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Llenb nccnepoBaHua — BbisBneHe (haKTOPOB, CBA3AHHbIX C BO3HUKHOBEHWEM COCTOSHUSA TPYAHONEYUMOCTH PEBMATOUA-
Horo aptpuTa (PA), oTpaxalolmx 0COOEHHOCTM KaK NaLyeHTa 1 ero 3a60neBaHus, Tak U NpeALWecTBOBABLIErO IeYeHUs.
Martepuanbl u metoabl. B aHanu3 BKAOYeHbl gaHHble nauneHToB ¢ PA 13 MoCKOBCKOro efuMHOro perucrpa apTpuToB
(MEPA). Bce oHW nony4anu reHHo-uHxeHepHble 6uonoruyeckue npenaparsl (TUBM) unu TapreTHble cuHTETUYECKME Ba-
3UCHble npoTuBoBocnanuTensHele npenapatel (TcbMBM). [lo 3toro Bce nauueHTs nonyyanu neverue TcbMNBIM. B rpynny
TPYAHONEUMMBIX BKIOYANUCh NALMEHTbI, MOMbITKU NIEYEHUS KOTOPbIX NepBbiMu 2 Knaccamu npenaparos MBI /TcbMBMN
He GblNN YCMEeWHbIMU U UX NPOAOIXUAN. K HETPYAHONEUUMBIM OTHECEHbI MALMEHTbI, Y KOTOPbIX MOMbITKA JIe4YeHuUs
FMBN/TcbNBMN 1-ro unu 2-ro nNo cyeTy Knacca npenapaToB OKasanacb 3QGEKTUBHOM U leYeHNe COOTBETCTBYIOLLUM Npe-
napaToMm NpoAoMKanock He MeHee 2 neT. Bce octanbHble cnyyam 6bin UCKNIOYeHbl U3 aHanu3a. NccnefoBaHsl pasnnyus
MeXAy 2 rpynnamu nalMeHToB no femorpayeckum, aHTpPONOMETPUYECKMM NOKA3ATENAM, a TAKKe NapaMeTpam, Onuchl-
BaIOLUM 0COOGEHHOCTU 3a00NeBaHUSA, KNMHUYECKWUE NPOABAEHUA fAebioTa U fanbHelilero TedeHus 3abonesaHus. 13 no-
Ka3aTteneii, NpoAeMOHCTPUPOBABLUMX 3HAYMMbIE PA3NIMYMA MEXY FPYNNaMu, B paMKax MHOXECTBEHHO TMHeHHO-perpec-
CMOHHOI MOAenu nyTeM MpAMOro NowaroBoro ot6opa 6biMM BbifeNeHbl 3HAYMMble HE3ABUCUMbIE MPEAUKTOPbI
TPYAHONEYUMOCTU. [laHHbIE O NeYeHUn UCCNesoBannuCh B paMKax MHOrohakTOpHOM IMHENHO-NOrMCTUYECKON MOAen
C BKJIOYEHHbBIMU OTOOPAHHBIMW 3HAYUMBIMU HE3ABUCUMBIMU NPEAUKTOPAMU JOCTUKEHUS COCTOSIHWUA TPYAHONEYUMOCTH
(pe3nCTeHTHOCTH K Neyennio).

Pesynbratel. B uccneposanue BknoydeHsl 1044 nauueHTa, M3 Kotopbix 112 (10,7 %) nauueHTOB OTHECEHBI K rpynne
TpyLHONEUYMMbIX. B KayecTBe 3HAUMMbIX HE3ABUCUMbIX NPEAUKTOPOB PE3UCTEHTHOCTU K IEYEHMIO BbILENEHbI: COOBLLEHUS
naLWeHTOB O NOBbIWEHUYM TemnepaTypsl Tena (6onee 38 °C) B peblote 3a6onesatus (p < 0,001) u npunyxaHum Kucrei
B TeueHue 3abonesanus (p = 0,033), Hanuune peBMaTOMAHbIX y3enkoB (p = 0,022), a TaK:Ke OTHOCUTENbHO KOPOTKOE
BpeMs OT nosiBfeHus 6011 B cycTaBax Ao obpalyeHns k Bpady (p = 0,021). O6HapyeHa 3HauMMas CBA3b MEXAY Npume-
HeHMeM B KayecTBe npenapartoB nepsoit nuHum TMBM/TcblMBM v nocnepytownm oTHeCEHUEM NaLMEHTa K KaTeropuu
TpygHoneuumblx (p = 0,013). Mpu 3ToM y NauueHTOB, NONYYABLIUX B NEPBOK NMHWW TapreTHoi Tepanuu TohaLuUTUHUO
UAW PUTYKCUMAB, PUCK NOCNeayIoLLEl TPYAHONEUUMOCTH Bbil 3HAUUMO MEHDLUE, YEM Y NONYYABLIMX UHTUOUTOPLI thakTopa
Hekpo3a onyxonu (M®PHO): oTHocuTenbHbI puck (OP) 0,017, 95 % poseputenbHblit uHTepean (W) 0,04-0,72 n OP 0,47,
95 % [111 0,22-0,98 cooTeeTCTBEHHO. [pU aHanMU3e BTOPOM IMHUM TApreTHON Tepanuu 06HapyKUA0Ch 3HAYUMOE npe-
MMYLLEeCTBO 3TaHepLUenTa nepep HekoTopbiMu apyrumu knaccamu TWBM/TcbMNBM B oTHOWeEHUN pucka nocnepytoLleit
TpyaHoneuumocTu. Tak, ans apyrux npenaparos knacca MPHO OP coctasun 2,48 (95 % [N 1,13-5,44, p = 0,023), ans
abarauenTa — 3,15 (95 % [V 1,488-6,68, p = 0,003) u gna Toumunusymada — 2,57 (95 % AN 1,03-6,40, p = 0,043).
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3aknioyeHune. AHanM3 AaHHbIX PerncTpa NalMeHTOB B YCNOBUAX PeanbHO KIMHUYECKON NPaKTUKM NO3BOAWN BbIAENUTD
naLneHToB, AOCTAaTOYHO TOYHO COOTBETCTBYIOWMX KpUTepuam EBponeiickoro anbaHca accoumalmii peBMaTon0roB TPYAHO-
neyumoro PA v TOYHO UM He cOOTBeTCTBYIOWMX. [IpU CPaBHUTENBHOM aHanM3e rpynmn BbifABAEHbI NPeANKTOPbl OTHECEHNUSA
nawumeHTa K TpygHONEYMMbIM. Ha OCHOBaHWUM NepevncieHHbIX NPU3HAKOB MOXeT ObiTb BbIAENEHa Fpynna BbICOKOTO puUcka
pe3ncTeHTHOCTY K neveHuto TUBIM/TcbMNBIM. MonyyeHHble pe3ynbTaThl fAOT OCHOBAHUA K NPEANOYTUTENLHOMY NpUMEHE-
HWIO Y TaKMX NALMEHTOB Ha NEpPBOI NMHUM NeYeHns ToPaLMTUHUOA UK, BO3MOXKHO, APYTUX UHTMOUTOPOB AHYC-KUHA3,
a Ha BTOPOVt INHWK — 3TaHepLenTa.

KnioueBble c/0Ba: TpyLHONEUUMbIA PEBMATOUAHbIN APTPUT, NPEAUKTOP, UHTUOUTOP aKTOpa HEKPO3a OMYyX0NK, ITaHep-
uent, abarayent, MHIUOUTOP siHyC-KMHa3, JAK-KMHA3bI, pUTYKCUMAG, MHTUOUTOP UHTEPNEIKNHA-6, KOTOPTHOE UCCIe[0Ba-
HWe, peanbHas KNMHUYecKas NpaKkTUKa
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Aim. To search for factors associated with the occurrence of a difficult-to-treat state, reflecting the characteristics
of both the patient and his disease, as well as preceding treatment.

