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B mepanuu peemamoudnoco apmpuma (PA) 6 kauecmee nepeoeo cunmemu4ecko2o 6a3ucH020 NPOMUEOBOCNANUMENbHO20 NPenapama Ucnolb-
3yiom memompexcam uau aegaynomud. C 2011 e. 6 Poccuiickoii Dedepayuu 3apecucmpuposan u ycneuno npumensiemcs aegpaynomud (JIED)*,
Ileav nacmoswe2o HabadamenvHo2o uccaedo8anus — oyeHums dggexmuernocms u nepeHocumocmo JIED* ¢ 006140l KAuHUMECKOU NPAK -
muke npu PA.

Mamepuaa u memooot. B uccredosanue gounu nayuenmsl, coomgemcmeyloujue Kaaccupuxayuonnsim kpumepusam PA 1987 e. ¢ pazauunoii
daumenvHocmoio 3aboneéanus. Habarodenue nayuenmos npoeodunroce 6 33 neuebnvix yupexcoenusx Poccuu ¢ mapma 2013 e. no okmsabps
2014 e. Pandomusuposaro 235 nayuenmos, cmamucmuueckoii oopabomke nooseperymei dantsie 196 nayuenmos. Cpeduuii éo3pacm nayu-
enmog cocmaesun 52,4+ 11,8 eoda, cpedusn daumenvHocms 6oaesnu — 75,4+69, 1 mec. Axmugnocms 3ab6onesanus no DAS28 — 5,5+ 1,2, no
CDAI — 35,1%14,3. YV 105 nauyuenmos 6vina 1 penmeenonrocuueckas cmadus 6onesnu, y 57 — I11. 80,1% nayuenmoes 6biau no3umuseHol no
DPeeMamoudHomMy paKkmopy u aHmumenam K YUKAUUecKkomy yumpyitunuposannomy nenmudy. Coeaacho uncmpyKuyuu no npumeretuio, J1IE®
HazHauaau é doze 100 me/cym 6 nepgvie 3 0us, 3amem no 20 me/cym. Ilpu 6o3nuxnoseruu Hebnrazonpusmuwix peaxyuii (HP) 6bi10 pexomen-
dosaro cHudIcenue cymounoli 003l npenapama 0o 10 me. Boavhvie npoxoduau obcaredosanue 0o HazHawenus npenapama, a makaice nocae 1,
3 u 6 mec aeuenus. Ilpu euzumax k epauy oyenuganu yucao 6oaesnennvix cycmagos (45C), uucao npunyxuux cycmasos (411C), evipasicen-
HOCmb 604U NO 8U3YAALHOU aHanoeosoli wikane (BAIIl), nposoduru nabopamoproe odcaedosanue: kaunuveckuii anaius kposu, CO3 u ypo-
eenv CPb. Onpedensiau akmusnocms PA no unoexcy DAS28 u CDAI, peeucmpuposaru HP.

Pesyavmamot. 3a 6 mec mepanuu cpeonee 4IIC cruzunoce ¢ 10,9 do 7,5, a 4bC — ¢ 12,3 do 8,9; unmencuenocms 60au no BAIIl ymenvuiu-
aace 6 cpedrem ¢ 64,1 do 39,3 mm; COD — ¢ 37,04 0o 23,6 mm/u, yposens CPE — ¢ 27,8 do 12,35 me/a. K 6-my mecsauy mepanuu nuzkas u
ymepennas akmuenocms PA no DAS28 ommeuena ¢ 70,9% cayuaes, no CDAI — 6 61,2%. B xo0e uccaedosanus He gbisigneHo cepvesnvix HP.
Sararouenue. [lonyuennvie pesynbmamsi ceUICMENbCMBYHOM 0 XOpouleil KAuHu4eckoi 3gpexmuerocmu u nepernocumocmu JIED.
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Methotrexate or leflunomide is used as a first-line synthetic disease-modifying anti-rheumatic drug in the therapy of rheumatoid arthritis (RA).
In 2011, the Russian Federation registered and since it has been successfully using leflunomide**.

