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Knunnyeckui cnyyai / Clinical case
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Pesiome

B 2020 r. 6bina obwvsiBneHa naHaemus COVID-19, u MHorMm npodeccMoHanbHbiM MeAULUMHCKMM COOBLLECTBAM NMPULWNOCL NepecMo-
TPETb aNropuUTMbl BefleHNs HOJbHbIX, OTHOCALLMXCS K NMOBbILLEHHbIM rpynnam pucka. [loMmMmo Takmx hakTopoB pucKa, Kak M36bIToYHas
Macca Tena, Bo3pacT cTaplue 65 neT, cepievHo-cocyamncTole 3aboneBanns, caxapHblii Anabet n BpoHxManbHas actMa, HeobxonuMo
TaKkXe aKLEHTMPOBATb BHUMAHWE M Ha APYrMX XPOHUYECKMX 3a00NeBaHMAX C Y4ETOM BO3MOXHOM MMMYHOCYNPECCUBHOM Tepanuu.
B naHHOW nybamkaumu npeactaBneHbl ABa KNMHUYECKMX Cyyas nepeHeceHHon Hdekummn COVID-19 60nbHbIMM paccesHHbIM CKie-
pO30M, HaxoAAWMXCS Ha Tepanuu npenapatoM okpenusymab. B xone 3aboneBaHus y 06enx NauMeHTOK pa3BMACS LIUTOKMHOBBIN
LITOPM W npoBoaunack Tepanus 6nokatopamu MJ1-6. 06a cnyyas 3aBepLUMINCh BbI3AOPOBNEHUEM C NOCNEAYIOLMM BO3BPALLEHNEM
K aHTU-B-knetouHoi Tepanuu. C y4yeToM MexaHW3Ma LeiCTBKS npenapaTa okpenusyMab umeroTcs 6onee BbICOKME PUCKU MHDEKLM-
OHHbIX OC/TOXKHEHU, B T. 4. 1 npu COVID-19, oiHaKo neTanbHOCTb He NpeBbIWAeT CPpeAHero ypoBHs no nonynsuum. OnybamnkoBaHHas
K HacTosLemMy BpeMeHU MHPOPMaLMS, BOSMOXKHO, NOCTYXUT NOBOAOM 1S PACCMOTPEHMS BOMPOCA O MPUMEHEHUW paCLUMPEHHOrO
MHTEpBana A03MPOBaAHMS C LENb MUHUMM3UPOBATb BO3MOXHbIE pUCKM MHPMLMpoBaHug COVID-19, kotopble, BeposTHO, Hanbonee
BbICOKM MMEHHO B NepBble MecaLbl nocne UHby3nu.
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Abstract

The COVID-19 pandemic was announced in 2020, and many professional medical societies had to review their algorithms for the
management of high-risk patients. In addition to risk factors such as overweight, age over 65 years, cardiovascular disease, dia-
betes mellitus, and bronchial asthma, other chronic diseases should also be emphasized, taking into account possible immuno-
suppressive therapy. This publication presents two clinical cases of COVID-19 infection in patients with multiple sclerosis treated
with ocrelizumab. During the course of the disease, both patients developed a cytokine storm and were treated with IL-6 blockers.
Both cases ended with recovery and a subsequent return to anti-B-cell therapy. Given the mechanism of action of ocrelizumab,
there are higher risks of infectious complications, including with COVID-19, but mortality is not higher than the population aver-
age. The information published to date may serve as a reason to consider the use of extended dosing intervals to minimize the
possible risks of COVID-19 infection, which are probably highest in the first months after infusion.
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BBEAEHUE

OLHOM M3 CaMblX XWBOTpeMewywmx TeM B MeauLMHe
B HacTosilee BpeMs ABASETCS NaHLEMUS KOPOHaBMPYCHOM
MHPekummn, Bbi3BaHHas SARS-CoV-2. Ocoby obecnokoeH-
HOCTb BbI3bIBAIOT Nt0AM C OnpeneneHHbIMM GakTopaMu pucka
6onee TAXKENOro TeyeHms 3aboneBaHna, TaKMMK Kak BO3pacT
cTapwe 65 neT, NOBbIWEHHAs Macca Tena, OTArOLLEHHbIN
aHaMHe3 No caxapHoMy AauabeTy, BpPOHXManNbHOM acTMe
M cepaeyHO-cocyamncTbiM 3abonesanuam [1, 2]. besycnosHo,
60/1bLIAs HACTOPOXEHHOCTb B OTHOLLIEHUM HEBNAaronpuUaTHbIX
MCXOA0B OTMEYAETCA 1 NPU APYrUX XpOHMYecknx 3abonesa-
HMAX,B T.4.1 Npun paccesiHHoM cknepo3se (PC). MiHBannam3aums
npu PC 1 npuem 601bWMHCTBA MMMYHOCYNPECCOpoB MOryT
MOBbLIWATL PUCKM MHDEKLMOHHBIX 33001EBAHUIA, YTO BbI3bl-
BAET NOBbILLEHHYI0 TPEBOXHOCTb B OTHOLLUEHWUM 3TOM KaTero-
pun 60nbHbIX [3, 4]. OaHaKo B HacTosLee Bpems Bce bonblue
[aHHbIX nybnukyeTcs o TOM, 4To caMo 3abonesaHue PC
M BONMbLIMHCTBO MpenapaTtoB, M3MeHsowmux TevyeHne PC
(MUTPC), He cBs3aHbI C NOBbLILLIEHMEM PUCKOB Honee TaKeno-
ro TedeHns COVID-19. B naHHoM nybavkaumMm npeactaBieHo
[Ba KAnHmYeckux cnydaa tedyenns COVID-19 y 6onbHbix PC
Ha Tepanuu npenapaToM okpenunsymab.