Materials and methods. The analysis includes data of patients with rheumatoid arthritis (RA) from the Moscow Unified
Arthritis Registry (MUAR). Allincluded patients received Biological Disease-Modifying Antirheumatic Drugs (bDMARDs)
and/or targeted synthetic DMARDs (tsDMARDs). Prior to this, all patients were treated with tsDMARDs. The group of
difficult-to-treat patients included persons in whom attempts to treat bDMARDs/tsDMARDs with the first two classes
of drugs were not successful, and attempts to use bDMARDs/tsDMARDs were continued. Patients in whom an attempt
to treat bDMARDs/tsDMARD:s of the first or second class proved effective and treatment with the appropriate drug lasted
at least 2 years are not difficult-to-treat. All other cases were excluded from the analysis. The differences between the
two groups were studied according to various indicators, including demographic, anthropometric, indicators describing
the features of the disease, clinical manifestations of the onset and further course of the disease. From the indicators
that demonstrated significant differences between the groups, significant independent predictors of difficult-to-treat
state were identified within the linear-logistic regression model by forward stepwise selection. Data describing preceding
treatment were analyzed within the framework of a multifactorial linear logistic model with included selected
independent predictors of achieving difficult-to-treat state (resistance to treatment).

Results. In the study were included 1044 patients, including 112 patients (10.7 %) were classified as difficult-to-treat.
As significant independent predictors of treatment resistance, the following were identified: a patient’s message about
an increase in body temperature at the onset of the disease of more than 38°C (p < 0.001); a patient’s message about
swelling of the hands during the disease (p = 0.033); the presence of rheumatoid nodules (p = 0.022); a relatively short
time since the appearance of joint pain till contacting a doctor (p =0.021). A significant relationship was found between
bDMARD/tsDMARD used as first-line drug and the subsequent categorization of the patient as difficult-to-treat (p =0.013).
In patients receiving tofacitinib or rituximab in the first line of targeted therapy, the risk of subsequent treatment
resistance was significantly lower than in patients receiving tumor necrosis factor inhibitors (iFNO): relative risk (RR) 0.017,
95 % confidence interval (CI) 0.04—0.72) and RR 0.47, 95 % (I 0.22-0.98), respectively. The analysis of the second line
of targeted therapy revealed a significant advantage of etanercept over some other classes of bDMARDs/tsDMARDs
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in terms of the risk of subsequent treatment resistance. Thus, RR for other drugs of the iFNO class was 2.48 (95 % (I 1.13-5.44,
p =0.023); for abatacept — 3.15 (95 % CI 1.488-6.68, p = 0.003), and for tocilizumab — 2.57 (95 % CI 1.03-6.40;
p =0.043).

Conclusion. The analysis of data from the registry of patients who were in real clinical practice made it possible to
identify patients who accurately meet criteria of the European Alliance of Associations for Rheumatology for difficult-
to-treat RA and patients who exactly do not meet them. A comparative analysis of the groups revealed predictors of
following classifying the patient as difficult-to-treat. Based on the listed signs, high-risk groups of resistance to
treatment with bDMARDs/tsDMARDs can be identified. The results obtained give grounds for the preferred use in such
patients on the first line of treatment of tofacitinib or, possibly, other JAK kinase inhibitors, and on the second line of
etanercept.

Keywords: difficult-to-treat rheumatoid arthritis, predictor, tumor necrosis factor inhibitor, etanercept, abatacept, JAK
kinase inhibitor, rituximab; interleukin-6 inhibitor; cohort study; real clinical practice
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BeepeHue

O deKTUBHOCTD JIeUeHUs PEBMATOUAHOIO apTpuUTa
(PA) B mocienHue aBa AeCATUIETHS] 3HAYUTEIbHO BO3-
pocia. Bo MHOroM 3To CBSI3aHO C pa3BUTUEM KOHIEIIIUU
JleyeHUs 10 Leau (treat-to-target), moapasyMeBarolieid
TUTAaHOMEPHOE HapallMBaHWEe MHTEHCUBHOCTU MPOTUBO-
BOCIAJIUTEJIbHO Tepanuu 10 TOCTVKEHUST PEMUCCUU WUJTH,
MPU HEBO3MOXXHOCTU, HU3KOM aKTUBHOCTU 3a00JI€BaHUS
B COYETAHMHU C TILATEbHBIM KOHTPOJIEM PE3yJIbTaTOB Jie-
YeHUsI U aKTUBHOCTU 3abosieBaHus. JIpyruM (akTopom,
TMO3BOJIMBIIIMM TMOBBICUTh YCIIEIIHOCTb JIEYEHUSI, CTAJIO
IIUPOKOE BHEAPEHNE TeHHO-MHXXEHEPHbBIX OMOJIOTMYECKUX
npenapatoB (' MBIT) 1 TapreTHBIX CHHTETUYECKUX Oa3UC-
HBIX MPOTUBOBOCIANIUTENbHBIX MpenapaToB (TcBITBIT).
Mx npuMeHeHue MO3BOIUII0 JOOUBATHCS PEMUCCUU WU
HU3KOW aKTMBHOCTH 3a00JieBaHUS Y MAllMEHTOB, HE OT-
BETUBIIMX Ha JieYeHUE TPAAUIIMOHHBIMU Oa3UCHBIMU
MpoTUBOBOCTIATUTEbHBIMU NpenapaTamu (BITBIT). Oxa-
HaKo Jaxe B HacToslllee BpeMsl OCTaeTCs 3HAUYMTebHasI
o751 OOJbHBIX, Y KOTOPBIX lieJiell JeyeHus (peMuccuu
WIM HU3KOW aKTUBHOCTHM OOJIE3HU) HE yaaeTcsl JOCTUYb,
HecMoTps Ha mpuMeHeHue v BITBIT, u TUBIT u TcBITBII.
Oco3HaHKe HeOOXOIUMOCTH Pa3padOTKU crieU(UIECKUX
TMOJXOMOB K JIeYeOHOI TaKTUKE y TAKUX MAlIMEHTOB MPU-
BeJIO K (POPMUPOBAHMIO TIOHSITUS «TPYIHOJECUMMBIN peB-
MaTOWIHBIN apTpuT». K HeMy ObUIM OTHECEHBI Cllydyau,
Korja 3aboJyieBaHNE JeUUIOCh B COOTBETCTBUU C JENCTBY-
IOIIMMM peKOMeHIalus MU EBponeickoro ajibsiHCca acco-
numanuit peeMarosioros (European Alliance of Associations
for Rheumatology, EULAR) 1 npu 3TOM (110C/ie HeyaauHou
tepanuu BITBIT) oTMeuanacek Heygaya mpu NpUMeHEHUU
2 u 6osiee npenapatoB ' MBIT vau TcBITBIT (¢ paznuyHbi-
MM MeXaHU3MaMu aeicTBus). Kpome Toro, y Takux 6071b-
HBIX TOJKHBI HaOJIOAaThCsl MPU3HAKM, YKa3bIBalOIIME
Ha aKTUBHOE M /WK MpOTpeccupylolee 3abojeBaHuE.
M B KayecTBe TPETHETO 0013aTEILHOTO YCJIOBUS MPU3HAHMS
cliydasi TpYAHOJIEUMMbBIM TpeOyeTCs COOTBETCTBYIOIIEE
MHEHHE peBMaToJIora M,/ WH maruenTa [1].

OnpeneneHue NOHATUSL TpyaHoJieunmoro PA mo-
3BOJIMJIO CKOOPAMHUPOBATH YCWINS 0 U3YYEHUIO TaHHOMH
Mpo0OJIeMBbl, OLIEHUTh €€ PaCIPOCTPAHEHHOCTh U HA4aTh
BbIpaOaThIBaTh TAKTUUYECKHE MOAXOIbI K €€ Mpeomosie-
Hu1O [2].

Ieab uccaenoBanust — BbisiBJIeHUE (DAKTOPOB, CBSI3aH-
HBIX C BOBHUKHOBEHUEM COCTOSIHUSI TPYIHOJEUYUMOCTH,
OTpaXarolIux 0OCOOEHHOCTH KaK MalKeHTa U ero 3aboJre-
BaHUS, TaK U MPEIIIECTBOBABIIETO JICUEHUSI.

