and immunologic activity in rheuma-
toid arthritis patients treated with nons-
teroidal antiinflammatory drugs. Arthr
Rheum 1990;33(5):623—33.

32. Goodwin J.S., Ceuppens J.L.,

Rodriguez M.A. Administration of nons-
teroidal anti-inflammatory agents in patients
with rheumatoid arthritis. Effects on indexes of
cellular immune status and serum rheumatoid
factor levels. JAMA 1983;250(18):2485—8.

33. Olsen N.J., Teal G.P,, Brooks R.H. IgM-
rheumatoid factor and responses to second-
line drugs in rheumatoid arthritis. Agents
Actions. 1991;34:169—71.

34. Dougados M., Awada H., Amor B.
Cyclosporin in rheumatoid arthritis: a double
blind, placebo controlled study in 52 patients.
Ann Rheum Dis 1988;47(2):127—33.

35. Furst D.E. Rational use of disease-modi-
fying antirheumatic drugs. Drugs
1990;39(1):19-37.

36. Horneff G., Burmester G.R.,

Emmrich E, Kalden J.R. Treatment of
rheumatoid arthritis with an anti-CD4
monoclonal antibody. Arthr Rheum
1991;34(2):129—40.

37. Bobbio-Pallavicini E, Alpini C., Caporali R.
et al. Autoantibody profile in rheumatoid
arthritis during long-term infliximab treat-
ment. Arthr Res Ther 2004;6:R264—72.

38. Nissinen R., Leirisalo-Repo M.,
Peltomaa R. et al. Autoantibody profile in
rheumatoid arthritis during long-term inflix-
imab treatment. Ann Rheum Dis

44y

MCCNEANAOBAHMKA

2004;3:681-7.

39. Alessandri C., Bombardieri M., Papa N.
et al. Cytokine and chemokine receptor pro-
file of peripheral blood mononuclear cells
during treatment with infliximab in patients
with active rheumatoid arthritis. Ann Rheum
Dis 2004;63:1218-21.

40. Caramaschi P., Biasi D., Tonolli E. et al.
Antibodies against cyclic citrullinated pep-
tides in patients affected by rheumatoid
arthritis before and after infliximab treatment.
Rheum Int 2005;26:58—62.

41. De Rycke L., Verhelst X., Kruithof E.

et al. Rheumatoid factor, but not anti-cyclic
citrullinated peptide antibodies, is modulated
by infliximab treatment in rheumatoid arthri-
tis. Ann Rheum Dis 2005;64:299—302.

42. Yazdani-Biuki B., Stadlmaier E.,
Mulabecirovic A. et al. Blockade of tumour
necrosis factor (alpha) significantly alters the
serum level of IgG- and IgA-rheumatoid fac-
tor in patients with rheumatoid arthritis. Ann
Rheum Dis 2005;64:1224—6.

43. Braun-Moscovici Y., Markovits D.,
Zinder O. et al. Anti-cyclic citrullinated pro-
tein antibodies as a predictor of response to
anti-tumor necrosis factor-alpha therapy in
patients with rheumatoid arthritis.

J Rheum 2006;33:497—500.

44. Chen H.A., Lin K.C., Chen C.H. et al.
The effect of etanercept on anti-cyclic citrul-
linated peptide antibodies and rheumatoid
factor in patients with rheumatoid arthritis.
Ann Rheum Dis 2006;65:35—9.

45. Atzeni E, Sarzi-Puttini P, Dell' Acqua D.
et al. Adalimumab clinical efficacy is associ-
ated with rheumatoid factor and anti-cyclic
citrullinated peptide antibody titer reduction:
a one-year prospective study. Arthr Res Ther
2006;8:R3.