KNUHUYECKUA CNYYAN 1

MaunenTka A., 31 ron, 6oneet PC ¢ 2015 r, omarHos
noctaened B 2017 r. cornacHo KkpuTtepusm McDonald
ot 2017 r. [5]. B cBa3u ¢ BbicokoaktuHbIM PC (BAPC) nauu-
€HTKa Havana Tepanuio NpenapaTtoM okpennsymab c aBrycra
2018 r, Ha ¢oHe uyero oTMeyanacb KAMHWYECKAs
(EDSS = 1,5 6anna (Expanded Disability Status Scale - pac-
LUMPEHHAs WKaNa OLEHKM CTeNeHN MHBANMAN3ALMKN) HA BCEM
NPOTSKEHUM TEPANUM, OTCYTCTBME 0BOCTPEHMIA M NPOrpeccu-
pOBaHMS) M HeMpOpeHTreHonornyeckas crabunamnsaums.
B nekabpe 2020 r. nnaHMpoBanoCb ovyepenHOe BBeAeHME
npenapata okpennymab, ogHako B Hosibpe 2020 r. nauneHT-
ka 3abonena COVID-19 (nonoxutenbHbii TecT MUP Ha SARS-
CoV-2), B CBSI3M C YEM B CPEOHETSKENOM COCTOSHUM Bbina
rocnuTanusnpoBaHa. Ha MOMeHT rocnuTanusaumm oTMeva-
nacb 2-9 CTeneHb NOPAKEHWUS NErkMX Mo AaHHBIM KOMMbtO-
TepHoi Tomorpadum (KT): obbeM nopaxeHus nNpasoro ner-
koro go 30%, nesoro nerkoro — go 35%, namexHexnma B nabo-
paTOpHbIX BUOXMMMYECKMX MOKa3aTensax: nakrataernapore-
Ha3za - 472 En/n, C-peakTuBHbIN Henok - 55 mr/n, beppu-
TMH — 354 Hr/n), cHWXKeHWe caTypaumm o 92% Ha atMmoc-
depHom Bo3ayxe. [MaumeHTke Obina Ha3HayeHa Tepanwus
cornacHo Bepcun 9 BpeMeHHbIX MEeTOAMYECKMX pEKOMEHA-
umit M3 PO [6], B T. 4. 4N NpefoTBPALLEHNS LMTOKMHOBOTO
LITOpMa npoBefeHa Tepanus 6nokatopom MJ1-6 neBunuma-
60M 0HOKPATHO NMOAKOXHO B Ao3unposke 180 mr/mn 0,9 mn,
NPOH-NO3NLUMA M MHcybdnauun kucnopoga 3-5 n/MuH.

Ha ¢oHe naHHOW Tepanuu B TeyeHne 6 AHel 3adUKCMpoBa-
Nacb HOPManM3aums KIMHUYEeCKnxX (OTCyTCTBME NOTPEOHOCTH
B MHCYQOAALMM KMCNOpoaa) M NabopaTopHbIX NoKasaTenew,
a Ha nposefeHHoM noBTopHO KT nerkmx Ha hoHe ynnoTHeH-
HOro0 NEroYHoOro WHTEPCTULMS, NOAUCErMEHTAPHO, NPenuMy-
LLLeCTBEHHO CybnieBpanbHO OTMEYanMChb y4acTKM MaTOBOrO
CTeKkna, N0KannM30BaHHble AMDDOY3HO, PETUKYASAPHbIE TEHM
c 06beMOM nopaxeHus B npaBom nerkoM no 10%, 8 nesom —
[0 20%, 4To pacCueHeHO Kak MONIOXMUTENbHAN AMHAMMKA,
M naumeHTKa bbina BbINMCKa Ha amMbynaTopHoe AofeynBaHne
C cobnwaeHneM KapaHTMHA CpokoM Ha 14 pHen. B cBa3m
C nepeHeceHHol BupycHon uHdekumen COVID-19 n npose-
[leHVneM Tepanuu NpenapaToM M3 rpynnbl MOHOKIOHANbHbIX
aHTUTEN oOYepefHOe BBeAeHWE npenapaTta okpenusymad
nauueHTke 6bino otnoxeHo no anpens 2021 r., korga npu
MOHWTOpUHre cybnonynaumnn nMMoOUMTOB Obil OTMEYEH
POCT  OTHOCWUTENbHbIX M aBCOMIOTHLIX  KOAMYECTB
B-numbountos (CD3-CD19+) c HyneBbix 3HaveHuni no 2,0%
(0,055 x 10%/n). B anpene 2021 r. nepen ouepeaHbiM BBeae-
HMeM npenapaTta okpennsymab nauueHTka npowna Aoob-
cnepoBanusg, B T. 4. KT nerkux (04aroBbix U MHOUALTPATUB-
HbIX W3MEHEHWW B Nerknx He BbISBNEHO) WM MarHWTHO-
pe30HaHCHy ToMorpadumio (MPT) ronoBHoro mMo3ra, no faH-
HbIM KOTOPOW OTPMLATENBHOW AMHAMMKM BbISIBNIEHO He Bbino
B CPaBHEHWUM C AaHHbIMK OT BecHbl 2020 r. C MOMeHTa nepe-
HeceHHON WHbekumn COVID-19 obocTpeHuit He oTMeva-
nocb, 3HavyeHne EDSS coxpanmnocb Ha ypoBHe 1,5 6anna.
MHbDy3na nposeneHa 6€3 OCNOXHEHWUI C WMHTEpPBANOM
ot npeapiayweri B 10 mec.