Marepuanbl U meToAbI

ITpoaHanu3upoBaHbl faHHbIE MalMeHToB ¢ PA u3 Mo-
CKOBcKoro eauHoro peructpa aptputoB (MEPA). B Pe-
TUCTP BKJIIOYAIOTCSI TAalIMEHTHI, KOTOPHIE:

* COOTBETCTBYIOT KpuTepusiM PA AMepruKaHCKOI acco-
uuauuu peBMatusma (Arthritis and Rheumatism
Associates, ARA) 1987 . it AMeprKaHCKOI KOJIeruu
peBMaroJioroB (American College of Rheumatology,
ACR)/EBporieiickoro ajbsiHCa acCOLMalMii peBMaTo-
qoroB (EULAR) 2010 r;

» nonyyaroT I'MBIT unu TcBIIBII B cueT 610mKeTHBIX
CPENCTB;

* IpoXMBalOT B MocKBe;

* moAnucanu MHGOPMUPOBAHHOE COIIache Ha yJacTue
B HCCJIEIOBAHUU.

Ommson gedeHnsa ['UBI1 wnu tcBIIBII cumramm
YCHOEIIHBIM, €CJIU JIeUeHUE TMpernapaToM MpoAoIKaloCh
He MeHee 24 Mec U Ha (oHe JieueHUs mpernapaTom ObLIO
TTOATBEPKACHO TOCTHKEHME HU3KOW aKTUBHOCTHY WU Pe-
MUCCUM 3a00J1€BaHUs TT0 MHAEKCY aKTUBHOCTH 3a00JieBa-
Hud B 28 cyctaBax (Disease Activity Score in 28 joints,
DAS28) (C-peaktuBHblii 6enok, CPb) niu kKimHudecko-
My uHaekcy aktuBHocTH 60sie3HU (Clinical Disease Activity
Index, CDAI), a Takxke anu304bl, KOraa jJeyeHue ObLIo
MpeKpalleHo 10 24 Mec BCIeNCTBUE TOCTUXKEHUST CTOMKOMN
pemuccuu PA. Dninzon iedeHUsT CUMTAIU HEYCIIEIIHbBIM,
€CJIv Tpernapar OblJ1 OTMEHEH B TeueHue 12 Mec ¢ MOMeHTa
HavaJia MpMMEHEHMSI 110 MpUIrHe Hed(hHEKTUBHOCTH WK
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HeXenaTeIbHBIX sIBIeHUi. OcTalbHbIC STTU30/IbI JIEUYSHUSI
paccMaTpUBAIUCh KaK clydau ¢ HEyTOYHEHHOU addek-
TUBHOCTBIO.

B rpyrimy TpyIHOMIEYMMBIX B paMKaX HACTOSIIIETO aHa-
JIM3a BKJIIOYEHBI MALIMEHTHI, Y KOTOPBIX MOITBITKY JIEYEHMST
T'BI1/TcBIIBII nepBsiMu 2 KJ1accaMu MPENapaToB ObUTA
HEYCIIeIHBIMM ¥ OBLIIN TTPOJOJIKeHBI. B Tpymnimy HeTpy:n-
HOJICUMMBIX OTHECEHBI 00JIbHBIE PA, y KOTOPBIX MOIBITKA
nederust TUBIT/TcBITBII 1-ro umu 2-ro no cyueTy Kjiacca
okazajnach 3(pdekTuBHOI. Bce ocTanbHble ciyyan ObUIU
WUCKJTIOUEHBI M3 aHAJIU3a.

CraTucTHYECKHId aHAIN3

OnHodhaKTOpHBIE CBSA3M Pa3IMYHbIX ITOKa3aTes e ¢ 10-
CTUXXEHUEM COCTOSIHUSI TPYAHOJEUUMOCTH OLIEHUBAJIKCH
C MOMOIIBIO Y2-KPUTEPUST U TOUHOTro Kputepust duiepa
(KauecTBEHHbIE U TOPSIAKOBBIE MMOKA3aTeJn) WU C MOo-
MOIIIbIO pOOACTHOIO KPUTEPHSI CPAaBHEHMS CPEIHUX YaIua.
3HayMMble HE3aBUCHMBIE TIPEAUKTOPbI JOCTUXKEHUST CO-
CTOSIHUSI TPYAHOJIEUUMOCTHU, XapaKTepu3ylolye MmauueH-
Ta U ero 3a00jeBaHUE, BBIAEISIUCH IyTeM MPSIMOTO MO-
111aroBOTro 0TOOpa MEPeMEHHbBIX B paMKaX MHOTO(paKTOpHOI
JIMHEHO-JIOTUCTUYECKOM MOAESIN U3 YMCJia IToKa3aTeliel,
MPOAEMOHCTPUPOBABILIMX 3HAYMMYIO OAHO(PAKTOPHYIO
CBSI3b C COCTOSIHEM TPYIHOJIEYMMOCTH. JlaHHBIE O Jieue-
HUU UCCAEI0BAIMCH B paMKaX MHOTO(aKTOPHOM JIMHEHHO-
JIOTUCTUYECKOM MOAEIH ¢ BKIIOYEHHBIMUA OTOOPAHHBIMU
3HAUMMBIMU HE3aBUCUMbBIMU MPEAUKTOPAMU TOCTHXKEHUS
COCTOSIHUS TPYAHOJIEYMMOCTH.

Pe3synbrathbl

XapakTepucTHKA 00C/1eI0BAHHBIX 00JIbHBIX

B uccnenoBanue BkitoueHsl 1044 manueHTa, cpeaHuin
BO3pacT KOTopbIx cocTaBua 55,0 + 12,8 roga. B rpymnmne
npeobianany xXeHIuHbI (88,4 %). B kayecTBe TpyaHOIIE-
YUMBIX ObUTH paciieHeHbl 112 (10,7 %) mauuenTtoB (95 %
noBepuTeabHbI uHTepBan (J1N) 8,85—12,6 %), 65 manu-
€HTOB He OBbLIM BKJIIOYEHBI B aHAJIM3 BBUIY HEBO3MOX-
HOCTH OTHECTH UX HU K TPYIHOJEUMMBIMU, HU K HETPYI-
HOJICYMMBIM B COOTBETCTBMU C MCITOJIb30BaBIIMMMUCS
B HACTOSIIIIEM UccaenqoBaHUM Kputepusimu. [Ipemapartsl,
MpUMEeHsieMble B paMKax IIepBOii M BTOPOIi IMHUI TapreT-
HOI Tepanuu, TpeacTaBieHbl Ha puc. 1. ClieayeT OTMETUTD,
YTO U3 UHTUOUTOPOB sIHyc-KMHa3 (MJAKK) nmpumeHsics
TOJIbKO TO(ALUTUHUO, a U3 UHTMOUTOPOB MHTEPIIEHKMHA-6
(uNJI-6) — mouTH UCKITIOUUTETBHO ToLMIN3yMab. Kiacc
aHTHU-B-KJIeTOUHBIX ITpernapaToB ObLI IPEACTaBICH PUTYK-
cruMaboM, a 6JI0KaTOPOB MEXKJIETOUHOTO B3aUMOICH -
cTBUS — abartalentoM. M3 Ki1acca MHIMOUTOPOB hakTopa
Hekpo3sa omyxoi (MPHO) mpuMeHsTHCh BCe 3apeTicTpy-
poBaHHbIE MpenapaTsl (MHGIMKCUMA0, anatuMymal, ro-
JIMMyMa0, LiepToJin3yMaba MaroJl U 3TaHepLIEIT).