Objective: to evaluate the efficacy and tolerability of leflunomide™®* used to treat RA in routine clinical practice.

Subjects and methods. The investigation enrolled patients with varying duration of RA that met the 1987 classification criteria. The patients
were followed up in 33 healthcare facilities of Russia from March 2013 to October 2014. A total of 235 patients were randomized; the data of
196 patients were statistically processed. The mean age of the patients was 52.4%11.8 years; the mean duration of the disease was 75.4+69. 1
months. The disease activity estimated by DAS28 and CDAI were 5.5+1.2 and 35. 1% 14.3 scores, respectively. 105 and 57 patients had X-ray
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Stages 11 and 111 disease, respectively. 80.1% of the patients were positive for rheumatoid factor and anti-cyclic citrullinated peptide antibod-
ies. According to the instruction of its use, leflunomide was administered in a dose of 100 mg/day during the first 3 days and then in that of
20 mg/day. When adverse reactions (ARs) occurred, it was recommended that the daily dose of the drug was decreased to 10 mg. The patients
were examined before and 1, 3, and 6 months after treatment. The investigators measured the number of tender joints (NTJ) and that of swollen
Jjoints (NSJ), and visual analog scale (VAS) pain intensity, performed a laboratory examination involving clinical blood test, erythrocyte sedi-
mentation rate (ESR), and C-reactive protein (CRP), in patients during their visits to physicians. The disease activity was assessed with DAS28
and CDAI and ARs were recorded.

Results. Six-month therapy reduced the mean NSJ from 10.9to 7.5%, NTJ from 12.3to 8.9, VAS pain intensity from 64.1 to 39.3 mm, on aver-
age, ESR from 37.04 to 23.6 mm/hr, and CRP from 27.8 to 12.35 mg/I. By 6 months of therapy, low and moderate RA activities estimated by

DAS28 were noted in 70.9% of cases and those by CDAI in 61.2%. No serious ARs were detected during the study.
Conclusion. The findings suggest that leflunomide shows a good clinical efficacy and tolerability.

Key words: rheumatoid arthritis; leflunomide.
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OnTumMu3aums Tepanuu peBMaTouaHoro aptputa (PA)
MpUBea K CylIeCTBEHHOMY YIYYIIEeHUIO €ro UCXOA0B U MO3-
BOJISIET TOOUTHCSI HE TOJBbKO CHUXKEHUSI aKTUBHOCTHU 00Jie3-
HU, HO U PEMUCCUM, OCOOEHHO B paHHUX cTaausx [1]. Hec-
MOTpsI Ha BHEAPEHUE B CXEMBI JiedueHUsT PA TeHHO-UHXeHep-
HBIX OMOJIOTUYECKUX TpeTrapaToB, OCHOBOW JIEYEHUST OCTa-
0TCs 0Oa3ucHBIe MPOTUBOBOCMAIUTEIbHBIE TIpenapaTsl
(BITIBIT) — meTtoTtpekcar (MT) B onTUMaabHO BBICOKHUX TIe-
peHocuMbix go3ax (20—30 wmr/Hen) aubo JedayHOMUI
(JIED) nim ux kom6uHanus [2]. Pe3yibraTbl MHOTOYUCIIEH-
HBIX PAaHIOMU3UPOBAHHBIX KIMHUIECKUX UCCIIEIOBAHWH TT0-
Kaszaju, 9TO 9TH TpernapaTbl COMOCTaBUMBI TT0 3G PEeKTUBHO-
ctu 1 nepeHocumoctu |3, 4]. [IpoBenenHble B Poccum MHO-
TOLIEHTPOBBIE MCCIenoBaHUs opurnHaapHoro JIE® cBume-
TeJbCTBYIOT O €ro 3(hEeKTUBHOCTU MPU Pa3TUYHbBIX CTAAUSIX
PA B ycioBUsSIX MOBCEIHEBHOW KIMHUYECKOUW IMPAKTHKU, a
npeaBapuTeSbHbIe pe3yabTaThl POcCUiicKOro MHOTOIIEHTPO-
Boro HabmonaTenbHOro ucciaenoBanus JIED (BJIADPA) — o
CPaBHUMON C OPUTUHATBHBIM TIpernapatoM 3¢dGheKTUBHOCTU
U 6e3omacHocTu [5—8].