KNUHUYECKWUA CNYYAN 2

MauneHTka b., 60 net, aebtot PC 8 2000 ., AnMarHo3 nocras-
nex B 2001 r, noaTBepxaeH AaHHbIMM MPT cornacHo kpwute-
puam McDonald ot 2001 r. [7]. C MOMeHTa pa3suTna 3abone-
BaHMS MaLMEHTKA HAXOAMNACh HA Tepanuu BblCOKOLO3HbIMMU
npenapatamMu PB-uHTepdepoHa, KoTopble OblM OTMEHEHDI
B CBA3M C HeaddekTMBHOCTbI0 B 2011 ., M Ha3HaYeHa Tepanus
npenapatom duHronnmoa. Ha doHe Tepanuu AaHHbIM npe-
napatom no 2017 r. oTMeyanoch ctabunbHoe TeyeHue 3abone-
BaHus  6e3  06OCTpeHMM M NpOrpeccMpoBaHus
(EDSS = 3,5 6anna), a Takke 6e3 HeMpOpPeHTreHONOrMYeCcKmX
NpU3HaKoB akTuBHOCTM Bonesnun. B 2017 r. passunocs 060-
CTPEHME C OCTATOYHBIM HEBPONOTUYECKMM AedULMTOM nocne
cTabunuzauum go 4,5 6annos no wkane EDSS, B cBs3M c yem
B 2018 r. nauneHTKa BbiNa NepeseneHa Ha Tepanuio npenapa-
TOM okpenu3ymab. Ha @oHe aHTM-B-kneTtouHoi Tepanuu
O0TMEYaNnocCb CTabunbHOE COCTOSHWE, MOATBEPXKAEHHOE Kak
KIIMHUYECKMN (OTCYTCTBME ODOCTPEHMI M NMPOrpeccrpoBaHus),
Tak W HelpopeHTreHonornyeckun. B aueape 2021 r. nnaHupo-
BaNlOCb OYepesiHOe BBeAEeHME NpenapaTta oKpennsyMab, oaHa-
Ko B Hauvane pekabps 2020 r. naumeHtka 3abonena COVID-
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19 (nonoxwutensHbii Tect TUP Ha SARS-CoV-2). B cBazu
C pa3BUTMEM [BYCTOPOHHEW BUPYCHO-DaKTEpWanbHOM MHeB-
MOHWU 2-14 CTeneHun TsekecTr No AaHHbIM KT (06beM nopaxe-
Hug npasoro nerkoro go 40%, nesoro nerkoro — o 20%)
nauueHTka bbina rocnuTanusnpoBaHa. Ha MOMeHT rocnutanu-
3aLMKM COCTOSIHME CpefdHel CTeNeHW TAXKECTW, BbIPAKEHHbIN
MHTOKCUKALMOHHBIV CUHAPOM B BUAE runeptepmmm 1o 39,2 °C,
CHWXeHWe nokasatens catypaumn go 90% Ha atMocdhepHOM
BO3[yXe, U3MEHeHUS B BUOXMMUYECKMX NabOPaTOPHBIX MOKa-
3aTenax: nakratoermaporeHasa - 345 En/n, C-peakTUBHbIN
6enok - 86 mr/n, beppuTnH — 279 Hr/n, HapacTaHue HeBpOo-
rmyeckon cumntomatmku: EDSS = 5,0 6annos. CornacHo Bep-
cum 9 npotokona BpeMeHHbIX MEeTOAMYECKMX PEKOMeHAALMIA
M3 P® [6] nauneHTKe GblnM Ha3HaYeHbl NPOTUBOBUPYCHbIE
npenapaTtbl, FOPMOHAaNbHAs Tepanus W aHTUKOATYNSAHTbI,
a TaKke 4N NpeaoTBPALLEHMUS LMTOKMHOBOTO LUTOPMA Mpo-
BeAeHa Tepanug bnokatopom WMJ1-6 Tounnmnsymabom 400 mr —
BHYTPUBEHHbIE MHMY3MM MCXOOS M3 MacCbl Tena OONbHOW,
NPOH-NO3nUMa U mHCybdnaummn kucnopoda 6-8 n/MuH.
Ha poHe naHHOM Tepanuu yepes 6 aHEN 0TMETUNACh MOOXM-
TenbHas AMHaMWMKA B BMAE HOPManM3aLMM KIUHUYECKMX
(HopManu3aumMg nokasatenen catypaumu u TemnepaTypbl
Tena) M BUOXMMUYECKMX MOKa3aTenen, yMeHblleHns obbema
nopaxeHus nerkmx 0o 25% cnpasa n 15% cnesa (KT 1-i
CTeneHn MopaxkeHus) u CTabuamsaumn HeBpPONOrMYecKoro
nedbuumta no 4,5 6annos no wkane EDSS. MauneHTka Gbina
BbiMMCaHa Ha ambynaTopHoe foneyvBaHue C 14-AHeBHbIM
KapaHTMHOM. [locne nepeHeceHHOM BUPYCHOM WHOeKLUK
COVID-19 y naumeHTKM He OTMEeYaNoCh MPU3HAKOB HU KIUHMU-
YeCKOM, HU HEMPOPEHTTEHONOrMYECKON akTUBHOCTK. 1o AaH-
HbIM @HaNnM3a KpoBW Ha cybrnonynsauum nMMpoumnToB B deB-
pane 2021 r. 6bin OTMEYEH POCT OTHOCKTENbHBIX M abContoT-
HbIX Konnyects B-numdoumtos (CD3-CD19+) no 0,4% (7 kn/
MKJ1), B CBSI3M C YeM Oblfo NMPUHATO pelleHne O NpoBeaeHUn
oyepefHOM MHMY3merh npenapaTa okpenusymab. [lepepn
MHPY3UN npoBeneHo poobcnenoBanue, B T. Y. KT nerkux:
KaknMx-nMbo 04aroBbIX M WMHOUNLTPATUBHBIX M3MEHEHWIA
B TKaHM NErkux BbIIBNEHO He 6bino. MHPy3ms npenapata
okpenulymab bbina npoeeaeHa 6e3 KakMx-mMbo 0CNIOKHEHWIA
yepes 7 MecC. nocse npeablayLen.