IIpeaMKTOpbI TPYAHOJIEIUMOCTH
B npouiecce ncciaenoBaHusi oqHOMAKTOPHBIX CBA3E
MEXIy pa3TMIHBIMUA XapaKTePUCTUKAMU TallieHTa U 0CO-
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Mpenapar: / Drug:
W ab6atauent / abatacept
W apanumymab / adalimumab
W ronmmymab / golimumab
W viHdnukcumab / infliximab
puUTyKCUmab / rituximab
W capunymab / sarilumab

TopaunTuHmG / tofacitinib
Toumnusymab / tocilizumab
M uepTonnsymaba naron/
certolizumab pegol
W 3TaHepuenT / etanercept

a 191 150
18,3 % 14,4%
48
4,6 %
196
108 18,8%
10,3 %
70 / 12
6.7 % 5 1,1%
0
02% 149
11.3% 14,3 %
o 89 98
20.2% 22,3%
19
39 46
8,9 % 10,5%

1,6%
5
3,4%

59
13,4%
4

09% 64

14,5 %

Puc. 1. lenno-uncenepnvie u mapeemuvle cunmemuyeckue 6a3ucHvle npo-
MUB0BOCNANUMENbHbIE NPENnapamol, UCHOAb308AGUIUECS 8 U3YHAeMOll No-
nyasyuu Ha nepgoil (a) u émopoit (6) aunusx mapeemuoit mepanuu, n (%)
Fig. 1. Genetically engineered and targeted synthetic basic anti-inflammatory
drugs used in the studied population on the first (a) and second (6) lines
of targeted therapy, n (%)

OCHHOCTSIMHM IPOTeKaHUs Y Hero PA BBISIBIIEHBI CIIemy-
follIMe TToKa3aTeid, MPOIEMOHCTPUPOBABIINE CTATUCTH-
YeCKHe 3HaYMMbIe aCCOLIMAIINN:

— aKTUBHOCTb 3a00jieBaHUS HAa MOMEHT BKITIOUCHMS
MmanueHTa B Pervctp, conmaabHOe MOJIOXKEHNE, CTAaTyC
KYpPEHMUS,;

— COOOIIEHNE MAIIMEHTOM O ITOBBIIIICHUY TeMITEPaTyPhI
Tesia B Havajie U B TeUeHUe 3a00JIeBaHUsI, IIPUITyXaHUT
CYCTaBOB KUCTeM, 0011elt c1abocTr, 005X B 00JaCTU
KOITYMKA B TeUECHME 3a00JIeBaHNS;

— TIPOIOKUTEIBHOCTD TIEPUOAOB OT IOSIBICHUS 00N
B CycTaBaX O OOpallleHHS K Bpauy M IO YCTaHOBKH
nuarHosa PA (o cooOuieHusIM MalyeHTa), Haauuue
PEBMATOUIHBIX Y3€JIKOB (HAa MOMEHT BKIIIOUCHUS
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B Peructp) u comyrcTByloiero 3abojaeBaHus IUTO-

BUIHOM Xene3bl (Tada. 1 u 2).

ITyTem mpsiMOro IoOIIaroBoro 0TOOpa MepeMeHHbIX
W3 IPUBEJEHHBIX MMOKa3aTesiel cpopMupoBaHa JIMHEHHO-
JIOTUCTUYECKAsl MOJIeJIb, B COOTBETCTBUU C KOTOPOIl 3Ha-
YUMBIMU HE3aBMCUMbBIMU MPEIUKTOPAaMU Pa3BUTHUS CO-
CTOSIHUSI TPYAHOJIEUMMOCTH MOXHO CUUTATD:

* COOOIIEHNE MallMeHTa O MOBBIIICHUN TeMIIepaTyphl
Tesa 6osee 38 °C B nebroTe 3a00eBaHMS;

* COOOIIIeHNME MAlIMeHTa O IPUITyXaHUH KUCTEH B TeUe-
HUe 3a00JIeBaHNS;

* HaJM4Y1e PeBMAaTOUIHBIX Y3€JIKOB;

* OTHOCHUTEJIbHO KOPOTKOE BpeMsI OT ITOSIBJICHUST 00N
B CyCTaBax J0 OOpaIlleH!s K Bpayy.

Taomna 1. Cpasnumenvhas xapakmepucmuka HAyUeHmMos, 8KAIUEHHbIX 8 UCCAe008aHUe

Table 1. Comparative characteristics of the patients included in the study

IToka3arennb

Bospacr, ser (M = SD)
Age, years (M = SD)

Kenckuii o, n (%)
Female gender, n (%)

UMT, kr/m> (M % SD)
BMI, kg/m? (M + SD)

Bospact Hauana 6one3Hu, get (M + SD)
Age of disease onset, years (M = SD)

Cepono3uTuBHbIE*, 1 (%)
Seropositive*, n (%)

He BBIsIBIIEHO
Not detected

ALLIT*, n (%)
ADC*, n (%)

BrisiBneHo
Revealed

He uccinenosano
Not investigated

OuyeHb paHHSISA
Very early

Pannss

Knvanueckas cramus®, n (%) -4

Clinical stage*, n (%) PasBepHyTas
Expanded

TMo3nHss
Late

OPO3UBHBIN
Erosive

Bposun*, n (%)

Erosion*, n (%)

Hespo3uBHBbI
Non-corrosive

Her nanHbIX
No data available

Huskas
Low

AxTUBHOCTE**, 1 (%)
Activity**, n (%)

YMepeHHast
Moderate

Bricokas
High

ITanueHTHI
HETPYAHOJE€YHMbIE  TPYAHOJIEYMMBbIE BCE Suavietne p
n=1932 n=112 n=1044
55,1+ 12,8 5461281 S55,0+128 0,05
787 (84,4) 94 (83,9) 881(84,4) 0,05
26,33 + 6,36 26,43 £ 5,56 265f2“7i >0,05
2,13£1514 41,70 % 14,85 4%’5(??1i >0,05
748 (80,3) 91 (81,3) 839 (80,4) 0,05
85 (9,1) 11(9.,8) 96 (9,2)
390 (41,8) 56 (50,0) 446 (42,7) 30,05
457 (49,0) 45 (40,2) 496 (47,5)
217 (24,5) 23 (21,3) 240 (24,2)
205 (23,2) 28 (25,9) 233 (23,5)
>0,05
344 (38,9) 38 (35,2) 382 (38,5)
118 (13,3) 19 (17,6) 137 (13,8)
503 (54,0) 63 (56,3) 566 (54,2)
203 (21,8) 3127,7) 234(22,4) 0,05
226 (24,2) 18 (16,1) 244 (23,4)
36 (4,2) 2(1,9) 38 (3,9)
342 (39,4) 58 (55,2) 400 (41,2) 0,007
489 (56,4) 45 (42,9) 534 (54,9)
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IToka3arenn

Pa6oraet/cinyxut
Works/serves

He pa6oraet
Does not work
CoumanbHOE TTOJ0XEHNE™,

n (%)

Social status*, n (%)

INencuonep
Retired people

Yuamuiicst
Student

Her paHHbBIX
No data available

Kypuii(a) panbiie
Smoked before

Kypenue*, n (%) Kyput
Smoking*, n (%) Smokes
He xypun(a)

Did not smoke

Jleuenne metoTpekcarom™, n (%)
Treatment with methotrexate*, n (%)

TpreM rIIOKOKOPTUKOUAOB*, 11 (%)
Taking glucocorticoids*, n (%)

*[lokazamenu OUCHEeHbl HA MOMEeHmM 6KNI0YEeHUS 6 Peeucmp.

OxoHnuanue maoba. 1
End of table 1

ITanueHTsI
HETPYAHOJIeYNMble  TPYIHOJIEUHMBIE BCE Jratsenme p
n=932 n=112 n=1044
229 (24,6) 22 (19,6) 251 (24,0)
208 (22,3) 29 (25,9) 237 (22,7)
458 (49,1) 55(49,1) 513 (49,1) 0,01
18 (1,9) 3(2,7) 21 (2,0)
19 (2,0) 3(2,7) 22 (1,7)
84 (9,0) 20 (17,9) 104 (10,0)
116 (12,4) 17 (15,2) 133 (12,7) 0,013
732 (78,5) 75 (67,0) 636 (60,9)
506 (54,3) 54 (48,2) 560 (53,7) >0,05
590 (63,2) 76 (67,9) 666 (63,7) >0,05

**Akmuenocmo no DAS2S (C-peaxmushubtii 6enok) npu éxkarovenuu 6 Peeucmp.
Ilpumenanue. UMT — undexc maccor meaa, ALILIT — anmumena Kk yukauueckomy yumpyituHuposansomy nenmudy, M + SD
(mean =* standard deviation) — cpednee £ cmanoapmuoe omka0HeHUe.

*The indicators are estimated at the time of inclusion in the Register.
**DAS28 (C-reactive protein) activity when included in the Register.