Ienb uccienoBaHusi — OLEHUTh 3 (GEKTUBHOCTD U TIEPEHO-
cumocthb JIED (DJIADPA) B pyTMHHOI KITMHUYECKOM TTPAKTUKE
Ha OCHOBaHWU MHOTOLIEHTPOBOT'O MOJYTOI0BOTO HAOIIOCHUSI.

Marepuan u Mmetoapl. B xone uccienoBaHus ObLIO paHI0-
MM3UPOBAHO 235 00JIbHBIX, COOTBETCTBYIOIINX KJIacCU(UKaLIM-
OHHBIM KpuTepusim PA 1987 1. ¢ pa3ninyHOM AJIMTEIbHOCTbIO 3a-
0oJieBaHUS, CPeay KOTOPBIX ObIIO 36 My>XUuH U 199 KeHIIWH
(monynsuus 6ezonacHoctu, SP). [Monynsauuio abdbekTuBHOCTH
(ITT, GonbHBIE C MHTEPIPETUPYEMBIMUA AAHHBIMU O OCHOB-
HBIM TTOKa3aTensM 3G (GeKTUBHOCTA Ha HAYAIO UCCIeI0BAHNS)
cocraBwiu 196 nauueHToB (166 xeHuH 1 30 MyXX4uH), Y KO-
TOPBIX ObUTU COBJIOAEHBI YCIOBUSI MPOTOKOJIA UCCIEA0BAHUSI.

CoryacHO MHCTPYKIIUU 110 mpuMeHeHuto, JIED HazHavamm
B miepBbie 3 aHs mo 100 mr/cyt, 3atem o 20 mr/cyt. I1pu Bo3-
HUKHOBEHUU HeOIaronpusaTHeIX peakiuii (HP) 6b110 pekomeH-
JIOBAHO CHIKeHUE CyTOuHOU n03bl 10 10 M. BonbHBIX 06CIeno-
BaJIM IO Ha3HAYeHMs Tpernapara, a Takxke mocie 1, 3, 6 mec je-
yeHus. [Ipu Bu3NUTe K Bpauy OLEHMBAIU YMCIO OOJIE3HEHHBIX
(YBC), nmpunyxiux (UI1C) cycraBoB, BbIpa)keHHOCTb 00JIU IO
BU3YyaJbHOI aHajoroBoii mkaue (BALL, mm), mpoBoauiu j1a6o-
paTopHOe o0OcienoBaHNe: KIMHUYECKUI aHaIN3 KPOBU, OTpe-
nenenne COD u yposHs1 CPB. OuenuBanu aktuBHocTh PA 1m0
nHaekcam DAS28, CDAI, perucrpupoBanu HP.

CpenHuii Bo3pacT naunueHToB coctaBwi 52,4+11,8 ropa,
CPEIHSISI IUTUTETbHOCTD Gosie3Hn — 75,4+£69,1 Mec. AKTUBHOCTh
3aboneBaHuss mo DAS28 — 5,5+1,2, mo CDAI — 35,1%+14,3.
VY 105 manmenToB 6bina I pentrenono-