OBCYXOEHUE

C HavyanoM NaHAEMUU KaK Yy CNeumnanncToB, Tak Uy CaMmx
601bHbIX PC BO3HMKNN Cepbe3Hble OMaceHus B OTHOLEHUM
Toro, yto MUTPC MoryT yBenuuntb pucku MHOULMPOBAHUS
BMPYCOM, NOTEHLMANBHO CHU3UB MPOTUBOBUPYCHbIE UMMYH-
Hble peakumu, n cnocobcTBoBaTb HEGNArONPUATHOMY UCXO-
oy [8, 9]. B cBa3n € 3TMM BbIABUIANUCb NPEennoNoXKeHUs
KacaTeNbHO npekpaweHus npuema Hekotopbix [MUTPC
C Hanbonee BbIpaXKEHHON MMMYHOCYNPECCMBHOM aKTUBHO-
CTbHO MpU pasBuTUKM akTMBHOM MHPekumm COVID-19. Ho ™Mbl
BCe NMpeKpacHO MOHWMAEM, 4TO AaHHAs TaKTMKa, BO3MOXHO,
npuBeAET K peakTMBaLuun 3aboneBaHns, a B HEKOTOPbIX C1y-
Yyaax — u Kk pebayHa-3bdekTy.

Ecnu petanbHO paccMoTpeTb MexaHM3M AeNCTBMS Kax-
poro MNTPC, To obpallaeT Ha cebs BHMMaHMeE, YTO 4acTb
M3 HWUX MOXET WMMeTb BecbMa 01aroTBOpPHOE BAWSHME

110 | MEAVNLIMHCKNIA COBET | 2021(10%108-111

Ha TeyeHune 3abonesarms COVID-19 [10]. Mpu nuduumposa-
Hum Bupycom SARS-CoV-2 oTMeuvaeTcs CBEpPX3KCMpeccuB-
HbIi MMMYHONOrMYECKM OTBET C MACCMBHbLIM BbIOPOCOM
NPOBOCNANUTENbHbLIX LMTOKUHOB (OLMH W3 KJIKOYEBbIX -
N/1-6), B pe3ynbTaTe 4ero pa3BMBakOTCH LUTOKMHOBBIN LUITOPM
M OCTpbIA pecnupaTopHbin  aucrtpecc-cuHapom  (OPAC)
C neTanbHbIM McxonoM. COOTBETCTBEHHO, CMOCOBHOCTL Npe-
MapaToB MNOAABNATb [AHHYI TMMepepruyeckytlo peakuuio
MMMYHHOM CUCTEMbI MOXHO YYMTbIBaTb MPU HA3HAYEHUM
6onbHbIM PC. Tak, Hanpumep, onybanKoBaHbl AaHHbIE O MOSO-
XWUTenbHOM  3d@dekTe  BbICOKOAO3HbIX  MpenapaTos
B-nHTepdepoHa npu neyeHun COVID-19, ocobeHHO Ha paH-
HMX 3Tanax 3aboneBaHus. MatMpamepa aueTaTt U dhymapaTbl
MOBBILIAKT IKCMPECCUID  LMPKYIMUPYIOLLMX €CTECTBEHHbIX
KNeToK-KWINepoB, 4TO, BO3MOXHO, MO3BONSET YAYyYlUMUTb
3awmTy ot COVID-19 [11]. ObcyxapaeTcs addekT pymapaTos
B OTHOLUEHWMU UHIMOMPOBAHMS DYHKLMM MakpodaroB U Tow
ponn, KOTOpY Makpodaru nerkux urpatot 8 pazsutmum OPLC.