46. Ahmed M.M., Mubashir E., Wolf R.E. et al.
Impact of treatment with infliximab on anti-
cyclic citrullinated peptide antibody and
rheumatoid factor in patients with rheuma-
toid arthritis. South Med J 2006;99:1209—15.
47. Bobbio-Pallavicini E., Caporali R.,
Alpini C. et al. High IgA rheumatoid factor
levels are associated with poor clinical
response to tumour necrosis factor alpha
inhibitors in rheumatoid arthritis. Ann
Rheum Dis 2007;66:302—7

48. Vis M, Bos WH, Wolbink G, et al.
IgM-rheumatoid factor, anti-cyclic citrulli-
nated peptide, and anti-citrullinated human
fibrinogen antibodies decrease during treat-
ment with the tumor necrosis factor blocker
infliximab in patients with rheumatoid arthri-
tis. J Rheum 2008;35:425—8.

49. Bobbio-Pallavicini E., Caporali R.,
Bugatti S., Montecucco C. What Can We
Learn from Treatment-Induced Changes in
Rheumatoid Factor and Anti-Citrullinated
Peptide Antibodies? J Rheum
2008;35(10):1903—6.

50. Bacquet-Deschryver H., Jouen F,,
Quillard M. et al. Impact of three anti-
TNFalpha biologics on existing and emergent



COBPEMEHHAA PEBMATONOTIWA N2'13

OPUTUWHANDHBIE WCCNEANAOBAHMKA

autoimmunity in rheumatoid arthritis and
spondylarthropathy patients. J Clin Immunol
2008;28(5):445-55.

51. Roland P.N., Mignot S.G., Bruns A. et al.
Antibodies to mutated citrullinated vimentin
for diagnosing rheumatoid arthritis in anti-
CCP-negative patients and for monitoring
infliximab therapy. Antibodies to mutated
citrullinated vimentin for diagnosing rheuma-
toid arthritis in anti-CCP-negative patients
and for monitoring infliximab therapy.

Arthr Res Ther 2008;10(6):R142.

52. Onno Teng Y.K., Nivine Levarht E.W.,
Mojtaba Hashem et al.
Immunohistochemical Analysis as a Means to
Predict Responsiveness to Rituximab
Treatment. Arthr Rheum
2007;56(12):3909—18.

53. McGonagle D., Tan A.L., Madden J.
Rituximab use in everyday clinical practice
as a first-line biologic therapy for the treat-
ment of DMARD-resistant rheumatoid
arthritis. Rheumatology (Oxford) 2008;
47(6):865—7.

54. Toubi E., Kessel A., Slobodin G. et al.
Changes in macrophage function after ritux-
imab treatment in patients with rheumatoid

arthritis. Ann Rheum Dis 2007;66(6):818—20.

55. Nawata Y., Eugui E.M., Lee S.W.,
Allison AC. IL-6 is the principal factor pro-
duced by synovia of patients with rheumatoid
arthritis that induces B-lymphocytes to
secrete immunoglobulins. Ann N 'Y Acad Sci
1989;557:230-8.

56. Ohshima S., Saeki Y., Mima T. et al.
Long-term follow-up of the changes in circu-

lating cytokines, soluble cytokine receptors,
and white blood cell subset counts in patients
with rheumatoid arthritis (RA) after mono-
clonal anti-TNF alpha antibody therapy.

J Clin Immunol 1999;19:305—13.

57. Barrera P., Joosten L.A.,

den Broeder A.A. et al. Effects of treatment
with a fully human anti-tumour necrosis fac-
tor alpha monoclonal antibody on the local
and systemic homeostasis of interleukin 1 and
TNFalpha in patients with rheumatoid arthri-
tis. Ann Rheum Dis 2001;60:660—9.

58. Musacchio E., Valvason C., Botsios C.

et al. The tumor necrosis factor-{alpha}-
blocking agent infliximab inhibits interleukin
Ibeta (IL-1beta) and IL-6 gene expression in
human osteoblastic cells. ] Rheum
2009;36:1575-9.