Tab6uua 1. Hunamura nokasameneil 60cnatumensHol aKmMuUHOCY rmveckas cramust PA. y 57 — 11 80.1%
3a 6 mec mepanuu (Mx£6; n=196)
NALUEHTOB ObUIM [TO3UTUBHBI 110 PEBMa-
IToka3arenn o nevenust Yepes 6 mec eyeHnst ToUgHOMY (aKTOPy ¥ aHTUTEIAM K LIMK-
YIIC u3 28 10,99+7,02 7,56+7,49 JIICCKOMY — LUMTDYJUTMHMPOBAHHOMY
nentuay. /1o BKIIOYEHMST B WCCIIENOBa-
YbC u3 28 12,3%6,59 8,98+7,12 HMe nauueHTsl nonyyanu bIIBIT: MT —
77%, cynwdacanasun — 30,6%, opuru-
VYTIpeHHsIs1 CKOBAHHOCTb, MUH 58,57+93,36 32,94+56,38 HatbHbli JTED® — 22%, aMUHOXMHOMM-
T 64,15421,37 30,35+24,79 HOBBbIe npenapathl — 13,3%, a Takke He-
CTEPOUIHBIE TPOTUBOBOCIAIATELHBIE
DAS28 5,35+1,18 4,03%1,21 npeniapathl — 41,8% ¥ TIIIOKOKOPTUKOM -
. . 1l — 30,6%. HecMoTpst Ha TpoOBOAMMOE
I, W22 o 127,99,95 JieyeHHre, BBICOKAs aKTUBHOCTb IIO
COB (110 TManyeHKo), Mm/4 37,04+15,65 23,59+13,65 DAS28 coxpansinack y 66,3% naunen-
TOB, ymepeHHas — y 31,1%.
CPb 27,81+25,73 12,35£15,82 CTaTUCTUYECKYIO 00pabOTKY JaH-
HBIX OCYLIECTBJISUTA C UCIIOJNB30BAHUEM
PD 144,34+144,97 79,74+109,7 -

CTAHJAPTHLIX METOMOB OINKMCATENLHON
CTaTUCTUKU C TPUMEHEHNEM [TAKETa CTa-
TUCTUUYECKOI 00paboTku Statistica 6.0.

Ilpumenanue. Paznuuusi MeX/1y MoKasaTesISIMU JI0 JICUEHUs U Yyepe3 6 Mec Teparuu T0CTOBePHbBI
(p<0,0001).
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Puc. 1. Jlunamurxa akmusnocmu PA no DAS28
nocae 6 mec mepanuu

Puc. 2. lunamurxa akmuernocmu PA no CDAI
nocae 6 mec mepanuu

Pesynsrarel. 3a 6 mec Tepanun JIED Tabauua 2. Axmuenocmov PA no DAS28 u CDAI k momenmy
Y9IIC ymenpumnocs ¢ 10,9 o 7,5, YbC 3aéepuienus uccaedo6anus
— ¢ 12,3 10 8,9, uHTEeHCUBHOCTb 60JIU IO J—— DAS28 CDAI
BALI — ¢ 64,1 no 39,3 mm. Jlabopatop- 1-ii Bu3UT 4-ii BUUT 1-ii BU3UT 4-ii BU3UT
HBbIE TMOKa3aTelu, OTpaXkaroline aKTUB-
HOCTb BOCIIAJIUTE/ILHOTO TIPOLIECCa, TOXE Pemnccns 0 190,7) 0 0
IIPETEPIIC/IN 3HAYUTEIbHbIEC U3MCHECHU A Huszkas 5(2.,5) 43 (21,9) 6 (3,1) 26 (13,3)
COD cHusunach B cpeaHem ¢ 37,04 no
23,6 MmM/4, ypoBenb CPB — ¢ 27,8 no YmepeHHast 61 (31,1) 96 (49,0) 30 (15,3) 94 (47,9)
123%2)%2;{2?}36}];;;;) repariu JIED Bricokast 130 (66,3) 39 (19,9) 160 (81,6) 76 (38,8)
MOATBEPXIAETCA TUHAMUKON MHIEKCOB Ilpumeuanue. B ckoOkax — 1okasarejiv B POLEHTAaX.
aKTUBHOCTH (puc. 1, 2).