pn npuMeHeHnn aHTK-B-kneTouHomn Tepanum y 601bHbIX
PC, cornacHo paHee MpOBEAEHHbIM UCCNEL0BAHWAM B OTHO-
LWeHnM npenapaTta okpenusymab, MOryT oTMedaTtbcs Honee
BbICOKME PWUCKM Pa3BUTMS MHGOEKLMOHHBIX mpoueccos [12].
OpHako B HaCTOAWMIA MOMEHT He COBCEM MOHSTHO, B Kakue
BPEMEHHbIE CPOKM MOC/Ie NPOBeLEHUS 04epeaHoin UHDY3UK
npenapaTa okpenusymab uHduumpoBanue COVID-19 Hawu-
6onee BeposTHO OyaeT KoppenupoBatb C Gonee TsKenbiM
TEYEHWEM BUPYCHOM MHOeKUMK. VIMetowmecs nybnmkaumm
[LOCTaTOYHO NPOTMBOPEYUMBbI: P 3apybexKHbIX UccneoBare-
Neit OTMeYatoT OTCYTCTBME BAMSHUS Ha PUCKM Bonee Taxeno-
ro TeueHms, Toraa Kak gpyrue nybnaukyloT gaHHble o 6onee
YacTblX rocnMTanM3auusax, HO He O NeTaJbHbIX MCXO-
nax [13-15]. B pe3ynsrate npMMeHeHus npenapaTta oKpenu-
3ymab npoucxogut penneums B-numdoumtos CD20+, uto
B CBOH 04epefb B 3HAUMTENbHOM CTENEHM NPUBOAMT K YMEHb-
LLIEHWIO BbIPAOOTKM LIUTOKMHOB M AOCTYNHOCTU B-nnMdoumTos,
B T. Y. KaK aHTUIreHNPEe3EeHTUPYHOLMX KNETOK, @ TakxKe OTMeYa-
eTCca CHmxeHne anddepeHumMpoBkn B-numbountoB B nnas-
matnyeckne knetkn [16]. CornacHo 0ny6aAMKOBAHHOMY
K HaCcTosLLeMy BPEMEHW aHanM3y AaHHbIX, aHTW-B-kneTouHas
Tepanus (okpenusymab u putykcumab), MOXeT npeageLLaTb
xyawme ncxonbl COVID-19 [17]. NpumeHeHne U pUTyKCMMa-
6a, » okpenusymaba npuMBOOMT K OOAbLIEMY KONUYECTBY
rocnuTanmM3aumii, B T. 4. U K nocnegylowmm 6onee 4acTbiM
nepeesofaM B peaHumaumio. OQHAKO 3HAUMMBIX OTINYMIA
MO YacToTe NeTaNbHbIX Cly4aeB B CPAaBHEHMM C APYTMMU Npe-
napatamu He OTMeYeHoO.

3AKJNTIOYEHUE

HecmoTps Ha mosBASOLLMECS B MEXOYHAPOAHOM nuTepa-
Type coobuieHuns o TeyeHun COVID-19 y 6onbHbix PC Ha pas-
Hbix MUTPC, ocTtaeTcs 4OCTaTOYHO MHOMO BOMPOCOB B OTHO-
LIEHNM BPEMEHHBIX OKOH MPUMEHEHWs TepanuMu MOHOK/O-
HanbHbIMKW aHTUTENaMK Ans 6nokuposkm UI1-6 y 6onbHbix PC,
nony4yatowmx aHTM-B-knetoyHyto Tepanumto. Onyb6anMKoBaHHbIE
paHee AaHHble O NpenblayLiMX BCMbILKAX KOPOHABMPYCHOM
MHOEKLMM NOKA3bIBAIOT, YTO MMEHHO T-KNeTkK, a He B-kneTtky,
MMEIOT pellatollee 3Ha4yeHue B MPOTMBOBMPYCHOM Hopbbe.



B cBS3M C 3TMM COBMECTHO C HAWMMU 3apybexXHbIMKU Kone-
raMuM Mbl MOXEM T[OBOPWTb, YTO TMPUMEHEHWe aHTK-B-
KNEeTOYHOM TepanMu XoTb M SBNSETCS GaKTopoM pucka bonee
Tkenoro TeyeHus 3abonesarms COVID-19, Ho He npuBOAWT
K YBE/IMYEHMIO PUCKOB NEeTasbHbIX UCXOAOB, B OCHOBE Yero,
BEPOSITHO, U NIEXXWUT OTCYTCTBME HapylleHns QYHKLUMOHMPOBA-
HMS T-KNeTOYHOro 3BeHa MMMYHHOro OTBeTa. YUMTbIBas Mpo-
BOAMMYLO Aenneumto Ha GoHe AaHHOW Tepanum, Hanbonblune
pucku Tsxkenoro Tevenns COVID-19 cnepyeT oxuaats B nep-
Bble Mecslbl MOCne 04YepeLHOro Kypca aHTu-B-kneTouHom