Note. BMI — a body mass index, ADC — an antibody to cyclic citrullinated peptide, M = SD (mean * standard deviation) — mean * standard deviation.

CBs3b yKa3aHHBIX ITOKa3aTeJiell C OTHECEHWEM ITalu-
€HTa K TPYAHOJIEUYMMBbIM ITpeACTaBIeHa B Ta0. 3.

Binsinne npenmecTBoBaBIIeii Tepanuu

CBs13b MEXIy OTHECEHHMEM TallMeHTa K TPYIHOIeUU -
MbIM M Ha3HAYEHKWEM TapreTHbIX ITperapaToB, UCIOJIb30-
BaBIIMXCSI HA MEPBOM M BTOPOU JIMHUSX JeUeHusI, OblIa
HM3y4yeHa B paMKax ONMKUCAaHHON JTMHENHO-JIOTUCTUYECKOM
monenu. OOHapyxeHa 3HayuMmMast cBsi3b Mexay ['MBIT/
TcBIIBII, rcronb30BaHHBIMY B KaU€CTBE MperapaToB Mep-
BOW JINHUU, Y MIOCTIEMYIOIMM OTHECEHUEM MallUEHTa K Ka-
Teropuu TpyaHojedumbix (p = 0,013). I1pu 3TOM BBISIBJIEHbBI
3HAYMMBbIE Pa3JIU4us B PUCKE OTHECEHUS K TPYAHOJIECUU-
MBIM MeX1y HeKoTopbiMu Kitaccamu UPHO (Tadi. 4). Tak,
€CJIM B KayecTBe Mpernapara nNepBoil JTUHUU MCHOJIb30BaI-
cs1 nJAKK (todauutnHu®), oTHocuTeabHbIN puck (OP)
ToCTenyIoneit TpyaHomeunMoct coctanisii 0,17 (95 % AN
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0,04—0,72). Takke 3HAYMMBIM ObUIO OTJIMYUE PUCKA MTPU
UCIIOJb30BaHUU B MEPBOUl JTUHUM aHTU-B-KiieTOUHOTO
npernapara putykcumaba. B cpaBuenun ¢ udHO OP co-
crasui 0,47 (95 % AW 0,22—0,98).

AHanu3 e4eHus1 BTOpoil TuHuu nposeneH y 440 ma-
LIMEHTOB (B TOM 4Mciie y 112 OTHECEHHBIX K TPYAHOJICUU-
MbIM 1 328 — K HETPYAHOJIEUYUMBIX) BBUIY TOTO, YTO y Ya-
CTU HETPYAHOJEUMMBbIX MAllMEHTOB yXe |- mombITKa
TapreTHOU Tepanuuy ObLIa YCIEUIHOUW U JeYeHUs] BTOPOU
JIVHUM OHU He MoJyYaiu. 3HaUMMOM CBS3U pUCKa Mocie-
JTYIOILIETO OTHECEHUSI MalleHTa K KaTerOpUM TPYIHOIeUH -
MBIX C HCMOJIb30BAaHHBIM KJIACCOM IPENapaToB HE BbISIBU-
Ji. OmHaKo 0OHApPYKEeHO CYIIIECTBEHHOE pa3inure PUCKOB
MocjeaAyoned TpyaTHOJIEYMMOCTH MeXAY 0JoKaTOpOM
MEXKJIETOYHOTO B3anuMoeiicTBus abatanentom 1 uGHO
(cm. Ta6m. 4). s abaranenrta OP cocrabwr 1,90 (95 % AU
1,08—3,34, p =0,027).



HIAWHULKCT 4°202% Tom 18

Taomaua 2. [Toxazamenu, npooeMoHCMPUPo8aguiUe 3HAMUMYIO 0OHOPAKMOPHYIO C853b C COCMOSHUEM MPYOHOACHUMOCIU

Table 2. Indicators that demonstrated a significant one-factor relationship with the state of intractable

IToka3zarennb

He 65u10
Did not have
[NoBbllIeHUE TEMIIEPaTYphI TEIA B 1e0I0Te
3aboneBanus*, n (%) Ho 38 °C
An increase in body temperature at the onset Upto 38 °C
of the disease*, n (%) )
Bere 38 °C

Higher to 38 °C

He 65110
Did not have
[NoBrIlIeHNE TEeMMIEpaTyphI TEJIa B TEUSHHUE
3aboneBanus™, n (%) Mo 38°C
An increase in body temperature during the course Upto 38°C
of the disease*, n (%) .
Bere 38 °C

Higher to 38 °C

[IpumyxaHue cycTaBOB KMCTeil B TedeHue 3aboseBaHus™, n (%)
Swelling of the joints of the hands during the disease*, n (%)

O61mas cirabocTh B TeUeHUe 3ab0eBaHus ™, 1 (%)
General weakness during the course of the disease*, n (%)

Bonm B Kommurke B TeueHMe 3a60s1eBaHusT*, 1 (%)
Pain in the coccyx during the disease®, n (%)

Bpewmst ot mosiBiIeHUsT 601 B CycTaBax 1o OOpaIIeHNs K Bpady,
set (M = SD)

Time from the onset of joint pain to medical treatment, years (M + SD)

Bpewmst oT nmosiBiieHust 6011 B CycTaBax J0 YCTAHOBICHMS
nHrarHo3sa, et (M = SD)
Time from onset of joint pain to diagnosis, years (M = SD)

Hanuuue peBMaTOMIHEBIX y3€JIKOB, 1 (%)
The presence of theumatoid nodules, # (%)

CoryTcTByloliiee 3a001eBaHe IIUTOBUIHOM XeJie3bl, # (%)
Concomitant thyroid disease, n (%)

ITanuenTsl
HETPYAHOJIeYHMbIE TPYIHOJIEYNMbIE BCE Suasienne p

n=932 n=112 n=1044

553(59,3) 56 (50,0) 609 (58,3)

298 (32,0) 33 (29,5) 331 (31,7) <0,001
81(8,7) 23 (20,5) 104 (10,0)

527 (56,5) 49 (43,8 %) 576 (55,2)

314 (33,7) 41 (36,6) 355 (34,0) 0,002
91 (9,8) 22 (19,6) 113 (10,8)

754 (80,9) 100 (89,3) 854 (81,8) 0,028

633 (67,9) 87 (77,7) 720 (69,0) 0,04
61 (6,5) 14 (12,5) 75 (7,2) 0,034

1,10 + 3,49 0,40+ 0,91 1,03+ 3,31 0,001

2,43 £ 5,26 1,55+3,24 2,33 +£5,08 0,015

177 (19,0) 31 (27,7) 208 (19,9) 0,034

263 (28,2) 19 (17,0) 282 (27,0) 0,033

*Hozcaa’ameﬂu, OUEHEeHHble HA OCHOBAHUU AHKEemMHO020 onpoca nayuenma npu 6KAn04eHuu 6 Peeucmp.
IIpumenanue. M + SD (mean = standard deviation) — cpednee = cmanoapmmoe omkaoHeHue.
*Indicators estimated on the basis of the patient’s questionnaire upon inclusion in the Registry.

Note. M = SD (mean = standard deviation) — mean = standard deviation.

B cBs131 ¢ 0cOOBIM MEXaHU3MOM JAECTBUS STaHEPLEIT-
Ta MPOBENICH aHAJIU3 CBI3€U TAPreTHOU Tepanuu C MmocJie-
IyIoLIEel TPYIHOJIEUUMOCTBIO C BbIIEIEHUEM 3TaHepLEeNTa
B OTAEJbHBIN Kjacc. Takoe pasiesieHre NMpakKTUYeCKU
He MOBJIUSJIO Ha pe3yJIbTaThl aHaIM3a NePBOM TMHUU Tap-
reTHo Tepanuu. Puck nocienymoiiero oTHeCeHUs maiuy-
€HTa K TPYAHOJICYMMBIM IIJIST 3TaHepuenTa 1 Apyrnx udHO
cymecTBeHHO He paszmmyancs: OP musgs nu®HO-anTuren
B CpaBHEHHUM 3TaHepienToM coctaBuia 1,089 (95 % AU
0,63—1,88, p = 0,76). OnHaKo MpY aHATKU3€ BTOPOM JIMHUKU
O0OHAPYXMJIOCh 3HAYMMOE TIPEUMYILIECTBO ITAHEPLIETITA IEPeT

HekoTopbiMu Apyrumu kitaccamu I'MBIT/TcBITBII B oTHO-
LIEHWY pUCKa Mocenyolleit TpyaHoseyumoctu. Tak, OP
TIPY UCITOJIb30BAaHUM APYIUX IperapaToB Kiacca uGHO
cocrasmi 2,480 (95 % AN 1,13—5,44, p=0,023). 11st abara-
uenTa OP pasusuics 3,15 (95 % 1A 1,488—6,68, p = 0,003),
s ulJI-6 — 2,57 (95 % AN 1,03—6,40, p = 0,043).