Kaxk cnepyer u3 tabda. 2, peMuccust
o DAS28 nocturnyray 19 (9,7%) nauu- 70
eHToB. K KOHIly HaOmoeHUsT HU3Kas 1
yMepeHHas akTuBHOCTH PA 1o DAS28 60
saperucrpuponana y 139 (70,9%) nmauu-
eHnroB, o CDAI — y 120 (61,2%), uro 50
CBUIETETbCTBYIOT O XOPOLIEH KIMHUYE-
ckoit addextuHOCTH JIED (puc. 3). 40 B Pemuccus

BaxHoii 3anaveit uccienoBaHus Obl- " Huszxas
Jla olleHKa 0e30rmacHOCTH Tipemnapara. B 30 Yuepennas
xone uccnenoBanus HP 3adpukcupoBans

B Buicokas
B OCHOBHOM BO BpeMsl 3—4-To BU3UTA U 20
OBbUIM XapaKTEepPHBI IS OPUTMHATBHOTO
rpernapara: TMOBBIIIEHNE apTepUaTbHOTO
10
naBjieHust otMedeHo y 9 (3,8%) mauueH-
TOB, BblMageHue Bojgoc — y 8 (3,4%),
nucniericust — y 7 (3%), moBbllieHUE 0
Mo nevenus [locae neuenus

YPOBHSI MEUEHOYHBIX (PepMEHTOB — y 6

(2,6%), romoBHas 6onb — y 4 (1,7%),
kpanuBHuia — y 2 (0,9%), neiikoneHust
— vy 2 (0,9%). Tlpenapar ObLT OTMEHEH
toibko y 11 (4,7%) nauueHToB: B | ciyyae — U3-3a OTCYTCTBUS
addekTa, B octanbHbIX — 3-3a HP. Bce HP nmenu nerkyto wim
CPEIHION0 CTeTIeHb BhIPAXKEHHOCTH.

CpenHsis JUTMTeIbHOCTh HaOTI0NeHHsI 32 OOJTbHBIMM COCTa-
Bwia 177 nueit (95% AN: 170—183 nus), uiam okoso 112 manm-
€HTOB-JIET HaOMoAeHUs, T. €. B cpenHeM 1 HP mpoucxoaut 3a
2,1 manMeHTOB-JIET, YTO HE MPEBBIIIAET aHAJOTMYHbBIN TOKA3a-
TeJb IJIs1 OPUIMHAIBHOIO Mperapara U MOXKET CUMTAThCs HU3-
Koii yactoroii pazsutust HP.
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Puc. 3. Junamurxa akmuernocmu PA no DAS28 nocae 6 mec mepanuu (% 6oavHbix)

3akmouenne. Kak mokaszano Poccuiickoe HaGmomateabHOe
MHoroueHTpoBoe uccienobanue JIED (BJIADPA), na ¢oxe mosy-
rO/IOBOI Tepanuu y 00bHbIX PA ¢ pa3iMyHOM JTUTEIbHOCTbIO 3a-
0oJsieBaHUS HAOJII0AATI0Ch 3HAUNUTEIbHOE CHUXKEHUE BOCTIAIUTENTb-
HOI aKTHBHOCTH KaK 110 KIIMHUYECKUM, TaK U T0 JJAOOpaTOPHBIM
TOKAa3aTeJIsIM, YTO CBUIIETEIBCTBYIOT O BBICOKOI KITMHUYECKOU 3(-
(beKTMBHOCTH 1 MIEPEHOCUMOCTH Teparnuu. Pe3ynbraThl HacTosIIIE-
rO UCCAeI0BaHMsI OJM3KU K MOTYYeHHBIM paHee B KIMHUYECKOM
MpakTUKe JaHHBIM 00 3((MEKTUBHOCTU M OE30ITACHOCTU OPUTH-
HaybHOTO JIE®D B poccuiickoii ormysisiimu 601bHBIX PA [5—8].
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HccnenoBanue mpoBeaeHO TP NoAAepKKe hapMalieBTUueckoit Komnanuu Rompharm Company.
ABTOPBI HECYT TTOJIHYIO OTBETCTBEHHOCTh 3a MPEIOCTaBIeHe OKOHYATEIbHOM BepCUM PYKOITUCH B IevyaTh. Bee aBTOpbI MpuHMMa-
JIM ydacTue B pa3paboTKe KOHLIETLUM CTaTbU U HanMcaHuu pykonucu. OKoHYaTeIbHasl BEpCUsl pyKOIMCH OblIa 0100peHa BCEMU aB-

TOpaMH.

36