Tepanuu. B cBg3uM € 3TUM HeobxoanMo cobntoaaTh NOBbILWEH-
Hble Mepbl NPeLOCTOPOXHOCTM B MepBble MecAubl nocne
MHDbY3UM NpenapaTa okpenusymab v, BepoSITHO, paCCMOTPETb
BOMPOC O paclWMPeHHOM WHTepBane A03MPOBAHUSA, anennm-
pys K pe3ynbTataM uccnefoBaHus cybnonynaumii anmooum-
TOB B IMHaMMKe NoC/e Kax/a0ro NpoBeaeHHOro Kypca uHay-
3uiA NpenapaTa okpenusymab.
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Pesiome

B cTatbe 06cykaatoTCs pa3nuuHble BapuaHTbl BefeHUs B0bHbIX peBMaTOMAHbIM apTpuToM (PA) B COOTBETCTBUM C COBPEMEHHbIMU
3apybexXHbIMM 1 OTeYeCTBEHHbIMU pekoMeHaaLUmsaMu. MNpuBeneHbl AaHHble 0 BO3MOXHOCTU AOCTUXEHUS 3ddeKTa Ha dOHe MOHO-
Tepanuu MeToTpekcatoM (MT) 1 0bcyaatoTcs BapuaHTbl NpoBeaeHns bonee akTMBHOM Tepanuu. [poBoamnTcs cpaBHeHue 3ddek-
TUBHOCTM NOCNEL0BATeNbHOM CMeHbl 6a3nCHbIX MPOTUMBOBOCNANUTENbHbIX NpenapaTos (BbMBI), nocneaoBaTeNnbHOro NpUcoeanHeHNs
BMBI k MT, neueHuns TpolHoi komMbuHauwmen BBl npu HeagekBaTHOM oTBeTe Ha MT unu npu aebioTe Tepanuu, KOMBUMHaUMK
BIMBI v reHHo-MHXeHepHbIX Bruonornyeckux npenapatos (MMBM). Mo faHHBIM MCCNeaoBaHMS MOKa3aHo, YTO B KOropTax B0MbHbIX
C paBHOM KAMHUYECKOM 3(DOEKTUBHOCTbIO TPOMHOM KoMBMHaumm BINBIM 1 kombuHaumm TMBIM ¢ BINBIT BbipakeHHOCTb Nporpeccu-
pOBaHMS AECTPYKLMM B CyCTaBaX KUCTE U CTOMN CTaHOBUTCS MeHblue npu ucnonb3oBaHum MBI, OTMeyeHo, 4To oueHKa 3hdeKkT1B-
HOCTW ABOMHON/TPOMHOM koMBUHaumm BIBIT npoBoaMnack B OTKPbITbIX HabMOLATENbHbBIX UCCNEA0BAHMSX, YTO UMEET MEHbLLYIO
[10Ka3aTeNbHYK LEHHOCTb, YeM B ABOMHbIX CNEMbIX PaHAOMM3MPOBAHHbIX MnaLebo-KoHTponupyembix uccnenoBaHusax (PKN)
no oueHke MMbl1. HecmoTps Ha BaxkHOe 3HaYeHwue BHeapeHns TUBI1 B KIMHWMYEeCKy0 NPaKTHKY, BbICOKas CTOMMOCTb MPEnapaToB BCe
elle OrpaHMYMBAET MX Ha3HayeHue OonbHbIM. Perncrtpaums B PO nepsoro 6uocumunspa 3staHepuenta (9TH) - npenapata
Jpen3n® - aBNAeTCA BaXKHbIM 3TanoM AN nedeHns 6obHbIX PA. B cTaTbe onmcaHbl NpenMyLiecTBa opuriHansHoro 3TH (MHrnbumTo-
pa daktopa Hekpo3sa onyxonun o - M®HO-a) nepen apyrumMu MOHO-a, SBASIOLLMMUCS MOHOKNOHANbHBIMKU aHTUTENAMK K 3TOMY
LMTOKMHY. B cTaTbe npeactaBneHbl AaHHbIE MO 3KBMBANEHTHOCTU 3aperncTpuposaHHoro 8 PO 6uocummnapa 3TH (3pensn®) ¢ opu-
rMHanbHbIM 3TH B KNUHMYECKoN 3ddeKTUBHOCTH, 6e30MaCcHOCTM U MMMYHOTEHHOCTU. [1pOAEMOHCTPMPOBaHa CONOCTaBUMOCTb Npe-
MapaTtoB MO YacToTe Pa3BMTUS HEXENATENIbHbIX SBAEHMIA. [1oKa3aHo, YTo NepektoyYeHne C opurnHanbHoro 3TH Ha ero Guocumunsp
NMO3BOMSIET COXPAHUTb TepaneBTUYECKMM IDDEKT, HE CONPOBOXAAETCS HAapaCTaHMEM YaCTOTbl SBAEHMIK HENEepeHOCMMOCTU UK
MMMYHOrEHHOCTH. YkaszaHo, uto Jpen3un® 3apernctpuposaH B PO ans neyenns PA, pasHbix BapMaHTOB aKCWManbHOrO CMOHAMIOAp-
TpWTa, NCOPMATUYECKOTO apTPMTa, NCOPMA3a 1 KOBEHMIBHOTO MAMOMNATUYECKOTO apTpUTa.