06cyxaeHune

ITo Mepe pacimpeHus CIeKTpa MPernapaToB U HaKO-
rieHus onbita npuMeHeHus TUBT u TcBITBII B neueHuu
PA Bce 0oJiblilyI0 MPaKTUYECKYIO0 3HAUUMOCTb 0OpeTaeT
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Taoauna 3. [lokazamenu, 6xaroueHHble 8 AUHEHHO-102UCMUYECKYI0 MOOEAb NPOCHO3UPOBAHUS MPYOHOAEHUMOCTU

Table 3. Indicators included in the linear-logistic model of predicting intractable diseases

ToBbILIIEHIE TEMITEPATYPbI TeJIa HO 38°C

- >0,05 1,0 0,98—1,06
B 1e010Te 3a001€BaHUS p to 38 °C*
An increase in body temperature at 38 °C*
the onset of the disease :;(I)I;L;e?,s oC <0,001 2,74 1,57—4,78

[TpumyxI0CcTh CyCTaBOB KUCTEM B TEUCHHE
3a00JI€BaHMS 0,033 0,64 0,42—0,96
Swelling of the joints of the hands during the discase

PeBmaTouaHbIe y3enKu
Rheumatoid nodules 0,022 1,73 1,08—2,78

Bpewmst ot mosiBneHust 6011 B cycTaBax

O 0,021 0,82 0,70—0,97
The time from the appearance of joint pain to going ? ? ? ’

to the doctor

*B cpagneHuu ¢ omcymcmaeuem nogoluleHus memnepamypol.
*In comparison with the absence of temperature rise.

Tabmana 4. Puck mpyoduonseuumocmu @ 3a6UCUMOCIU OM KAACCO8 2eHHO-UHIICEHEPHbIX OU0A02UMeCKUX NPenapamos / mapeemusix CUHMemu4ecKux 6asuc-
HbIX RPOMUBOBOCHANUMENbHBIX NPENAPAMO8, UCNOAb308AHHBIX HA NEPEbIX 2 NUHUSX MAPeNHOl Mepanuu peeMamoudHo20 apmpuma

Table 4. The risk of intractability depending on the classes of genetically engineered biological drugs / targeted synthetic basic anti-inflammatory drugs used
in the first 2 lines of targeted rheumatoid arthritis therapy

Group of drugs The value of p Relative risk 95 9% confidence interval
The first line of therapy

Wurunouropsr JAK-kunasz*

Inhibitors of JAK kinases* ety Wil DAtz
AHTHU-B-KII€TOUHBIE TIpEmapaTh™

Anti-B-cell drugs* 0,044 0,47 0,22—0,98
EJIOKaTopI?I MEXKJIETOYHOTO B3aMMOJIEUCTBUST® 0.064 0,51 0.25-1,04
Blockers of intercellular interaction*®

MHrubuTopsl MHTEPIEHKHA-6* 0,122 0,56 0,27-1,17

Interleukin-6 inhibitors*

The second line of therapy
HWuruduropsr JAK-xkunaz*
Inhibitors of JAK Kinases* 0,897 1,05 0,51-2,17
AHTH-B-KjIeTouHbIe TIpenapaThl™®
Anti-B-cell drugs* 0,713 1,14 0,57—-2,30
i *

EJ'IOKaTOpI.:I MEXKJIETOYHOTO B3aMMOJICHCTBHA 0.027 1,90 1.08—3.34
Blockers of intercellular interaction*®

i *
M Hrnonropsl MHTEPIEHKIHA-6 0,267 1,54 0,72-3.33

Interleukin-6 inhibitors*

*OmHocumenvHbvlil pUCK OUEHUBAACS 8 CDAGHEHUU C UHSUOUMOpamu (paKkmopa HeKpo3a onyxonu.
*The relative risk was assessed in comparison with tumor necrosis factor inhibitors.

|
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npobieMa HEBO3MOXHOCTH JOCTVKEHUS 1IeJIeii JIeUeHUS
Y 4aCTY MallMEHTOB IPHY TTOCJIEI0BATEIbBHOM MCITOJIb30Ba-
HUU JaXe HECKOJbKMX TapreTHBIX IpernaparoB. @opmu-
poBaHUe TOHATUS TpyaHOJeuMMoro PA mo3BojsieT uc-
CJeOBaTh MPUYMHBI 3TOTO SIBJICHUSI U pa3pabaThiBaTh
TTOAXOBI K PEIICHUIO TTPOOIeMBI.

B HacTosII1IeM MccenoBaHUM BBUAY €r0 PETPOCITEK-
TUBHOTO XapaKTepa He ObLJI0O BOBMOXHOCTHY MCTIOJIb30BaTh
cootBetcTBytomue kpurepuu EULAR (2021 r) ang ot-
HECEeHUs MaIlMEeHTOB K TpyAHOJIeYMMBbIM. OTHAKO 110 BbI-
OpaHHBIM B HallleM MCCJIeIOBAaHUU MPU3HAKaM MOXHO
CUMTATh, YTO MALIMEHTHI, OTHECEHHBIE HAMU K TPYIHOJIE-
YUMBIM, C BBICOKOI BEPOSITHOCTHIO COOTBETCTBYIOT KpH-
tepusiM EULAR (2021 r). JleficTBUTENbHO, Y 9TUX NalU-
€HTOB OBLI MOATBEPXIECHHBI HeaneKBaTHBIM OTBET
(oTMeHa u3-3a Hed(h(hEKTUBHOCTU UM HEXenaTeJbHOTO
siiienst) Ha TMBIT/TcBITBC o kpaitHeit Mepe 2 K1accoB
npenapatoB. HazHaueHMe TapreTHOM Tepaliy nalueHTaM
¢ PA, monyyaronum ee B cueT OI0IKETHBIX CPEJCTB, B I1e-
puon neiictBusi Perncrpa ocyiecTBisieTcsl TOPOACKOM
Komuccueit mo konTposio 3a npuMeHenuem I'MBII, ko-
TOpast TPOBepsIeT HAIMYKUE IMOKa3aHUi K MX TTPUMEHEHUIO
M COOTBETCTBUE BeIEHMS TIAllMEHTa e CTBYIOIIMM PEKO-
MeHIauusaM. B cBs3u ¢ yeM TOT (hakT, 4yTo y NallMeHTOB,
OTHECEHHBIX K TPYIINe TPYIHOICUMMBIX, OBUTA ITPOIOJIKE-
HbI TIOTIBITKY JIEYSHUST TAPTETHBIMU TIperiapaTaMu, CBUJIe-
TEJIBCTBYET O HAIMYMU Y HUX KaK MUHMUMYM YMEPEHHOI
aKTUBHOCTH 3a00JieBaHUSI M HEYIOBJIETBOPEHHOCTU pe-
3yJIBTaTaMU JICUEHMSI JIeHalllero peBMaTojiora, HalpaBuB-
1ero 60JbHOr0 Ha KoMuccuto. TakuMm 00pa3oM, 3TU Ma-
IIMEHTHl JOJKHBI OBLIM COOTBETCTBOBATH KPUTEPUSIM
EULAR 2021 r. C ipyroii CTOpOHBI, MaLIU€HTbI, OTHECEHHbIE
B HallleM HCCJISIOBAaHUM K HETPYAHOIEUMMBIM, TOYHO HE CO-
otBeTcTBOBTM KpuTepusiMm EULAR-2021, Tak KaK y HUX
ObLTa TOCTUTHYTA 1ieJieBasi aKTUBHOCTh TIPY MPUMEHEHUN
TApreTHOTO Ipernapara repBoii WM BTOPO JIMHWY 1 JIeYeHHE
3TUM MperapaToM MPoAoIKaIoCh HEe MeHee 24 Mec, UTO CBU-
JIETEJILCTBYET 00 YIOBJIETBOPEHHOCTH BPa4OM U MTAIlUEHTOM
€ro pesyJsraramMu. Bce malMeHThl, B OTHOIIEHUN KOTOPBIX
PETPOCTIEKTUBHO HEJIb3s1 OBUTO TIPUHSTH PEIIEHHE O COOT-
BETCTBUM cTaTyca ux 6onesnu kputepusm EULAR-2021,
B UCCJIEIOBAaHNE HE BKIIOYAINCH. TakKuM 006pa3oM, MOXHO
CYMTaTh, YTO CCHOPMUPOBAHHBIE B UCCJEIOBAHUU TPYIIITHI
MalMEHTOB B 1IEJIOM COOTBETCTBYIOT Kputepusim EULAR
TpyaHoJeunMoro PA B oCTaTOYHOM CTETIeHHU.