Hcnonb30BaHWe METOTPEKCATA B NEYEGHUM
ncopua3a W NCOPHATHYECKOIO apTpuTa

T.B. Koporaesa', E.JI. Haconos', B.A. Mo.ioukoB*
'QIBY «<HUUP» PAMH, "MOHHUKH um. M.D. Bradumupckoeo, Mockea

Ileawb uccaedosanus — ananu3z pesyasbmamog npumenenus memompexcama (MT) 6 aeuenuu ncopuasza u ncopuamuueckozo apmpuma (IlcA).
Pesyavmamol uccaedosanus. Paccmompenwvi mexanusm deticmeus MT, ucmopuueckue acheKmol npumMeHeHus NPenapama 6 AeveHuu nco-
puasa u [lcA, dannvie Kaunuveckux uccaedosanuil s¢pgdexmusnocmu u bezonacnocmu npenapama. Ilokazana evicokas yacmoma no6ou-
HbIX peakyuil npu nposedenuu mepanuu MT, umo mpeGyem 6blNOAHEHUS MEPONPUSMUL, HANPABACHHbIX HA NPOPUAAKMUKY U AeHeHUe
HedNCeNamenbHbiX s18AeHUl.

Yemanoesaeno, umo MT uacmo ucnoavzyemes 6 pasvlx KOMOUHAUUSX, 8 MOM YucAe ¢ Opyeumu 6A3UCHBIMU NPOMUBOBOCHANUMEAbHbIMU Npe-
napamamu (cyavbgacanrasut), npeoHU3010HOM U OUONOUMECKUMU NPenapamamil, MaKumy KaK uHeubumopsl pakmopa HeKkpo3a onyxoau.
B coomeemcmeuu ¢ Esponeiickumu pexomendayuamu S3 no cucmemuomy aeweruro ncopuaza MT (15—22,5 me 6 nedenro) caredyem pekomen-
dosamb UCx005 U3 pe3yabmamos paHOOMU3UPOBAHHbIX KAUHUMECKUX UCCAe008AHUL U 00WUPHORO KAUHUMECKO2O ONbIMA NPUMEHEHUS 51020
npenapama. C y4emom Co8peMeHHbIX NPeOCmasAeHuil NOKA3aHus K UMMYHocynpeccusHoil mepanuu npu IIcA moeym 0bimo pacuiupens: —
ee credyem HauuHamy 6 pamHell cmaduu 3a001e8aHUs, 0COOCHHO NpU MANCEAbIX POPMAX, 00 NOS8ACHUS 0eCMPYKMUBHbIX USMEHEHUI 8 KO-
CIMHO-CYCMAGHOM annapame.

3axarouenue. MT s6arsemcs d¢hpekmusHbIM AeKapcmeeHHbIM cpedcmeom 045 aevenus ncopuasa u llIcA. On pekomeHdosan K npumene-
HUIW npu nepugepurecKkom apmpume cpedHell U msaxiceaoli cmeneHu (cmenensv dokazamenvHocmu B) u nopascenusx Koocu (cmenens
dokazamenvrocmu A).

Karouesnie caosa: ncopuas, ncopuamueckuii apmpum, memompexcam, goauegas Kucioma, 6a3ucHas mepanus, Gakmop HeKpo3a onyxo-
au, 6e3onacHocms Memompexcamd.
Konumaxmot: Kopomaesa Tamesauna Bukmoposna tatianakorotaeva @gmail.com

Use of methotrexate in the treatment of psoriasis and psoriatic arthritis
T.V. Korotaeva', E.L. Nasonov', V.A. Molochkov’
'Research Institute of Rheumatology, Russian Academy of Medical Sciences, Moscow, M. V. Viadimirsky Moscow Regional Research
Clinical Institute, Moscow

Objective: To analyze the results of using methotrexate (MT) in the treatment of psoriasis and psoriatic arthritis (PsA).

Results. The mechanism of action of M T, the historical aspects of its use in the treatment of psoriasis and PsA, and the data of clinical trials of
the efficacy and safety of the drug are considered. MT therapy is shown to cause a high rate of adverse reactions, which requires measures to
prevent and treat adverse events.

MT has been found to be frequently used in different combinations, including with other disease-modifying antirheumatic drugs (sulfasalazine),
prednisolone, and biological agents, such as tumor necrosis factor inhibitors. In accordance with the European S3-guidelines S3 on the systemic
treatment of psoriasis, MT (15-22.5 mg weekly) should be recommended from the results of randomized clinical trials and the extensive clinical
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