KntoueBble cnoBa: peBMaTOMAHbIN apTpUT, CTpaTerns nevenus, kombuHaums brBM n TMBI, 6uocummnsgpbl, 3ddeKTUBHOCTD,
6e30MacHOCTb, UMMYHOTEHHOCTb

[na uumtupoBanusa: Ynyacosa H.B., Jluna A.M. MpumMeHeHne 6MOCMMUNSPOB KaK HOBbIM MOAXOA, K Tepanuu peBMaTtonaHoro
aptputa. MeduyuHckuii coeem. 2021;(10):112-121. https;//doi.org/10.21518/2079-701X-2021-10-112-121.
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Abstract

The article discusses various options for the management of patients with rheumatoid arthritis (RA) in accordance with modern
foreign and domestic recommendations. Data on the possibility of achieving an effect on the background of monotherapy with
methotrexate (MT) are presented and options for more active therapy are discussed. The authors compare the effectiveness
of sequential change of basic anti-inflammatory drugs (DMARDs), sequential addition of DMARDs to MT, treatment with a triple
combination of DMARDs with an inadequate response to MT or in the debut of therapy, combination of DMARDs and biological
drugs. According to the study data, in cohorts of patients with equal clinical effectiveness of the triple combination of DMARDs
and the combination of DMARDs with biological drugs, however, the severity of the progression of destruction in the joints
of the hands and feet is less when using biological agents. It was noted that the evaluation of the effectiveness of the double /
triple combination of DMARDs was carried out in open observational studies, which has less evidence value than randomized
controlled double-blind placebo-controlled trials (RCTs) for the assessment of biological drugs. Despite the importance of imple-
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menting biological drugs in clinical practice, their high cost limits their use by patients. Registration in the Russian Federation
of the first biosimilar of etanercept (ETN) - the drug Erelzi is important for the treatment of patients with RA. The article describes
the advantages of original ETN (tumor necrosis factor ainhibitor — iFNO a) over other iFNO a, which are monoclonal antibodies
to this cytokine. The article presents data on the equivalence of the ETN biosimilar registered in the Russian Federation (Erelzi)
with the original ETN in terms of clinical efficacy, safety and immunogenicity. The comparability of drugs in terms of the fre-
quency of adverse events was demonstrated. It is shown that switching from the original ETN to its biosimilar allows you to
maintain the effect, not accompanied by an increase in the frequency of intolerance or immunogenicity. It is indicated that Erelzi
is registered in the Russian Federation for the treatment of RA, various variants of axial spondylitis, psoriatic arthritis, psoriasis
and juvenile idiopathic arthritis.

Key words: rheumatoid arthritis, treatment strategy, combination of DMARDs and biological DMARDs, biosimilars, efficacy,
safety, immunogenicity
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BBELAEHUME

B HacToswwee Bpems cTpaTterus neyeHms peBMatouaHoro
aptputa (PA), Kak ® ApyrMX XpOHWYECKMX BOCMAAMUTENbHbIX
3aboneBaHMit CycTaBOB W MO3BOHOYHMKA — JlevyeHue
[0 OOCTMKEHWMS LEeNM — MPOYHO BOWNA B KIMHUYECKYHO
npakTuky [1]. OCHOBHOW Lenblo nevyeHns B COOTBETCTBUM
C [3HHOW CcTpaTernent 9BASETCS AOCTMXKEHME PEMMCCUU
W anbTePHATUBHOW Lenn — AOCTUXKEHUE HWU3KOW aKTUBHOCTM
3aboneBaHus (HA3) B TeyeHune 6 mec.

B coBpeMeHHbIX pekoMeHAauMax No BeaeHWo HObHbIX
PA EBponerickoi aHTMpeBmaTuyeckon nurm (European
League Against Rheumatism - EULAR) 2013 r, B 6onee
nosgHux pekomengaumax 2016 mn 2019 rr. [2-4], a Takke
B OTEYEeCTBEHHbIX pekoMeHAaumax no nevenunio PA [5] nep-
BOCTEMEHHYIO pOnb B TEpanum 3aboneBaHng OTBOAAT Tpaau-
LMOHHbBIM CMHTETUYECKMM DBa3MCHBIM MPOTMBOBOCNANUTENb-
HbiM npenapaTtam (blBI1), koTopble AOMKHbI HAa3HAYaTbCS
Cpasy noc/e yCTaHOBNEHMS LMarHo3a. IKopHbIM NpenapaTom
npu PA octaetcs metorpekcat (MT). OpgHako MeTaaHanm3
31 koropTHOro uccnepoBanus ¢ 82 450 naumeHToB ¢ PA npo-
[LeMOHCTPMPOBaN, YTO OONbLWMHCTBO MaLMEHTOB Ha GoHe
MOHOTepanuu MT B TeyeHne 6 MecC. He JOCTUraOT PEMUCCUM
no kputepuio DAS28 (Disease Activity Score - uHAekc
AKTMBHOCTK 3aboneBaHusl) < 2,6 B peanbHOW KAMHUYECKOW
npakTuke [6]. Mo AaHHbIM 3apybexHbiX paHAOMMU3MPOBaH-
HbIX KOHTpONMpyeMbIx uccnenosannin (PKW) vacrota poctm-
XeHus pemuccun Ha doHe MT cocTasnsieT okono 20%, a npu
KoMBuHaumn MT u rnokokoptnkonaos (MK) ysennumnsaercs
no 50% [7, 8].