HccnenoBaHue BBISIBUIIO Pl ITOKa3aTesei, xapakTe-
PUBYIOIINX MaIMeHTa U ero 00JIe3Hb, CBSI3aHHBIX C PUCKOM
OTHECEHMS TallMeHTa K TpyIHOJIeYUMbIM. Cpeau BBISIB-
JIEHHBIX B XOJIe CKPMHMHTA 3HAYMMBIX OJHO(PAKTOPHBIX
CBsI3eii BEPOSITHO HAJTMYME JIOXKHO3HAYMMBIX BBULY O0JTb-
moro Koguyectna (84 mokaszaresisi) TECTUPOBABIIUXCS
nepeMeHHbIX. [loka3zaTenn Xe, OTOOpaHHBIE B paMKax
MHOTO(aKTOPHOI MOJENN KaK 3HaUMMble HE3aBUCUMBIE
MPENTUKTOPHI, BEPOSITHEE OTPAXKAIOT AEMCTBUTEIBHO CYIIe-
cTBylolIue cBa3u. OOpalliaeT Ha ce0s1 BHUMaHME, UTO Cpe-
1 HUX TIPECTaBICHBI IIPEUMMYIIIECTBEHHO MHIWKATOPHI,

XapakTepusylolue 3adojaeBaHue (HaJIuuue JUXOpaaku
B 1e010Te 3a00/1€BaH1S, PEBMAaTOUIHbBIX Y3€JIKOB, IPUITY-
XaHUs KUCTeH B TeueHue 3a00seBaHMs ). Jlumib 1 mokasa-
TeJb (BpeMsl OT MOSIBIEHUsI 00JIM B CyCTaBax 10 OOpallieHUsI
K Bpauy) MOXET ObITh KaK XapaKTEepPUCTUKOU 3a001eBaHMS
(oTpaxkeHue OCTPOTHI BOBHUKHOBEHUSI CUMIITOMOB), TaK
1 0COOEHHOCTBIO MallMeHTa (OTpaXKeHWE YPOBHS BHUMAHUS
K CBOEMY COCTOSIHMIO 310poBbs). [Ipeobnananue cpenu
BBISIBJIEHHBIX TPEIUKTOPOB OO bEKTUBHBIX OCOOEHHOCTEM
3a00JIeBaHMSI JaeT OCHOBaHUE ITpeIoiaraTtb, YTO OHU yKa-
3BIBAIOT HA BO3MOXHOCThH HAJTUYMS UICTUHHO PE3MCTEHT-
HOro K JieueHu1o PA.

Bsuny Toro uro Bei6op I'MBI1/TcBITBII wis neyeHust
MalMeHTOB AeJajlcsd BpayaMy Ha OCHOBAaHUM aHaJIU3a 0CO-
OEHHOCTE! MallMeHTOB U TeYeHUS X 3a00JIeBaHUS, MOX-
HO TIPEANOJ0XUTh, YTO OXKMAAHNE BpauaMu TPYIHOJIEUU-
MOCTH Y OT/JIEJIbHBIX TTAIMEHTOB MOIJIO ITOBJIMSITH Ha BHIOOD
npenapara. B cBgI31 ¢ 3TUM MOUCK NMPEAUKTOPOB TPYIHO-
JIYMMOCTH ObUT NPOBeJeH 0e3 BKII0YeHUST MHDOpMaIuKu
0 IIPOBOIMMOM JieueHUHU. B cBolo ouyepenb, aHaIU3 CBSI3U
MPEAIIECTBYIOIIEH Tepanuu ¢ MOCIEAYIOIIMM OTHECEHUEM
ManyeHTa K TPYIHOJIEUYMMBIM TIPOBEACH C MOINpPaBKOM
Ha BBISIBJICHHbIE TPEIUKTOPHI, YTO TTO3BOJIMIO MaTeMaTH-
YECKM YPaBHSATH MMAIIMEHTOB B OTHOIIEHUY WX U3HAYalb-
HOTO pYCKa TPYIAHOJEUYNMOCTH.

ITpoBeneHHbII aHAIN3 BHISIBIII 3HAYMMYIO CBSI3b MEX-
ny BeioopoM miepBoro 'MBIT/TcBITBIT u puckoM naib-
HeWIIIero OTHeCEHUS MallMeHTa K TPYIHOJIeUUMbIM. Tak,
HCITOJIb30BaHME B KayecTBe MpenapaTa MepBOd JUHUU
nJAKK TodanutruHrba Win aHTU-B-KIeTouyHoro rnpemna-
paTta puTykcumada acCoOMMpPOBaIOCh CO 3HAUMMO MEHb-
el BEpOSITHOCTHIO TMOCJIEIYIONIEe TPYAHOJIEUMMOCTH.
OTU JaHHbIE B OTIPENEIEHHON Mepe MepeKIUMKaIoTCs C IMy-
OsmKoBaBllIelics paHee UH(oOpMaLveii o 00JIbILIEeH yCIel-
HocTu npuMeHeHuss nJAKK y maneHTOB, OTHECEHHBIX
K TPYAHOJIEYUMBIM [3].

Crenyert, 0fHaKO, 3aMETUTh, YTO Ha BBISIBJICHHBIE pa3-
JIMYUST MEXITY MperapaTaMy MOTJIO OKa3aTh BIUSIHUE TO 00-
CTOSITEJIbCTBO, YTO TOMGALIMTUHUO B KayecTBE MEPBOTO
TapreTHOTo IMpernapara MOT IIPUMEHSTHCS Y MalleHTOB
He paHee 2012 1. (BpeMs peructpaumu B Poccuiickoit De-
nepanun), a JedeHrne nMOHO Morio OBITH HAYaToO 3HA-
yUTeabHO paHblie. CaegoBaresbHO, ecau nocie 2012 .
B TEXHOJIOTMM JieyeHUs NaiueHToB PA mpousouuiu Ka-
Kue-1100 M3MEHEHMST, KOTOPble MOTJIM OBl CHU3MTh PUCK
TPYAHOJEYMMOCTH U HE OLIEHUBABIIMECS B HACTOSIIEM
aHaJIM3e, 3TO MOIJIO Obl MPUBECTU K 3aBBIIICHUIO MO3U-
TUBHOH OLIEHKM TO(hallUTHHUOA.