CTPATErMA OEBIOTA TEPAINUU
PEBMATOMOHOIO APTPUTA

Mpu otcyTcTBUMM JoCTkeHus Lenn Ha ¢oHe MT npea-
naraetca cmeHa BIBI unu mcnonb3oBaHue KOMOMHALMM
BrBIM - Tak HasbiBaemas crpaterns step up (CTyneHbka
BBEpX), KOrAa K HefocTatoyHo 3ddekTnBHoMy MT npucoe-
nuHstoTcs apyrve bINBI. B nutepaType obcyxaaercs U Hava-
no Ttepanun PA cpasy ¢ kom6uHaumu BI1BI1, 4to Hawno

oTpaxeHwe B pekomeHaaumax EULAR 2013 r. [2]. Ho yxe
B 2016 r. [3] EULAR oTka3ancg oT Ha4ana Tepanuu c KoMbu-
Hauuu BIBI, ykasas, 4To Npu KOHTPOIMPYEMOM JlEYEHUU
MoHoTepanua MT Tak xe 3pdeKkTMBHA, Kak M KOMOBUHUPO-
BaHHOE /le4eHune, HO lyylle NepeHoCUTCS, YTO NOATBEPXKAE-
HO B peanbHOM KIMHMUYECKOM NPaKTMKe MO AAHHbIM FONNaHA-
ckoro pernctpa DREAM (puc. 1) [9]. PeanbHyto nomolLLb Bpayy
B MPOBELAEHUN KOHTPONMPYEMOro neyveHns MT gatoT pesynb-
Tatbl uccneposaHus OPTIMA [10], B kOTOpOM BblaeneHbl
NpeauKTopbl HefocTaTouHoro 3ddekta MT: caMbiMU CUMb-
HbIMW MPEAMKTOPaMM HEeLOCTaTOYHOro OTBETa Ha Tepanuio
MT, accoLMmMpOBaHHBIMU C PUCKOM BbICTPOrO PEHTrEeHON0MM-
4eCcKoro NporpeccrpoBaHus, Hbinn cpeaHMe 3HaYeHMs NoKa-
3aTens QYHKLUMOHANbHOrO COCTOSHUS BOAbHOMO MO MHAEKCY
HAQ (Health Assessment Questionare — ONPOCHUK OLLEHKM
3popoBbs) [10] w wumHpexkca aktmeHoctM DAS28-CRP
(Creactive protein - C-peakTuBHbIN 6enok) Ha 12-i Hepene
Tepanuu. To eCTb yke yepes 3 Mec. Tepanmuu MT npu oTcyT-
CTBUM 3HAUMMOro cHmKeHus mHaekca DAS28-CRP w otcyT-
CTBUS yNnydlleHns GyHKUMM BONBHOMO Mbl MOXEM CTaBWUTb
BOMpocC 06 ycuneHun Tepanuu. [0 COBPEMEHHBIM U 3apy-
HexxHbIM [3, 4], 1 oTeyecTBeHHbIM [5] pekoMeHAauMaM npu
HeafekBaTHOM oTBeTe Ha MT y BonbHbIX C HebnaronpusT-
HbIM MPOrHO30M PEKOMEHLOBAHO MOAK/KYEHUE Tepanuu
FEHHO-MHXEHEPHbIMU  BMONOrMYECKMMU  MpenapaTamu
(TMBM) nnn TapretHbiMK BINBI. MakTopamu HebnaronpusaT-
HOro MPOrHO3a ABAMOTCA TaKMe KIMHWYECKMe NPOsiBNEHUS,
Kak CTabunbHO yMepeHHas WMAM BblICOKAsi aKTMBHOCTb 3360-
neBaHus, bbICTpOe HapylieHne QYHKLMM CYyCTaBOB M MX 3pO-
31K, 6OMbLLOE YMCNO NPUMYXLWIMX CYCTABOB, @ TAaKXe NosBIe-
HME CUCTEMHbIX MOPAXEHUI (PEBMATOMAHbIE Y3E/KM, BACKY-
T, cuHapoM ®entw). NloMMMO 3TOro, BbISIBNEHWME TaKMX
NnabopaTopHbIX MapKepoB, KaK peBMaToMAHbIA dakTop
M aHTUTeNa K LMKIMYECKOMY LUTPYIIMHUPOBAHHOMY NenTu-
Ly, TaKKe SBASETCS CUrHaNoM Ans crapTa tepanum MBI,
Mpu oTCYTCTBUM HaKTOPOB HEBNAronpugTHOrO NMPOrHo3a
ponyctumo gobasneHve Apyrux CTaHOApPTHbIX CUHTETUYe-
ckmx BIBI1. MNMoka3aHo, YT B KOropTax C paBHOW KAUHWUYe-
CKOM 3D PEKTUBHOCTbIO TPOMHOM KoMbBuHaumm BIBIT 1 kom-
6uHauumn MBI ¢ BIMNBIT TeM He MeHee BbIPAXXEHHOCTb NPO-
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