IIpakTuueckoe 3HaueHUE MOJYYEHHBIX PE3YIbTaTOB
MOXET OBbITh CYIIIECTBEHHBIM. Tak, Ha OCHOBaHUY BBISIB-
JIEHHBIX TIPETUKTOPOB MOXXHO BBIICIUTH MAIUEHTOB C BHI-
COKMM PUCKOM PE3UCTEHTHOCTU K JIEUCHMIO. Y TaKMX
OOJIBHBIX CJIEAYeT CUUTATh MPEATIOYTUTEIbHBIM Ha3HAUEe-
HME B KaueCTBe IperapaTa epBoii JMHUYU Tepanuu Toda-
LIMTUHKOA (a TaKkKe, BO3MOXHO, npyroro uJAKK) nimu pu-
TyKcumaoa.
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HoCTaTOYHO MHTEPECHBIE PE3YJbTaThl MOJTYYEHBI
¥ TIpH aHau3e BTopoii tnHuu seueHust [ UbIT/TcbITBII.
DTaHeplenT B KauecTBe MpernapaTa BTOPO JIMHUU MPO-
JEeMOHCTPUPOBAJ MPEUMYIIIECTBO Iepel HEKOTOPBIMU
JPYTMMU MpernapaTaMyd B OTHOIIEHWUM MpPeIoTBpaIlleHUs
COCTOSIHUS TpynHojgeuumocTu. CreayeT 3aMeTUTh,
YTO B CJIyyae ycrexa JeueHus npernapaTaMu BTOpoii IMHUA
nalyeHTa OTHOCWIN K HETPYAHOJICYMMBIM, a B CJIydae He-
ycrexa — ¢ BBICOKOM 10Jieli BEpOSTHOCTH K TPYIHOJEYH -
MbIM. TakuM 00pa3oM, MOTyYeHHbIe JaHHbIE CBUIETEb-
CTBYIOT 00 OTHOCUTEJIbHOW YCIEIIHOCTU Tepanuu
3TaHEPIIENTOM B Ka4eCTBe Mpenapara BTopoil iuHuu. [1pu-
pona ee He BIIOJIHE SICHA, HO MOXET OBbITh CBSI3aHa C 0CO-
OCHHOCTSIMM MMMYHOTEHHOCTHU 3TaHEpLEeNnTa. AHTUTEIA
K JIEKapCTBEHHOMY IpernapaTy BbIpabaThIBAIOTCS OYE€Hb
PEAKO U He MPEMSATCTBYIOT €ro (hapMaKOJIOTUYECKOMY Jeii-
CTBUIO. B TO Xe BpeMsI UMMYHOT€HHOCTh T€eHHO-UHKEHEeP-
HBIX MpernapaToB paccMaTpUBaeTCs KaK BO3MOXHBIN Cy-
IecCTBeHHBIH (akTop (GOopMUPOBAHUSI COCTOSHUS
TPpyAHOJIEUUMOCTHU [4].

TTonyyeHHbIE pe3yabTaThl AAIOT MOBOJ K MPEANOYTH -
TeJbHOMY MCIOJIb30BaHUIO 3TaHepIIeITa B KaYeCTBe Mpe-
napara BTOPOIl TMHUU TapreTHOW Tepanuu y NallMeHTOB
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3aknioyeHue

AHanmu3 naHHBIX Perrcrpa naiureHToB B yCIOBUSIX pe-
ATbHOM KIIMHUYECKO MPaKTUKY TTO3BOJIMJI BBIICTUTH T1a-
LIMEHTOB, TOCTATOYHO TOYHO COOTBETCTBYIOIIUX KPUTEPH -
sam EULAR TtpynHosnednmoro PA, 1 maliueHToB, TOYHO UM
He cooTBeTCTBYIOIIMX. CpaBHUTENbHBIN aHAIWU3 TPYIIT
BBISIBUJT TIPEIVKTOPHI OTHECEHUS TTallMeHTa K TpyIHOJIe-
YUMBIM. 3HAYMMBIMU HE3aBUCUMBIMU ITPETUKTOPAMU SIB-
JISIIOTCS: COODIIeHNE TTallMeHTa O TTOBBIIIEHUN TeMITepa-
TypHI TeJia B 1e0toTe 3a0osieBaHus 6onee 38°C, coobuieHue
MalMeHTa o MPUITyXaHUU KUCTe! B TeueHue 3a001eBaHuUs,
HaJIMYMe peBMaTOUIHBIX Y3€JIKOB, OTHOCUTEIEHO KOPOTKOE
BpeMsl OT MOSIBJICHUS 00U B CycTaBax N0 OOpalleHUs
K Bpauy. Ha ocHOBaHMM IepedyurcIeHHBIX MMPU3HAKOB
MOXET ObITh BbI€JIEHA IPYIIla BEICOKOIO pUCKa pe3U-
crentHocTH K jedeHuto ' MBIT/TcBIIBII. IMonyyeHHbBIE
Pe3yJIBTaThl 1al0T OCHOBAHUS K TTPEATIOYTUTEIHHOMY TIPU-
MEHEHMUIO Y TAKMX MallMEHTOB B KAUECTBE Mpernapara rnepBoi
JIMHUM JiedeHUs TohalluTUHUOA WY, BO3MOXHO, PYTUX
nJAKK, a npemnapara BTOpOii IMHUM— 3TaHEPLENTa.

rheumatoid arthritis patients: from the FIRST Registry.
Arthritis Res Ther 2022;24(1):61.
DOI: 10.1186/s13075-022-02744-7

4. Roodenrijs N.M.T., Welsing PM.J., van Roon J. et al.
Mechanisms underlying DMARD inefficacy
in difficult-to-treat rheumatoid arthritis: a narrative
review with systematic literature search. Rheumatology
(Oxford) 2022;61(9):3552—66.
DOI: 10.1093/rheumatology/keac114

I'B. Jlykuna, E.H. Konbsuosa, E.U. lIMmuar: yaactue B cOOpe JaHHBIX, 00CYXIEHNE Pe3yIbTaTOB;
K.A. JIsitkuHa, U.B. [ToxapoB: o0cyxaeHre pe3yIbTaToB, peAaKTUPOBAHUE CTaThbU.

Authors’ contributions
E.V. Zhilyaev: statistical analysis, writing an article;

G.V. Lukina, E.N. Koltsova, E.I. Schmidt: participation in data collection, discussion of results;

K.A. Lytkina, 1.V. Pozharov: discussion of the results, editing of the article.

ORCID aBrtopos / ORCID of authors

E.B. Xunses / E.V.Zhilyaev: https://orcid.org/0000-0002-9443-1164
I.B. Jlykuna / G.V. Lukina: https://orcid.org/0000-0001-7958-5926
E.H. Konbuosa / E.N. Koltsova: https://orcid.org/0000-0002-5202-4878
E.N. Wmunr / E.I. Shmidt: https://orcid.org/0000-0001-8814-9704
K.A. JIertkunHa / K.A. Lytkina: https://orcid.org/0000-0001-9647-7492
N.B. Toxapos / I.V. Pozharov: https://orcid.org/0000-0003-0777-8977

Co0uti0ieHne npaB NAMEHTOB M MpaBui 0Mo3THKK. [IpoTokos MockoBckoro enuHoro peructpa aptputoB (MEPA) u dhopma nHdopMupoBaHHOTO
corJIacusl y4aCTHUKOB 0JI00pPEeHbI JIOKAJIbHBIM 3THYecKuM KomuteTroM I'KB Ne 1 um. H.M. IMuporosa B 2011 .

Respect for the rights of patients and the rules of bioethics. The Protocol of the Moscow Unified Register of Arthritis (MUAR) and the form of informed
consent of participants were approved by the local Ethics Committee of the N.I. Pirogov State Clinical Hospital No. 1in 2011.

KondumkT unrepecoB. ABTOPbI 3asIBJSIIOT 00 OTCYTCTBUU KOH(IMKTA UHTEPECOB.

Conlflict of interest. The authors declare no conflict of interest.

®unancuposanue. VccienoBanue NpoBOANIOCH 63 CIIOHCOPCKOM MOANEPKKU.

Funding. The study was conducted without sponsorship.

Crartps nocrymuna: 29.10.2024. IlpunsTa Kk myomkamum: 23.12.2024. OnybiukoBana onnaiin: 30.12.2024.
Article submitted: 29.10.2024. Accepted for publication: 23.12.2024. Published online: 30.12.2024.

36


https://orcid.org/0000-0002-9443-1164
https://orcid.org/0000-0001-7958-5926
https://orcid.org/0000-0001-8814-9704
https://orcid.org/0000-0003-0777-8977



